ITAPAPTHMA 1

HEPIAHYH TON XAPAKTHPIZTIKOQN TOY ITIPOIONTOX



vTo @ApUOKO 0VTO TEAEL LTO CLUTAN PO UATIKT TOPAKOAOVONGT. AVTO Ba emTPEYEL TO YP1YOPO
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNC. ZNTEITAL 0O TOVG EXAYYEAUATIEG VYEING VO AVAPEPOVY
omolecdNmote mhavorloyovueveg averiBounteg evépyetec. BA. mapdypago 4.8 yia tov 1pdmo avapopdic
OVETLOOUNTWV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Acvybra 60 mg evéopo didivpa o€ TPOYEMGUEVT GUPLYYQ

2. IMOIOTIKH KAI ITOXOTIKH XYNOGEXH
KaBe npoyepuopévn odpryya mepiéyel 60 mg devosovudunng og 1 ml dtakvuartog (60 mg/ml).

H devocovpapnn gtvar éva avBpamvo povokimvikd avticopo IgG2 mov mapdyetor o€ KuTTOPIKN
oelpd ONhaotikov (KiTTapo mobnKng KvElkov KpiknTol) pe texvoroyio avacuvovacuévoyr DNA.

I"a tov TAnpn kaTdroyo TV ekddywv, PA. Tapdypoeo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Evéouo didivua (evéoipo).

Awwyég, dypopo €mg vrokitpvo dddvpa, pe pH 5,9 émg 6,5 kot ooUOYPOULOHOPLOKOT T

270 mOsm/kg £w¢ 330 mOsm/kg.

4, KAINIKEY IAHPO®OPIEX

41 OgpamevTikég gvoeitelg

Oepomeio TNG 0GTEOTOPMONG GE UETEUUNVOTAVGIAKES YUVOIKES KOl GE AVOPES e aVENUEVO KiVOLVO
KOTOYHATOV. X HETEPUNVOTOVGIOKES YUVaikeg To AcCvybra peidvel onpaviikd tov kivouvo
GTOVOVAIKDV, [1] GTOVOLAMK®OV Kol KOTAYLAT®V TOV 16){ov.

®epomeio TNG OGTIKNG OUTMOAELNG TOV GYETICETOL UE OPUOVIKO OTOKAEIGUO GE GVOPEG LUE KAPKIVO TOV
TPOGTATN 01 070101 SLTPEYOLV ALENLEVO Kivouvo Kataypdtmv (BA. mapdypoaeo 5.1). Ze avdpeg pe
KOPKiVO TOL TPOGTATI VIO OPUOVIKO amOKAEIGUO, TO ACVYbra Heidvel GNIOVTIKA ToV Kivouvo

GTOVOVAIK®OV KOTOYUAT®V.

®epameio TNC 0OTIKNG OTDOAELNG TOV GYETILETOL LE LLOKPOYPOVIO. GUCTNLUTIKT Oyw YN UE
YAVKOKOPTIKOEWDN o8 eviilkeg acbeveic pe avénuévo kivovvo katdypatog (PA. mapdypapo 5.1).

4.2  Aocoloyio Kol TPOTOS YopyNong

Aocoloyia

H ocvviotodpevn 06on gival 60 Mg deVOGOUUAUTNG YOPNYOVLEVN MG EPATAE VTTOJOPL EVEST| L POPEL
KGOe 6 punveg oto uNpod, TNV KOIALOKY YMPO 1] TO Gve TUfu Tov Bpoyiova.

Ot acBeveic Tpémel va Aappavouv enapkn couminpopato acfectiov kot Brrapivig D (BA.
napbypapo 4.4).

Ytovg acbeveic mov Aapfavovv Bepameio pe Acvybra Ba mpémet va divovrar To GOAAO 0dNYLOV ¥pNoTg
Ko Vo TopéyeTol 1 kapta vevOdong acevoic.



H BéAtiomn cuvoAikn SLdpKeELD TNG OVTIOMOPPOPNTIKNG QLYY Y10, TV 0GTEOTOPOGN
(ovumepriopPoavopévev 1060 NG 0EVOCOVUAUTTG OGO Kol TOV SIPOGPOVIKAOV) Ogv £XEl TEKUNPLOOEL.
H avéyxn cvveyotg Oepamneiog Oa mpénet va enava&loAoyeital TEPLOdKa pe PAon To 0PEAT Kot TOVG
SuVNTIKOHG KIvOHVOLG TNG OEVOCOVUAUTNG LELOVOLEVO 0va aoBEVT, 10100¢ HeTd amd 5 1
neplecoTepa Ypovia xpiong (BA. mapdypago 4.4).

Hlikiouévor (nlikiog > 65 etchv)
Agv amaiteitol Tpocaproyn e 600mg 6Tove NAKIOUEVOLS acbeveic.

Neppixn dvalertovpyio,
Agv amaiteitol Tpocappoyn g 600G oe acbeveic e veppikn duciettovpyio (PA. Topdypago 4.4 yia
GLOTAGELS GYETIKA LE TNV Tapakolovinon tov acPeatiov).

Agv vapyovv dabéciua dedopéva Yo 0oOeVELS e LOKPOYPOVIL GUGTNUOTIKY Ay®YT UE
YAVKOKOPTIKOELDT Kal GoPap1| veppikn dvciertovpyia (PvOudc orepapatikig dmbnong, GFR
< 30 ml/min).

Exnrwon te nrotikng Ae1tovpyiog
H aocpdleta kot 1 amoTeELeGUATIKOTNTA TG OEVOGOLUAUTNG eV Exovv LedetnOel oe acbeveig pe
£€KnTmOoN TG NTaTIKNG Asrtovpyiag (BA. mopdypapo 5.2).

Taidrazpiros minBoouog

To Acvybra dev o mpémet va ypnoponoteitar og mondid niikiog < 18 £1dv Adym avnovyidv 6cov
aeopa TNV ac@dAEln Yo GoPap vepacPeoTionpio Kot TOOVY aVUGTOAN TN AVATTVENG TOV 0GTMV
Kot EAAENYT avaTtoAng dovTimv (PA. mapaypdapovg 4.4 kot 5.3). Ta wapovto, dSabéciuo dedouéva Yo
ool nhkiog 2 g 17 etdv meprypdpovtat 6Tig Topaypdeovg 5.1 ko 5.2.

Tpomoc yopnynong

IMa vrodopla ypnon.

H yopriynon Ba mpénet va yiveror amd Eva ATopo Tov £YEl EKTAIOEVTEL EMAPKDG GE TEYVIKES EVECT|G.
O1 00nyieg xpNone, XEPIGHOD Kl AmOpPLYIG TopEYoVTaL 6TV Tapdypago 6.6.

4.3  Avrevositeag

YrepevaioOnoio 61N dpacTikn ovoia 1} 68 KAmo1o amd T £K60YA TOV AVUPEPOVTUL GTNV
Topaypapo 6.1.

YrooBeotwonpio (BA. mapdypagpo 4.4).
4.4  EwwKég TPOELOOTOM|GELS KU TPOPVAAEES KAT TN (p1jon

IynAaciwotnta

Ipokeévov va Bertiwbel 1 yvnAasuodTnTe TV PLOAOYIKGV QOPUOKEVTIKOV TPOIOVI®V, TO OVOU
Kol 0 aplOpog TOPTIONG TOL YOPYOVLEVOL PAPLLAKOV TPETEL VO, KATAYPAPETAL L€ GOPVELOL.

ZUUTANPOUOTIKN Yopnynon acPBectiov kot Prrapnivne D

H enapxng tpocinym acPeotiov kot frrapivng D eivar onpavtiki og 0A0vg Toug acbeveis.



IIpopuid&eic katd TN Ypnon

Yroofeoriouio

Eivon onpovtiké va avayvopifovral ot acbeveic oe kivouvo va eppavicovy vrtocPeotiopio. H
vracPeotiaipio Tpénel va dlopbdvetal pe enapkn tposANYT acfeotiov kot Prropivine D tpwv and v
évapén g Bepameiag. ZuvioTdtal 1 KAVIKY TapaKolovdnon Tov emnédmnv acPectiov Tptv amd
AyM KGO d6oNG Kot 6Tovg acbeveig pe Tpodidfeon yia vacPeostionpio evidg 600 efSopddwY, PeTd
TN AYN TG apyIKNG 00oNC. Oa TPETEL Vo LETPAOVTOL TO EXITESD. TOV AGPECTION GE TEPIMTTOOT TOV
0m01060MTOTE ac0evic EpPaVioel KAmolo mOaVO GOUTTO U VTTOCPECTINUING KOTA TN SIAPKELN TNG
Oepaneiog (PA. mapdypapo 4.8 yio ta cvuntopata). Ot acbeveig Tpémel va evBappidvovton v
AVAPEPOLY CUUTTMOUOTO EVOEIKTIKG TNG LITAGPECTIOING,

2V mepiodo PETA TV KukAopopia, £xel avapepOel coPapn cuUTTOUOTIKY VTocPeoTionpio (Le
OTOTEAEC LA EICAYMYT GTO VOGOKOUETID, GUUPAVTA amelAnTikd yia T {on kot Bavatnedpa
TEPIOTOUTIKG). AV KO TO TEPLGGOTEPO TEPLOTATIKA ELPAVIGTNKAV TIC TPDTEG EPOOUAEC UETE, TNV
évapén g Bepoameiog, Exel epeavicdel kot apydtepa.

H cvyyopnyoduevn Bepameia e yYAvkokopTikogldn gival Evog Tpochetog mapdyovtag Kvouvou yio
vroacPeotiapia.

Negpixn dvalertovpyio,

O1 acBeveic pe coPapn| veppikn dvcoiertovpyia (kabapon kpeativivng < 30 ml/min) 1 Tov
vroPdAlovtal og eEmveppikn KaBapon datpéyovy pHeyaAdTePO Kivouvo EUOAVIONS VTOCPECTIONUING.
O1 xivovvor epedviong vracPeoTiopiog Kot cuvodmv avénoemy g Tapadopprovng avEdvouy pe v
avénomn tov Pabuov veppikng dvsiertovpyiag. Exovv avaeepbel cofapd kot Bovatnedpa
neprototikd. H emaping mpdoinym acPectiov, Brrapiving D kot n Taktikn mapakoiovdnen tov
acPeotiov glvar Waitepa CNUAVTIKA G 0VTOVG TOVG 0oBevels, PA. Tapamdvo.

Aowaeis tov dépuorog

Ot acBeveic mov Aappdvovv devocovpdunn propet va eLeovicouy AoMEELS Tov déppaTog (Kupimg
KLTTOPITION) TOV 0O YOVV GE EIGAY®OYT 6TO VoGoKoueio (BA. mapdypao 4.8). Oa mpénet va d500ovv
00nyiec oTovg aebeveic va avalnmoovy dueon atpikn fondeia av Tapovcideovy onueio M
GUUTTMOWOTO KUTTOPITIONG.

Ooteovéxpawon tng yvabov (ONT)
ONT éyet avagpepbel omdvia og acbeveig Tov Aoufavovy deVOGOLUANTT Yio 06TEOTOPmST| (PA.
nopaypao 4.8).

H évapén Bepaneiag/véog Kdkhog Bepamneiog Oa mpénet va kabvotepeitar o€ acbeveig pe un
EMOVAMUEVES avoLyTES PAAPES LOAUKADV 1GTAOV TOV GTOLATOG. LVVIGTATOL 000VTIATPIKOG ELEYYOG LLE
TPOANTTIKY] 000VTIOTPIKY] TAPEUPOOT) KOl ATOMKY] 0ELOAGYNOT 0PEAOVE-KIVODVOL TPV amd TN
Oepamneio pe devocovpaunn o acheveig e GuVod0vE TaPAyoVTES KIVOHVO.

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

eupaviong ONI" otov acBevn:

. 1 OTOTEAECUATIKOTITO TOV QAPLOKEVTIKOD TPOIOVTOC TO OTOI0 avaGTEALEL TV OGTIKN
amoppoenon (VYNAOTEPOG KiVOUVOG Ylal TIG OVGIEG e VYNAN OTOTEAEGLATIKOTNTA), TV 000
xopynong (VYNAOTEPOG Kivouvog Y10 TNV TOPEVTIEPIKN YOPTYNo™N) Kot TNV aBpoiotikn) 66on g
Oepameiog yio TV 00TIKN ATOPPOPNON).

. KOPKivVOG, KATAOTAGELS GLVVOSTPOTNTAG (TT.Y. OVOLpia, SLoTapoyE TNKTIKOTNTOGC, AOIUMEELS),
KOTTVIGLLOL.

. GLYYOPN YOV LEVES BEpameies: KOPTIKOGTEPOELDN, YNpedepameia, ovacoTOAELG ayyeloyéveonc,
axtvobepaneion KEPUANG KoL TPOYNAOV.

. KOKT] GTOLLOTIKT] DYIEWVT], TEPLOOOVTIKT VOGO, KOKMG EPAPLOCUEVES 0O0VTOGTOLYIES,
TPOHTAPYOVG 0OOVTIKN VOGOC, EMEUPOTIKEG 0d0ovTIOTPIKEG TapepPdoetg (T.y. eaywyn
000VTOQ).



O)ot o1 acBeveic mpémet va evBappHvovTat va dlotnpodv KAAT GTOUATIKT LYLEWR, va vTofdAlovtal og
TOKTIKOVG 000VTLOTPIKOVE EAEYYOVGE, KOl VO OVOPEPOLY OUECHE OTOLOONTOTE CUUTTMUATO TG TO
OTOUA OT®OG 000VTIKT KIVITIKOTNTO, TOVO 1) TPNELLO 1 U1 ETOVAWMGT] EAK®V 1) EKKPIGEDV KATA TN
duapketa tng Bepamneiag pe devocovpdunn. Kot m didpkela Bepaneiog, ol emeuPoticég 000vVIIOTPIKESG
nmopeppdoets Oa mpénet va dreEdyovtor udvo HETH amd TPOGEKTIKY EETACT) KO VO, ATOPEVYOVTUL GE
LIKPT ¥POVIKE aItOCTAGT OO TN YOPNYNOT OEVOGOVUAUTNC.

To oyédio dwyeipiong v acevav mov avantvecovy ONI tpénel va kabopiletor pe otevn
ocuvepyacio peta&d tov Oepdmovtog 1Tpod Kot TOL 030VTIATPOL 1) TOV XEPOVPYOD GTOUNTOC LE
eEedikevon og ONI'. OQa mpémet va eetaletal n Tpocmpvi dlakomy g Bepaneiog £ OTOL 1
KOTAOTOOT VITOYWPNCEL KOl 01 CLUPBAALOVTEG TTOPAYOVTEG KIVODVOL HETPLACTOVY, OTAV LTO Eivat
duvatov.

Ooteovékpwon Tov ECw aKoVATIKOD TOPOD

0O01e0vVEKP®OT TOL £EM AKOVGTIKOD TOPOV aVOQEPOTKE LE TN XPNOT OEVOGOVUAUTNG. TOVG Tavohg
TOPAYOVTEG KIVOUVOL 0GTEOVEKPWOGOTG TOV €M OKOVGTIKOD TOPOL TEPAaUPavovTaL 1 ypron
OTEPOEWMV Kot M ynpeodepamneia, kavn ot Tomikol apdyovieg kivdvvov Omme Kamoe Aoipmén 1
TPOVUOTIGUOC. L€ acbevelg Tov AapuPavouy dEVOGOVUAUT KOl TOPOVGLALOVY GUUTTOUNTO, GTO VT,
0TS XPOVIEC AOUMDEELS TOV aVTLOD, TPEMEL VO AauPaveTal vToYN 1 TOAVOTNTA 0GTEOVEKPWOOT|G TOV
€€ aKOVOTIKOV TOPOV.

Atormo katdyuoato To0 unpiaiod 0oTod

Atovna Katdypota Tov pnplaiov 0otov £xovv avaeepbel oe acheveig mov Aopfdavouvv devocov
(BA. mapaypago 4.8). ATuma KATdyHoTe TOV UNPloiov 06To0 UropovV va cupfoldv petd and pikpd 1
KaOOAOV TPAVUATIGUO GTNV VTOTPOYAVTIPLL TEPLOYN KOl OE TEPLOYES TNG OLApuoTg Tov unplaiov. Ta
oupupauato avtd yopakteiloviol amd GLYKEKPIUEVO AKTIVOAOYIKG EVPAIOATE. ATV KOTAYLOTO TOV
unpeiov 0otob &xovv emiong avapepbel oe acbeveic pe cuykekpléves TadNGES GLVVOCT|POTNTOG
(m.y. avemdapkela Prrapivng D, pevpatogdn apbpitida, vropmopopario) Kol e T XPHON
GUYKEKPIUEVOV QUPUOKEVTIKOV TPOIOVI®V (T.). S1POCPOVIKA, YAVKOKOPTIKOELDY, OVOGTOAELG TNG
avtAlag mpotoviov). Ta copfapata avtd Egovv eniong mopatnpndel yopic aviiamoppoPnTikn
Bepaneia. [Tapopola katdypata to omoia £xovv avaeepbel e GuVOLOCUO e SLPOTPOVIKA Etvat
GLYVA AUPOTEPOTAELPA, MG EK TOVTOV, TO AVTITAELPO UnpLoio 0otovv Tpénel va e&etootel o aobeveic
7oV Ehafav OEVOCOVUAUTT] KoL TOV £XOVV VTOGTEL KATAYLLO TS d1dpUoTg ToV unpilaiov a&ova. H
dtokomn| g devocovpdunng og acbeveic mov vapyel voyio Tt £xoVV ATLTO KATAyHo unptlaiov Ba
wpénel va, ektiun0el ev avapovn g a&toAdynong tov acbevn, pe Bacn tnv e£0TopKELUEYT]
a&loldynon tov 1wolvyiov Kivdhvov-opéhovg. Katd m didpkeia g Oepaneiog pie devocovudpmn, ot
acBeveic Ba Tpémel va evoicHnTomolovVTaL MGTE VO AvaPEPOVY VED N LN cOVNBeg TOVO GTO Unpo,
woylo 1 ot PovPovikn ydpa. Ot acbeveig mov Tapovsidlovy ta countdpaTe avtd o Tpénetl vo
a&10A0yoUVTOL Y10 ATEAEG UNPLOHo KOTOY L.

Moxporpobeoun aviiamoppopntiky Geporeio.

H poaxponpodbecun aviiamoppopntikn Oepaneio (GuUnepAa i fovouévov T060 TNG SEVOGOVUAUTNG
0G0 KOl T®V S1POCQOVIK®V) Uropel va GOUPILEL 6 avENpEVo Kivouvo Yo avemBounteg EKONADGELS,
OTMC 00TEOVEKPWOOT TNG YVAOOL KOt ATLTTO KOTAYLOTO TOV UNPLOiOL 06TOV AOYM TG CUOVTIKNG
KOTOOTOANG TNG OCTIKNG avaKataokevng (BA. Tapdypapo 4.2).

Awaxonn the Oepameiog

Metd ) daxony| TG Oepameiog e 0EVOGOVIAUITY, AVOUEVETOL LEIMON TNG OGTIKNAG TUKVOTNTOG
(BMD) (BA. mapaypago 5.1), yeyovog mov odnyei oe avénpévo Kivouvo Kataypdtoy. ZUVETMG,
ouvioTdtal 1 wapakoAovOnon g BMD kat Ba tpénel va eetaoctel ) yopynon EVOALOKTIKNG
Oepaneiog cOUPOVO e TG KAVIKEG KaTevBuvTnpieg odnyiec.

2vyyopnyovuevy Gepameio pe GALO POPUAKEDTIKG TPOIOVTO. TOV TEPLEYOVY OEVOTOVUGUTTN

O1 acBeveic mov Aapupdvovy Oepameia pe devocovpaunn dev Oa mTpénel va, avtipeTomilovton
TOVTOYPOVA, UE GAAY POPUOKEVTIKA TPOIOVTO TTOL TTEPLEYOLY SEVOGOVUAUTN (Yo TNV TPOANYT TV
OKEAETIKOV GUUPBOUATOV OE EVIAIKES L€ OOTIKEG LETAGTACELG OO GUUTOYELG OYKOVG).



YrepoaoPeorionuio oe moroiatpikods acbeveic

To Acvybra dev Ba mpénet vo, ypnoponoteitar og Toudatpikode acbeveic (nhikiog < 18). Eyxet
avapepbei coPapn vrepacPeotiaipio. e OPIGUEVE TEPIGTATIKH KAVIKGV SOKIUMYV ELPAVIGTIKOV
emmlokéc Aoym o&elag veppikng PAAPNG.

45  AMremopaosig pe GALa QUPUOUKEVTIKG TPOTOVTO KOl GALES pOopPEg alinAeniopaocng

e pio peAét oAANAETIOPOONG, 1| OEVOGOVUAUTT JEV EMNPENCE TN PAPUOKOKIVITIKT TNG
uealoraung, n omoia petaforiletar omd to kutdypoua P450 3A4 (CYP3A4). Avtd vodeikvoet OTL T
OEVOGOLUAUTN OEV TPEMEL VAL LETAPAAEL TN POPUAKOKIVITIKY] TOV QAPUOKEVTIKMY TPOTOVTWOV TOL
petaforiovron amd to CYP3A4.

Agv vtapyovv KAMVIKE S£d0UEVO GYETIKA LLE TN GLYYOPNYNON devocovudumng Kot Bepomeiog
OPHOVIKNG LTOKATACTAOTG (010TPOYOVE), MGTOGO 1 TOAVOTNTO PAPUUKOSVVOUIKNG CAANAETIOpaoNS
Oswpeitar younAn.

g UETEUUNVOTOVGLOKES YUVOIKEG LLE OGTEOTOPMOT 1| POPUAKOKIVITIKY KO 1] POPUOKOSVVOLLKT TG
dEVOGOLLAUTNG OgV emnpedoTnKoy amd TV Tponyobuevn Oepaneia pe odevdpovatn, fdoetl v
dedopévmv mov cuyKevTp®ONKay amd pio pedétn uetdPaong (amnd alevdpovdtn oe devocovpdaumn).

4.6 TovipétnTa, KOON KOt yohovyia

Kvnon

Agv vapyovv 1 eival TEPLOPIGUEVO TO KAVIKE OEOOUEVO GYETIKA LE T XPNOT TNS OEVOCOVUAUTNG OE
gyKkvovg. Meréteg oe (da kKatédel&ay avamapaymytkn Tosikotnta (PA. Tapdypagpo 5.3).

To Acvybra dev cuvicTdtal yio xpNon 6€ £YKVEG YOVOIKES KOOMG Kl GE YUVOIKEG OVOTOPOYOYIKNG
NAKiag oL Ogv ¥PNGLUOTOIOVY avTIGUAANYT|. Ol Yuvaikeg TpEnetl va KaboonyouvTol MGTE Vo [N
HEIVOUV €yKveG KaTd T S1apKELX KOl Y10 TOVAGYIGTOV 5 piveg petd tn Oepamneia pe devooovudumrn. Ot
OTO1EG EMOPACEL TNG OEVOGOLUAUTNG Elvar TBavO va glvon peyaAdTepeg KOTA TN SIPKELD TOV
dEVTEPOV KOIL TOV TPITOL TPYUVOL TG KONGNG KAOMG T0 LOVOKAMVIKG OVTICOUOTO, LETOPEPOVTOL
UEG® TOV TAOKOVVTO, LE YPUUUIKO TPOTTO KobmG e&glicoetal KOG, UE TN UEYOADTEPT TOGOTNTO, VAL
LETAPEPETOL KOTA T1 SIEPKELDL TOL TPITOL TPLLUIVOV.

Oniooude

Agv givol yvooTo 6v 1 0EVOGOV AT aneKKPIVETOL 6TO avOpOTIVO YA MeAETEC GE YEVETIKA
TPOTOMOINLEVOVG TOVTIKOVG GTOVG 0moiovg €xet avaotaiel o RANKL pe yovidwakn petakivinon
(«knockout Tovtikog») édei&av 611 amovsio tov RANKL (o otdyog g devocovpdumng BA.
Tapdypoeo 5.1) Kotd n didpkela TG KONGONG UTOPEL Vo EXNPEACEL TNV OPIULAVCT] TOL HalIKoy adéva
001 YOVTOG O€ PEIDMOT TNG TOPUYDYNE YOAUKTOG LETA TOV TOKETO (PBA. mapdypoeo 5.3). [pénet va
amo@oolotel v Oa dtakomel o Onhacudc 1 Ba daxomel 1 Bepomeio pue devosovudumn, Aapupdvovtag
VILOYT TO OPELOG TOV ONAAGLOV Y10 TO VEOYEVVITO/PPEPOG Ko TO OPEAOG TG Bepameiag Le
OEVOGOLLLAUTN Y10 T YUVOIKAL.

Tovipdémra

Agv vmapyovv StabEcio SEGOUEVA YOl TNV EMLOPACT] TNG OEVOGOVUAUTNG GTNY avOpOTIVY] YOVILOTNTOL.
Meléteg oe {da dev Katédel&av ApeoT N EUIEST] TOEIKOTNTA 6T YoVIHOTNTA (BA. TOpdypapo 5.3).

4.7 Emopacseig 6Ty IKOVOTNTE 001Y161)G KO (ELPIGHOV PUNYUVIILATOV

H devocovpdunn dev €xet kapio 1 €€l ACHUOVTT EXLOPACT] TNV IKOVOTNTA 001YNOTG KO XEPIGHOD
unyovnuéToy.



4.8  AvemOounteg evépyeleg

20VoWYT] TOV TPOPIA 0LGQOUAELOC

O o ovyvég avemBOunTeg evépyeleg e T dgvocovudunn (Tov &xovv mapatnpndel € Tavm amod Eva
0o0evn 6TOVG OEKM) EVaL TO LVOCKEAETIKO GAYOG Kat To AAYog oe akpo. Oyt cuyvd TepIoTaTIKA
KUTTOPITIONG, GTAVIN TEPICTOTIKG VITAGPESTIONLING, VITEPELOICONGING, 0GTEOVEKP®ONC TG YVAOoL Kat
ATVTTOV KATOYUATOV TOL unplaiov 0otod (BA. mapaypdeovg 4.4 kot 4.8 — meptypoen emAeyuévev
avemBOLTOV EVEPYELDV) ExovV TTapatnpnOel o acbeveic mov Taipvovy dEVOGOVUAUTN.

ITwoaxomomuévoc KoTdAoyoS ovemO UNT®Y EVEPYELDV

Ta dedopéva Tov Tivaka 1 kGTmO1 TEPTYpAPOLY aveETIBOUNTEG EVEPYELEG Ol OTTOIEG avaPEPON KAV ATTO
KAvikég dokipég paong I ko I og acBeveig pe ooteomdpmon Kot acBeveic e KapKivo ToL HOGTOD 1
TOV TPOGTATI| VIO OPLOVIKO OTOKAEIGUO, /KLl aOOPUNTES AVOPOPEC.

IMa v ta&vopnon Tov avemBountov evepyeidv ypnotporomdnke n akdiovdn katdrtoén (BA.
wivaxo 1): ToAd cuyvég (= 1/10), cuyvég (= 1/100 émg < 1/10), oyt ouyvég (> 1/1.000 émg < 1/100),
onaviec (> 1/10.000 éwc < 1/1.000), moAd omavieg (< 1/10.000) ko un yvootig cuyvotnrag (dev
puropovv va ektiunBovv pe Baon to dwbéoipa dedopéva). Evtog kabe katnyopiog cuyvotntag Kot
KOTNYOPIOG OPYOVIKOD GUGTHUATOG, Ol avemBOUNTEG EVEPYELEG TapatiBevTol KoTd eOivovsa celpd
cofopoTNTOC.

Mivaxkag 1. AvemOopnteg gvépyeieg mov ava@ipOnkay og a60eveic pe ooteomOpOON Ko 0.00eveig
LE KOPKIVO TOV PHAGTOV 1] TOV TPOGTATI| VIO OPLOVIKO UATOKAEIGNO
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Baon 6cdopévaov MedDRA

Mn yvootig cuyvotntog | OoteovéKkpmor Tov ££® AKOVGTIKOD
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POV

' BA. mapdypago Heprypogr| emheypévov avem@Ountov evepyelmy.

2BA. mapdypago 4.4,

e po GLYKEVTPMTIKY aVAALGT OE00UEVOV OA®VY TOV EAEYYOLEVOV LE EIKOVIKO QAPLOKO LLEAETMV
oaong II kou II1, mapovsidonke ypumrddng cuvdpopr| e adpd tocootod enintmong 1,2% yia
devosovpaumn kot 0,7% yio 10 eikovikd eappoko. [lapott n dtoeopd avth ELPAVIGTNKE LOVO GTN
GUYKEVTIPMTIKT OVAALGY, OV EUPAVIGTNKE GTN GTPOUATOTOMUEVT OVAALGN).

Ieprypaen emieyuévmv ovemfountmy eVEPYELMV

YrooPeorionuio

e 000 eAeYYOUEVEG LE EIKOVIKO QAPLAKO KAVIKES dokuéG eaong 11l oe PeETEUUNVOTOVCIOKES
yovaikeg pe ooteondpwon, tepinov 0,05% twov acbevav (2 otig 4.050) Tapovciocay peiwon Tov
emmédwv acPeoatiov opov (katm amd 1,88 mmol/l) petd amod ) yopniynomn devocsovpuaumnc. Agv
avagépbnke peimon tov emmédwv acPfeotiov opov (kdtw amd 1,88 mmol/l) e kapio amd Tig dHO
eLeYYOUEVES LE EIKOVIKO QAPLOKO KAVIKEG dokpég edong 11T og acBeveic vd oppoviKd amOKAEIGUO 1|
OTNV EAEYYOUEVT LE EIKOVIKO papuaKo KAvikh dokiun edong I og dvdpeg pe ooteondpwon.

2V mEPiodo PETA TNV KUKAOQOPIia, GTAVIEG TEPMTMGELS GOPAPTC CUUTTMUOATIKNG VITUGPECTIOUING
L€ OTOTELEC LA EI0AYMYT GTO VOGOKOWEID, GLUPBAVTO ametAnTikd Yo Tt {on kot Bavatneopa
TEPIOTUTIKG EYOVV avapephel, kKupimg oe acbeveic LYNAOD KIVOLVOL Y10 LTTacPeoTionpia Tov EAafoy
OEVOGOL AU, LE TO TEPIGGOTEPN TEPLGTATIKA VO sLUPaivOLY TIC TPMTEG EPdONAdEC 0md TNV Evapén
g Oepameiog. [apadeiyporo Tov KAVIKOV EKONADGE®OVY TG GOPAPTG CUUTTMOUOTIKNAG
vracPeotiaipiog £xovv cvumepAdfel mapdtacn Tov dtactypatog QT, tetavia, EMANTTIKEG KPIGELS
Kot petaPAndeica vonrikn kotactaon (PA. mTapdypago 4.4). Ta courtouata g vracBeotiopiog o
KAvicég peléteg pe devosovpdunn tepthapfavay taporcdnoiec 1| Svokapyia podv, cOoTao,
OTAGLLOVG KOl LVTKEG KPAUTES.

Aepuotirés Loumlels

e eleyyOpeves e eIKOVIKO QAapUOKO KAWVIKESG dokpég edong IIL, 1 cuvoAikn cuyvoTTO ELPAVIONG
TOV SEPUATIKAOV AOIUMEEDV NTOV TOPOUOLN GTNV OUAS0, TOV EIKOVIKOD QUPUAKOV KoL TNG
OEVOGOVUAUTNG GE LETEUUVOTOVCIOKES YUVOIKES LE 00TEOTOPWOT) (E1KOVIKO pdpuoako [1,2%,

50 ot1g 4.041 yvvaikec] évavtt devooovpaunng [1,5%, 59 otic 4.050 yvvaixeg]), oe dvopeg pe
oateondpwon (eucovikd edpuaxo [0,8%, 1 otovg 120 avdpeg] Evavtt devocovudunng [0%,

0 otovg 120 dvdpeg]), o€ acbeveig e KapKivo ToOL LAGTOV 1 TOL TPOGTATH VIO OPUOVIKO OTOKAEIGUO
(ewoviko @dppoxo [1,7%, 14 otovg 845 acBeveic] Evavtt devooovpaunng [1,4%, 12 otovg 860
aoBeveic]). Aeppatikés AOUDEELS TOV 001 YNCAV GE EIGAYMYN 6TO VOoookouelo avagépOnkay oto 0,1%
TOV UETEUUNVOTOVGIOK®Y YOVOIK®V UE 06TEOTOPMOT) TOV EAaPav EKOVIKO Qappoko (3 otic 4.041)
évavtt 0,4% tov yovoikodv Tov Elapav devocsovpdaunn (16 otig 4.050). Avtd Ta TEPIGTATIKA TOV
Katd KOpro Adyo kuttopitida. Ot deppatikég AoUMEEIS Tov avapépOnkay mg coPapés avemBOunTeS
EVEPYELEC NTOV TOPOUOLES GTNV OLLAS0 TOV E1KOVIKOD pappdkov (0,6%, 5 atovg 845) kot v opddo
g devoocovudumng (0,6%, 5 otovg 860) oTig LEAETEG TOV TTpayLLOTOTOONKAY 08 0oOEVElg e
KOPKIvO TOL HOoTOD KOl TOL TPOGTATY.

Oagteovéxpwon g yvaboo

ONI avagépbnke ondvia, oe 16 acbeveis, oe KAviKéEG dokiég oe acbeveic [l 00TEOMOPWOGT KOl G
acBeveic pe kapkivo ToL HAGTOD 1] TOV TPOGTATN VO OPLOVIKO OTOKAEIGUO GUUTEPIAAUPOVOUEVOV
ouvolikd 23.148 acbevav (BA. mapdypago 4.4). Askatpio amd to mepioToTikd ovtd pe ONIT
EUPAVICTNKAV OE PETEUUNVOTOVGLOKES YOVOIKEG L€ 0GTEOTOPMGT] KT TN dtdpkela g edong 111
dokung enéktaong énetta and Oepaneio pe devocovpdunn £mg kot 10 £n. H cuyvémta eppdviong
g ONI frav 0,04% ota 3 €11, 0,06% ota 5 £ ko 0,44% oto 10 £t Oepaneiog pe devocovpaunn.
O «ivévvog tng ONT avédvetan pe tn didpkeia tng EkBeoTg T SEVOGOVUAUTT).



O «ivduvog ¢ ONI a&loroynOnke emiong 6to TANIGLO avadPOUIKNG LEAETNG KOOPTNG HETAED
76.192 PETEUPNVOTOVGLOK®OV YOVOIK®V OV giyav apyicel tpoéspata Oepaneia pe devocsovpaunn. H
ouyvotnTa eppdviong tg ONI frav 0,32% (95% ddompa epmictoovvng [CI]: 0,26, 0,39) peta&d
tov acBevov mov giyav AdPet devocovpdunn yuo dtdotnpa Eoc kot 3 £tn kot 0,51% (95% CI: 0,39,
0,65) petald Tov acbevdv mov eiyav AdPel devocovudumn yio Stdotnua £0¢ Kot S £t

T poKoAovONoNC.

Atormo katdyuoato Tov unplaiod 0o
270 KAMVIKO TPOYPOLLLO TNG OGTEOTOPWOOTG, ATLTO KATAYLLOTO TOV UNPLoiov 06TOV £0VV GTAVIL
avoeepBei og aobeveic mov Ehafov Oepameio pe devocovuaunn (BA. mapdypogo 4.4).

Exxolrwuaritido

e pio eheyyOuevn e elkovikd eappako KAvikn doxun edong I mov mpaypatomomdnke og
aocBeveic e Kopkivo Tov Tpootdtn Tov Adupavay Bepancio otépnong avopoydvav (ADT),
mapoTnpRONKe SvoavaAoyio OTIC AVETIOOUNTES EVEPYELEC TTOV QUPOPOVGAV TNV ELLPAVION
ekkoAnopoatitdag (1,2% pe g devoocovpapmnn, 0% pe to etkovikd eappoko). H cuyvornrta
EUPAVIONG TNG EKKOATOUOTITIONG NTAV GLUYKPIGIUN UeTAED TV opadmv Bepaneiog o€
UETEUUNVOTIOVGLOKES YOVOIKEG 1 GVOPEC LE OGTEOTOPWOT) KOl GE YUVOIKEC TOV VITOPAALOVTAY GE
Oepameio e OVOCTOAELS APOUATAOTG Y10 LN LETACTOTIKO KOPKIVO TOL LAGTOV.

2xeTI{OUEVES e TO POPUOKO AVTIOPATEIS VIEPEVOLTONCIOS

210 HETEYKPITIKO TEPIPAAAOV, OTAVIEG TEPMTMOCELS GYETILOUEVNG LLE TO PAPLOKO VIEPELAICONGING,
ocopmepthappavopévey tou e£avinuatog, g kvidmong, dS10YK®GT TOL TPOGMITOV, TOV EPLONHATOG,
KO TOV AVOPUANKTIKOV aVTIOPAGEDY Exovv avapepbel g acbeveic mov Aapupdvouy 6evoGoLUAUT.

Mbvooreletiko aAyog

MvocKeAETIKO AAYOG, CLUTEPIAAUPOVOUEVOY COPapDV TEPIGTATIKAV, £xel avapepOel oe acbeveig mov
Elafov dEVOGOLUAUTN TNV TEPIOd0 UETE TNV KLKAOQOPID TOV. e KAVIKEG OOKIUES, TO LVOGKEAETIKO
dyog Mtav ToAD GuyVO TOGO GTNV OUAdA TNG OEVOSOVUAUTIG OGO Kol TOV EIKOVIKOV QUPUAKOV.
MvockeLeTikd AAyoG Tov 001 yel og dtokom TG VO peAétn Bepaneiog NTav oyt cLYVOGS.

Aetynvoeion papuoxevtixa eCovonuoro,
"Exovv avaepepOel Aeyynvoeldn pappakevtikd eEovonpata (T.y. aviidpdoels e ikdvao oparon

Aeymva) o€ acbeveilg otny mePiodo PETE TNV KLKAOQOPIO TOV QUPIEKOL.

Aot e1d1kol mAnBvopuoti

THoudrotpios tAnBovouog

To Acvybra dev Ba npémet vo, ypnoonoteital og Toudatpikods acbeveic (Mikiog < 18). Eyxet
avapepbei coPapn vrepacPeotiaipio (PA. mapdypapo 5.1). Xe oplopéva TEPIGTATIKA KAVIKOV
oKDV epavioTnKay emmAokég Ady® o&elag veppikig PAGPNC.

Neppirn ovolertovpyio

e KAMvikéG perétec, ot acheveic pe coPapr veppikn dvcAsttovpyia (kabapon kpeatvivig

< 30 ml/min 1} avtoi mov vroPdAroviay ce eEmvePpikn KaOapo, SETPEYOV LEYOADTEPO KiVOLVO
vracPeotiopiog av dev Adupavay copmAnpopato acPectiov. H enapkng apdcAnyn acfeotiov kot
Brrapivng D eivar onuavtikn oe acBeveig pe coPapn veppikn duciettovpyia 1 o€ acbeveig mov
vrofdarlovial og eEnveppikn kdBapon (BA. Tapdypago 4.4).

Avopopd Thavorloyoduevev avertfOuUnNTOV EVEPYELHV

H avapopd mBavoroyoduevemy avemiBountmy evepyeumy HeTd amd Tn xopnynom Adetog KukAopopiog
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakolovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZnTeital amd Tovg enayyeAIaTiEG VYElNG Va
avaQEPOLY 0TOIECONTOTE TOUVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEC LEGH TOV £0VIKOD GVOTNUATOG
ovoeopdg mov avaypdestor to [Hopdptmua V.


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

49 Ymnepdocoloyia

Agv vrapyet epmeipio pe vaepdocoroyia og KMvikég pehétes. H devocovpdpmn €xel yopnynoel oe
KAMVIKEG PEAETEC ypnopoToldVTaG d0oelg £¢ 180 mg kdbe 4 efdopddec (aBpoloTiKég dOGELS MG
1.080 mg c¢ dtaotnpa 6 unvav) Kot dev TapatnpnOnkay emmAdov avembounTeg eVEPYELES.

5. DAPMAKOAOI'IKEX IAIOTHTEX

51 ®@appoxodvvopikés 1010TNTES

Doppokobepamevtikn katnyopio: Oappoaka yio Oepaneio mabnoemv TV 06TOV - AAAO QAPLOKE. LLE
dpdon o710 petaforicud Tv ootdv, Kmdwkog ATC: MOSBX04

To Acvybra givai P1o-opogldéc eopuakevTikd Tpoidv. Aemtopepeic TAnpo@opisg sivar dtabioiueg
610V d1kTvaKko tono Tov Evponaikod Opyaviopuov @oppdkwv: https:/www.ema.europa.eu.

Mnyoviopdc dpdonc

H devocovpaunn eivat éva avBpmmvo povokimvikd avticopa (IgG2) mov otoyxevel Kot cuvoLeTal pe
VYMAN ovyyéveln Kat g101kotnTo e 1o RANKL, mpolappdvovtoc tnv evepyomoinon tov vodoyéa
tov, Tov RANK, oty emedvela t1ov tpddpopmyv 06TEOKAACTMOV Kol T®V 06TEOKANGTOV. H
mapeumodion tng aArnienidpaocng RANKL/RANK avactéliel Tov oynuotiopod, T Aeitovpyio Kot v
eMPIOOTN TOV 0CTEOKANCTMOV, LEWOVOVTAG LE QVTOV TOV TPOTO TNV 0GTIKI amoppdPNoT TOGO GTA
ovumoyn 660 Kal GTO GTOYYMOT 0GTA.

Dapuokodvvakic EmOPAUoELS

H Oepaneio pe devocovpdunn peimae ypriyopa o pubpd 0GTIKNG AVOKATUGKELTC TOV PTAVEL GTN
YOUNAOTEPT TIUN GTOV 0pO Y1 TOV SEIKTN 00TIKTG amoppoenong Tomov 1 C-tehomentidwo (CTX)
(peimon 85%) v 3n nuépa, evd M ev LOYo peimon dtatnpndnke kab’ 6Ao 1o dtbotnpa peTasd Tmv
d6cewv. Metd 10 TEPAG KAOE PLECOJACTILOTOG XOPNYNoNGS, N Helwon Tov CTX petpidotnke ev puépet
amo T péyotn pelmon Tov > 87% oe > 45% mepinov (evpog 45-80%), deiyvovtag tnv
AVAGTPEYIUOTITO TOV EMOPAGEDV TN OEVOGOLUAUTNG GTIV OGTIKT| OVOKOTOCKELT TTOV GTUELDVETOL
Ue N Helmon TV ermédmv ToL 6Tov 0pd. AVTEG 01 EMOPAGELS dtaTnpnOnkay 660 cuve loTav 1
Oepaneia. Ot deikTeg 0GTIKNG EVOALUYNG EPTACAV GE YEVIKEC YPOUUEG OTO EMITEDD TPV O TN
Oepaneia og oo 9 unvov petd v televtaia doon. Katd tnv enavayopnynon, n Hei®or] Tov
CTX amo T 6eVOGOUUAUTN TOV TOPOUOL UE 0VTH oV TtopatnpiOnke oe acbeveic mov apyilovv
Oepameia e HvOGOLUAUTT Y10 TPMTN POPd.

AvocoyovikdmTa,

Koatd ™ didpketla g Oepameiog e dEVOGOVUAUTT, EVOEXETAL VO AVOTTUYXHOVV OVTICMUOT KOTH TG
devoocovpaunng. Aev €yet mapatnpn el KATOL0C EUPOVIE GLOYETIGUAC TNG AVATTLENG OVTICOUATOV e
TN QOPLOKOKIVITIKY], TV KAVIKTY avTOmOKPLon 1 LE avemBOUnNTo cupPay.

KMvikn omoteAeonotikOTNTo Kol 0GQAAELN GE LUETEULUNVOTOVGLIUKES YUVOIKES LE 0GTEOTOPMON

H amoteleopatikdTnTo Kot 1 0GQAAELD TG SEVOGOVUAUTNG YOPTYOUUEVNC pia popd kKaOe 6 punveg yia
3 &1 diepevvnOnke oe petepunvoravctlakég yovaikeg (7.808 yovaikeg nhkiog 60-91 etmv, amd T1g
omoieg 23,6% elyov kOpla KATAYULATA TG GTOVOLAIKNG GTNANG) Le T-score 0GTIKNG TUKVOTNTOG
(BMD) 116 06QUikNI¢ Hoipag TG GTOVOLALKNG GTHANG 1] TOV OALKOV 16Y10V Kaotd TV évapén e
ayoyng petadv —2,5 kot —4,0 kot péon andivtn 10et) mbovotnto kotaypdtov 18,60% (dekatnuopa:
7,9-32,4%) ywo peilova 0ote0mopmTIKA Katdypota Kot 7,22% (dexotnuopia: 1,4-14,9%) v
Katdypota tov wyiov. Muvaikec o1 omoieg émacyav amd aAieg acbéveieg  AauPavay Bepomeieg Tov
umopel va ennpedlovv Ta 06TA ATOKAEICTNKAV OO TN GVYKEKPIUEVN peAETT. O yovaikeg Aapupavoy
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https://www.ema.europa.eu/

ovumAnpouato acfeostiov (tovAdyiotov 1.000 mg) ko Prrapivig D (tovAdyiotov 400 IU)

KO uEPIVAL.

Ernidpoon oro orovovdixd katayuozo
H devocovpaunn peimoe onUovTIKA TOV KIVOLVO VE®V GTOVOLAIKOV KaTayUdtov pHetd and 1, 2
kat 3 € (p <0,0001) (BA. wivaxa 2).

Iivakoeg 2. Enidpacn Tng 0EVOGOVUAUTI GTOV KiVOUVO VEMV GTOVOVMK®OV KOTUYULATOV

[Tocootd yovoukmv pe katoyua (%) Meiwon tov Meiwon tov
Ewovikd edapuaxo Agvocovpapnn ATOAVTOL GYETIKOV KIVOHVOL
n=3.906 n=3.902 Kwvdovov (%) (%)
(95% CI) (95% CI)
0-1 érog 2,2 0,9 1,4 (0,8,1,9) 61 (42, 74)**
0-2 ém 5,0 1,4 3,5(2,7,4,3) 71 (61, 79)**
0-3 ém 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*

*p < 0,0001, **p <0,0001 — diepevvnTiKny avdivon

Ernidpoon oro katayuozo tov 1oyiov
H devocovpaunn enédeile oyetikn puel®on Tov Kivdvvou KaTdylatog tov woyiov Katd 40% (peimon
OV amdALTOL Kvdvvou Katd 0,5%) oe dtdotnua 3 etadv (p < 0,05). H cuyvotnta pepdviong tov
KATOYUAT@V TOL 1oyiov Ntav 1,2% otnv opdda Tov gkovikov eapudiov évavtt 0,7% otnyv opdda g

devosovpaumng ota 3 ypdvia.

Xe pio post-hoc avéivon og yovaikeg > 75 €@V, SOMIGTOONKE Le TN dEVOGOLUAUNT LEI®OT TOL
GYETIKOV KIvdHVoL Katd 62% (1,4% peiwon tov amdAvtov kivdvuvov, p < 0,01).

Eridpoon oe oda ta khvika katdyuaro
H devocovpdunn peimoe onuoavticd to Kotdypato o€ Oho o €101/0Aeg TIg Opddeg KoTaypdtmv (PA.

nivoka 3).

Mivekoeg 3. Exidopaocn TG 6EVOGOVUANTIG GTOV KiVOUVO KAIVIKAV KOTHYRATOV 6E S1doTnna

3 etV
[Tocoo10 yovaukav pe kataypo | Meiwon tov Meiwon tov
(%)* ATOAVTOV GYETIKOV
Ewoviko Aevocovpdumn | Kwvdovov (%) | kvdovou (%)
(PAPLOKO n=3.902 (95% CI) (95% CI)
n =3.906
Omnolodnmote KAVIKO 10,2 7,2 2,9 (1,6,4,2) 30 (19,
Kéroypa! 41)***
KAwikd omovovAikd kdrorypo 2,6 0,8 1,8 (1,2,2,4) 69 (53,
80)***
Mn-onovdulikd kdrayuo? 8,0 6,5 1,5(0,3,2,7) | 20(5,33)**
Meilov un-cmovovAiko 6,4 52 1,2 (0,1,2,2) 20 (3, 34)*
Kéroypo?
Meilov 06TE0MOPOTIKO 8,0 5,3 2,7(1,6,3.,9) 35 (22,
Kraypo? 45)%ekk

*p < 0,05, **p = 0,0106 (devrepedov kKatoinkTiko onueio Tov couTEPIANPONKE o€ TOALOTAY

mpooopuoyn), ***p < 0,0001

T Zoyvotnrta epeaviong avemfountov evepyeidv Pacet extipioemv Kaplan-Meier ota. 3 ypovia.
'TlepapPaver to KAVIKG GTOVELAMKE KoL U1 -GTOVIVLALKE KTy LorTaL.
2 Aev mepthapBAVEL TOL KATRYLOTO TOV GTOVIOA®MV, TOV KPaviov, Tov Tposhmov, TS Katm Yvadov, Tov
UETAKOPTTION, KOl TOV QOAAYYOV TOV SOKTOAWDY TOV YEPIMV KOl TOV TOSDV.
3 TleprhopBavet Ta KATOYHOTO THE TVEAOD, TOV UM GKPOL TOV UNPLOIOL, TOL £YYVG TUALOTOS TS
KVAUNG, TOV TAELPAOV, TOL €YYV Ppoytoviov, Tov avTiBpayiov, Kol TOL 16)iov.
4 TIeprhapPaver To. KAMVIKG GTOVILAIKE KOTOY LLOTOL, TO. KOTAYHOTO TOV 16)10v, Tov avTiPpayiov, kot Tov
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Bpoyroviov, émwg opilovtar and tov [TOY.

e yovaikeg pe BMD tov avyéva Tov unpraiov kotd v évoapén < -2,5, 1 6evoGoupdunn Leimae Tov
Kivduvo Un-cTovouAKoOV katoyudtov (Leimon Tov oxetikod Kivdvvov kotd 35%, peimon tov
ardivtov Kvdvvov katd 4,1%, p < 0,001, depevvntiky| avéivon).

H peiwon g ovyvotntag epeavions vEmV GIovOoLAMK®OV KOTAyLATOV, KATAYUATOV TOV 16Y100 Kot
UN-CTOVOLAKODV KOTOYUATOV 0o T1 0eVOCOVUAUTT| 6€ dldotnpa 3 €TV NTav otabepn avelopttog
Tov 10-£100¢ KIVdOVOL KaTdyotog Katd tnv Evapén g aymync.

Eridopoon oy ootk mokvotyto.

H devocovpaumn avénoce onpavtikd v BMD cg 6heg Tig KAvikég Béoelg mov petpnonkoy, évovtt
TOV EIKOVIKOV Qapudicov petd and 1, 2 kot 3 £tn. Ze Sdotnua 3 €TdV 1 0eVOCOVUAUTT avénce TV
BMD «atd 9,2% oty 06@uikn| poipa tng oTovovAlkng otning, 6,0% oto ol 1oyio, 4,8% otov
avyéva Tov pnpaiov, 7,9% otov tpoyavtipa Tov 16yiov, 3,5% 610 dnm Tprnpoplo TG KePKIdOg Kot
4,1% oto ohkd copa (6reg ot Tipnés p < 0,0001).

Y& KAMVIKEG PHeEAETEG Yo TNV e€ETaoN TOV EMOPACE®Y TNG d10KOTTNG TS devosovpuaurng, 1 BMD
enovnAOe oyeddv ata emineda wpv omd ) Oepameio o€ didotnua 18 unvov arnd v televtaio doom
KoL TOPEUEVE TAVEO OO OVTH TTOL TOPATNPNONKOY KATE T YOPpTYNoN EKOVIKOD QapHAKOL. AvTd T
ototyela delyvouv 0Tt amorteitol 1 cuveyng Bepaneia pe devocsovpdaunn yio ™ dtornpnon g dpdong
TOV QAPUAKELTIKOD TTPoidvToc. H emavayopnynon devocovudumng eTEPePE TapOUOLD OPEAN GTNV
BMD pe avtd mov mapatnpndnkav 6tav yopnyndnke yio tpdtn @opd dSEVOGOLUAUT.

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

e ouvoro 4.550 yovaukav (2.343 devocovudumng kot 2.207 ekovikd (pAPLOKO) Ol 0TToieS £xacay Oyl
TEPLOCOTEPES OO 10, OOGELG TOL VIO £PELVA PUPLAKEVTIKOV TPOTOVTOG GTY| PACIKY LEAETN TTOV
TEPLYPAPETOL TOPATAVE KOl OAOKATp®OGAV TNV EMICKEYT GTOV Pva 36 NG HEAETNG CULPAOVNCAV VO,
GUULETAGYOVY GE Ui 7T, TOAVEDVIKT, TOAVKEVTPIKT], OVOIKTNG EMCTUAVOTG, LOVOD GKEAOVG LEAETT|
EMEKTACTG Y10 TNV a&lOAOYNON TNG LAKPOTPODEGUNG OCPAAELNG KO ATOTEAEGLATIKOTNTOG TNG
devooovpaumng. Oieg ot yovaikeg 6tV LEAETN EXEKTAGNG EXPOKELTO VO AAPovv devocovpdunn 60 mg
Kké0e 6 uMveg Kabmg Kot acPféotio nuepnoing (TovAdyiotov 1 g) kot Prrapivn D (tovAdyiotov 400 TU).
Yuvolikd 2.626 acbeveic (58% amd T1g yuvaikeg Tov cupTEPIANEONKOY GTN HEAETN emékTaoNC, ONA.
34% TtV YOVoUK®OV TOL GUUTEPIAPONKAY 0T PACIKT| LEAETN) OAOKANPOCAV TN LEAETN EXEKTAOTC.

Y10v¢ aobeveig mov Edafav devocovudunn yuo 10 £t n BMD avénbnke amd v apyikn Tuq
avaopdg otn Pacikn perétn katd 21,7% oy oceuikn poipa g 6movovkng oTANG, 9,2% oto
oMKo 1oyio, 9,0% otov avyéva Tov pnpaiov, 13,0% otov tpoyavimpa kot 2,8% o610 dnw Tpitnudplo
g kepkidag. H péon tiun T-score BMD 1tng 0o¢uikng poipag tg 6TovOuAIKNIG GTHANG GTO TEAOG TG
perétng frav —1,3 oe acbeveig mov Ehafav Bepaneio yro 10 €.

H ocvyvomta epodviong kataypdtov aloloyndnke og katoAnKTiko onueio aoc@irelag aAld 1
OTOTEAECUATIKOTNTO GTNV TPOANYT TOV KATOYUATOV deV prmopel vo ektiunfel Ady® Tov peyaiov
op1BoD S10KOTMVY KoL TOL GYESUGLOV TNG LEAETNG OVOIKTNG Mo avons. H copevutiki cuyvotnta
EUPAVIONG VE®V CTOVOVAIK®VY KOl U1 CTOVOLAIK®V KOTAYLATOV TAV KATA TPOcEyyion mepimov 6,8%
xat 13,1% avtictoiymg, ot acbeveic mov mapéuevay oe Bepancio pe devosovpdunn yio 10 £

(n = 1.278). AcBeveic mov dev OAOKAPOGAV TN LEAETT Y10 0TolodNTToTeE AdYO Elyov VYNAOTEPQ
TOGOGTA KOTAYLOTOG Kotd TV Bgpameia.

Agxotpio meploTatiKd 06TEOVEKP®ONG TNG Yvadov (ONI) ta omoio emAvONKav Kkat 600 dTvTa
KOTOYLOTO TOV UNPLOioL 06TOV T0, 0TToio ETAVONKaY, GUVERN GV KaTd Tr S1ApKELN TNG LEAETNG

EMEKTOONG.

KMvikn omoteleouotikdTnTo Kol 0cQAAELN 68 GVOPEC LE 0GTEOTOPMON

H omoteleopuatikdma Kot 1 asQAAEL TNG OEVOGOLUAUTNG Uio opd kéBe 6 univeg Yo 1 étog
SiepeuviOnkoy og 242 dvdpec nhikiag 31-84 etdv. Acbeveic ue eGFR< 30 ml/min/1,73 m?
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omoxAgiotnioy omd 1N dokipr]. Ohot ot dvopeg Erafav Kadnpeptvd cCoUTANp®U 0cPEGTiOn
(tovAdyiotov 1.000 mg) ko Brrapivng D (tovAdyiotov 800 IU).

H x0pa petafAnth tng amoteAecpaTkOTNTOC NTOV 1) EK0TooTiaio petafoir g BMD oty ocuikn
poipa TG 6ToVOLAIKNG GTHANG, eV aE10A0YNONKE 1] AMOTEAECUATIKOTNTO GTA KOTAyoTa. H
devoocovpdaunr avénoe onpovtikd v BMD cg 6Aa o kKAvikd onpeia OTov petpnonke, o€ oxéon Le
TO EWKOVIKO QdppoKko otovg 12 punvec: 4,8% otnv ooeuikn poipa g omovovAkng othing, 2,0% oto
oMo 16)i0, 2,2% oTov avyéva Tov pnplaiov ootov, 2,3% otov TpoyavTipa Tov 1oyiov, kot 0,9% oto
amm tprenuopto g kepkidag (Oheg ot Tiuég p < 0,05). H devocovudumn avénoe v BMD g
0GPLIKNG HOIPaG TNG GTOVOLAIKNG GTAANG O TNV ap)ikn T oto 94,7% tv avépov 610 1 €tog.
Inuoavtikég avénoelg oty BMD otnv oc@uikn poipa tng omovouAIKig 6TNANG, TO OAKO 16)i0, TOV
QLYEVE TOV UNPLOLOL 0GTOV KOl TOV TPOYOVTIPA. TOV 16y 10V TapatnpnOnkay 6tovg 6 unveg

(p <0,0001).

Iotoloyio. 06TOV GE UETEULUNVOTTOVGLOKES YUOVOIKEC Kol (VOPEC LE 0GTEOTOPWOT)

A&oloynOnke M 16TOAOYIO TV 0GTAOV GE 62 UETEUUNVOTAVGIOKES YUVOIKES |LE OGTEOTOPWOT 1|
YopunAn ootikn pélo petd and 1-3 xpovia Bepaneiag e 06vocoLHAUTT, 01 omoieg ite EAafav Yo
TPAOTN Popd Bepamneia yio TV 0oTEONTOpOT £ite eiyov AAPel Tponyovpévmg Bepamneia pe
arevdpovartn. Ilevivta evvéa yovaikeg ouppeTeiyov oTtny VIO-UEAET LE Broyia 06TOV 6ToVG 24 UVES
(n =41) Y/xar otov unva 84 (n = 22) g LEAETNG EMEKTAONG OE UETEUUVOTAVGIUKES YOVOIKES LLE
oateondpwor. H iotoloyia tov ootdv aloloyndnke emiong o€ 17 avopeg e 06Te0mTOPMON UETE 0t
1 yp6vo Bepamneiag pe devosovpdunn. Ta amotedécpata g Proyiog 0oTdV £01£0V PLGIOAOYIKY
OPYLTEKTOVIKT KOl TOLOTNTA TOV 0GTAOV, YOPIC EVOEIEEIS S1ATOPUYDV TNG EMUETAAAWDGCTG, VOOV
TOPOL 1 tvwong tov poehov. Tao 1GTOLOPPOUETPIKA EVPTLLOTA GTN LEAETT EMEKTOCNC GE
UETEUUNVOTIHVGLOKEC YOVOUKES |LE 0GTEOTOPMGT £0E1EAV OTL O1 AVTIOTOPPOPTTIKEG EMIOPAGELS TNG
OEVOGOLUAUTNG, OTMG LETPNOMNKAV LLE CLYVOTITO EVEPYOTOINONG Kot pLOLO 0GTIKOD GYNUATIGHOD,
StnpnOniay pe TV TAPOd0 TOv YPOVOV.

KAl omotelheonotikdTnTo Kol ac@AAElo o€ acheveic Le 00TIKN andAELR TOL oyeTileTon Ue Th
oTEPNOT AVOPOYOVAOV

H omoteleopuatikdmTa Kot 1 asAAELO TG OEVOGOVUAUTNG YOPTYOVUEVNC Mia, @opd kKaOe 6 punveg yia
3 &1 diepevvnOnke oe AVOPES LLE IGTOAOYIKA EMPEPOIOUEVO U] HETOCTOTIKO KOPKIVO TOV TPOGTATN
mov AMdpPavoyv ADT (1.468 avopeg niikioag 48-97 etcdv) mov diétpeyov avénuévo Kivovvo Kotdyprotog
(mov opiletar m¢ nhkio > 70 etov 1 < 70 etodv pe T-score BMD g oc@uikng poipag g
GTOVOVAIKNG GTHANG, TOV OALKOD 1GY10VL 1] TOL avyEva Tov pnptoiov < -1,0 1 16TOPIKO 0GTEOTOPOTUKOD
Katdypoatog). Olot ot Gvopeg Adpfovay courinpaopoto acpectiov (tovidyiotov 1.000 mg) kot
Brrapivng D (tovAdyiotov 400 IU) kabnuepva.

H devocovpaumn avénoe onpavtikd v BMD cg 6Aeg Tig KAvikég Béoegig mov petpndnkayv, oe oxéon
e  Bepameio pe eKovIKO EApLaKo ota 3 xpovia: 7,9% otV 0GQUIKN Hoipa TG GTOVOVLAIKNG
oTNANG, 5,7% o610 oAk 10%i0, 4,9% GTOV CVYEva ToL PnpLaiov, 6,9% GTOV TPOYOVTAPA TOV 1GYI0L,
6,9% o710 anw TPITNUOPLO TNG KepKidag kot 4,7% 610 oAMkd codpa (0Aeg ot TipéG p < 0,0001). Ze pa
TPOOTTIKG TPOYPUUUATIGUEVT SIEPEVLVNTIKY avAAVOT|, TopaTnpNOnKe onuavtiky avénoen e BMD
NG 0OGEVIKNE HOIPOG TG GTOVOVAIKNG GTAANG, TOV OAKOD 1GYI0V, TOL CLYEVE TOV UNPLOIOL KOl TOL
TPOYOVTAPO TOV 1oYlov péca o€ 1 LOAG Piva LETA TNV apytkn dO0).

H devocovudumn enédeiée onuavTikn LEIDOT) TOV GYETIKOV KIVOUVOL VEDV GTOVOLAIKMOV KOTOYLATOV:
85% (peimomn tov amdivtov Ktvdvvov katd 1,6%) oto 1 étoc, 69% (peiwon tov amdAivTov KIvdHvoy
katd 2,2%) ota 2 £t ko 62% (peiwon Tov andivtov kvdbvov katd 2,4%) ota 3 £t (OAeg ot TLpLEC
p <0,01).

KAwun amoteleouotikdtnTo Kot acOdieia o€ acOeveic Le 06TIKN amMALLQ TOV oYETilETON UE TN
CLUTANP®UOTIKE Oepameio e AVOSTOAEIC TNEC OPOUATACTC

H amoteleopatikdTnTo Kot 1 0GQAAELD TG SEVOGOVUAUTNG YOPTYOUUEVNC pia popd kKaOe 6 punveg yia
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2 &t dlepevvnOnKoY 6€ YOVOIKEG LE UN-UETACTATIKO KopKivo Tov nactov (252 yuvaikeg nitkiog
35-84 etav) kou T-score BMD g 06@uikng poipag e 6movovAKnig 6THANG, TOV OAMKOD 16Yi0V 1| TOV
VY€V TOV UNpLoiov Katd v Evapén g aymyng Hetadd -1,0 kat -2,5. Okeg ot yovaikeg AdpPoavay
CUUTANPOUATIKN ay®YT| 0oPBeotiov (TovAdyiotov 1.000 mg) kot Brrapiving D (tovAdyictov 400 1U)
KaOnuepva.

H x0pra petafint anotelecpotikdtrag ftay 1 tocootioio petaforn tg BMD otnv ooeuiky
poipa g 6movOLAMKNAG GTAANG, EVD dev 0.ELOAOYNONKE 1 ATTOTEAEGUOATIKOTITO KOTA TMV KATOYUATOV.
H devocovpaumn avénoe onpavrtikd v BMD cg 0Aeg Tig KAvikéG Béoeig mov petpndnkay, oe oxéon
pe tn Bepamneia pe e1KoviKo edpuaKko ota 2 xpovia: 7,6% otnv oceuikn Hoipa TG GTOVOLAIKNG
OTNANG, 4,7% 010 0AKO 15Y10, 3,6% oToV avyéva Tov pnplaiov, 5,9% GTov TPOYOVINPA TOV 1oYioV,
6,1% o710 anm TpiITNUOP1O TG KepKidag kat 4,2% 610 0Akd oo (0Aeg ot TiéS p < 0,0001).

Oepameia, TNG 0OTIKNE ATMOAELNGS TOV GYETILETOL UE CLOTNUOTIKY Ogpomeio Le YAVKOKOPTIKOEON

H amoteleopatikdma Kou n acpdieia Tng devosovpdunng ditepeuvnnkay oe 795 acbeveic (70%
yovaikeg ko 30% dvopec) nikiog 20 Emg 94 etdv mov Edafav Oepameia pe > 7,5 mg tpedvifovng
YOPTYOVLEVNG NUEPN TG atd TOV GTOUATOC (1] 160OVVOLLOV).

MelemOnkav dvo vromAnBuouoi: cuvéyiong g Bepaneiog pe yAvkokoptikoewdn (> 7,5 mg
TPedVILOVNG 1 10000VaLoV NUEPNGImG Yo > 3 UAVEG TPV TNV €yYpapn 6Tn LeAén, n = 505) kot
évapéng g Oepameiog pe yYAvkokoptikogldn (> 7,5 mg npedvi{dvng i 1605VVALLOV NUEPNGI®S Yia

< 3 pnveg mpwv v €yypaen otn uelém, n = 290). Ot acBeveic tuyotomombnkav (1:1) yio va Adpovv
gite devooovpaunn 60 mg dmaf vrodopimg kdbe 6 unveg gite 5 Mg proevopovdrn anal nuepnoimg
a0 TOL GTOUATOC (OPACTIKO PAPUOKO EAEYYOV) Yio 2 £t1). Ot acBeveic Aaupavay CUUTANP®UATIKY
ayoyn acPeotiov (tovAdyietov 1.000 mg) kot Prrapivig D (tovidyiotov 800 IU) kabnuepva.

Eridpaon atnv ootixy moxvornro, (OI1)

Y1ov vromAnBueud cuvéytong ¢ Bepameiag (e YAVKOKOPTIKOELDN, 1| dEVOGOV UG KaTEdEIEE
peyodvtepn avénon g BMD g oceuikng poipog g 6TovouAlKig OTHANG G GUYKPLOT LE TN
proevdpovatn oto 1 étoc (devosovpdpnn 3,6%, proevopovatn 2,0%, p < 0,001) kot ota 2 €t
(devocovudumn 4,5%, piegvdpovatn 2,2%, p < 0,001). Xtov vromAnduoud Evapéng g Oepaneiog pe
YAVKOKOPTIKOELDN, 1 devocovudumn katédelée peyorvtepn avénon e BMD tng ooeuikng poipag
NG GTOVOLMKTNG GTNANG € GUYKPLoN LE TN proevdpovatn oto 1 £1og (devoocovpdunn 3,1%,
progvdpovatn 0,8%, p < 0,001) kot ota 2 £t (devocovudunn 4,6%, pieevdpovat 1,5%, p < 0,001).

EmumAéov, n devoocovpdumn katédelle onuavticd peyolvtepn péon mocootioio avénon me BMD tov
oAMKkoD 16){ov, TOV aVYEVE TOVL UNPLaiov Kot TOL TPOXAVTINPA TOV o) iov and tnv évapln g oywyng o€
GUYKPIOT UE TN PLOEVOPOVATT).

H peAétn dev elye m duvardtnta vo kotadei&etl Stopopd oto Kataypata. 1o 1 étog, N enintwon véwv
AKTIVOAOYIKA EMPELUIOUEVOV GTTOVIVAIKGV KOTOYUAT®V 6ToVG aobeveic Tov 2,7% (devocovpdaunn)
évavtt 3,2% (pioevdpovatn). H exintwon tov un 6movovlkdy Kotoyudtov 6Tovg acbevelg ftay
4,3% (devooovpaunn) Evavtt 2,5% (proevopovdrn). Xta 2 €1, ot avtictoryotl appol ntav 4,1%
évavtt 5,8% yio véa axTvoloyikd emiPefatmpévo omovoviikd katdypata kot 5,3% évavtt 3,8% yia
un omovovAikd katdypota. Ta TeplocdTepa KATAYLOTO ELPAVIGTNKOV GTOV VTOTANOVGUO TNG
ocuvéylong G Bepameiog e YAVKOKOPTIKOELD).

Iodrarpikdg TAnOvoude

Mo pedétn povod okéhovg, paong I, yio v a&loAdynon g OmoTEAECUATIKOTNTOG, TG ACPAAELOG
KO TNG QOPUOKOKIVITIKNG 01e€ny O o€ Toudid e atednq ooteoyéveon, nikiag 2 €wg 17 etdv,

52,3% avdpec, 88,2% Kavkdoiot. Zuvolikd 153 cvppetéyovteg Aapfavay apyikd vrodopia (SC)
devocovpaumn 1 mg/kg, émg 60 mg to péyioto, k4B 6 unveg eni 36 unvec. EEAvta cvppetéyovteg
petéfnoav o yopnynon 60omng kabe 3 pnvec.

Tov pva 12 tov oyuatog yoprynong 66ong kabe 3 pnveg, n petafoirn tov pécov ghayioctmv

14



tetpaydvev (LS) (tumkd oedipo, SE) and v apyikn tiun ot Babuoioyio Z-score BMD ¢
00QVTKNG poipag TG omovovAknie otiAng ntav 1,01 (0,12).

Ta o cuyva avemBounta cuUPAvTo Tov AVAPEPONKAY GTO GYNUA XOP1YNOoNG 060NG KAOE 6 unveg
ntav apBpokyia (45,8%), dAhyog og dxpo (37,9%), ndvog oe payn (32,7%) kot vepacPestiovpio
(32,0%). YrepaoPeotiopio avapépnke katd tn didpreta yoprynong 60ong kabe 6 pnveg (19%) ko
Kké0e 3 pnveg (36,7%). ZoPapd avemBounto cvppavta vrepacPeotioapiog (13,3%) avaeépOniay
Katd T d1dpKeELD Yopynong 06ong kabe 3 pnvec.

e o pedét eméxtaong (N = 75), mapatnpndnkav coPapd avembounto coppavta
vrepacPeotiaipiog (18,5%) katd ) didpreia yopnynong 60omng kabe 3 pnveg.

Ot peréteg teppatioTnKay TPO®PU AOY® TNG ELPAVIONG CUUPAVI®V ATEMNTIK®V Y10, TN {on Kot
VOONAELDV GE VOGOKOUELD 0QeMOUEV®Y o€ VtepacPeotiaipia (BA. mapdypago 4.2).

Y& pio TOAVKEVTPIKT, TUYOLOTOINUEVT, OITAG TUQAT|, EAEYYOUEVN LUE EIKOVIKO QAPUAKO, TAPAAANA®DY
opadwv perén mov Senydn oe 24 toudroTpikovg aoBeveic e 06TEOMOPMOOT ETAYOUEVT] OO
YAVKOKOPTIKOELDT, NAKiog and 5 €wg 17 etdv, yio v a&lohdynon g HeTaPoANg 6To Z-SCOre g
BMD g 06¢uikng poipag TG 6TOVOLAIKNG GTHANG amd TNV apyIKT T ovapopds, N
OTOTEAECUATIKOTNTO KoL 1] AGQAAELN OEV TEKUNPIOOMNKAY KoL, OG EK TOVTOV, 1] SEVOGOLHAUTT dev Oa
TPETEL VAL YPTCILOTOLELTAL Y10 QVTHV TNV EVOELEN.

O Evponaikdc Opyaviopog Capudkmv Exel dOCEL amaAlayn ond TNV VIOYPEMST VIOPOANG TMV
OTOTEAECUATOV TOV HELETMV [E TO POPUAKEVTIKO TPOTOV OvaPOPEG TOV TEPLEYEL OEVOCOVUAUTY| GE
OAEG TIC VTTOKOTNYOPIEG TOV TOUSLOTPIKOD TANOVGHOD 6N Depameio TG OGTIKNG OTMOAELNG TTOV
oyetileton pe Oepameio OMOKAEIGHOD TMV OPLOVAOY TOV PLAOV KOl GE VTOKATIYOPIES TOV TOLSIUTPIKOD
mAnBuopov nikiag KaTo tov 2 eTdv 61N Bepancio TG ooteondpwons. BAéne mapdypapo 4.2 yuo
TANPOPOPIES GYETIKA LLE TNV TOLSLOTPIKY] YPT|ON).

5.2 ®appokoKIvVTIKEG 1O1OTNTES

Amoppognon

Metd amd vrodopa yopnynon doong 1,0 mg/kg, mov mpoceyyilel tnv eykekpuévn doon tov 60 mg, 1
éxBeom Pacet g AUC ftav 78% ce ovykpilon pe v evoopAéPia xoprynomn oto idto 60GoA0YKd
eninedo. T'a o vroddpia d6om 60 mg, N PEYIOTN GLYKEVTIPWOTN TNG 6evocovuaurng otov 0pd (Cmax)

7ov givar 6 meg/ml (e0pog 1-17 meg/ml) onueimbnie og 10 nuépeg (e0pog 2-28 MuEPEC).

Buoupgtooynuatiopde

H devocovpdunn amoteleital amokAeoTIKAE 0md apvo&éa Kot vOaTavOpaKes OTMG 1 PLGIKN
0vocoGPalpivn Kal oev givor mhavo va amoPAndel péocw pnyovicpmy nratikol petafoitopot. O
UETOPOAICUOG KO ] ATEKKPLOT TOL OVOUEVETOL VA, 0KOAOLONGOVVY TIC 000V KABaPoNC TV
OVOGOCQUIPIVDV, UE OTOTEAECUA T O1ACTOCT TOL OE UKPA TENTIOWN KOl LEUOVMOUEVO, AUVOEEQ.

Amofoin

Metd ™ Crmax, T €mined0 0poV pEIOON KAV pe xpdvo nuicelag {ong 26 nuepmdv (€0pog 6-52 nuépeg) ot
dwonua 3 unvov (ebpog 1,5-4,5 pnveg). Xto mevipvta tpia to1g ekatd (53%) Tov acbevav dev
AVIVELTNKOV UETPNOIUEG TOGOTNTEG OEVOCOVUAUTNG 6 UAVES LETA TN XOPTYNOT TOV PAPUAKOV.

Agv Tapotnpndnke Guoom®pPeLON 1| LETAPOAT TNG PAPUAKOKIVITIKNAG TNG 0EVOGOVLAUTNG LE TO

TEPUC LA TOV YPOVOL KUTA TN YOPNYNON TOALATADY VIT0dOpLmY d6ce®v 60 mg o popd kKabe 6 unvec.
H poppoakokivntiki tng 66vocoupaunng dev enNpedoTnKe amd TO GYNUATIOUO OEGUEVTIKMDY
OVTICOUATOV EVOVTL TNG OEVOGOVLAUTNG Kot TaV ToPOHOLd TOGO G6TOVG AvOpeG OGO KOl OTIG YUVOIKEGS.
H nAicia (28-87 étn), n ouAf Kot 1 KatdoToon TG vOcou (younin ootk pdlo 1 ooteondpwon,
KOPKIVOG TOV TPOGTATN 1) TOV LOGTOV) OEV QUIVETOL EMIGNG VO, ETNPEALOVY GNUOVTIKA TN
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QOPLLOKOKIVITIKT TNG OEVOGOVUAUTNG.

[Hopatnpndnke pio tdon peta&d Tov LYNAOTEPOL COUATIKOD BApovg Kot TG younAdTepng kbeong
Baoet tng AUC Kot g Cmax. 2610060, 1 Tdom vt dgv Bempnnke KAVIKA onHovTIKY, EPOCOV 01
QOPUOKOOVVOUIKES EMOPACELS BACEL TOV SEIKTMOV 0GTIKNG EVOAAAYNG Kot TV avénoewv tg BMD
TopEREVOY 1O1EC G€ LEYAAO EDPOG COLATIKOV BAPOUCE.

T'poppikdTnto/un ypoupkoTnTo,

e HEAETEG KOUOIVOUEVNG OOOTG, 1 OEVOGOVUAUTT ETESEIEE UM YPOUULKT], OOGOEEOPTDUEVT]
(QOPUOKOKIVITIKY], LE YOUNAOTEPT KGBAPOT GE VYNAOTEPES HOCELG 1] CLYKEVIPMGELS, AAAL OYEOOV
ovaioyn pe m d6om avénomn e £kBeong yio d6celg 60 mg Kot GAvo.

Neopikn dvsAisttovpyia,

e o pHeAéTn 55 acBevdv og d1dpopa oTAdI0 VEQPIKNG AELTOVPYING, CUUTEPIAAUPAVOLEV®Y acBevDY
o eEmveppikn kaBapon, o Pabuog tng veppikng dusAertovpyiag dev gixe Kapio exidpacn ot
QOPUOKOKIVITIKT TNG 0EVOGOVUEUTC.

"Exntoon tne Nratikne ASITovpyioe

Agv paypotomomonke Kapio €101k HEAETN o€ 000eVEIC LLE EKTTMOT TNG NTOTIKNG AEITovpYiog. X
YEVIKEG YPOUUES, TO LOVOKAMVIKY OVTICOUATO, 08V OTOUAKPOVOVTOL LECH UNYOVICU®DV TTOTUKOD
petaforiopov. H pappoakokivntikn g 6EVOGOUHAUTNG OEV AVOUEVETAL VO EMNPEACTEL OO TNV
EKTTOON TNG NTOTIKNG Agttovpyiag.

TToudrorpikdc TAnOvoude

To Acvybra dev Ba mpémet vo, ypnoiponoleitatl og Toudtatpikovs tAnbvouovg (PA. Tapaypdeovg 4.2
Kot 5.1).

e o perétn edong I towdiatpikdv acbevav pe atedn ooteoyéveon (N = 153), ot uéyloteg
GLYKEVTPMGELS OEVOGOVUAUTNG 6TOV 0pd TTapatnpnOnkay v nuépa 10 o OAEC TIG NAMKIOKES OLLASEC.
IMao ta oypata yoprynong 66omg kabe 3 piveg kot ke 6 prveg, TopatnpnOnke 6Tl o1 péceg
EMAYIOTEG CLYKEVTPDOGELG OEVOGOVUAUTNG 6TOV 0pd €ivorl VYNAOTEPES Yo Tadld nAwkiag 11 €mg

17 etddv, evd ta wondld nAkiog 2 Emg 6 ETMV YV TIG YOUNAOTEPEG LEGEC EAYIOTEG GLYKEVTPDGELG.

5.3 IIpoxivikd dedopéva Y10 TNV A6QIALELQ

e peréteg To&otTToG EPAmas Kot emavaiappavopeveoy 666wy og ThNKovg cynomolgus, ot 00GELG
devosovpdaumng wov odnynoav og 100-150 popég peyarvtepn cuotnuoTiky £€Kk0gon amod
GUVIGTOUEVT avOpdTIvY SO0 bV Eiyov Kapio EXITTOON 6TV KAPSIOYYEIRKN QUGIOAOYia, TNV
avOPIKN 1 TN YUVOIKEID YOVILOTNTO, 00TE TPOKAAESAY EIOIKN TOEIKOTNTU GE OPYUVO-GTOYOVC.

Agv &govv Tpaypotononel ot cuvi0elg dokipaciec Yo TV a&loAdyNoT TOV SLVOUIKOD
YOVISLOTOEIKOTNTOG TN OEVOGOVUAUTNG, EPOGOV TETOLEC SOKILOGIES OV EIVOL GYETIKES LIE TO
GUYKEKPIUEVO HOPL0. 26THG0, AOYM TOV YOPUKTNPICTIKMV TOL 1) devocovudunn fempeitor anibBovo vo
£)€L OTOL0ONTOTE SLVALIKO YOVISIOTOEIKOTNTOG,

To KapKvoydvo duvapiko g 0evocovudpmng dev xet ektiundet oe pokpoypovies peréteg og {oa.

e mpokhvikég pehéteg mov deénydnoav oe knockout movtixio mov otepovvtay 1o RANK 1 10
RANKL, mapatnpndnie datapoyn Tov oynuatiopon Aepeadévey oto Euppvo. Emiong, o knockout
novtikia mov otepovvtay 10 RANK 1 to RANKL mapatnpndnke amovcio mapaywyng yéAuktog Aoy
OVOLGTOANG TNG ®Pipavens Tov palikod adéva (avAmTuEn KOWeLoeddY Kot AoBloK®my adévav Katd
SLAPKELD TNG EYKLUOGVVIG).
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e pio pedét og mbnkovg cynomolgus 6tovg omoiovg yopnynnkay 606e1g 6eVOGOVUAUTNG KOTA T
d1apKeLn TEPLOSOV TOV IGOOVVALEL LE TO TPMTO TPIUNVO TNG EYKVUOGHVNG TOL 001NYNoay 6€ 99 popég
peyoAvtepn cvotnuotikn £ékbeon Pacel g AUC amod tn cuvictdpevn avlpomivn door (60 mg kdbe
6 unveg), dev vpEav amodeitels PLafav otn untépa 1 6To EUPPLo. Xe auTr TN peAETn, dgv
gEetdoTnKoy ot EUPPLTKOl ASUPAOEVEG.

e AN perétn og mbnkovg cynomolgus 6Tovg 0moiovg Katd T S1GpKELN TG EYKVHOGUVIG
yopnynOnke devocovudunn o€ 06celg ue 119 popég peyardtepn cvotnuatikn ékbeon Baoet g AUC
amo Vv avBpomrvn 66om (60 mg kabe 6 unveg), eppaviotnikoy aENUEVOL TOKETOL VEKPMOY EUPPOL®V
KOl LETO-YEVVITIKT OVNGIHOTNTA, U1 QUOIOAOYIKN AVATTUEN TOV 0GTOV e ATOTEAEGLO TNV UELOUEV
aVTOY1 TOV 00TMOV, LELWUEVT a1poToino, Kot Aavlaouévn evbuypdppion Tov Soviimy, amovcio
TEPLPEPIKDOV AEUQUOEVOV, KOl LUEIWUEVT VEOYVIKT OvAmTLED. Agv kabopioTnKe TO EXIMESO Yo Un
TOPUTNPNON AVETIHOUNTOV EVEPYEIDV V1A TIG OVOTUPAYMYIKEG ETIOPACELG. TN YPOVIKT TEPI0OO

6 UNvaVv et omd TNV YEVVIOT|, Ol CAACYEC TTOV 0POPOVGAV GTO OGTE OTOKOTAGTAONKAY KOl OV
VpEE EMIOPACT GTNV AVATOAT TOV doVTIOV. OU®S, 01 ETOPAGELS GTOVC AEUPOSEVES KL TN
AavOacUEVN VOVYPAUUIOT) TOV SOVTIDV TOPEUEVAY, KoL EAGYIOTN MG LETPLO. LETAALOTOINGN Gg
TOAAATAOVG 16TOVG apatnpndnke og Eva amd Ta mepapotolma (cuoyétion pe ) Oepancio efvon
acapng). Aev vap&av atotyeia PAAPNS 6TV UNTEPQ TPV aTd TOV TOKETO, OVETIOVUNTA UNTPIKA
ocvpupauata moponpnOnkay owdvia Katd tov Toketd. H avamtuén tov untpikdv LocTIKOV odévav
NTOV PUGIOAOYIKY.

Y& TPOKMVIKEG UEAETEG TG TTOLOTNTOG TOV 0GTAOV G€ TONKOLE VIO Hakpoypovia Oepaneia e
OEVOGOLUAUT, LEUDCELS TMV OEIKTMV 0GTIKNG EVAALAYNG CLGYETIOTNKOV UE BEATimON TG 0GTIKNG
VTOYNG KOl PLGLOAOYIKT 1oToAOYiO TV 00TdV. Ta enineda acPeotiov ppdavicay mopodikn peimon
KoL o ETimeda wapaboprovng mapodtkn avénon oe mobnkektounfévreg mbMkovg mov EAafov
OEVOGOLLLAUT.

Y& 0POEVIKA TOVTIKLO YEVETIKA Tpomomomuéva dote vo ekppdlovv to huRANKL (movrikia knock-in),
oT0 omoia TpoKkANONKe KaTaypo 6ToV PAOL0, 1) SEVOGOLUAUTN KaBuoTépNoE TV €£APAVICT] TOV
YOVOPOL KOl TNV OVAKOTACKELT] TOL TAOPOL TOV KATAYLOTOS GE GUYKPIOT| LLE TO PAPLOKO EAEYYOV,
oAAG M Propmyovikny avtoyn 0ev enNPedTKE APVNTIKA.

Knockout movtikia (BA. mapdypago 4.6) mov otepodviav 10 RANK 11 10 RANKL mapovciocay
LELOUEVO COUATIKO PAPOG, LEWOUEVT] AVATTLEN TV OGTAOV KOl U1 OVATOAN TOV JOVTIOV. X
VEOYEVVITOLG apovpaiovg, n avactoAn Tov RANKL (otoy0¢ tng Oepamneiog (e devoGovUaumn) 1e
VYNAEG BOGELC TEYVNTNG 00TEOTPOTEYEPIVIG GLVOEdENEVN G oTo popto Fe (OPG-Fe) cuoyetiotnke pe
OVOLGTOAT TNG AVATTUENG TOV 0GTAOV KOL TNG AVATOANG TOV SOVTIAV. L€ ALTO TO LOVTELO 0L OAAXYEG
NTOV LEPIKAOG AVOSTPEYILES OTOV JLKOTNKE 1) Yoprynon docemv avactoréwv tov RANKL. ‘Eenpa
TpmTEHOVTO ONAACTIKA 6T oTToia YopnyNOnke devocsovpaunn oe 66cetg 27 kot 150 popég
peyorvtepes (10 ko 50 mg/kg) amd v Khwvikn| £kBeom epedavicoy pun eUGIOAOYIKES OLENTIKES
mhakec. Emopévamg, n Bepaneio pe devosovpdunn pmopel vo LeEtd®oEL TNV avATTuEN TV 06TOV 6T
T8 UE OVOIKTEG ENTIKEG TAGIKEG KO VO, AVOGTEIAEL TNV AVOTOAT TV SOVTIMV.

6. DOAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdloyog ekdoymv

L-1om1divn

Movoiopikn vépoyrAwpikn L-1ot1divn
Zaxyopoln

ITolo&apepéc 188

"Yomp yio evéoipa

6.2 AocvppototnTeg

EXeiyel peletmv oyetikd pe tn cuufototnta, 10 mopov QAPUOKEVLTIKO TPOiOV OEV TPEMEL VA
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OVOUELYVOETOL LE GAAD PUPULOKEVTIKA TPOTOVTOL.

6.3 Awdpkera Long

3 xpovia.

Egpbdoov Byet and 1o yoyeio, o Acvybra purnopei va puAdooetar og Oeppokpacio dopatiov

(uéyxp1 25 °C) yuo drdotnpa £o¢ 30 nuépec 610 apytko kovuti. [Ipénet va, ypnoiporonel eviog Tov

dtotuatog v 30 nuepdv.

6.4 Iowitepeg TPOPLAGEELS KOTA TV VAAEN TOV TPOIOVTOS

dvidcoete og yoyeio (2 °C - 8 °C).

Mnv katoyvyeTe.

Duldcoete TNV TPOYEUIGUEVT] GUPLYYO. GTO EEDMTEPIKO KOVTL Y10 VO TPOGTATEVETAL OTO TO PWC,.

6.5 ®@von Kol GLETUTIKA TOV TEPLEKTY

‘Eva, ml StoA0Hotoc 6€ TpoyeGUEVT] GUPLYYX oG ¥PNoNG amtd Yool Tomov | pe feddva amd

avo&eidmto atcdi Sropétpov 29 G, pe unyovicpo kdAvyng Peddvag, extetapévn Aapn yo ta

ddyTVAa Ko IO Eloy®pPNoNg pPorov (eAaoTikd PpopofovTuriov).

2V0oKeVACio KOWEANG P0G TPOYEUGUEVTG GUPLYYOC.

6.6 Idwitepeg TPOPUVLAEELS aTOPPLYNG KOL AALOG YEIPIGNOG

o [Ipwv amd ™ yopfynom, To dtdAvpa TpéEmel va eEAEyyeTOL onTikd. To dtddlvpa pumopei va mepiéyet
{xvn amd NUdLPAVT] OG AEVKA TPOTEIVIKA copatidn. Mnv ypnoiponoteite To SidAvpo edv
TEPIEYEL COUATION, EIVOL VEPEADOES ) ATOYPOUOATIGUEVO.

o Mnv avakiveite.

o I"a va amo@iyete ) dvceopia otn BEom €veonc, APNOTE TNV TPOYEUIGULEVT CUPLYYO VO PTAGEL
o€ Oepuokpacio dopatiov (Léypt 25 °C) mpv and v Eveon kal €yyHGTE apyd.

. Eyybote 6A0 10 MEPIEXOUEVO TNE TPOYEUIOUEVIC GVPLYYOS.

Kdabe aypnoiponointo eopuokevtiKd mpoidv 1 VIOAELUN TPETEL VO, ATOPPITTETOL COUPDVA LE TLG

KATA TOTOVG IoYVOVGEC GYETIKES OLUTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Reddy Holding GmbH

Kobelweg 95

86156 Augsburg

Teppavia

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/25/1983/001

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Huepopnvia mpodng €ykpiong: 17.11.2025
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10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANpoeopieg Yo 10 TapdV POPUAKEVTIKO TPOioV givol S1BEGILES GTOV SIKTLAKO TOTO
tov Evponaikod Opyoviopuov Goapudkwmv: https:/ www.ema.europa.eu.
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ITAPAPTHMA 11

MAPAXKEYAXTHX(EZ) THE (TQN) BIOAOTIKQX
APAXTIKHZ(QN) OYZIAL(QN) KAI
MAPAXKEYAXTHX(EZ) YHEYOYNOX(OI) I'IA THN
AIIOAEZMEYZH TON HAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AITIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX THX BIOAOT'IKQX APAXTIKHY OYXIAX KAI
IHAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
IMAPTIAQN

Ovoupo kot dievbvvon tov(twv) mapackevootn(dv) e(tov) Broroyikdc dpactikng(®wv) ovcioc(wv)

Alvotech hf
Semundargata 15-19
102 Reykjavik
Iohavdia

Ovopo kot dievdvvon tov(twv) Tapackevootn(dv) wov givor vrevduvoc(ol) Yo TV arodEcLEvVon TOV
TaPTId OV

Alvotech hf
Semundargata 15-19
102 Reykjavik
Iohavdia

Béiyo

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

DoproKeLTIKO TPOTIOV Y10 TO OTOL0 AMOLTEITOL LOTPIKT GLVTOYT.

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX
o Ex0¢oe1g meprodikic mapakorovdnong tne acpdreiag (PSURS)

Ot anoutioetg yo tnv vroPoin twv PSURS yio to v A0ym gappokevtikd tpoiov opilovior oTov
KatdAoyo pe T nuepounvieg avagopds g Evoong (katdroyog EURD) nov mapatifeton otnv
Tapdypoo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdbe emakdlovdng emkaiporoinong
OTMG OMNLOCIEVETAL GTIV EVPAOTAIKT OUCTVAKT TOAT Y10l TO POPLLOKCL.,

A.  OPOI'H HEPIOPIZMOI XXETIKA ME THN AX®AAH KAI AHOTEAEXMATIKH
XPHZIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. 2yé010 owaygiprong Kivovvov (ZAK)

O Karoyog Adelag Kukiopopiag (KAK) Oa die&aydyet Tig amattodpeveg SpacTnploTnTES Kol
TOPEUPAGELS PUPUOKOETAYPVOTVIIONG OGS Tapovstdfovtal 6to cupeovniéy XAK mov tapovcidaletan
otV evotnta 1.8.2 g ddelag KukAoQopiog Kol 0TOEGONTOTE EXOKOAOLOES EYKEKPIUEVES
avafempnoelg Tov ZAK.

"Eva emucaporompévo XAK Ba mpémet va katatedel:

o petd and aitnua tov Evpondaikod opyavicpod @appaxmy,

. OTOTEONTOTE TPOTOTOIEITAL TO GVGTNLLA SLYEIPIONG KIVIDVOL, EI0IKA MG OTOTEAEG LA ANYNG
VE®V TANPOPOPIDV TOV UTOPOVV VO ETLPEPOVY CTIUAVTIKT GAAXYT) GTN GYECT] 0QELOVG-KIVOHVOL
N ©¢ OTOTEAEC UM TG EMITEVLENG EVOC GNUAVTIKOD 0POGTILOL (PAPUOKOETOYPOTVIOT 1)
gloyiotomoinon Kvovvov).

. EmnapdécOceto pétpa ehaylotomnoinons Kivovvov

Aappdvovror emmpdobeta pHéTpo eEAoyloTomoinoNg Kivdvvou yio To e€1g CRTnuo ao@aAelog:
. Ooteovékpmon g yvabov
Kapta vrevOipeng acdevovg
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ITAPAPTHMA III

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

KOYTI TIPOTEMIXMENHX XYPIITAX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Acvybra 60 mg evéouo didhvua og Tpoyspcuévn ovpyya
dgvocovpdumn

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

KdBe npoyspuopévn odpryya tov 1 ml nepiéyer 60 mg devosovudunng (60 mg/ml).

3. KATAAOI'OX EKAOXQN

L-1ot18ivn, povoididpikn vdpoyrwpikn L-1otidivn, caxyapdln, morolauepés 188, 1dwp yia evécia.

4, OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéoipo dtdiopa
1 mpoyguopuévn cvpryya.

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

I vrodépra yprion.

INpovTiké: dPfdote T0 GUAAO 001 YLDV TPV A0 TOV YEPICUO TNG TPOYEUGUEVTS GVPLYYOS.
MV avoKLvEiTE.

AwfaoTe T0 QUALO 0ONYIOV XPNOTG TPV OO TN YPNOT.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITOIA AE BAEIIOYN KAI
AEN ITPOXETTTIZOYN TA ITAIATIA

Na puracoetol o€ 0¢o1), TV omoia o€ PAémovy Kon d€v TPooeyYilovy Ta TOIOLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH

9. EIAIKEYX XYNOHKEX OYAAZEHX

DuAraooETE 6€ YoyEio.
Mnv kaToyoyeTe.
Kpatnote v mpoyeiopévn cuptyya 6to eEmTePKd KOLTI Y10l VUL TPOGTOTELETAL GO TO PG,
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10. IATIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Reddy Holding GmbH
Kobelweg 95

86156 Augsburg
Teppovia

12.  APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/25/1983/001

13. APIOMOZX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

Acvybra

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

A160100T0TOC YPOUU®TOS KddKaG (2D) mTov gépel Tov TEPIANPOEVTO LOVAITKO aVayVOPIOTIKO KOOTKO.

18. MONAAIKOX ANAI'NQPIZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQPIZXIMA AIIO
TON ANOPQIIO

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

ETIKETA ITPOTEMIXMENHX XYPITTAX

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

Acvybra 60 mg evéciuo
dgvooovpdpumn
SC

| 2. TPONOX XOPHIHEHE

‘ 3. HMEPOMHNIA AHEHX

EXP

4, APIOMOZX ITAPTIAAX

Lot

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

1 ml

6. AAAA ETOIXEIA
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KEIMENO XTHN KAPTA YIHENOYMIXHY (spapudletar o€ eBvikod enimedo - mapéyetor pcm
YOTPOL 1| GUGKEVAGLEVT GTO KOVTL)

Acvybra 60 mg evéciuo
OEVOGOLLAUTN

SC
Endpevn éveon oe 6 pnveg:
Xpnowuonoteite To Acvybra yio 660 31G0TNUA GG TO GLVTHYOYPOQEL 0 1TPOC Gag

Reddy Holding GmbH
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B. P’YAAO OAHI'TQN XPHXHX
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@vAro ooV ypiong: IIAnpogopics yra Tov yprjotn

Acvybra 60 mg gvéoipno 1AV GE TPOYERIGUEVT] GUPLYYO.
OEVOGOLHAUTN

vTo @AapuraKo ovTd TEAEL LTO GLUTAN PO UATIKN TOPAKOAOVONGT. AVTO Ba emTPEYEL TO YP1YOPO
TPOGOIOPIOUO VEDV TANPOPOPLOY acPiAeloc. Mmopeite va fondnoete HEGm TG avapopdic Thovmy
AVETIBOUNTOV EVEPYEIDV TOL EVOEXOUEVMG TTapovatalete. BA. T€éhog Tng mapaypdpov 4 yio Tov TpOmTo
avaQOPAG AVETIOOUNTOV EVEPYEIDV.

AwPacte TPOGEKTIKA 0AOKAN PO TO PVLAO 00NYIAOV (PGS TPOTOV UPYIGETE VA Y PN CLUOTOLEITE

avTo TO PApROK0, 10T TEPLAUPPAVEL CNUAVTIKEG TANPOPOPIES VIO COC.

- dordEre avtd To EOALO 0dNYIBV Yprone. Towg ypelactel va to dofdacete Eava.

- Edv éxete mepartépo amopieg, p@TNOTE TOV Y1OTPO 1 TOV PUPUOKOTOLO GOC.

- H ocvvtayn v avtd 1o edppoko xopnynnke amokAeloTiKd Yio 6og. Agv TPETEL VO ODOETE TO
@apuroko oe GArovg. Mmopel va Toug TpoKaAEésel PAAPN, axoOpa Kot OTav To onuein TG
acBéveldc Toug etvor 010 e Tor O1Ka oag.

- Ed&v mapatnpricete kdmoa avemBOpuntn evépyeia, EVIEPDGTE TOV YLOTPO, 1| TOV QAPLAKOTOO
oag. Avtd woydet Kot yio kéBe mbovi avemBOpunTn evépyeia TOL deV OVAPEPETUL GTO TOPOV
@OALO 0ONY1DV Yprone. BAéme mapdypago 4.

- ®a cog yopnynoel po kapta vEeVOL UGN 0l6OEVODC, 1) 0TT0T0 TEPIEYEL OTLLOVTIKEG TTANPOPOPIES
Yo TNV AGQPAAELD, TIG OTOlEG TPEMEL VO YVOPILETE TPV Ko KOTA TN dtdpketa g Oepaneiog cog
ue to Acvybra.

T Tepréyer 1o mapév A0 00N YLOV:

1. T eivar to Acvybra kot ot givan 1y xp1ion tov

2. T npémel va yvopilete Tpv ypnoonomoste to Acvybra
3.  Iog va ypnopomomoete To Acvybra

4. [TBavéc avemBounteg evépyeteg

5. Ia¢ vo. purdooete o Acvybra

6. [epreydueva tng cuokevAGiG Kol AOUTES TANPOPOPIES

1. Th givan To Acvybra kou wowa gival 1 yp11o1 TOV

T eivar To Acvybra ko g dpa

To Acvybra mepiéyel 6evocovUAUTY, 1o, TPOTEVY (LOVOKA®VIKO avTicmua) Tov topeufaivel ot
dpdion piag dAAN G TpwTEIVIG, Yia TN Bepameia TG 00TIKNG andAgiag Kot TG ooteondpwong. H
Oepameio pe Acvybra kdvet To 06Td o avOEKTIKG Kol HELOVEL THY TOAVOTITA EUPAVIONG
KOTOYLOTOV.

Ta ootd givan évag {ovTavog 16Tog mov avavedvetol cuvex®s. Ta owetpoydva fonbovv ot dwatrpron
g LYElag TV 06TOV. METH TNV EUUNVOTTAVOT), TO ENITESN TOV OIGTPOYOVAOV PEIDVOVTOL YEYOVOS TOV
umopel va kdvel ta 00T AemTd Kol e00pavota. Avtd pmopel TEAMKE va 0dNyNoEL G Ui, TABN o™ TOV
ovoualeton ooteomopmwor|. H ooteondpmwon pumopet emiong va eppaviotel og avopeg Adym evog
aplOHov OITIOV TOV GUUTEPIAAUPAVOVY TN YNPAVCT] KOUT TA YOUNAG ETITESO TNG OVOPIKTG OPLOVIG,
te0TO0TEPOVIC. MTopel emiong va eppaviotel og aobeveig mov Aapufdavouvv yAvikokoptikoedn. TToAkol
aoBeveic Tov TAGYOVV OO 0GTEOTOPWST OEV £XOVV GCLUUTTMUATO, CAAL KIVOUVEDOLV PO OVTE VO,
VIOGTOLV KATAYLO, KUPIWG GTI GTOVOLAIKY] GTIAN, OTA 1GY10L KOl GTOVG KAPTOVG,.

O1 xelpovpyIKeC ETEUPACELS 1) TO PAPUOKO, TTOV AVAGTEALOVY TNV TOPAYDYT OLGTPOYOVAOV 1|
TEGTOGTEPOVIC KOl ¥PNCLOTO00VTAL Yio. T Ogpameia acbevdv e KapKivo Tov Haetov 1 ToL
TPOCTATN UTOPOVLV EMIGNG VA TPOKAAEGOVV 0GTIKY anm®AELd. Ta 06Td yivovTal o adOVA KOl GTAVE
710 €VKOAQL.
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ITowx gival n yp1on Tov Acvybra

To Acvybra ypnoyonoteitar yio ™ Bepamneio:

. TNG 0GTEOTOPWONG GE YUVOIKEG LLETA TNV EUUNVOTAVOT (LETELUNVOTOVGLOKEG), KOL GE AVOPES
OV £YOLV AVENUEVO KIVOLVO KOTAYHOTOG (OGO T®V 0GTMV) PUEIDVOVTOS TOV Kivouvo
KOTOYLATOV TNG OTOVOVAIKNG GTNANG, UN-GTOVOLMK®OV KOTOYLATMV KOl KOTOYULATOV TOL

1oyiov.

. NG OGTIKNG ATMAELNG TOV TPOKAAELTAL OTTO TN PEIMON T®V EMITESWDV OPUOVAV (TEGTOGTEPOVNC)
1 OToi0 OPEIAETAL GE YEIPOLPYIKT 1 POPUAKELTIKY Oepameia o€ acbevelg pe Kapkivo Tov
TPOGTATN.

. NG OGTIKNG OTMAELNG TOV TPOKOAEITAL OO LLOKPOYPOVIL OY®YT LE YAVKOKOPTIKOEN O

acOeveic mov mapovstdlovy avénuévo Kivéuvo KatdyroTod.

2. Tvwpémer va yvopilete Tprv yproipomonicete To Acvybra
Mnyv ypnoipomon)oete To Acvybra

o av €yete younid erineda acPeotiov oto aipa (vracPeotionpio).
o o€ mePInT®on aAlepyiog 6T dEVOGOVUAUTT 1| GE OTO10OMTOTE GAAO OO TO. GUGTATIKE CVTOV
TOV POPLUAKOL (OVAPEPOVTOL GTIV TOPAYPOPO 6).

IIposgidomou|oelg Ko TPOPLAGEELG
AmevBuvbeite oTov ylaTpd 1 TOV QOPUOKOTOLO 6aG TPV Ypnoionotioete to Acvybra.

Katd to didotua mov Aaufdvete Acvybra umopei va Topovcticete LOAIVGT 6TO dEPUOL UE
CUUTTOUOATA OTTMG OION U, EPVOPOHTNTA TOV SEPUATOS, GLYVOTEPA GTNV TEPLOYY] TOV OO0V, TOV
ouvodedeTal amd aichnua kadoov Kot evarcncia (kuttapitida), kot Thavdv amd cuurTd AT
mopetoV. [Tapakaleiote Vo EVIUEPDGETE TOV Y1OTPO GOG AUECMG EAV TOPOVGLAGETE OTOLOONTOTE OO
OVTO TO GLUTTAOUOTOL.

®a mpénel emiong vo AapPdvete couminpopoto acpectiov kot Prrapivng D yio 660 dtdotnua
naipvete Acvybra. O yiotpdc oag Ba 1o culntioet avtd pali cog.

Mmnopei va €xete yapnid eninedo aofeotiov oto aipa cog evocwm AapBdvete Acvybra. Iapakoleiote
VO EVILEPDGETE TOV YIATPO GOG OUECHOG EAV TAPATIPNOETE OTOIOONTOTE OO TO. alkOAOVOL
GUUTTOUOTH: GTAGUOVS, GUOTACELS, 1| KPAUTEG GTOVS HVES GOC, KOUT LOVOLOGHA 1] LUPUAYKIOGLLOL
G710 dAYTLAN TV YEPIDV, GTA OEYTLAN TOV TOJIDV 1 YOP® OO TO GTOUO GOG, KOUT EMANTTIKES
Kpioelg, ochyyvon, 1 ATOAELN TNG GUVEIONOTC.

E&apetikd younid eninedo acPecstiov OV 00N yNCOV GE EIGOY®YN GTO VOGOKOEID Kot OKOLLOL Kol
AVTIOPAGELS OMENTIKEG Y10, TN LN ExovV avapepbel og GTAVIEC TEPMTMGELS. Q¢ €K TOVTOV, TPV OO
TN Aym Kabe d6ong kot 6tovg acbeveic pe Tpodidbeon yia vracPeostiopio evidg dvo efdouddwmy
HETA TN AWM TNG apykng d0omnc, Ba eAEyyovtal Ta enineda acPectiov 610 aipa 6og (LEcw EEETAONC
alpaTog).

Evnuepaote tov yrotpd cag edv Exete 1 giyarte moté cofopd TPOPANUATO GTOVS VEPPOLS, VEQPIKN
avemdpkelo 1 av ypeldotnke va vrofindeite oe oupoxdBapon, 1 av Aappdvete papuoka wov
ATOKOAOVVTAL YAVKOKOPTIKOEW] (0wg mpedvilodovn 1 deEapebalovn),yeyovota mov umopel va
aLENCOVY TOV KIVOLVO EUGAVIONG XOUNA®Y EMEdV acPectiov aTo aipa av dev Aapupdvete
GUUTANPOUATO acPecTiov.

[popiuata 610 otdua, ota dovtia 1 otn yvébo

Mia apevépyela mov Aéyetonl ooteovékpman g yvabov (ONI) (BAGPN Tov 06Tob TG Yvabov) £xet
avapepbei omaving (umopel va emnpedlet £og 1 otovg 1.000 avBpodmovg) o acbeveig mov Aapufdavoovy
devocovpaun v v 0oteondpwot). O kivovvog g ONIT avédvetal oe aobeveic mov Aappdvovy
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Oepameio yio ToA0 Koupd (umopel va ennpedost péypt 1 ota 200 droupa edv Aappdvovy Bepameio yio
10 ypévia). H ONI' pmopel emiong va epgoviotel kat petd ) dtokonn ¢ Oepancioc. Eival onpovtikd
va Tpocrtadnoete vo tpoAdpete tnv epeavion tng ONI kabmg pmopel va eivar pio exmovvn
KaTAoTooT Ko pmopel va gtvar dbokoAn vo Bepamevtel. o va peidoeTe Tov Kivouvo EUOAVIoNG TNG
ONT', AéPete Tic mapoakdTo Tpo@LAKEELS:

IIpwv AéPete Bepameia, evnuepdote ToV Y10Tpd 1 TOV VOGOKOUO oG (EmaryyeAoTiog vyeiog) edv:

o €xete TPOPAUOTA LE TO OTOUA 1) TO. SOVTIO GOG OTMG KOKT GTOLOTIKY VYLEWVT, OVAITION 1)
TPOYpoUUATIoUEVN eEaymYN 000VI®V.

o dev AauPavete TaKTIKY 000VTIOTPIKN QpovTioa 1} dev €xete MaPel odovTiaTpikn eEETaom Yo
HEYAAO YPOVIKO OLAGTN L.

. glote kamvioTig (Kabdg avtd umopei va ovENGEL TOV KivOLVO TV 030VTIOTPIKMY
TpoPANUaTOV).

o €xete mponyovpéEvas MaPet Bepameia pe S19poQOVIKE (xpnotponotovvton yio T Bepameio 1 ™)

TPOANYT OGTIKOV SATUPUYDV).
Aappdvete koptikootepoeldn (Onme ) npedviLorovn 1 ) deauebalovn).
. €yete Kapkivo.

O yatpdc cag umopel va cag {ntroet va eEetacteite amd odovtiatpo mpv Egkvioete T Bepaneia e
Acvybra.

Katd m dibpketa g Bepaneiog, Oo tpémetl va dratnpeite KOAN GTOUATIKN VYIEWVT] Kot Vo bTOPAALECTE
o€ TOKTIKEG odovTiaTpikeg e€etdoels. Edv popdrte teyvni odovioototyia Oa mpémetl va Pefarmbeite 6T
epappolel cwotd. Av vtofdiiecte o odovtiatpikn Oepaneio N Tpdkeltar vo vroPfAndeite oe
000VTIULTPIKT YXEPOLPYIKT EMEUPaOT (T.). eE0YOYES 0OOVTIWV), EVIUEPDGTE TOV YIOTPO GOG Kol TElTE
oTov 0dovTioTpd oag 0t Aaufdvete Acvybra.

Emwcowvmvnote pe tov y1atpd Kot Tov 0dovTiaTpd oG OUECHS 0V TOPOVGLAGETE OTOLONTOTE
mpofAnpata e To 6TOMA 1 TO dOVTIO OTT™G YaAapd dGVTLIO, TOVO 1| TPNELLO, 1] L ETOVAMOT] TANYAOV 1|
eKkpice@v, KobBmg avtd umopel va eitvar onueio tng ONT.

Mn cvvin KoTdyoTe ToV unploiov 06Tov

Kdamotot acOeveic £xovv eppoavicel un cuvinon Katdyuato Tov unpaeiov 06Tod Katd TN SLApPKELD TNG
Oepameiog pe devocovudunn. Enkotvaviote e Tov Yiatpd 6og edv vidaoete vEo 1 acuviBioto Tdvo
070 10%10 6ag, 61N PovfwViKn Y®P 1 6TO UNPO GOG.

IMoord ko Epnpor

To Acvybra dev Ba npémet vo, ypnoonoteital og Toudid Kot e@ffovg niikiog kdtm tov 18 etdv.
Alha @dppoxa kot Acvybra

Evnuepaote tov y10tpo 1 1OV QapLoKomold cos 0V TOipveTE, £XETE TPOCHUTA TAPEL 1] LTOPEL VAL
nhpete GALa papuoako. Eivor idaitepo onuovtikd vo eviuep®GETE TOV YLoTpd 060G AV Taipvete GAAO
(QAPLOKO TTOV TEPIEXEL OEVOGOVUALLTY.

Aev npémer va, mhpete Acvybra pali pe dAlo @apuoako to 0moio mepPLEyEL SEVOGOVUAUT.

Kvnon, 0niaopdc ko yovripotnra

H devocovudumn dev €xet doxyaotel oe eykvovs. Eival onuavtikd va evIUepOCETE TOV YUTPO GOG
€dv glote £ykvog, vopilete 611 pmopet va giote £ykvog 1 oyedidlete va amoktnoete Toudi. H ypnon tov
Acvybra dev cuvietaton av giote £ykvog. Ot yuvaikeg avamopay®ykng niikiog 0o tpémet va

YPNOUOTOLOVV OTOTEAECUATIKEG HEBOBOVE OVTIGOAANYN G KaTd TO didotnua Ogpansiag pe Acvybra
KOl Y10, TODAG(LoTOV 5 uiveg petd tn dwakomn tng Oepameiog pe to Acvybra.
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Av peivete €ykvog Katd ) ddpkela TG Oepameiog (e 0EVOGOVUAUTN 1] 6€ O1AGTNLA LUKPOTEPO TV
5 unvov petd ) dakonn g Bepaneiog pe To Acvybra, Topokaleiote vo eVUEPDGETE TOV YLOTPO
oG,

Agv glval yvootd €6y 1 0EVOCOVUAUTY OTEKKPIVETAL GTO UNTPIKO YaAa. Eivatl onuovtiko va
EVIUEPDGETE TOV YLoTPO oag e6v OnAdlete N oyedidlete va OnAddoete. O yotpog cog Ba cog fondnoet
vo amopacioete dv Oa draxdyete to Onhacpd N ) Bepaneio pe Acvybra Aappdvovrag veoyn o
6@elo¢ Tov OnAacuoD yio. To Todi kat To deerog Tov Acvybra yio ™ untépa.

Av OnAdlete katd ) didpketo g Oepaneiog e Acvybra, TopakaAeiote vo eVIUEPDGETE TOV Y10TPO
o0G.

ZntoTE TN GLUPOLAT TOV YLITPOD 1] TOL POPLOKOTOLOD GOG TPV TAPETE OTOLONTOTE PAPLLOKO.

Oonynon ko yEPGPOS PNy avnpdTmV

H devocovpdaunn dev £xet Kopia 1 £l aoNHLOVTN ETOPACT] TNV IKAVOTITA 0OYNONG KOt XEPLGHLOV
UnyYovnuaToy.

3. og va ypnoporonicete T0 Acvybra

H ocvvietdpevn d6on elvar pia mpoyepuspévn ooupryya tov 60 mg yopnyoduevn pio eopd Kabe 6 pnveg
pe epamaé vodopia Eveon (kdto omd To dépua). Ta KaAvtepa onpeio yio va kdvete Eveon etvat To
EMOVO PEPOG TOV UNPDOV GOG KOL 1) KOIAOKT XDPO. AV 60G KAVEL TNV £VEST KATOL0G GALOG umopel
EMIGNC VO, YPNCIULOTOGEL TNV EEMTEPIKT] TAELPA TOV UAPATCOV GOC. ZVUPBOVAEVTEITE TOV Y1OTPO GOG
GYETIKA PE TNV Nuepounvia yia pia whovn endpevn éveon. Oa ocag mopacyedel o kbpta
vrevlBopiong, | omoia pmopel va ypnoomoinfet yio vo Kpatdte apyeio Le TG nUepoUNVies Tmv
EMOUEVOV EVEGEMV.

®a mpénet eniong vo AapPdvete couminpopato acpectiov kot Prrapivig D yia 660 dtdotnpuo
naipvete Acvybra. O yiotpdg oag 0o t0 culntiost avtd pali cog.

O yatpds oag evogyetal va amopacicel 6Tt Bo rav KoAvTepO va Kavete Ty éveon tov Acvybra eogig
o1 16101 1 T0 dTopo mov oag Ppovtilel. O yaTpog 1 Kamolog emayyeApatiog vyeiag Oa deiovv ce cag 1
070 GTOWO OV GO PPOVTILEL TG va. KaveTe TV éveor) Tov Acvybra. T'a teprocdtepeg 0dnyieg
OXETIKA e TV €veon Tov Acvybra, dtafdote T oxeTik) EvOTNTA 6T0 TEAOG TOV TAPOVTOS POAAOV

00N YLDV

Mnv avokiveite.

Eav &eyaoete va kavete TV éveon Tov Acvybra

Edv Egydoete kamola d0omn tov Acvybra, n éveon npénet va yivel To cuvTopdTepo duvoTo. Xn
GUVEYELD, O1 EVEGELG TPETEL VAL TpoYpappatilovtal kdbe 6 Ve amd TNV NUEPOUNVIC TNG TEAEVTOING
€veomng.

Edv otopoatiocete va ypnoypomoreite To Acvybra

INoa vo amoxopicete 10 pueyaAbtepo duvatd 6@erog and T Bepancio cag ot HEIOT TOV KIVODVOD
Katayudtov, sivatl onuovtiko vo yprnowuonoteite to Acvybra yia 660 d1dotnua 6ag To cLVTayoypoPel
0 YuTpog cag. Mnv dakdyete tn Oepameio oG Ywpig Vo ETKOVOVIGETE LLE TOV Y10TPO GOG.

4, IMBavéic avemBounTeg evépyereg

Onwg 6ha To pAppaKa, ETGL KOL 0VTO TO QAPUAKO UITOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELEC, AV
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Ko 0ev TaPovotilovTal 6e OAOVS TOLS OVOPHOTOVG.

Oyt ovyva, acBeveic mov Aapupdvouy SevocOVUAUTT LTOPEL VO, EPEAVICOVY OEPUATIKES AOTUDEELG
(xvpimg kutTapitidn). [apokareicTe VO EVIINEPDGETE TOV Y1UTPO GO APUECMOS OV TOPOVGLACETE
Kamotla oo o akOAovOa cupmtduate eved Ppiokeote og aywyn ue Acvybra: epubpdtnto kat oidnua
TOV OEPLLOTOG, CLYVOTEPX GTIV TEPLOYN TOV TOSL0V, TOV GLVOIEVETAL OO aicON Lo KAOGOL Kot
gvoioOnoia kot Thovov amd CLUTTOUATO TVPETOD.

Yroving, aobeveic mov AapBAvovy 6EVOGOVUAUTT LTOPOVY VO OVATTOEOVY TOVO GTO GTOUE, KOUT OTN
yvabo, oidnua 1 U ETOVAMOT TOV TANY®OV GTO GTONA 1) 6T1 Yvado, £KKpion, Lovdlaco 1 aicOnua
Bapovg ot yvabo, 1 yardpmon evog dovtod. Avtd umopei va givar onpeio PAGPNG Tov 06TV 0T
yvabo (octeovékpwon). Evijuep@doTe TOV Y10TPO 60G KAl TOV 000VTIOTPO 60G OUECMG EAV
TOPOVOLACETE TETOLN CLUMTOUATO EVOo® gioTe o€ Ogpameio pe Acvybraf petd tn d1oKomn ™G
Oepaneiog coc.

Yroving, aobeveic mov AapBAvovy 0EVOGOVUAUTT LTOPOVY VO £XOVV YaUNAL ETineda aoPecTiov 6T0
ailpa (vrooBeotionpio). To eEampeticd yopnmAd eninedo acPfectiov LTopel va 031 YOOV GE ELGOYMOYT|
GTO VOGOKOUETD KOl uwopel va etvor axopo Kot amentikd yio ) {on. Zopatdpota teptlopupavovy
OTAGOVE, CLOTAGELS N KPAUTEG GTOVE HVEC GOC KOV LOVSIAGHO 1) WOPUNYKIOGHO, GTO, SGYTUAN TV
YEPLDV, TOV TOJDV G0 N YOP® Amd TO GTOU GOG KOUT EMANTTIKEG KPIGELS, GVYYLOT, 1] ATMOAEL
ovveidnong. Edv kanowo and autd 1oyvel yio €54G, EVIUEPDOTE TOV YIATPO 60S Apécms. Ta younid
enineda 0oPecTiov 6TO aipo UTopEl eTiong va 00 YNGOVY GE Uia, aAAay] TOL Kapdlakoh puOuos Tov
ovopdteton Tapdraot tov dStuotnuotog QT, n onoia paivetar 610 niektpokapdioypdaenue (HKT).

Eravio acvviOIeTo KOTOYUOTE, TOV UNPLoiob 06TOD UITOPEL Vo ELPAVIGTOVV GE acheveic Tov
Aappavooyv Acvybra. EmikowveoviieTe pe tov y1otpo 6og £6v epgavicete véo 1 acvvifioto movo 6To
woylo, omn PovPavikh ydpa 1 610 UNPd, KaBOG avTd pnopel va amotelel TpOWPN EVOEEN evOg TBAVOD
KOTAYLLOTOG TOV UNPLoiov 06Tov.

ErAvio, UTopEL VoL EPLPAVIGTOVV OAAEPYIKES avTIdpdcelg o acBevelg mov Aapfdvovy devocovpdpm).
Ta cvuntdpate tephapPdvovy oidnpa TPOGMOTOL, TV YEIMMYV, TNG YADGGOC, TOL AALoD 1| GAA®DY
TUNUATOV ToV couatog. EEavOnua, kvnoud N kvidmon oo dépua, cuptypd 1 Suvokoiio GTNV AvVOTVOT.
MopoxoleicTe VO EVIUEPDOGETE TOV Y1UTPO GOG EAV ELPAVIGETE OTOLOONTOTE OO AVTA TOL
cuuTTOMATO EVG gloTe VITd Oepomeia pe Acvybra.

oAb ovyvéc avemBopnteg evépyereg (Lmopolv va ennpealovy TepiocOTEPOLS amd 1 6ToVG
10 avBpdmoLg):

. TOVOG 6TA 00TA, OTIG apBpMCELS, KauN LUIKOS TOVOG TOL KATOLES POPES Elvar £vVTovog,
o TOVOG 6Ta ¥EPL 1] TO TOS10. (TOVOG GTOL AKPOL).

Yoyvég avemBounTeg evépyereg (Umopobv va ennpedlovv émg 1 otovg 10 avBpmdmoug):

ENMOVVT OVPNOT], GLYVN OVPN T, Bl 6TA 0VPA, AGLVOLIN CVYKPATNONG TV 0VP®YV,
AOTH®EN TOL AVAOTEPOL OVATVELGTIKOD GUGTILOTOC,

oVoC, aictnuo popunkicong 1 LOVSIAGHO TOL PTAVEL PLEXPL XOUNAL 0TO O Gog (1oylohyia),
dvokotot1o,

dvopopia otV KOWALG,

eEavonua,

depuotonddeta mov yapaktnpiletor oamd eoyovpa, epuBpdtnta kavn Enpomta (Eklepa),
TpLyomTOoT (oAomeKio).

Oy ovyvég avemOounteg evépyereg (Lmopovv va emnpedlovv Eog 1 otovg 100 avBpmmouc):

° TVPETOG, EUETOG KO KOIALOKO AAYOG 1 Suo(pOopio (EKKOATMUATITION),
. Aoiuwén tov 0Toc,
. eEAvOn o TOL EVOEXETOL VO, EUQOVIOTEL GTO OEPUA ) EAKT) 6TO GTOUA (AELYTVOELON

POPUOKELTIKG e&avOnUaTa).
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oAb omavieg avemOounteg evépyeieg (Lmopotv va emnpealovv éo¢ 1 otovg 10.000 avBpmdmovg):

o oAAEpYIKT aVTIOPOOT TTOVL UTopEl va TpoKkoAEoel PAAPN oTa alo@Opa ayyeio Kupiwg Tov
3€pUaTOC (T TOPPLPEC N KAPEKOKKIVEG KNAOES, KVidmon 1 depuatikd EAKn) (ayyetitido amd
vrepevaicincia).

Mn yvooeTiig ovyvotnTeg (1 cuYvOTNTE TOVG dev pmopei vo, ektiun0el pe faomn ta Stobéciua

dedopéva):

. EVIUEPMOOTE TOV YIOTPO OOG EAV EYETE TOVO GTO AVTL, EKKPLoT od To avTi KoM Aoipumén 610
avti. Avtd pmopel va etvar onpadio ootikng PAABNG 6To avTi.

Ava@opd avemOOunTOV evepyELOdV

Edv mopatnpnoete kamoto avemi@OUnt evEpPYELD, EVILEPDGTE TOV YLOTPO, TOV QUPUAKOTOL0 1) TOV/TNV
VOGOKOHO caG. AvTtd 1oyDEL Kot Yio KAOe Tihovi avemBounn evEPYELD TOL OEV OVAPEPETAL GTO TOPOV
@OALO 0OMY1DV Yprionc. Mmopeite emiong vo avapépete avemBounTeg evépyeleg anevbeiag, LECH TOV
€0vIKoL GLGTNUATOG aVaPOPAS TToL avaypaesTol oto [apdptnua V. Méom tng avapopag
OVEMBOUNTWOV EVEPYEIDV UTOPEITE VO BoNONGETE TN GLALOYN TEPLOCTOTEPMV TANPOPOPLDYV CYETIKA
LE TNV AGPAAELO TOV TOPOVTOC PAPLLAKOV.

5. IIog va pvridooete To Acvybra
To @appoko ovTd TPETEL VO PUAACCETAL GE PEPT) TOV OgV TO PAETOVV Kol OV TO POAVOLV TO TOdLA.

Na pn ypnoiponoteite avtd 10 PAPUOKO UETE TV NUEPOUNViC ANENG TOV AVOPEPETOL GTO KOVTL Kot
otV etikéta petd to AHEH/EXP. H nuepounvia Anéng eivon n tedevtaio nuépa Tov pniva mov
ovVOQEPETOL EKEL.

dvidooete og yoyeio (2 °C — 8 °C).
Mnv katoyvyeTe.
Kpatnote v apoyeicpévn cuptyya 6to eEmTeptkd KOLTI Y10l VoL TPOGTUTELETAUL GO TO PG,

Mmropeite vo aQiOETE TNV TPOYEUICUEVT] GO GVPLYYD EKTOS YuYeiov LEYPL VA QTAGEL g Beppokpacia
dopatiov (uéypt 25 °C) mpv amd Vv éveon). 'Etol 1 éveon Oa yivel o aveto. Otav aeebei 1 copryyd
oag va, etdoel o€ Oepuokpocio dopatiov (uéypt 25 °C), Oa mpénel va ypnoyorondei péoa oe

30 npépec.

Mnv metdite @APUAKO GTO VEPD TNG AMOYETELONG 1| GTA OKLOK(A amoppippata. Potiote tov

(OPLOKOTOLO GOG YOl TO MG VO TETAEETE TOL PAPLLAKO TTOL OEV YpNOIHOTOlEiTE Tl Avtd T pétpa Oa

BonBnoovv otnv Tpoctacio Tov meptBdiiovtog.

6. Mepreydpeva TG GVOKEVAGING KO AOWTEG TANPOPOPIES

T egpréyer To Acvybra

- H dpaoctikn ovoia givar 1 devocovudpnn. Kabe mpoyepucuévn oopryyo tov 1 ml mepiéyet 60 mg
devoocovpaumng (60 mg/ml).

- Ta dAha cvotatikd givan L-1otidivn, povoddpikn vdpoyrlopikn L-1otidivn, caxyopoln,
moAo&apepés 188 kot VOwp Yo evéoipa.

Epg@évion tov Acvybra ko mepieyépeva g cvokevaciog

To Acvybra gival éva dtavyéc, dypopo mg VITOKITPIVO EVESIUO AL TOV StoTtiBeTan £TOIUO TPOG
YPNOMN OE TPOYEUICUEVT] GOPLYYOL.

Kda0e cvokevacio mepiéyet pio mpoyEHIGUEVT] GUPLYYO. LE UNYOVIOUO KAALYNG PEAOVAG.
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Karoyog Adsrog Kvkhogopiog
Reddy Holding GmbH
Kobelweg 95

86156 Augsburg

T'eppovia

IHopoaockevaotig
Alvotech hf
Seemundargata 15-19
102 Reykjavik
IoAavdia

I"o omoladnmote TANPOPOPIo. GYETIKA LE TO TOPOV POUPUOKEVTIKO TPOIOV, TAPUKUAEISTE VOl

amevbuvbeite otov Tomikd avtimpdésmmo tov Katdyov tng Adelag Kvkiopopiag:

Belgié/Belgique/Belgien
betapharm Arzneimittel GmbH
Tél/Tel: +49 821 74881 0
info@betapharm.de
Bbnarapus

betapharm Arzneimittel GmbH
Ten.: +49 821 74881 0
info@betapharm.de

Ceska republika

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Danmark

betapharm Arzneimittel GmbH
TIf: +49 821 74881 0
info@betapharm.de
Deutschland

betapharm Arzneimittel GmbH
Kobelweg 95

86156 Augsburg

Tel: +49 821 74881 0
info@betapharm.de

Eesti

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

E\rada

betapharm Arzneimittel GmbH
TnA: +49 821 74881 0
info@betapharm.de

Espaiia

Reddy Pharma Iberia S.A.U.
Avenida Josep Tarradellas n°® 38
E-08029 Barcelona

Tel: +34 93 35549 16
spain@drreddys.com

Lietuva

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Luxembourg/Luxemburg
betapharm Arzneimittel GmbH
Tél/Tel: +49 821 74881 0
info@betapharm.de
Magyarorszag

betapharm Arzneimittel GmbH
Tel.: +49 821 74881 0
info@betapharm.de

Malta

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Nederland

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Norge

betapharm Arzneimittel GmbH
TIf: + 49 821 74881 0
info@betapharm.de
Osterreich

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Polska

betapharm Arzneimittel GmbH
Tel.: + 49 821 74881 0
info@betapharm.de
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France

Reddy Pharma SAS

9 avenue Edouard Belin
F-92500 Rueil-Malmaison

Tél: +33 1857817 34
pv-infomedfrance@drreddys.com
Hrvatska

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Ireland

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

island

betapharm Arzneimittel GmbH
Simi: + 49 821 74881 0
info@betapharm.de

Italia

Dr. Reddy’s S.r.l.

Piazza Santa Maria Beltrade, 1
[-20123 Milano

Tel: +39(0)2 70106808
infoitaly@drreddys.com
Kvbmpog

betapharm Arzneimittel GmbH
TnA: +49 821 74881 0
info@betapharm.de

Latvija

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Portugal

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Roménia

Dr. Reddy’s Laboratories Romania SRL
Tel: + 4021 224 0032
office@drreddys.ro

Slovenija

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Slovenska republika
betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Suomi/Finland

betapharm Arzneimittel GmbH
Puh/Tel: + 49 821 74881 0
info@betapharm.de

Sverige

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

To mapév @vAro 00N YLOV YpfioNS avade®pOnKe Yo TELEVTAIO POPA OTIS.

Addeg TNYEG TANPOPOPLOV

Aentopepeic TAnpoeopieg oToleio yio T0 TOPOV PAPUAKEVLTIKO TPOioV gival S100EG1IEG GTO SIKTVAKO
610 T0v Evponaikod Opyavicpov @appdkov: https://www.ema.europa.eu/
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Odnyieg ypnong:

Odnyog vy Ta eEopTrpoTa

ITpw ™ xoprymon Meza ™ xoprynon

m_ Enpolo To éuforo

Mnyv KPOTATE KOl Py 0GoaMCEL
Tpopdte moTé TO
£uporo.
To ghatnplo
0oQAAELOG
Ao gvepyomoteiton
ﬁrKﬂ'))\.O)V

Al6Qavo TPOGTATEVTIKG
T mepifinua

__ Hpgpopnyvia Ming
TNV ETIKETA

5 EXP: YYYY/MM

| Kvlvopog copryyog
I'kpr roOpo Berovog
Inpovtike: Mnv
OPULPECETE TO YKPL
OO TG PEAdVAG LEYPL
va glote £TOOL VO
TPOYLOTOTOIGETE TNV
éveon.

H Belova avacvpetal 6To
£0MTEPIKO TOV O1APAVOL
TPOGTATEVTIKOD
KOADLLOTOC,

Z1NHOVTIKO

IIpw ypnopomou)ceTe TNV TPOYERIGNEVY] 6VPLYYR Acvybra pe auTOpaTo pnyavicpuo Kadivyng
Perévag, SrafdoTte aVTES TIC ONUAVTIKES TANPOPOPIES:

Eivan onuovtikd va punv emiyelpf|oeTe va KAVETE EVECT] LOVOG GOG TAPd, LLOVO GV €xete AaPet
€101KT €KTOidEVOT Ao TOV YaTpd 1) TOV EMAYYEAUATIO VYEIOG GOC.

To Acvybra yopnyeiton og éveon otov 1610 akpipdg KaT® amd o déppoa (VTodopio Eveon).
Mnv a@oipeite 10 YKpL TOUA TNG PEAOVAG A0 TNV TPOYELUGUEVT GLPLYYO TOPd LOVO EPOGOV
glote éroot yuo TNy éveon.

M {pNGLOTOGETE TNV TPOYEUIOUEVT] GUPLYYQ EAV EYEL TEGEL GE GKANPN EMPAVELQL.
XpNOYOTOmGTE ol VEQ TPOYELIGLEVT] GUPLYYQ KOl EVILEPMOCTE TOV Y1TPO 1] TOV
emoyyelpotio vyeiog cog.

Mnv eNLYEPNOETE VO EVEPYOTOIGETE TIV TPOYEUIGUEVT] GUPLYYO TPV OO TNV EVEST).

MV R EPNOETE VO OQUIPEGETE TO SLOPAVT] UNYOVIGHO KAAvYMG PeAdvog amd Ty
TPOYEUIGUEVT] GUPLYYCL.

KaAéote tov y1atpd Gog 1 Tov emayyeAuatio VYElog 6oG, EAV EYETE OMOIECONTOTE EPOTNOELS.
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Bnua 1: Ipogropooteite

A A@aipéote T0 010K TG TPOYELUGHEVNG GUPLYYOS GO T CVGKELAGIN KOl GUYKEVIPOOTE TO.
OTTOPOITNTO AVOADGILLO Y10 TV £VECST] GOG: LOVINAAKLY EUTOTIGUEVOL LIE OVOTTVEV LD, UTAAEG
Bappaxiov 1 emiBepo yalog, 0uTOKOAANTO EMIOECUO KOl dOYEID OTOPPIYNG YU POV
AVTIKEWPEVAV (OeV CLUTEPTLOUPAVETOAL).

INo o o dvetn éveon, apNoTe TNV TPOYEUIGUEVT GUpLYYa o€ Beppokpacio SoUOTION Y10 TEPITO
30 Aemtd wpwv amod v €veon. [IAOveTe GYOAOOTIKA Ta YEPIOL GOG [LE GATOVVL KOl VEPO.

TomoBetNoTE TN VEQ TPOYEUGUEVT] GUPTYYO KoL TO VTTOAOUTO, OVOAMGILO TAV® GE [to. Kobopr|, e

KOAO QOTICUO ETLPAVELX.

X Mnyv enyelpnoete va OepUAVETE TN TPOYELUGUEVT] GUPLYYO. LLE OTOLOONTOTE LEGO BEpUOTNTOG
omm¢ {eotd vepd 1| POVPVO LUKPOKVUAT®V.

X Mnyv a@fveTe TNV TPOYEMGUEVT GVpLYYa, art’ gvbeiog extedeiévn 6To NAaKS EMC.

X Mnv avoKiveite TNV TpoYEUIGUEVT GOPLYYOL.

. DVLAGGETE TNV TPOYEPIGHEVT] GVPLYYO GE PEPT) TTOV OEV TNV PAETOVY Kot €V TV @OAvVOLY
TO TOLOLA.

B Avoi&te 10 dioko, aparpdvtag to kdAvupa. [Tidote kon tpafréte v Tpoyepicuévn copyyo
omd TO SLPAVT UINYOVICHO KAADYNG BEAOVOG DOTE VO TNV 0QOLPECETE Ad TOV d1oKO.

[Mbdote 0m

I Adyovg acpdaietog:
X Mnyv midvete TV TPOYEUGUEVT] GVPLYYa amd T pAPdo Tov epPorov.
X Mnyv mdvete To YKpL IO TG BEAdVOC.
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C EMéyEte 10 @ApLOKO KO TNV TPOYEUGUEVT GDpLyya Syringe.

DapuoKo

I'kpt TdpO TG
Berdvag

Etucéta kol nuepounvia

MENg
X M (p1CLOTOGETE TNV TPOYEUICLEVT] GUPLYYQ EAV:
. To @dppoaxo gival vepelmdeg 1 vdpyovy copatiown péca og avto. [pémet va givat éva
SLVYES, AP0 EMC VTTOKITPIVO O1GAVLLAL.
. Onolodnmote PHEPOG QAUIVETUL PAYIGIEVO 1) GTOGUEVO.
. Aginetl To ykpt modpa g Peddvag 1 dev elvarl acOaA®S TPOCAPTNLEVO.
. H nuepounvio AREng mov avaypaeetal otny etikéta, £yl TapéAbel TG televtaiog MUEPUS ToL

UNva oL ovorypagETaL.
e Oheg TIC mEpTMOELS, Topakoieiote 0w (ntioete ) fondeta Tov yYLoTpov, 1) TOL EMAYYELLATIOL
vyeiag cag.

Bnua 2: Erowpaocteite

A ITAbvete oyoraotikd Ta yépra coc. IIpogtolpdote kKot kaBapiote 10 onpeio g Eveonc.
(
Mnpdrco ]
\
Kovhmaxi)
AOpa
.

Endvo pépog
HNpOV

7

Mrnopeite va YpNGLHOTO|OETE:

. To emdve PHEPOC TV PUNPAOV GOC.
. Tnv Kotk xdpa, EKTOG amd TNV Teployn S cm (2-ivtoec) akpPdg yopw amd Tov apoird.
. Tnv e€mtepikn meployn TOV UTPATo®V (LOVO OTNV TEPITTOGCT TOV CAG KAVEL TNV £VEDT
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KATO10¢ GAAAOG).

KaBapiote v meployn tng £VEOTg XPTOLLOTOIDVTOG £VOL LOVTNAGKL LE OLVOTTVED A, APNGTE TO
OEPLLO GOG VO GTEYVAOOEL.

X Mnyv ayyilete Vv meployn g Eveong mptv amd TV EVEon.

Mnv eviete o TepLoyég 6mov to déppa eivar evaicOnro, peraviacuévo, epubpod, 1 okANPo.
ATOQUYETE VO EVECETE GE TEPLOYES LLE OVAEG 1] ONUASLOL TAGTC.

B Tpapné&te TpocekTKd TO YKpL TOUO TNG PEAOVOC TPOC T, EEM KO LAKPLAL Atd TO GO0 COG.

C AvVOONK®OGTE LIE TEIUTNO TO CTUELD TNG EVEGTC Y10 VO OT)ILOVPYTGETE U0 GOLYTH ETLPAVELD.

==

Eivat onpavtikd vo kpatioete To 6P aVOoTKOUEVO KOTE TV OldpKeLd TG EVEST|G.
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Brjua 3: Xopnyiote

A Kpamorte to 6épua avaonkopévo. EIZATETE t Beddva oo déppia.

90°
L 45°

X Mnyv ayyiéete Tnv KabBapn Teployr| TOV SEPLOTOG.

B MIEZTE apyd kot otafepd to EUPOoro pEYPL VO PTAGEL TEPUA KATO.
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C A®HXTE tov avtiyelpd cag. 'Enerta XHKOQXTE 1 cOptyya amd to dépua.

Metd v anelevfépman tov UPOLov, 0 UNYOVIGLOS KAALYNG TG TPOYELUGHEVNG GUpLYYaS Ba
KaAVyeL pe acdreto T Beddva g éveonc.

X Mnyv enavatonobeteite T0 YKpL TOUO GE YPNOOTOMUEVES TPOYEUICUEVEG GUPLYYEC.
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Brua 4: MéMg terel®oeTE

A | Amoppiyte TIC YPNOLUOTONUEVES TPOYEUIGHEVES GUPLYYES KOl GAAC OVOAMOLLLO OVTIKEIEVL
o€ 00YElo amOPPIYNC OLYUNPDOV AVTIKEILEVOV.

Ta eappoaka Bo Tpénet va amoppintovtol COLPOVA LE TIC KATH TOTOVE 10YVOVOES CYETIKEG
datdEels. Potote Tov Qopprokomold Gog mmg va TETAEETE To PAPLOK TOV gV ¥PELaLOVTaL TLd.
Avtd o pétpa Ba fondnicovv oty tpoctacio Tov TEPPUALOVTOC.

DvAdocete 10 doyelo OmTOPPIYNG CLPLYYDV KL QLY UNPDOV OVTIKEWEVOV 0 BEom oL dev 10 PAETOVY
Kot 6gv 10 POAVOLV Ta, TOLSLAL.

X Mnyv EavaypnGULOTOICETE TNV TPOYELUGIEVT] GVPLYYO.
X MnV avoKUKADGETE TIC TPOYEUICUEVEG GUPLYYEG KO UV TIG TETAEETE GTO, OTKLOKA
omoppippaTo.

B EAéyEte to onpeio yoprynone.

Av apotnpnote pia knAido aipotog UTopeite va TEGETE TAV® GTO GNUEID TNG £vEONS £val KOUUATL
Bappaxt 7 éva eniBepa yaloc. Mnyv tpifete to onueio g Eveongs. Av ypelaletor, pmopeite va
KaAOWETE TO ONUELD TNG £veonG UE £VaV OLTOKOAANTO EMIOEGO.
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