ITAPAPTHMA 1

MEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



V¥ To ¢dpuaxo avtd teAel VIO CUUTANPOUATIKY TAPAKOAOVONGN. Avtd Ba emTpéyel TO YpIyopo
TPOGOLOPIoUO VEDV TANPOPOPLDOV ACPAAELNS. ZNTEITOL A0 TOVG EMAYYEALATIEG VYEIOG VO AVOPEPOLY
omolecdonmote THavoLoyoVpEVEG avemBuunteg evépyeleg. BA. mapdypapo 4.8 yio tov TpOTo avapopaic
OVETBOUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Conexxence 60 mg evéoipo S1GAVUO GE TPOYEUIGUEVT] GUPLYYO.

2. IMOIOTIKH KAI ITIOXOTIKH XYNOEXH
KdbBe mpoyepuopévn oopryya mepiéyet 60 mg devosovudunnc oe 1 ml dtadvpatog (60 mg/ml).

H devocovpdaunn ivar éva avBpomivo povokiwvikd avticopo IgG2 mov mapdyetol 6€ KLTTAPIKN
celpd Inhaoctikov (KoTtapa mobnkng kivélikov kpkntov) pe texvoroyia avacvvovacuévovr DNA.

"Exdoyo ue yvootn dpdon:

To eappako avtd mepiEyel 47 mg copPiroAng oe kKabe ml dtodvuartog.
To @appaxo avtd epiéyet 0,1 mg toAvcopPikod 20 og kabe Ml draivdpoTog .

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

3. GOAPMAKOTEXNIKH MOP®H
Evéowo didivpo o€ mpoyeicpuévn ovptyya (vEsiuo).

Arowyég, aypopo £oc vrokitpvo dtdivua pe pH 5,2.

4. KAINIKEX TAHPO®OPIEX

41 Ogpamevtikéc gvociteig

Oepameio, TNG 0GTEOTOPMONG GE UETEUUNVOTOVGIUKEG YOVOIKEC KOl GE AVOPES e AVENUEVO KiVOLVO
KOTOYUATOV. X PLETEUUNVOTOVGLUKES YOVOIKEG 1) OEVOGOVUAUTY HELDVEL GNUAVTIKA TOV KivOuvo
GTIOVOVAIK®V, [T GTOVOLMK®OV KOl KOTAYULATOV TOV 16Y{0v.

Ogpamneio TG OCTIKNG ATMOAENG OV GYETICETAL [LE OPLLOVIKO OTOKAEIGUO GE GAVOPES e Kapkivo Tov
TPOCTATN Ol 010101 SLTPEYOLV AENEVO Kivduvo KaTayudtov (BA. mapdypaeo 5.1). Ze avdpeg e
KOPKIVO TOL TPOGTATH VIO OPLOVIKO ATOKAEIGUO, T OEVOGOVUAUT UELDVEL GNIUAVTIKO TOV KIVOUVO

OTIOVOVAIK®OV KOTOYUATOV.

Oepameia TG 00TIKNG OTOAELNG TOV CYETICETOL e LOKPOYPOVIO GUGTNUOTIKY Ay LE
YAVKOKOPTIKOELON o€ eviiAikeg acbeveic pe avénuévo kivovvo katdypotog (PA. mapdypapo 5.1).

4.2  Aocoloyio kol TPOTOS YopyNoNs

Aocoloyia

H ocvvietduevn d6om eivar 60 Mg 6evocouUAURNG XOPNYOOUEVT] O EQATAE VTTOSOPL £VEGT] U0 POPA
Kk@0e 6 uMveg oto UNPY, TNV KOIALOKY YOPO. 1 TO Gved TUR TOL Bpayiova.



Ot aoBeveic mpémel va Aapdvouvy emapkr cuumAnpouato acBeotiov Kot frrapivng D (BA.
napaypago 4.4).

Y1ovg acBeveic mov Aapfdvovy Bepameia pe devosovpdumnn Oa Tpénet vo divoviot To pUALO 0dNYIHV
YPNONG Ko 1 Kapta vevBvupuong achevouc.

H BéAtiotn cuvoAKn SIpKELD TNG OVTIOTOPPOPNTIKNG AYDYNC Y10 TV 0GTEOTOPWOOT)
(ovumepiiapfovopévav 1060 TG 0EVOGOVUAUTNG OGO Kol TOV PLPocpmVITOY) dev EXEL
tekunpwbel. H avaykn ocvveyotg Oepaneiog Oa mpénet va enava&loroyeitol meplodika e Péon ta
OPEAT KOl TOVG SLVNTIKOVS KIVOHVOLS TNG 0EVOCOVUAUTNG LEHOVOUEVO 0V aoBeVT], 10img HETd
amd 5 M mepiocdtepa ypovia ypnong (PA. mapdypopo 4.4).

Himawuévor (nhixiog > 65 etwv)
Agv amonteitol Tpocsopproyn e 600mG 6ToVE NAKIOUEVOLS aeOeVELS.

Neppixn ovalertovpyio.
Agv amotteitol Tpocsoppoyn g 60ong oe acbeveig pe veppikn dvcieitovpyia (BA. Topdypapo 4.4 yio
GULOTAGEIS GYETIKA LE TNV TapakoAovOnon tov acPeotiov).

Agv vrapyovv dabéciuo dedopéva Yo aoOEVELG e LOKPOYPOVIL GUGTNUOTIKN 0Oy UE
YAVKOKOPTIKOELON Kot cofapn) veppikn dvcAsttovpyio (GFR < 30 mi/min).

Exmrwon t¢ nroTikns AEItovpyiog
H acpdleio kot 1 amoTeAEGLOTIKOTITO TG OEVOGOLUAUTNG OEV Exovv peAetnOel o aoBeveig e
EKMTOOT TNG NIATIKNG Aettovpyiag (BA. mapdypogo 5.2).

Houdrazrpirog ninBoouog

H devocsovpdaunn dev Oa mpémel va ypnoyomoteitat o mondid nhikiog < 18 etdv Adym avnovyidv
0G0V aQopd TV acedreld Yo coPapn vrepacPectionpio Kot oV aVaGTOAN TG AvVATTLENG TV
00TAOV Kot EAAEIYN avaToANg dovTiav (PA. Tapaypdeovg 4.4 kai 5.3). Ta tapdvto dStabécio dedopuéva
v Toudtd nAkiog 2 €mg 17 etmv meptypdpoviol oTic Tapaypdeovg 5.1 kot 5.2,

Tporog yopnynong

[Mo vroddpa yprion.

H yopriiynon Ba mpémet va, yivetar amd £vo. AToUo oV EYEL EKTUIOEVTEL EMUPKDC GE TEXVIKEG EVEOT|G.
O1 0dmyieg xpnone, XEPICHOL Kot amdpPLYNG TAPEYOVTUL GTV TaPdypapo 6.6.

4.3  Avrtevdsieg

YnepevoicOnoio 6tn dpacTiki 0VGia 1] 6€ KATOW0 and Ta £KO0Y0 TOV AVOPEPOVTIOL GTNV
napdypago 6.1.

YnooBeotwopio (BA. mapdypapo 4.4).

4.4  E10kég TPOEIdOTONGELS KOl TPOPVAAEELS KATA TN Y p1on

Iyynhaoipudtnta

[Ipokeyévou va Bektiwbdel 1 yrvnAloaotudmra Tov PLOAOYIKOV QOPUOKEVTIKOY TPOTOVIMV, TO OVOLLO
Kot 0 aplOuog TOPTIONG TOL YOPTYOVLEVOD PAPUAKOL TPETEL VO KATAYPAPETOL LLE GOPTVELD.

TUUTANPOLUOTIKN YopHynon acBectiov kot Pfrraunivne D

H emopxng npdésinym acPectiov kot Prrapiving D etvon onpoavtikn og 6Aovg Toug 060eveis.



IIpo@uAdEelc KaTd TN ¥pNon

Yroofeorioauio

Eivan onuavtikd va avayvopilovtar ot acbeveig og kivovvo va gppavicovy vracfeotiopio. H
vracPeotionpio Tpémetl va dtophmvetat pe exapkn tpdoinym acPeotiov kot Prrapiving D tpv amd v
évapén g Bepaneing. Zuviotdton 1 KMvikn mopakolovnon tov emmédov acPeotiov mpv and
AMym k@B d60oM¢ Kot 6Tovg acbeveig pe Tpodidbeon yio vracPeotionio evTog dVo efSoUdd®Y, HETA
™ Mym ™G apykng 00onG. Qo Tpémel va LETPOVTOL TO ETINESN TOV AGRECTION GE TEPIMTMOOT TOV
0mol0GONTOTE a6V ELPavicel KATowo mBovO GOUTTO LN VITOCPESTIOING KATA TN SLIPKELD TNG
Oepaneiog (PA. mapdypoeo 4.8 yio ta cvumtopate). Ot acbeveig Tpémet vo evBappovovtat va
OVOPEPOVY CLUTTMOUOTO EVOEIKTIKA TNG VITOGPecTIOiNG.

2V mepiodo petd v kKukropopia, £xel avapepBel cofapn countopatiky vracPeotionpio (pe
OTOTELEC O EICAYMYN OTO VOookoEio, cupuPdvTa ametdntikd yio tn {on kot Bavatnedpa
TEPIOTATIKA). AV KO TO TEPIGGOTEPO. TEPLOTATIKA ELPAVIOTIKAY TIG TPDOTES EPOOUAdEG LETA TNV
évapén g Bepamneiag, £xel eppovicdel kot apydtepa.

H ovyyopnyovuevn Bepameia e yYAvkokopTikogldn ival Eévog Tpochetog mapdyovtag Kvouvou yio
vracPeocTionpia.

Negpixn dvoiertovpyio,

Ot acBeveic pe coPfapn veppikn dvciettovpyia (kdbapon kpeatvivng < 30 ml/min) 1§ Tov
vroPdAlovtal og eEmveppikn KaBapor Satpéyovv PHeyaAdTEPO Kivouvo ELOAVIONS VTAGPECTIONUING.
O1 xivovvol epedviong vracPesTiopiog Kot cuvoddv avERcemy g Topabopuovng avavouy e tnv
avénomn tov Baduov veppikng duvsiertovpyiag. ‘Exovv avaepepbei cofapd kot Bovatneopa
neplototikd. H emapxng npdoinym acPectiov, frrapivng D kot n taktik tapakolohnon tov
acPeotiov etvat 1aiTEPA ONUAVTIKA GE ALTOVG TOVS acBeveic, PA. mopandvem.

Aowwméeis tov dépuorog

Ot acBeveic mov Aappdvovv devocovpdunn propet va eeovicouy Ao®EELS Tov dEppaTog (Kupimg
KUTTOPITION) TTOV 0dNYOVV GE E10AY®MYT 6TO vosokoueio (PA. mapdypago 4.8). Oa wpénet va 50000V
odnyiec otovg acbeveig va avalnmoovy dueon wtpikn fondela av TopoOLGLAGOVY oTuEin 1y
CUUTTMOUOTO KLTTOUPITIONG.

Ooteovéxpwon s yvaov (ONT)
ONT &yet avapepbei omdvia og acheveic mov AapPdvovv devosovpaumD Yo 00TEOTOPWST (BA.
Topaypao 4.8).

H évapén Oepaneiag/véog kokAog Oepaneiog Oa mpémel va kabvotepeitar o€ acbeveic ue un
EMOVAMUEVEG AVOLYTES PAAPES LOAOK®VY 1GTOV TOV GTOUOTOC. ZVVIGTATOL 000VTIOTPIKOG EAEYYOG LE
TPOANTTIKN 000VTIOTPIKT TaPEUPOOT] Kol TOUIKT AEL0AOYNGN 0PEAOVG-KIVODVOL TPV 0td TN
Oepameio pe devoGoLUAUTN o€ 00OEVEIS [1E GLVOOOVG TOPAYOVTEG KIVODVOD.

O1 akélovBor Tapdyovtes Kivdvuvov Ba mpémet va Aappdvovtor vdymn otav a&oroyeitol o kivovvog

eppdviong ONI” otov aclevn:

. 1 OTOTEAECUATIKOTITO TOV QOPLOKEVTIKOV TPOIOVTOC TO OTOL0 avaGTEAAEL TV OGTIKN
amoppoeNnon (VYNAOTEPOG KIVOLVOC Y10 TIG OVGIEG LUE DVYNAT OTOTEAEGUOTIKOTNTA), THV 000
xopNyNoNs (VYNAGTEPOS KIvOLVOG Yo TNV TOPEVTEPIKT XOPTYNOT) Kot TNV afpotoTikn 66M TG
Oepameiog Yo TNV 0OTIKT 0TOPPOPNOT).

. KOPKIVOG, KATAGTAGEIS GLVVOCTPOTNTOG (T.). aVOLUicL, SLOTOPOYES TNKTIKOTNTAG, AOUMEELS),
KATVIGLLOL.

. GLYYOPNYOVUEVEG DEPOTEIES: KOPTIKOOTEPOELDN, YNEI0DEpUTELD, AVOGTOAEIC OyYELOYEVEDT|C,
axtivobepaneio Ke@aAng Kot TpoynAOV.

. KOKT] GTOLLOTIKY DYIEWVN, TTEPLOSOVTIKT VOGO, KAK®MG EQPOPLOCUEVES 000VTOGTOLYIES,
Tpobndpyovca 0d0vTIiKN vOG0C, eneuPatikég odovtioTpikés Topepupdoeic (m.y. eoaymyn
000VTOV).



O)ot o1 asBeveic mpémet va evBappHVOVTOL VO S1OTNPOVV KOAT GTOUATIKY VYIEWVT, VO VTTOBdALOVTOL GE
TOKTIKOVUG 000VTIOTPIKOVS EAEYYOVC, KOl VO AVOPEPOLY AUECHOC OTOLOONTOTE CUUTTMATO A0 TO
OTOUN OTMG 0OOVTIKT KIVNTIKOTNTA, TOVO 1| TPNEO 1 U] ETOVAWMCT EAK®V 1) EKKPIGEMV KOTE TN
dudpkela g Bepamneiog pe devooovudumn. Kot m didpkelo Oepomeiog, ol eneufotikég 000vVTIOTPIKEG
napepfaocetg Oa mpénet va dteEdyoviar HOVO HETA OO TPOCEKTIKT £EETOOT] KOL VO ATTOPEVYOVTOL GE
LLKPY] YPOVIKA OTOGTOCT) O TNV YOP1YNOT TG OEVOGOVUALUING.

To oyéodto dwyeipiong twv acBevaov mov avantuvocovy ONI npénel va kabopileTon pe otevn
cuvepyacio peta&y Tov Bepdmovtog 1aTpod Kot ToL 000VTIATPOL 1) TOV XEPOVPYOD GTOUATOC LE
eEedikevon oe ONI'. Oa mpémel va e&etaletan 1 Tpocmpivr drakonr tng Bepameing Emg 6Tov 1
KOTAGTOOT) VTOYWPNGEL KOl 01 GLUPAAAOVTESG TAPAYOVTEG KIVOUVOL LETPLAGTOVVY, OTAV OWTO Eival
duvatov.

Oarteovékpwaon Tov £ 0KODOTIKOD TOPOD

Oo1e0VEKP®OT TOL €M OKOLGTIKOV TOPOL avaPEPONKE e TN YPT|oT SEVOGOLUAUTNG. TOVG TBavolg
TAPAYOVTES KIVOUVOL 0GTEOVEKPMOOTG TOV £E® 0KOVLGTIKOY TOPOL TePAapdvovtol 1 xpron
OTEPOELDDV KO 1] yNuelobepameiol, KA/ 01 TOTIKOT TOPAYOoVTEG KIVOUVOU OTTMG KOTO0, Aoiumén 1
TPOVUOTIGHOG. e acBevelg mov AopPAvovy dEVOGOVUAUTT KOl TOPOVGLAL0VY GUUMTOUATE GTO OVT,
OGS YPOVIES AOIUMDEELS TOV OVTIOD, TPEMEL VO AaUPAvETOL VITOYT 1 TOAVOTNTA 0GTEOVEKPMOT|G TOV
¢EM aKOVGTIKOV TOPOL.

Aromo. kaTaypoto. Tov unpioiov 0gTon

ATvmo KaTay ot ToL pnpleiov 0otob £xouv avapepbei oe aobeveic mov Aapfdvovy devosovudmn
(BA. mapdypago 4.8). ATumo KOTAYLOTO TOV UNPLeioy 0GTOV HUTOPOVV VoL GUUPOVY LETA OO LKPO 1
KaOOAOV TPOVUATIGUO GTNV DTOTPOYOVINPLO TEPLOYN KOl GE TEPLOYES TNG dLdpLoNS Tov unptaiov. Ta
copupdpata avtd yopaktnpifovtol and CUYKEKPIUEVE OKTIVOAOYIKA EVPTLOTA. ATVTO KOTAYLOTO TOV
unpaiov 0otod £xovv emiong avapepbel og acbeveic pe GuYKeKPIUEVEG TOONOELS GUVVOGTPOTNTOS
(.. avemapkela Prropivng D, peopatogidn apbpitida, VToP®GEOpALLio)) Kol LLE T ¥PHON
GUYKEKPIUEVOV QOPLOKEVTIKAOV TPOIOVTIMV (T.). S1POCOOVIKA, YAVKOKOPTIKOELDT, OVAIGTOAELS TNG
avtiog Tpmtoviov). Ta coppduata avtd govv exiong mopoatnpndel yopic aviiamoppoPNTiKn
Oepaneio. [Tapdpola katdypota To omoio £xovv avapepbei oe GLVOLOCUO UE SLPOCPOVIKE Eival GUYVE
OUPOTEPOTAELPO, MG EK TOVTOV, TO AVTITAELPO UNpLoio 0oTovV Tpénel va e&etaotel og acbeveic mov
ELafav dEVOGOVUAUTT KOt TTOL £XOVV VTOGTEL KATaypo TG d1dpuong Tov unpaiov a&ova. H diaxomn
g 0evocovuaunng oe acbeveic Tov VITapyEL LIOYia OTL £Y0VV ATLTTO KATAYLO Unplaiov O Tpémel va
extyunBei ev avapovn g aloddynong tov acevi, pe Pdon v e€atopkevpévn a&loldynon tov
ooluyiov kivdHvov-opélovg. Katd t didpketla g Oepaneiog pe devocovpdpumn, ot acbeveig Oa
TPETEL VO, ELOGONTOTOLOVVTOL DOTE VO OVAPEPOVY VEO 1 Un 6OvN0eg TOVO G610 UNPo, 1oyio N o
BovBavikn ydpa. Ot acbeveic Tov mapovctdlovy To GLUTTOUETO aVTO Bo Tpémet Vo a&loAoyobvTal
Yo aTeAEG unplaio Kataoypa.

Moaxporpobeoun avtiamoppopntiki Ocpomeio.

H paxponpdfecun avriamoppoentikn Bepancio (cupumeplappovopévey TO60 TG SEVOGOVUAUTNG OGO
KO TOV S1POCPOVIKAOV) UTopel vo suUPAAel o ovénpévo Kivauvo yia avemBounteg eEKONADGELS, OTMG
0GTEOVEKPMOOT] TG YVAOOL Kol GTVTO KOTAYLATO TOV UNpLaiiov 06100 AOYM TNG GUOVTIKNIG
KOTOGTOANG TG 00TIKNG avakataskeuns (BA. Tapdypogo 4.2).

2oyyopnyodusvn Ospameio te GAAG QOPUAKEVTIKG TPOIOVTA TOV TEPIEYOVY OEVOTOVUGUTH

Ot acBeveic Tov Aappdvovv Bepaneia pe devocovpaunn dev Oa Tpénet va, avtipetomilovtol
TOVTOYPOVA LE AAAN PAPUAKEVTIKA TPOIOVTO TTOL TEPLEXOVY SEVOCOVUAUTT (Y10, TNV TPOANYT TOV
OKEAETIKOV CUUPAUATOV GE EVIIAKEG LUE OGTIKEC LETOOTACELS OO GUUTAYEIC OYKOVC).

Yrepoofeorioyuio oe moudiatpixois aobeveis

H devocovpaunn dev Ba mpémel va ypnoyomoteitan o mandtatpikovg acteveic (niciog < 18). Eyet
avapepel coPapn vrepacPeotiapio. e 0PIGUEVO TEPIOTOUTIKE KAVIKOV SOKLUOY EQQAVICTNKOLY
emMmAOKEG AOYW o&eiag veppikng PAGPNC.



Ilpocidomoroeig yio. to. Exdoyo.

To @dapuaxo ovtd nepiéyel 47 mg copPrroing oe kaOe ml doAduotog. H abpoiotiky exidpaon g
TAVTOYPOVTG XOPNYNOTG TPOTOVTIMY TOL TEPLEXOLY GOPPLTOAT (1 PPOoVKTOLN) KoL 1 LE TNV S10TPOPn
AMyM copPrtodng (M epovktolng) mpémel va Aapupavoviol vaoy.

Av16 10 Pappako meptéyet 0,1 mg molvcopPikov 20 oe kdbe mL Soaddparos. Ta morlvcopPikd propet
V0. TPOKOAEGOVY OALEPYIKES avTIOpaoels. Evnuepmdate Tov y1aTpd oag Qv EYETE OTOIEGONTOTE
YVOGTEG aAlepYiEs.

To eoppakevTikd ovtd TPoiov mepiéyetl Ayotepo and 1 mmol vatpiov (23 mg) avd 60 mg, sival avtd
1ov ovoudlovpue «ehevBepo votpiovy.

45  Allemopdosic pe GALo QUPUIKEVTIKG TPOIOVTO KOl GAAES popPES aAANAeTiOpaoNG

e pio peAETn aAANAETIOPOOTG, 1 OEVOGOLUAUTT OEV EXNPENCE T POPLUAUKOKIVITIKY TG
wdalorapng, n omoia petafolileton amd to kutdYpopa P450 3A4 (CYP3A4). Autd vrmodeikviel 6TL T
OEVOGOLUAUTN dEV TPEMEL VO LETOPAAEL TN POPLOKOKIVITIKT T®V POPUUKEVTIKOV TPOIOVIMV TOV
petaforifovrat amd to CYP3A4.

Agv vTapyovy KAMVIKE 6£G0UEVE GYETIK LIE TN GLYYOPNYNOT deEVOsoLUAUTNG Kot Bepameiog
OPUOVIKNG VTTOKATACTOOTG (016TPOYOVA), ®GTOGO 1| TOHAVOTNTA PAPUAKOSVVOUIKNG CAANAETIOpOGTC
Bewpeitor younAn.

Y& PETEUUNVOTIOVGLOKES YUOVOUKES LLE OGTEOTOPMGN 1) POPUAKOKIVITIKH KOl 1] QOPLOKOSVVOLILKT TNG
O0EVOGOLHAUTNG SV emnpedoTniay amd TV Tporyovuevn Bepaneia e aievdpovan, fdoetl Tov
deBOUEVMV TTOV GLYKEVTPOONKAY amd pio peAét petdPaong (amd ahevdpovatn 6 dEVOGOVUAUTT).

4.6 Tovipétnra, KOO Kot yorovyio

Konon

Agv vtdpyovv N etvol TEPLOPIGUEVA TO, KAVIKE S£S0UEVO GYETIKA LLE TN (PTOT TNG OEVOCOVUAUTNG OE
gyKvovc. Meréteg o (da katédei&av avamapayyikn toéikotnta (BA. Tapdypapo 5.3).

H dvvocovpdunn dev cuvictdral yia xpnomn o€ £YKLEG Yovoaikes Kafdc Kot 6€ yovaikeg
AVOTOPAY®YIKNS NALKiaG oV dgv XPMGIHLOTO00V avTIcOAANYT. Ot yuvaikeg Tpénet va kKabodnyovvron
MGTE VO, UN UEIVOLV EYKVEC KOTA T SLAPKELN KoL Y10, TOVAGYIOTOV 5 ufvec petd ) Oepameio pe
devosovpaunn. Ot 0moleg EMOPAGELS TNE OEVOGOVUAUTNG Elvar TOave va, eivol LeyaAdTEPES KOTA TN
OLIPKELD TOL HELTEPOV KOl TOV TPITOV TPLUNVOL TNG KONONG KAOMG TO LOVOKAMVIKA OVTICOUOTO
UETAPEPOVTAL LECH TOL TAAKOVVTO UE YPOUUIKO TpOTTO Kabmg eEEMTGETOL 1] KONGT, LE TN UEYOADTEPT
TOGOTNTO VO, LLETOPEPETOL KATA T SLAPKELN TOV TPITOV TPUNVOL.

Oniacudg

Agv gival yvooTo €0v 1 SEVOGOVUAUTT OTEKKPIVETOL 6TO 0vOpOTIVO YaAo. MeAéteg o€ YeVETIKA
TPOTOTONLEVOVS TOVTIKOVG GTOVG 0mtoiovg £xel avaotaieli 0 RANKL pe yovidiokn petakivnon
(“knockout movtikog”) £dei&av 011 1 amovsio tov RANKL (o0 6to30¢ g devocovpaunng BA.
Tapdypoeo 5.1) kotd T ddpkela TG KONONG UTOPEL VoL ETNPEACEL TNV ®PIROVGT TOL LalIKoD 0dEva
00N Y®VTOG 08 PEIOT) TNG TOPAY®YNG YEAaKTOG PETA TOV TOoKeTO (PA. mapdypapo 5.3). [pénel va
amo@uolotel v Oa drakomnel 0 OnAacuoc N Oa drokonei 1) Oepameia pe devooovudunn, Aapupdvoviog
VITOYT TO OPEAOG TOV ONAAGLOV Y10, TO VEOYEVYVITO/BPEPOC Kot To OPeA0C TG Oepameiog pe
OEVOGOVLUAUTT Yo TN YUVAiKA.

Tovipdtto

Agv vrdpyovv dabéoyia dedopéva yio TNV EXIOPOCT) TG OEVOGOVUAUTNG GTNV avOp®IVY YOVILOTNTA.
Mehétec oe {da dev katédeiov dueon 1 Eppeon toikdta otn yovipotnta (BA. mapdypogo 5.3).



4.7 Emopaceig 6Ty IKAVOTITO 001]Y1|61)G KO YELPLGHOV U UVILETOV

H devocsovpdumn dev €xet kapio 1 £l OCHLOVTY EXLOPACT] GTNV KOVOTNTO 00N YNOTG KO XEIPIGLOD
punyovnpétov.

4.8  AvemOoOunteg evépyeleg

2Hvoyn Tov TPOoPIA 0oQaAeiog

O1 110 oVYVEG aveTBOUNTEG EVEPYELEG UE TN OEVOGOLUANTT (Tov ErovV TTapatnpnOel o€ Tav® o Eva
acBevr| 6ToVG 0éKa) elval To PVOGKEAETIKO GAYOG Kal To GAyog og dkpo. Oyt cuyva mepiotaTikd
KUTTOPITIONG, OTAVIO TEPIOTATIKE VITacPeoTionpiog, vrepevalcnciog, 06TEOVEKPOOTNG TG YVEHov Kot
GTVTI®V KATAYUATOV TOV unplaiov 0ato (BA. Tapaypdeovg 4.4 kot 4.8 — weprypaen emleypévov
avemBountov evepyeldv) £xovv mapatnpn el oe acbeveig Tov Taipvovy SEVOGOVUAUTN.

ITvokomotuéVos KOTGAOYOS OVETOV UNTOV EVEPYELDV

Ta dedopéva tov mivaka 1 kdTmb Teprypdpovy avemBiounteg evépyeleg ol omoieg avapépinkay and
KAvikég dokipéc paong I kou 111 oe acBeveic pe ooteomopmon Kot acheveic e kapkivo ToL LOGTOD 1
TOV TTPOGTATT VTTO OPLOVIKO ATOKAEIGUO, KOUT auBOpUNTEG AVAPOPES.

Mo myv ta&voumeon Tov averBuunToy evepyeldv ¥pnotuonomonke n akdiovdn katdtaln (PA.
wivaka 1): moAd cuyvég (= 1/10), ouyvéig (= 1/100 émg < 1/10), oyt ovyvég (= 1/1.000 £og < 1/100),
onavieg (= 1/10.000 émg < 1/1.000), mord oravieg (< 1/10.000) ko pn yvoothg cuyxvotnrag (dev
uropotv va ektiunBovv pe faon ta dabésa dedopéva). Evidg kdbe katnyopiog cuyxvotnrog kot
KOTNYOPIiog OPYOVIKOD GUGTHIOTOC, Ol OVETOOUNTEG eVEPYELEG TTopatifevtal katd @Bivovoa Gelpd
cofupotnTog.

Hivakag 1. AvemOopnteg evépyereg mov avaEpOnkay o€ aceveic pe o6Teondpmon Kol ac0eveic
HE KOPKIVO TOV pHoGTOD 1| TOV TPOGTATI VIO OPIOVIKO UTTOKAEIGPLO

Katyopia opyavikoo Katnyopia ovyvétnrog | AvemOdunteg evépyereg
GULOTILOTOS GOPUPMVA ILE TN
Baon oedopéveov MedDRA
AOUDEELS KOl TOPOCITOCELG Xuyvéc Aolpwén ovpomomtikon
GUGTNLOTOG
Zoyvég Aolpumén g avotepng
OVOTTVELGTIKNG 0600
Oy ovyvég ExkoAnopatitidat
Oy ovyvég Kvtrapitidol
Oyt ouyvég Aoilpumén tov mTog
Awotapoyég Tov Zrdvieg YnrepevoicOnoio 6to @appaxo’
OVOGOTOMNTIKOD GUGTNUOTOS | TTAVIESG AvagulokTikh ovtidpoon!
MetofoAkég Kot S1TpoPIkeég | Xmhvieg YnraoBeotionpiot
SloTopayEC
Awotapoyéc Tov veupilkon Zoyvég loyoyia
GLGTNLOITOG
laotpeviepikég datapoyés Zoyvég Avokototnta
2oyvég Kotlaxn svepopia
AL0Topay£C TOL OEPUOTOC KOl | ZVYVEC E&avOnua
TOV VTTOJOPLOL 16TV Zoyvég "ExCepa
YUyvEC Alomexia
Oy ovyvég Agtymvoeidn QapUaKELTIKA
eEavOquoral
IToAV ombvieg Ayyeutido amd vrepsvocOnoio,




Katyopia opyavikoo Katnyopia ovyvétnrog | AvemOdunteg evépysreg
GUOTILOTOS COPUPMVA UE TN

Baon oedopéveov MedDRA
Awotapayéc Tov [ToAd cuyvég [T6vog ota dxpa
LLVOGKEAETIKOV GUGTHLLATOG [ToAd cuyvég MvockereTikodg TOVOGH
KOl TOV GUVOETIKOD 1GTOV Ynavieg Oocteovékpmon g yvadou'
Xravieg Atvma Katdypota Tov pnplaiov
ootov?
Mn yvootig cvyvotntog | Ooteovékpwon Tov ££® aKOVGTIKOD
TOPOL?

L BL. mapdypago Ieptypagt] emileyuévay avemibOUnTOY EVEPYELDY.
2B\ mapbypago 4.4.

e pio GUYKEVIPAOTIKT OVIAVGOT SESOUEVOV OAWDV TV EAEYYOUEV®V LLE EIKOVIKO QUPOKO LEAETOV
oaong I ko I, mapovsidotnke ypurndong cuvopoun Ue adpo mocooto enintwong 1,2% yo
devocsovpaunn kot 0,7% yu o eikovikd edppoko. [Tapdti 1 dwpopd avth epneavictnke Hovo on
GLYKEVTPMTIKN OVAALGT), OV ELPAVIGTIKE GTI GTPOUOTOTOUNUEVT] AVAALCT).

Ieprypaen emheypévav avertuuNnTOV EVEPYEIDOV

Yraofeotiouuio

g 500 eAeYYOUEVEG LE EIKOVIKO PApLoKo KAvikEG dokipég pdong Il og peteppmvonavclokés
yovaikes e ooteomdpwon, mepimov 0,05% tov acbevav (2 otig 4.050) mapovciocav peimon tov
emmédov acPeotiov 0pov (katm and 1,88 mmol/l) petd amd T yopnynon devosovudurne. Agv
avapépinke peimon Tov emmédwv acfeatiov opov (katw and 1,88 mmol/l) oe kapia and T1g S0
eleYYOLEVES LE EIKOVIKO PappoKko kKhvikég dokipég edong I oe acBeveig vd oprovikd amokAeGUo 1
OTNV EAEYYOUEVT UE EIKOVIKO ApuLaKOo KAVIKT dokwun edong III og vdpeg pe ooteondpwon.

2V mepiodo PETA TNV KLKAOQOPI, GTAVIEG TEPIMTMOGELS GOPAPTG CUUTTMUATIKNG VTAGPECTIOLUIOG
LE OTOTELEC O EICAYMYN GTO VOGOKOUEID, GUUPGVTO amelAnTiKa Yia Tt {on Kot Bavatneodpa
TEPLOTOTIKG, Eyovv avaeepbel, kKupimg oe aceveic vYNAoV KIVdHVOL Yo Voo PesTionpio Tov EAafov
OEVOGOVLUAUTT, LLE TO TEPLOGOTEPO TEPLOTATIKA VA, suUPaivouy Tic TpdTeg EBOOUAdES amd TNV Evapén
g Oepamneiag. [Tapadeiypato Tov KAWVIKOV EKONADCE®VY TG GOPAPNG CUUTTOUOTIKNAG
vracPeotionpiog £xovv cuumepthapel mapdracm tov detirotoc QT, tetavia, EMANTTIKEG KPIGELS KOt
petafinbeica vontikn katdotaor (PA. mapdypoeo 4.4). Ta copntdpota TG VITOcPEsTINLING OE
KAMVIKEG OOKIUEG e devocovpaunn teptlapfavoy tapatcnacieg 1 Svokapyio podv, chcTao,
OTAGIOVC KOl LVTKEG KPATES.

Aepuozires Aouamceig

e eEAEYYOUEVEC UE EIKOVIKO PAPUOKO KAVIKEG dokuéEG @dong 111, 1 cuvolikn cuyvdTnTa EUEAVIOTG
TOV SEPUATIKAOV AOIUDOEEDV NTOV TOPOLUOL0. GTNV OUASN TOV EIKOVIKOV POPUAKOV KOl TNG
OEVOCOVUAUTNG OF LLETEUUNVOTAVGLOKES YUVOIKEG IE 0GTEOTOPMAT (E1KOVIKO dprako [1,2%,

50 o711 4.041 yuvaikec] évavtt devooovpdpunng [1,5%, 59 otig 4.050 yuvaikec]), o€ Gvopeg e
00T€0mOpmGN (elkovikd eapuako [0,8%, 1 otovg 120 dvdpec] Evavtt devosovpdpmng [0%,

0 otovg 120 dvopec)]), o aobeveig pe Kapkivo Tov LaGTOD 1) TOV TPOGTATH VO OPLOVIKO ATOKAEICUO
(ewovio pappaxo [1,7%, 14 otovg 845 acbeveig] Evavtt devoosovpdumng [1,4%, 12 ctovg 860
acleveic]). Agppatikég LolumEelg Tov 0dNyNoaV € ElI6aymYN 6T0 vocokoueio avapépnkay oto 0,1%
TOV UETEUUNVOTOVGIOKAV YOVUIKOV UE 0GTEOTOP®GST oL EAafay eikovikd eapuako (3 otig 4.041)
évavtt 0,4% tov yovoikav mov Elafov devocovpdunn (16 otig 4.050). Avtd to TEPIGTOTIKA TAV
Kot KOP1o Adyo kuttapition. Ot depuaTIKEC AOUMEELS TTOV avaPEPONKAY WG GOPapPEC ovemBvunTeg
EVEPYELEG NTAV TOPOUOLEC OTNV OLASE, TOV glkoVIKOD apudikov (0,6%, 5 atoug 845) kot Tnv opdda
g devooovpaumng (0,6%, 5 otovg 860) otig pekéteg mov mpaypatonotdnkay oe acbeveig pe
KopKivo TOL LOGTOV KOl TOV TPOCTATY).

Ooteovéxpawon s yvaoo
ONI avapépbnke ondvia, og 16 acbeveig, oe KAvikég dokipég oe acheveic e 00TEOMOPOOT KOl G
acOeveic pe Kapkivo TOL HOGTOD 1) TOV TPOGTATN VO OPUOVIKO OTOKAEIGUO GUUTEPIAAUPOVOUEVEOY



ouvoAlKa 23.148 acBevav (PA. mapdypago 4.4). Askotpio and To mepiotatikd oavtd pe ONIT
EUQUVIOTNKAV G PETEUUNVOTAVGLOKEG YUVOUKEG e 0GTEOTOPWON KT TN dtdpKeld TG pdong 1T
UEAETN G emékTaomg Emetta, and Oepamneio pe devocovpdaunn Eog kot 10 £tn. H cuyvotnta epedviong
g ONI ftav 0,04% ota 3 €1, 0,06% ota 5 &t kot 0,44% oto 10 £tn Beponciog pe SevoGOLUAUT.
O «ivdvvog g ONI" av&dveton pe T dudpkela g €kBeong 6T 6EVOGOLUAUT.

Artora kataypato o0 unpioiov 0oTod
210 KAMVIKO TPOYPApLA TG 0GTEOTOPOOTG, ATLTO KATAYLLATO TOV HNPLaioL 0GTOV £0VV GTAVIL
avapepbei og aobeveic mov Elafav Oepancia pe devocovpaunn (BA. mapdypapo 4.4).

Exxolrwuoritido

e pio eAeyyOLEVT] LE EIKOVIKO QApUaKo KAVIKT dokiur ¢dong 1T mov mpaypatomombnke o acbeveig
LE KapKivo Tov Tpoctdrn mov Adppavay Bepaneia otépnong avopoyovev (ADT), mapotnpnonie
ducavoloyia oTig avemBOUNTEG EVEPYEIEG TTOL OPOPOVCAY TNV EUPAVIOT) EKkKoATUaTiTIdg (1,2% e
™ devocovpdpmn, 0% pe 1o gikovikd eappoko). H ocuyvotta epedvions g EKKOATONATITIONG TV
cuykpioyn pHeta&d TV opdd®v Bepameiog 6€ LETEUUNVOTOVGLOKES YOVAIKEG ) AVOPES e
0GTEOTOPMOT] KOl GE YUVAIKEG TTOL VITOPAALOVTAV GE Depameia Le OVOTTOAEIG APOUOTAGTC Y10l [N
LETACTATIKO KOPKIVO TOV HOGTOV.

2xeTI{OUEVES LUE TO PAPLUOKO AVTIOPAOELS DITEPEVOLTONTIOG

210 peTeyKPITIKO TEPIPAALOV, OTAVIEC TEPIMTOGELG OYETILOUEVNC LUE TO GAPLOKO LITEPEVOLGONGiag,
coumeptiapPavorévev Tov eEavinuatog, g kvidmong, dioyk®aon Tov TPOGMITOV, TOV EPLONUATOG,
KO TOV OVOUPUAOKTIKOV aVTIOpAcEDY YoV avapepbel o€ acbeveic Tov Aapupdvouy 6gvOGOLUAUT.

Mbvooreletikos alyog

MvookereTikd GAyoG, GLUTEPIAAUPAVOUEVOV GOPapdY TEPIGTATIKAOV, £xEl avapepBel oe acbeveic mov
ELaPav dEVOGOVUGUT TNV TEPTIOd0 UETE, TNV KuKAOQOpPia TNG. L€ KAVIKEG OOKIUES, TO MVOCKEAETIKO
GAyog fTay TOAD GLYVOG TOGO GTNV OUAdE, TNG OEVOGOVUGUTNG OGO KOl TOV EIKOVIKOD QUPUAKOV.
MvookereTikd dAyog mov odnyel og drakomn TG Vo peAétn Bepameiog NTov oyt cvyvos.

Aetynvoeron popuorsvtixa séovonuoto,
"Exovv avopepBei Aeyynvoeldn| pappokevtikd eEavinuata (T.y. avTidpacELS e EIKOVO OLLOAOD

Aeymva) og acBeveig oty mepiodo HeTd TV KuKAOPOPIK TOV PAPUAKOV.

Aot e101koi TAnBucuoi

Houdrazpirog ninBoouog

H devocsovpdaunn dev Oa mpémel va ypnoyomoteitat o mondiatpikovg acteveic (nikiog < 18). Eyet
avapepbel coPapn vrepacPeotionpio (BA. Tapdypapo 5.1). Xe oplopévo TEPIGTATIKA KAIVIKMV
SoKIUMV epPavioTnKoy eTMAOKEG AOY® o&eiag veppikng PAGPNC.

Negpirn dvoiertovpyio.

e KAMviKEG doKpEG, ot acBeveic pe coPapn veppikn dvciertovpyia (KaBapor kpeatvivig

< 30 ml/min) 1 avtoi wov vwoPdAlovtav oe eEmveppikn kKabapomn, SiETpeyay ueyoAHtepo Kivouvo
vracPeotiopiog ov dev Adupavay copmAnpopata acPeotiov. H enapkng apdécAnyn acfestiov kot
Brrapivng D etvar onpavtikn og acBeveic pe coPapn veppikn dvciertovpyia 1} og acbeveic mov
vrofdrlovtar og eEmvepikn kaOapon (BA. mapdypago 4.4).

Avogopd mavoloyoduevev avem@OUnNTOV EVEPYEIDV

H avagopd mboavoroyoduevmv avemdiuntov evepyeidv LET amd TN YopnyNon Gdelc KUKAOQOpPIiag
TOV QUPUOKELTIKOD TPOIOVTOG elvan onpavtiky. Exitpénet T cvveyn mapakorlodOnon g oxéong
0PEAOVG-KIVODVOL TOV PUPUOKEVTIKOD TPOTOVTOC. ZNTeital amd TOVG EXAYYEAUATIEG VYELNG VO
AVOPEPOVY OTTOLEGONTOTE THAVOLOYOVUEVEG OVETIHOUNTEG EVEPYELEG LEGM TOV £BVIKOD GUOTHLLOTOG
ovapopds mov avaypdeeton oto [Hapdptmua V.


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

4.9 Ynrepdoocoloyia

Agv vrapyet eumeipio pe vaepdocoroyia o KAvikég dokiuég. H devosovpdumn Exet xyopnynOel o
KAMVIKEG peléTeg ypnopomolmvtag 06oelc £oc 180 mg kaOe 4 efdopddeg (aBpoloTiKéc S00ELS EmG
1.080 mg o¢ Sudotnpo 6 Unvav) kot dev mapatnpiinKay TmAL0V AVETIBOUNTESG EVEPYELEC.

5. DOAPMAKOAOTI'IKEX IAIOTHTEX

51 ®@oppoKodVVORIKES 1OIOTITES

Ddappokobepamentikn katnyopio: Pdappoka yo Oepaneio Tadfcemv TV 06TOV - AAAX QAPLLOKO [LE
dpdon o1o petafoAcud TV 0otmv, kKodikog ATC: M0O5SBX04

To Conexxence givor f10-0p0idEG PAPUAKEVTIKO TPOTOV. AETTOUEPEIG TANPOPOPIES Elvar d100EaIES
oToV d1kTLOKO TOTo ToV Evponaikod Opyaviopod @apudkov: https://www.ema.europa.eu.

Mnyavioudc dpdong

H devocsovpdaumn eivor éva avBpomivo povokimvikd avticopo (IgG2) mov otoygdetl kot cuvdseTar Pe
VYNAN ovyyévela kot edtkotnTa pe o RANKL, mpolapfdavoviog tnv evepyonoinot Tov VIodoyEa
Tov, Tov RANK, 6ty emiodveia tov tpddpoumy 06TEOKANCTMOV Kol TOV 06TEOKANGTOV. H
napepmooion g arinieniopaong RANKL/RANK avactéidel Tov oynuationd, tn Aettovpyio Kot tnv
eMPiOoT TOV 0GTEOKANGTAOV, LEDOVOVTAG LE OVTOV TOV TPOTO TNV OGTIKY aToppOPNoT TOGO 5T
ocuumayf 660 Kol 6Te GToYYMON 0GTAL.

DapuokodvvaLikéc emdpioElc

H Oepaneio pe devocsovpdunn peimoe ypyopa 1o puiud 0GTIKNAG OVOKOTAGKEVTG TTOV QPTAVEIOVTOG
TN YOUNAOTEPT TN OTOV 0PO Y1 TOV OEIKTN 0GTIKNG amoppdenong tomov 1 C-telomention (CTX)
(neiowon 85%) v 3n nuépa, evd 1 ev AOyo peimon dratnpnnke KaBoAo 1o S1doTna LETAED TMV
d6cewv. Metd 1o mépag kdbe pLecodaotatog xoprynong, n teiwon tov CTX perpldotnke v uépet
amo T péylot peioon tov > 87% og > 45% mepinov (€bpog 45-80%), deiyvovtag tnv
AVAOTPEYIUOTNTO TOV EMOPACEDY TNG SEVOGOVUAUTNG GTIV OCTIKY| OVOKOTOGKEVT] TOV GTUELOVETOL
pe ™ pelmon Tov emmédwv Tov 6Tov 0pd. AVTEG 01 emdpdoelg dlatnpnOnkav 660 cuveyl oTav N
Oepameio. Ot deikTeg 0GTIKNG EVOAAYNG EQTAGOY GE YEVIKEG YPOUUES OTO EMITES TPV OO TN
Oepaneio og dStaoTUe. 9 UNvodV HeTd TV televtaio d6on. Katd tnv eravoyopriynon, n ueimon tov
CTX omo 1 devoooupAUT TaV TOPOUotn e auTn oL Tapatnpndnke o aobevelg mov apyilovv
Oepameio pe SEVOGOLUAUTN Y10 TPDTY QOPAL.

Avocoyovikdtnta

Kotd m didpkeia e Ogpaneiog e T 0EVOGOVUAUTT UTOPEL VO avorTuy 000V OVTIGMUOTO EVOVTL TG
devocovpdaumnc. Aev €xel mapatnpndel LEAvVIg GUGYETION TNG OVATTVLENG AVTICOUAT®V LE TN
(OPLOKOKIVITIKY], TNV KAVIKH avTamOKplon 1 avemfounto cupfav.

KAwvikn omoteAEGUOTIKOTITO KOL 0CQAAELN OE LETEUUNVOTOVOIOKES YUVUIKEC UE 0GTEOTOPMO

H amoteleopatikdOtnTo Kot 1) 0oQAAELR TG OEVOGOVUAUING YOPTYOVLEVOD UL GOpa KabE 6 punveg yio
3 £ diepevvnOnke og petepumvotovctlokés yovaikeg (7.808 yuvaikeg nikiag 60-91 etmv, amod Tig
omoieg 23,6% eiyav xvpla Katdypota g omovOLAKNG oTAANG) pe T-score 0oTIKNAG TLKVOTNTOG
(BMD) g 00¢uiKkng poipag TG STOVOLAIKNG GTHANG 1 TOL OAKOV 15Yiov KT TNV Evapén Tng
ayoyng puetaéy —2,5 kot —4,0 kot péon andivt 10et) mboavotnTo Kotayudtov 18,60% (dekatnuopia:
7,9-32,4%) ywo peilovo 06Te0mopmTIKA Kortdypoto kot 7,22% (dexatnuopia: 1,4-14,9%) yia
Katdypota Tov wyiov. ['uvaikes o1 onoieg émacyav amd aileg acOéveieg | Aaupavay Beponeieg Tov
umopel va emnpedlovv Ta 00Té amokAeioTnKoV amd T GVYKEKPLUEVN neAét. Ot yuvaikeg Adufovay
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https://www.ema.europa.eu./

ocvumAnpopata acPectiov (tovAdyiotov 1.000 mg) ko Prrapivng D (tovAdyiotov 400 [U)

KaBnuepva.

Enidpaon aro orovovlixd kotayuoto.
H devocovpdpnn peimoe oNUAvVTIKG TOV KiVOLUVO VE®V GTOVOLMK®OV KaTayUdTtov HeTd and 1, 2
kot 3 £t (p < 0,0001) (BA. wivaka 2).

ivaxag 2. Exidpacn TG 0EvOG0VRANTIG GTOV KiVOUVO VE@V GTTOVOLMKAV KOTAYRLATOV

[MoG0o616 yovakmv pe kdroyua (%) Meiwon tov Meiwon tov
Ewoviko pdppoxo OEVOCOLUALT AmOAVTOV GYETIKOV KIVOOLVOL
n = 3.906 n = 3.902 Kvouvov (%) (%)
(95% CI) (95% CI)
0-1 érog 2,2 0,9 1,4(0,8,1,9) 61 (42, 74)**
0-2 ¢t 5,0 14 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 — diepevvnTikn ovéAvon

Enidpaon oro korayuazo tov ioyiov
H devocovpdpnn enédeiée oyetkn peimon tov kvdbvov katdypatog tov woyiov kotd 40% (peiowon
TOL amOALTOL Kvduvou katd 0,5%) oe dotnua 3 etav (p < 0,05). H cuyxvomnta eppdviong towv
KataypLdtov Tov wyiov tav 1,2% oty opdda Tov gikovikol gapudkov Evavtt 0,7% otnv opdda g

devosovpaumng ota 3 ypovia.

Xe pia post-hoc avdivon o yovaikes > 75 etd@v, damotddnke pe n devocovpdumn peiwon Tov
oYETIKOV KIvdvvou katd 62% (1,4% peimon tov amdAvtov Kivdovov, p < 0,01).

Eridpaon oe 64a to. kKAviKG. KOTAYUOTO
H devocovpdunn peimoe onuovTikd To KaTayUoTo 6€ 00 TO €101/0XeC TI 0pddeg kaTayudtov (BA.

mivaka 3).

Hivakag 3. Enidpacn TG 06VvOGOVUANUTIG GTOV KiVOUVO KAIVIKAV KATAYRLATOV 6E O1A6TNHA

3 gtV
[Tocoo16 yovaukav pe kataypo | Meimon tov Meiwon tov
(%)* AmOALTOL OYETIKOD
Ewoviko Agvocovpdunn | Kvdovov (%) | kvddvov (%)
eappoKo n=3.902 (95% CI) (95% ClI)
n = 3.906
Onotodnmote KAVIKO 10,2 7,2 2,9(1,6,4,2) |30(19,
Kéroypalt 41)***
KAwvikd 6moveuliko KaTorypa. 2,6 0,8 1,8(1,2,2,4) |69 (53,
Mn-cnovduiikd kdtoypo? 8,0 6,5 15(0,3,2,7) |20 (5, 33)**
Meilov un-omovoviiko 6,4 5,2 1,2(0,1,2,2) | 20(3, 34)*
Kéroypo®
Meilov 061E0MOPMTIKO 8,0 5,3 2,7(1,6,39) | 35(22,
Kéroypo® 45)***

*p < 0,05, **p = 0,0106 (devrepedov kotainkTiké onueio mov ovurepiAipinke oe wollamAs mpocopuoyn),

***p < 0,0001

* Zuyvotnta epeaviong avembountov evepyeldv Pacel extiunoemv Kaplan-Meier 6ta. 3 ypovia.
! IepihopPéver ta KAvicd omovSvuAikd Kot pn -GrovSVAIKE KTy HoTaL.
2 Aev meptAapufavel To KATEYIOTO TOV GTOVODAMY, TOV KPOVIOL, TOV TPOGAOTOV, TG KAT® Yvadov, Tov
UETOKOPTION, KO TOV QUALYYOV TOV SUKTOADV TOV YEPUDYV KAl TV TOOLDV.
3 IepthopPavel To KOTAYHOTO TNG TVEAOD, TOV G GKPOL TOV pUnpleiov, Tov eyydg TUNATOC TG KVALNG, TOV
TAELP®V, TOV YYOG Bpayioviov, Tov avtipayiov, Kot TOL 15YIov.
4 TepthapPavet To KAVIKG GTOVSVAKE KoTéyaTe, TO, KOTRYLOTO TOV 16)i0, Tov avTiBpayiov, Kot Tov
Bpayroviov, 6nmg opilovtat amd tov ITIOY.
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Ye yovaikeg pe BMD tov avyéva tov unplaiov katd tnv évapén < -2,5, n devosovudunn peimoe tov
KIVOLUVO UN-CTOVOLAIK®V KATOYUATOV (LEIOT TOV GYETIKOD KIvovvov katd 35%, peiowon Tov
amoAvToL Kivdvvov katd 4,1%, p < 0,001, diepevvnTikn avdivon).

H peimon g ovyvdtrag epeavions vEmv 6movOLAMKOV KOToyUAT®V, KATOYLAT®V TOV 1oYiov Kot
UN-CTOVOLAIK®OV KOTOYUATOV Ao T1 0EVOSOVUAUTT 6€ ddotnua 3 €TV NTav otadepn avelopTiTeg
tov 10-€100¢ KIvdHvoL Katdypotog Katd tv Evapén g aymyne.

Eridpaon oy ootk mokvotyto,

H devocsovpaunn avénce onpavticd tnvy BMD cg 6heg T1g KhMvikég Béaeic mov petpndniay, Evavrt
TOV EIKOVIKOV papudkov petd omd 1, 2 kot 3 €. Ze dSidotnua 3 €TdV 1 0eVOCOVUAUTY 0OENGE TV
BMD katd 9,2% oty 06Quikn poipo tng omovovAlkng otning, 6,0% oto olikoé 1oyio, 4,8% otov
avyéva Tov pnplaiov, 7,9% Gtov TpoyavInpa ToL 16Yio, 3,5% 610 Grm TPITNUOPLO TNE KEPKIdAG Kol
4,1% o710 olko odpa (0Aeg ot Tipég p < 0,0001).

Y& KAWVIKEC SOKIUEG Y TNV e€Taom TV EMOPACE®V TNG d10KO0TNG TNG devocovpuaumng, 1 BMD
emovnABe oxedov ota enimeda mpv amod T Oepaneia o Sdotnua 18 unvodv and v televtaio dOoM
KoL TOPEPEIVE TAVA OO QT TOV TOPATNPNONKAV KATA TN XOPTYNOT EIKOVIKOL (apudikov. Avtd To
oToreia delyvouv 0TI amatteitol 1 cuveyng Bepomeio e T SEVOGOLUAUTN Y10 TN SLOTNPNON TNG
dpaong Tov EaPUAKELTIKOD TPoidvTog. H emavoayoprnynon e 0EVOGOUUAUTNG EXEQEPE TOPOLOLNL
opéAn otnv BMD pe avtd mov mopatnpndnkay dtav 1 devocovpdumn yopnynonke yio tpdtn eopda.

AVOIKTHG EMONUAVONG UEAETH ETEKTAONS YI0. TV OEPATELD. THG UETEUUNVOTIOVTLOKHS OOTEOTOPWONG

e ovuvolo 4.550 yovaukdv (2.343 devocovpdpumn kot 2.207 uovikd @apLoKo) ot omoieg £xacay Oyt
TePLocOTEPES AT Uit HOGELS TOL VIO £PELVA POUPLOKEVTIKOD TPOTOVTOG 6T PACIKT LEAETN TTOL
TEPIYPAPETUL TOPATAV®D KO OAOKANPOGAV TNV EXICKEYT] GTOV UAVE 36 TNG LEAETNG CLLPDVNGOV VO,
GUULETACYOVY GE U0 7€TT], TOAVEDVIKY, TOAVKEVTPIKY], VOIKTNG EMGTIUAVONG, LOVOD GKEAOVG MEAETN
EMEKTAONG Yo TNV a&LOAOYN O TG LOKPOTTPODEG NG OCPAAELNS KO OTOTEAEGLOTIKOTITAG TNG
devosovpdumnc. Oleg ot yovaikeg 6Ty HEAETN EXEKTOOTNG EXPOKELTO va. Adfovy devocovuduan 60 mg
KGO 6 unveg kabdg Kot acPéotio nuepnoing (tovidytotov 1 g) kat Brrapivny D (tovAidyiotov 400 [U).
Yvvohikd 2.626 acBevelg (58% and Tic yuvaikeg mov cupneptA@nkay otn perétn enéktacng, oOni.
34% TV yovouk®v Tov cuumepIMNeONKay ot Pactkn LEAETN) OAOKANPOOOY T UEAETY EMEKTAGTG.

Y1ovg aoBeveig mov Edafav devocovudunn yio 10 £t n BMD avénfnke omd v apyikn Ty
avapopdg otn Pactkn perétn katd 21,7% oty ooeuikn poipa g omovovAkng othAng, 9,2% oto
0AKO 1010, 9,0% oTtov avyéva Tov unpaiov, 13,0% otov Tpoyavtipa Kot 2,8% 610 dme TpLTnHoplo
g kepkioag. H péon tyun T-score BMD g ooguikng poipag g 6TovouAtKng GTIANG 6TO TEAOC TNG
peAétng rav —1,3 oe aoBeveig mov éhafav Bepameia yia 10 €.

H cvyvomto eppdviong kataypdtov aloAoynnke og KatoAnKTiKO onueio aoQUAELNG OALG 1
OTTOTELECLATIKOTN T GTNV TPOANYN TV KATAYHATOV Ogv pmopel va ektiunfel Adyw tov peydlov
aplBpov SOKOTOV KoL TOV GYESOCHOV TNG UEAETNG OVOIKTYG el iaveng. H cmpevtikn cuyvotnta
EUPAVIONG VEDV OTIOVOVAIK®V Kl [11] GTIOVOLAMK®OV KOTAYUATOV NTaV Kotd Tpocéyyion nepinov 6,8%
kot 13,1% avtictoiymg, o€ acbeveig mov mapépevay o Bepoaneio pe devosovpdunn yio 10 £

(n = 1.278). Acbeveic mov dev OAOKANPOGAY T HEAETN Y10 0TTO108NTOTE AOYO ElYov LYNAdTEPOL
TOGOGTH KOTAYUATOS KOTA TNV Oepameia.

Agxatpio TeploTatiKd ooteovékpmang tng Yvaov (ONI) ta omoia emAdONKay Kkat 600 dtvma
KOTOYLOTO TOV UNPloiov 06Tov Ta. 0moia AN KAy, GUVERN GOV KOTA TN SIUPKELN TNG LEAETNG

EMEKTOONG,

KMvikn omoTeAeoLaTIKOTNTO KOl 0CQAAELN OE AVOPEC UE OGTEOTOPWOT)

H amoteleopatikdTnta Kot 1 0c@AAELD TG OEVOGOLUAUTNG pUio opd kdbe 6 unveg yio 1 étog
SiepevviOnkay og 242 dvdpeg nlikiog 31-84 etdv. Acbeveic pe eGFR< 30 ml/min/1,73 m?
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amoxkAgiotnioy amd T dokin. Olot o1 avdpec Erafav Kabnueptvd copumAnpopo acBestion
(tovAdyrotov 1.000 mg) kot Brrapivig D (tovAdyiotov 800 1U).

H xdpra petafint g anotedespotikotnTag Tav n ekatootiaio petofoin me BMD oty ocuikn
poipa g 6movOLAIKNG GTAANG, dev a&loAoynOnke 1 anotehecpatikdTnTa 6t Kotdypota. H
devocovpaunn avénoe onpavtikd vy BMD cg 6ha ta KAvikd onpeia 0nov petprinke, oe oyéon pe
TO EIKOVIKO QApuaKo otovg 12 punqveg: 4,8% otnv 0oeuikn poipa g 6TovovAKng 6ThANg, 2,0% 610
0AKO 16)10, 2,2% oTov avyéva Tov unplaiov 06tov, 2,3% otov Tpoyavnpa Tov wyiov, kat 0,9% oto
Gro tprtnropto g kepkidog (0Aes ot Tipég p < 0,05). H devosovpdunn avénoe v BMD g
0GQLIKNG HOipag TNG GITOVOLAMKNG GTAANG o TNV apyikn Tiun oto 94,7% tov avépdv oto 1 £tog.
Inuovtikég avénoelg oty BMD otnv ocpuikn poipa tng 6movovMKng GTAANG, TO OAKO 15Yi0, TOV
AVYEVO TOV PNPLEioL 0GTOV KOl TOV TPOYAVTIPA TOV 160V mapatnpiOnKay 6Tous 6 pives

(p < 0,0001).

IotoAoyio 06T00 G UETEUUNVOTTOVGLOKES YUVOIKES KO AVOPEC LE OOTEOTOPMON

A&oloynOnke 1 16TOAOYIO TOV 0GTAOV GE 62 UETEUUNVOTTAVGIUKES YUVOIKES |LE OGTEOTOP®GCT 1|
YounAn ootikn palo petd and 1-3 ypdvia Bepomeiog pe devocsovpdunn, ol omoieg gite EAafav yuo
TpmTn Popd Bepameia Yo TV ooteomOpwon gite eiyov AdPer mponyovuévmg Bepaneio pe
aievopovarn. [levivta evvéa yovaikeg coupeteiyov otny vro-pekétn pe froyio 06TOdV 6ToVG 24 UAVEC
(n =41) /xon otov unva. 84 (n = 22) g HEAETNG EMEKTACTG GE UETEUUNVOTAVGLOKES YUVOIKEG e
ooteondpwor|. H iotoloyia tov ootdv aloloynnke eniong oe 17 avdpeg e ooteomdpmon Hetd and
1 ypdvo Bepaneiog pe devocovudunn. Ta anoterécpoto TG Poyicg 06TOV E6€1EAV PLUGTIOAOYIKT
OPYLTEKTOVIKTY KOl TTOLOTNTA TOV 0GTAOV, YOPIC EVOEIEELS SLATAPUYDV TNG EXUETAAAWDGTG, VMO0V
TAOPOL 1 tvawong Tov puerol. Ta 1GTOHOPPOUETPIKA EVPIUATO T LEAETT EMEKTACNG OE
LETEUUNVOTOVGIOKES YUVOIKES LE OGTEOTOPWST) E0E1EAV OTL O1 AVTLUTOPPOPNTIKES EMOPAGELS TNG
OEVOGOLUAUTNG, OTMG LETPHOMNKAY LLE CLYVOTNTO EVEPYOTOINONE Kot pLOLO 0GTIKOD GYNUATIGUOD,
dtnpnOnkay e TV TEPodo Tov YPSHVoV.

KMvikn omoteAeouaTikdOTNTO Kol 00QAAELN € 0GDEVEIC UE OGTIKN ATOAELN TOL GYETILETOL LE TN
oTEPNGN VOPOYOVMV

H amoteleopatikdtnTa Kot 1 0oOAAELD TG OEVOGOVUAUTNG YOPTYOVUEVIS Hid pOpa KAOe 6 punveg Yo
3 £ diepevvnOnKe ce AVIPEC UE IGTOAOYIKA EMPEPALMUEVO UM UETACTATIKO KOPKIVO TOV TPOGTATN
nov AdpPovay ADT (1.468 dvopec nhikiag 48-97 etdv) mov di€tpeyav avEnuévo Kivouvo KTy UaTog
(mov opiletar wg nAwia > 70 etov 1} < 70 etdv pe T-score BMD g ocpuikng poipag tng
GTOVOVATKNG GTHATNG, TOV OALKOD 1G%10VL )| TOV awyEve Tov unptaiov < -1,0 1 16TOPIKO 0GTEOTOPOTIKOD
katdypatog). Olot ot avdpeg Adpfovay couminpopato acfectiov (tovAdyietov 1.000 mg) wan
Brrapivng D (tovAdyiotov 400 1U) xafnpueptv.

H devocsovpdumn avénce onpavtikd tnvy BMD cg dheg Tig kKhMvikég Béaeic mov petpndnkav, o€ oyéon
pe ) Bepaneio pe grkovikd eappaxo ota 3 xpovia: 7,9% oty oseuiKy poipa g GTOVOLAKTG
otANG, 5,7% oto oAk 1oyio, 4,9% ooV avyéva Tov pnpraiov, 6,9% cTov TPOYAVTI P TOL 1510V,
6,9% o710 Anm TPITNUOPLO TG KepKidag kat 4,7% 010 oAkd cdpa (0Aeg ot TiréG p < 0,0001). e pa
TPOOTTIKA TPOYPOUUATICUEVT] DIEPEVLVITIKT avaAvon, Tapatnpndnke onuoviikn ovénon tg BMD
NG 0CQVIKNG HO1POG TNG GTOVOVAIKTG GTHANG, TOV OAMKOD 1610V, TOL AVYEVO TOL UNPLOIOV KOl TOV
TPOYOAVTNPO, TOV 16Yi0v péca o€ 1 udAMG uqvar Petd Ty apyikn doon.

H devocovpaunn enédeiée onuavTiky PEIOT TOV GYETIKOV KIVOUVOL VEWDV GTOVOLAIKMOV KOTAYLATMV:
85% (peimom tov amdAvToL KIvdvvov katd 1,6%) oto 1 €10g, 69% (peimwon Tov andAvTov KIvoHvo
katd 2,2%) oto 2 £ kot 62% (peimon tov andAvtov Kivdhvou Kotd 2,4%) ota 3 £t (OAeg ot TIHéG

p <0,01).
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KAwikn omoteAeoUOTIKOTNTO KOl 00QAAELN o€ 0.00eVEIC UE 0OTIKN OATMAELN TOL oyeTileTal Ue ™
OLUTANPOUATIKN OEpameio e OVAGTOAEIC TNC POLUOTACNC

H amotelecpatikdTnTa Kot 1 0c@AAELN TG OEVOGOVUAUTNG YOPTYOVUEVIC Uid POpa KAOe 6 punveg yia
2 11 S1epeuvnONKaV OE YUVOIKEG LLE UN-UETOOTOTIKO KAPKivo TOv HaoToD (252 yuvaikeg niikiog
35-84 gtv) ko T-score BMD tng 06@uikng [oipag TG GTOVOLAIKTG GTNANG, TOV 0AKOD 16y {0V 1] ToV
avyéva Tov pnplaiov Kot v Evapén g ayoyng petatd -1,0 ko -2,5. Oleg ot yuvaikeg Adpfovay
CLUTANPOUOTIKY ay®yn acPeotiov (tovddytotov 1.000 mg) kot Brrapivig D (tovAdyiotov 400 1U)
KaBnuePIVA.

H xdpra petafinty] omotelecpatikdmnrog oy 1 tocootioio petaforn tmg BMD otnv oopuiky
poipa g 6movOLAIKNG GTAANG, EVD dev aELOAOYHONKE 1] ATOTELEGUATIKOTNTA KATA TOV KOTOYUATOV.
H devocsovpaumn avénce onpavtikd tnv BMD cg 6deg T1g KhMvikég Béaeic mov petpndniay, o€ oyéon
ue T Bepameio pe e1KoviKo edpuaxo ota 2 xpovia: 7,6% otnv oceLIKN Loipa TNG GTOVOLAIKNG
oAng, 4,7% oto ol 1oyio, 3,6% otov avyéva tov pnpraiov, 5,9% ctov Tpoyavtpa ToL 1oYiov,
6,1% o710 anm TprnudpLo ™ kepkidag kat 4,2% 610 0AMkd cmdpa (0reg ot Tywég p < 0,0001).

Oepameio TNC 0CTIKNC OTMOAELONC TOV oyeTiCeTOn LE cvoTNUOTIKA OEpomeio ue YAVKOKOPTIKOEWON

H amoteleopatikotto Kot 1 ac@Aiele TG devosovudumng diepguvnnkay oe 795 acbeveic (70%
yovaikeg kot 30% avdpeg) nhkiog 20 émg 94 etdv mov Ehafav Oepameia pe > 7,5 mg tpedvilovng
YOPNYOVLEVIC NUEPNGILMG ad STOHOTOS (1] 1IGOOHVOLOV).

Meietbnkav 600 vromAnBvopoi: cuvéyiong g Bepaneiog pe yAvkokoptikoedn (= 7,5 mg
TpedVILOVNG 1 100SVVOLOL NUEPNGIMG Y10 > 3 UVEG TPV TNV £YYPaPn 6T perétn, n = 505) ko
évapéng g Bepaneiog pe yAvkokoptikoewdn| (> 7,5 mg npedviovng 1 160d0VaLOD NUEPNGIMS Yo

< 3 pveg mpwv v €yypaen otn pueAém, n = 290). Ot acBeveic Tuyotomombnkay (1:1) yio va Aapovv
eite devocovpaunn 60 mg araf vrodoping kabe 6 unveg eite 5 Mg proevdpovarn amaé nuepncimg
076 TOL GTOUATOG (OPaCTIKO PApLAKO EAEYYXOV) Y1 2 1. Ot acBeveic AAUPavoy CUUTANPOUOTIKT
aywyn acfeotiov (TovAdyiotov 1.000 mg) kot Prrapiving D (tovidyiotov 800 IU) kabnueptva.

Eridpaon amnv ootk mokvotyo, (BMD)

210V VOTANBLGUO GUVEKIOTG TNG BEPATELNG [LE YAVKOKOPTIKOELIT], 1| 0EVOCOV AU KaTESEIEE
peyorvtepn avénon e BMD g oo@uikng poipag ¢ omovouAtkng 6THANG 6€ GOYKPIoT LE TN
ploevdpovatn oto 1 étog (devosovpdunn 3,6%, pioevdpovarn 2,0%, p < 0,001) ko ota 2 €t
(devocovuaumn 4,5%, pioevdpovarn 2,2%, p < 0,001). Ztov vromAnvopd évapéng g Bepanciog pe
YAVKOKOPTIKOELDTN, 1 devocovudunan katédelée ueyorvtepn avénon e BMD g oopuikng poipag
NG GMOVOLAKNG GTNANG G€ GVYKPIoN UE TN ploevdpovatn 610 1 €tog (devocovpaunn 3,1%,
progvdpovatn 0,8%, p < 0,001) ko ota 2 £t (devocovpaunn 4,6%, pioevdpovatn 1,5%, p < 0,001).

Emutiéov, n devocovudunn katédelée onuovtikd peyaddtepn péomn mocootiaio avénon g BMD tov
OAKOD 1010V, TOV aVYEVE TOV PUNPLOIOL KoL TOV TPOYOVTIPA TOV 16YI0v amd TV Evapén TG ayoyng o€
GUYKPLOT UE TN PLOEVIPOVATT).

H peiétn dev eiye ) duvatotnta vo katadeiEet dtapopd ota KaTayuato. X1o 1 étog, N enintwon véwv
AKTIVOAOYIKA EMPBERUIOUEVOV GTOVELMKDV KOTOYLATOV 6TOoVG acbeveic Ntav 2,7% (devocovpdaunn)
évavtt 3,2% (pioevdpovatn). H exintwon tov un 6movovlkov Kotayudteov 6tovg acbeveic ftay
4,3% (devoocovuaunn) évavit 2,5% (proevdpovdrn). Xta 2 £1n, ot avtiototyot apibpoi frav 4,1%
évavtt 5,8% y1o véa axTvoloyikd emifePatopéva omovoviikd katdypata kot 5,3% évavtt 3,8% yia
un 6movovAkd katdypoto. Ta TepIocdTEPU KATAYLOTO ELPAVIGTNKOYV GTOV VTOTANOLVGUO TNG
ouvvéylong TG Bepomeiog pe YAVKOKOPTIKOELD).

Hodratpikdc TAnfvoude

Mo perétn povod okEAOVS, pAoNG 3, Yia TV a&loAdyNon TS OMOTEAECUATIKOTITOGC, TNG ACPAAELOG
KoL TNG QapUoKoKvNTIknG deényon o madid pe ateAr ooteoyéveon, nhkiog 2 £wg 17 etmv,
52,3% Gvopec, 88,2% Kavkaoiot. ZuvoAikd 153 coppetéyovieg AMaupoavay apyikd vrodopia (SC)
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devocovpaunn 1 mg/kg, émg 60 mg to uéyieto, kdbe 6 unfveg emi 36 unvec. EERvta coupetéyovteg
petéfnoav o yopnynon 66ong kébe 3 punvec.

Tov uiva 12 Tov oyfuatog yopnynong 60omng kabe 3 univeg,  Letafoin Tov HEGOL grayioTmV
tetpaydvev (LS) (tumkd oedipa, SE) and v apyikn Tiun ot fabporoyia Z-score BMD g
00QLIKNG poipag g omovovAkng othing ftav 1,01 (0,12).

Ta mo cuyvd avemBounta copPavio Tov avaEépdnKav 6To Gyna xopnynong 0dong Kabe 6 pnveg
Nrav apBpadyia (45,8%), ddyog oe dxpo (37,9%), ocpvaryia (32,7%) kot vrepacPestiovpia (32,0%).
YrepacPeotiopio avapépOnke Katd tn didpkela yopnynong doong kbe 6 unveg (19%) kot kabe

3 uveg (36,7%). ZoPapd avemBounta copfavia vrepacPeotionpiog (13,3%) avapépbnkav katd T
dupkela yopnynong 60omng ke 3 pnvec.

e o perém enéxtaonc (N = 75), mopatnpndnikav cofapd avemBounto couPavta
vrepacPeotionpiog (18,5%) katd T didpkela yopnynong doong kabe 3 pnvec.

O peléteg tepuatioTnKoy TPOMPO AOY® TNG EUEAVIETG CUUPAVTOV ATENTIKOV Yio T (o1 Kot
VOONAEIDV G€ VOGOKOUEID 0QEIMOUEVOVY o€ vrtepacPBeotiatpia (BA. mapdypapo 4.2).

O Evponaikoc Opyaviouog apudkmv xel SOGEL amaAlayr 0md TV LTOYPEMGT VTOPOANG TOV
OTOTELECUATOV TOV PLEAETMV LE T1 OEVOGOVUAUTT GE OAEC TIG VITOKOTIYOPIEG TOL TOUSLUTPIKOV
mAnBucpov 6t Bepamneio NG 0GTIKNG OTOAELNG OV oYeTileTon pe Bepomeio AmOKAEIGUOV TV
OPUOVAV TOV GOAOV Kol GE VTTOKATIYOPIEC TOL TAUSATPIKOV TANOVGHOV NAKING KAT® TOV 2 ETOV 61N
Oepaneio ¢ oateondpwong. BAéne mapdypago 4.2 yio TANpopopieg GYETIKG LLE TNV TOOIUTPIKT
xpnon.

52 ®appoxkoKivnTIKES 1O10TNTES

Amoppoenon

Metd amd vroddpla yopnynon do6ong 1,0 mg/kg, mov mpoceyyilel tnv eykekpiuévn d6on T@v 60 mg, 1
éx0Beon Pacet g AUC Ntav 78% oe ohykpion pe v evooeAEPLL YOp1yNon 6To 1010 0GOA0YKO
eninedo. o pia vodopia d6on 60 mg, N HEYIOTN CLYKEVTPWON THG 0EVOGOLUAUTNG 6TOV 0P (Cmax)

7ov gival 6 meg/ml (evpog 1-17 meg/ml) onuerwbnke og 10 nuépeg (evpog 2-28 nuépec).

Buoustaoynuotiopnog

H devocovpdumn amoteleitan omokAEIGTIKA 0o auvo&en Kot LOUTAVOPAKES OTMC 1| PLGIKY
avococeopivn kot dev etvor mbavd va amofAnbel péom pnyovicpdv nratikod petafoiicpov. O
UETAPOAIOUOG Kal 1] ATEKKPIGT) TOV OVOUEVETOL VO, AKOAOVONGOVV TIG 000V¢ KABapong TV
OVOGOCPUIPIVAV, UE OTOTELECUA T OLACTOGT] TOV GE UIKPE, TETTIOW KOl LEUOVMUEVE, ApUvOEEQ.

AmofoAn

Metd ™ Crax, T €TiTESA 0pOD pEI®ONKOV LE ¥pOvo Nuicelog {ong 26 nuepmv (e0pog 6-52 nuépeg) o€
dtdlotnua 3 unvev (edpog 1,5-4,5 pniveg). Zto mevivra tpia 1015 ek0to (53%) TV acbevdv dev
AVIVELTNKOV UETPNOIUES TTOGOTNTES OEVOCOVUAUTNG 6 UAVEC LETA TN XOPYNOT] TOV QUPUAKOV.

Agv mapatnpndnke cuoompevoT 1| LETAPOAN TNG PAPUAKOKIVITIKNG TNG OEVOGOVUAUTNG LLE TO
TEPAGHLOL TOV YPOVOV KOTA TN YOPNYNGCT TOALUTAGDY VIToddpLey ddcemy 60 mg o popd kKabe 6 unvec.
H @oppokokivntikn g 6eVoGouHaUTNG 68V EMNPEAGTNKE OO TO GYNUOTIGUO OEGUEVTIKMDV
OVTICOUATOV £VAVTL TOV OEVOGOVUAUTNG KOl T)TOV TOPOUOLN TOGO GTOVG AvOpEg OGO Kol GTIG
yovaikeg. H niwia (28-87 €1n), n ouAn ko 1 Katdotaon g vooov (YounAn ootikn palo
0GTEOTOPMOT], KAPKIVOG TOV TPOGSTATN 1 TOL LOoTOV) OgV QaiveTal emiong va enmnpedlovy onuavTiKd
TN POPUOKOKIVITIKT TG OEVOGOVUAUTNC.

15



[MoapatnpnOnke po Taon peta&d Tov LYNAGTEPOL COUATIKOV BAPOVE KoL TNG YOUNAOTEPTG kOO
Bacel g AUC kat ™ Cmax. 201660, 1 Tdomn avtni dev Bewpndnke KAVIKG oMIaVTIKY], EPOCGOV Ol
(POPLAKOOVVOLIKEG EMOPACEIC PACEL TV SEIKTAOV 0GTIKNG EVOAAAYNS Kal TV avéncemv g BMD
TOpEUEVAY 101EG GE PEYAAO EVPOG COUATIKOD Bdpovc.

I'poupikdtno/un ypouLKoTnTo,

e HeAETEG KOULOVOLEVIC BOOTG, 1 OEVOGOVUAUTT EMEOEIEE UM YPOALLULKY], OOGOEEAPTDOEVT|
(OPUOKOKIVNTIKY], LE YapunAdtepn kaBapon og vYNAOTEPEG dOGELS 1] GUYKEVIPADGELS, OAAL GYEIOV
avéioyn pe tn 86om avénon g Exbeong yia docelg 60 mg Kot Avo.

Neoppwkn dvorettovpyio

e o peAé 55 acbevav og d1apopa GTAdI VEPPIKNG AElTovpYiog, cupreptlapufovouévov actevov
v e&mveppikn KaBapon, o Pabuds g veppikrg duciettovpyiag dev eiye kopia enidpaon ot
(OPUOKOKLVITIKY TNG OEVOGOVUAUTNG.

"Exntoon the nrotikne Asttovpyiog

Agv mpaypotonomOnke kopio 01K HEAETN o€ acbeveic pe EKTTmoN TG NTATIKNG Asttovpyiag. Xe
YEVIKEC YPOUUEG, TO, LOVOKAMVIKG, AVTICOUOATE OEV GTOIOKPVVOVTOL HEGHD UNYOVICUOV NTOTIKOV
petaforiopov. H poappakokivntikn g 0VOGOUHAUTNG dEV AVOUEVETOL VOL ETNPEACTEL OO TNV
EKTTMOON TNE NTOTIKNG AELTOVPYING.

Howwarpikde tAnbvoudc

H devocsovpdaunn dev Oa mpémel va ypnoyomoteital o€ Tondlotpikong TANOveuove (PA.
Tapaypapovg 4.2 kot 5.1).

e o LeAéT eaong 3 Tadtpikav acbevov e atedn ooteoyéveon (N = 153), ot péytotec
GLYKEVTPMGELC TNG 0EVOGOVUAUTNG GTOV 0pO apotnprOnkay tnv nuépa 10 og OAEC TIG NAIKIOKES
ouadec. ' o oynuaTa xoprynong 06ong kébe 3 unqveg Kot Kabe 6 pveg, mapatnpndnke 0Tt oL HEGES
EMAYLOTEG CLYKEVIPADGELG TNG OEVOGOLUAUTNG 6TOV 0pd elvar vymAdTEPES Y10, Todtd nhkiog 11 €mg
17 etdv, evd To ToudLd NAIKiog 2 £m¢ 6 TV giyav TIG YAUNAOTEPES LECEG EMAYIOTEC CUYKEVTPMGELC.

5.3 IMpoxivikd dedopéva Yo TNV a6QaALEL0

e peréteg to&ikotnTog epdmas kot emavorapupavopevoy 606wy oe TnKove cynomolgus, ot 00GELG
devocsovpaunng mov odnynoav oe 100-150 popég peyarvtepn cvotnuatiky £kBeon amd
GULVIGTAOUEVT avOpOTIVY dOCT dev giyav KOoUio ETITTOON GTNV KOPIIOYYELINKT QLGLOAOYiN, TNV
avOPIKN N TN YUVOIKEID YOVILOTNTA, 0VTE TPOKAAEGAY E01KT TOEIKOTNTO GE OPYAVA-GTOYOVC.

Agv &yovv mpaypotonomnfel o1 cuvnBelg Sokipacieg yio v aE0AGYNOT TOV SVVAUIKOD
YOVISL0TOEIKOTNTAG TG OEVOGOVUGUTNG, EQOGOV TETOLEC SOKILOTIEG OEV Elval OYETIKEG UE TO
GULYKEKPIUEVO HOP10. 26TOC0, AOYM TMV YUPUKTPICTIKOV TOL T deVosovpaunn Bewpeiton anibavo
vaL £(EL 0OTO10ONTTOTE SVVOAUIKO YOVISIOTOEIKOTNTAG,

To kapKIvoyOdvo SLVOULKO TNG SEVOGOLUAUTNG OV éxel ekTiunOel o€ pakpoypovieg peréteg oe (oa.

Y& TpokMvIKEG dokLuéEG o deénydnoav oe knockout movtixio tov otepovvtay to RANK 1) t0
RANKL, mapoatnpnnke diatapoyr Tov GYNUATICUOV Aeppadévav 6to uppvo. Eriong, g knockout
novtikia Tov otepovvtay 1o RANK 1] to RANKL mapatnpnnke amovoia mapoywyng YaAoKTog AOY®m
OVOLGTOANG TNG ®PIHAVETG TOL Halikoy adéva (avAmTuEn KuYWeAoeddV Kot AOBLoK®V adéVv KoTd T
SLAPKELDL TNG EYKVUOGVVTG).

Ye pio perAén og mbnovg cynomolgus otovg omoiovg yopnyndnkav d0Ge1g SeVOGOLUAUTNG KATA TN
dtdpkela TEPLOG0L TOV LGOOVVOEL LLE TO TPMTO TPIUNVO TNE EYKVUOCHLVNC OV 0dNyNnoav o 99 popég
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pueyaAvtepn cvotnuatikn ékbeon Pdoet g AUC amd m suvietdpevn avBpomvn 66omn (60 mg kabe
6 unveg), dev vanp&av amodeielg Prapav otn untépa ) oto EUPpvo. Xe avTh TN HeAETT, dEV
e€etdotniay ot euPpuikol AeppadEved.

g 0AAn perétn o mBnkovg cynomolgus 6tovg omoiovg Katd tn S1dpKeELd TG EYKLHOGVVIG
xopnynonke devocovpdunn ce d6celg pe 119 popég peyardtepn cvotnpatikn ékbeon Pdoet g AUC
amo v avOpomivn 66om (60 mg Kabe 6 UAVES), epEavicTKaY aENUEVOL TOKETOL VEKP®Y EUPPO®V
KO LETO-YEVVITIKT] BVNGOTNTO, U1 QUGLOAOYIKT aVATTUEN TOV 0CTMV [E ATOTEAEGLLO TNV LEIWHUEVT|
aVTOYY| TOV 0GTMV, LELOUEVT aiponoinot, Kot Aavlaouévn evbuypdppucn tov oviudy, amovcio
TEPLPEPIKDV AEUPOIEVAOV, KOl LEIWUEVT] VEOYVIKT] avATTLED. Agv kaBopiotnike To eminedo yio un
TOPOTNPNON AVETIOOUNTOV EVEPYEIDY V1A TIS AVOTUPAYDYIKEG ETIOPACELG. TN YPOVIKT TEPIOJO0

6 unvov Petd amd TV YEVVNo, ol 0ALAYEG TOL 0POPOVGAY GTO 00TE ATOKATAGTAONKAV KoL dgV
vpée enidpacn 6TV avatod] TV SovTidv. OGS, 01 ETOPACELS GTOVS AEUPOOEVES KOL T1)
AavOaGpUEVT] ELOVYPAUUIOT) TOV SOVTIOV TOPEUEIVAY, KOl EACYLIOTI MG LETPLO, LETAAAOTTOINGT) O
TOALOTTAOVG 16TOVG TapatnpnOnke og éva and ta nepapatolma (cuoyétion pe 1 Oepaneio givar
acang). Aev vmpEav ototyeia PAAPNS onv untépa mpty and Tov TOKETO, avemBuUNTA UNTPIKA
ocvpupdparta wapoatnpnOnKay owdvia Kotd tov TokeTd. H avamtuén tov untpikdv HooTIKOV adévav
NTAV PLGLOAOYIKN.

Y& TPOKMVIKEG HEAETEG TG TOLOTNTOG TOV 0GTAOV G€ T KOS VIO poKpoypovia Bepameia pe
OEVOGOLUAUT, LEIMGELG TV OEIKTOV 0GTIKNG EVOALAYNG GVOYETIGTNKOV UE PEATIOOT TNG OGTIKNG
aVTOYNG KOl PLGLOAOYIKT] 16TOAOYIM TV 06T®V. Ta enimeda acPeotiov pedavicay Tapodikn peimon
Kot Ta enimeda mapadopuovne Tapodikn avénon oe modnkektounévteg mbnkovg mov Erafayv
OEVOGOLUAUT.

Y& 0POEVIKO TOVTIKLO, YEVETIKG TPOTOTOMIEVA OGTE Vo eKPpdovv To huRANKL (movrikia knock-in),
OT0 07010 TPOKANONKE KATAY L0 GTOV PAOLD, 1| dEVOGOLUAUTH Kabvotépnoe v e£apdvion Tov
YOVOPOL KO TNV AVOKOTOCKELT TOL TOPOL TOL KATAYLOTOC GE GUYKPIOT UE TO PAPLOKO EAEYYOVL,
OALG M Bropumyovikn avtoyn OeV EXNPEACTNKE OPVNTIKAL.

Knockout movtikio (BA. Tapdypago 4.6) mov ctepovviav 10 RANK 11 10 RANKL napovsiacay
UELMUEVO COUOTIKO BAPOG, LEIWUEVT] OVATTVEN TV OGTAOV KOL U1 OVATOAN TOV SOVTIOV. X
VEOYEVVITOLG 0povpaiovg, 1 avactoAr] Tov RANKL (otdyog g Bepaneiog pie devocovpdpmn) e
VYNAEG OOGELG TEYVITAG 0GTEOTTPOTEYEPIVIC cLVIEdEUEVNC 6T Uoptlo Fe (OPG-Fe) cuoyetiotnke pe
OVOLGTOAN] TG OVATTUENG TOV 0GTMV KOl TNG OVOTOANG TOV OOVTIOV. X€ QVTO TO LOVTELO Ol AAAOYES
NTOV LEPIKMDG AVOGTPEWYILES OTOV JUKOTNKE 1) Yopnynon docemv avactoréwv tov RANKL. Eenfa
TPp®TEVOVTO, ONANGTIKA GTO OTToia, YopM YN OnKe devosovpuaunn oe dooelg 27 kat 150 popég
peyorvtepec (10 xai 50 mg/kg) amd v KAWIKN €kOeoT EUEAVIOAV [N PUGIOAOYIKEG AVENTIKES
mhdxkec. Emopévmg, ) Bepomeio pe 0evosoupapnn Umopel va LEIOMGEL TNV aVATTUEN TOV 0GTOV GTO.
ToLd18 UE OVOIKTES ENTIKEG TAGKEG KOL VO OVOIGTEIAEL TNV OVATOAT] TV SOVTIDV.

6. OAPMAKEYTIKEXZ IAHPO®OPIEX

6.1 Kaoataroyog ekdoywv

O&6 0&L

Tp1évodpo o&iko vatplo

YopPrroin (E420)

IToAvoopPiko 20 (E432)

Yémp yia evéoipa

6.2 AocvppoatoTnTeg

EMeiyel peletdv oyetikd pe tn cuuPfototna, 1o mopov QApUOKELTIKO TPOidV OgV TPEMEL VA

OVOUETYVOETOL LUE GALD POPLOKEVTIKE TPOTOVTOL.
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6.3  Awgpkero Long
3 ypdvio.
6.4 Idwitepeg mpoura&ers kata TNV QOLAEN TOV TPOiGVTOG

duvrdooete og Yyoyeio (2°C — 8°C). Mnv katonyvyeTe.
Dduidooete TOV TEPEKTY 6TO EMTEPIKO KOLTL Y10l VO TPOGTOTEVETAL OO TO PMG.

H mpoyepiopévn odpryyo umopei va puldocoetal o€ Bepuokpacieg puéxpt 25°C yia Sidotnuo £og

30 nuépec. H mpoyepiopévn oOpiyyo mpémel vo TPOGTATEVETAL OO TO YOS KOl VO TOPPITTETOL EGV
dev ypnotponombel gvidg g meptddov tv 30 nuepdv.

6.5 ®@Vo1 Kl GLETUTIKA TOVL TEPLEKTY

1 ml Stoddpatog og Tpoyepopévn cvptyya piag xpnong arnd yvard tomov I pe Berdva and avoleidwto
atodM dopétpov 29-gauge KAeloUéVN UE TOU EIoYDPNoNG Le EUPoro (EAaoTOUEPES ETIKOAVUUEVO
pe eBoplomoAvEPES) KL AKOUTTO TPOGTATEVTIKO PEAOVAG

H mpoyepiopévn chpryya eival KATOGKEVAGUEVT LE AVTOUATO PNXAVIGUO KOAvyNG Perdvac.

Méyeboc cvokevaciog 1 Tpoyepiouévng cvplyyas (YoaAvn) e TPOGTATEVTIKO PEAOVAG.

6.6 Idwitepeg TpoPLAAEELS aTOPPIYNGS KO AAAOG YEIPIGNOG

. [pwv and ™ yopMyNomn, To StdAvpa TPETEL Vo EAEYYETOL OTTTIKA. MMy ypnoLomoleite To didAv
eqv mepiéyel copotidwa, etvor BoAd 1 amoypOULATIGUEVO.

. Mnv avoxkiveite.

. INo vo amoehyete ) dvoeopio otn BEon Eveong, aPNOTE TNV TPOYEUGUEV GOPLYYO VA, OTOCEL

o Begpuokpacio dopatiov (Léxpt 25°C) Tpv amd v £VEST Kol EYYVGTE APYA.
. Eyybote 6A0 10 TEPLEXOLEVO TNG TPOYEUGOUEVIS GUPLYYOS.

Kd&Be aypnowomnointo gopuokevtikd mpoidv 1 VIOAELO TPETEL VAL OTOPPITTETAL GOUPOVOL LE TIG
KOTO TOTOVS 1GYVOVGEG OYETIKEG OLUTAEELS.
7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1
61352 Bad Homburg von der Hoehe
I'epuavia
8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX
EU/1/25/1954/01

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANPoPopieg Yo TO TOPOV PUPHOKEVTIKO TPOioOV givar dabécieg otov SikTvakd TOTO
0V Evpondikod Opyoavicpod ®apupdkmv: http://www.ema.europa.eu.
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http://www.ema.europa.eu/

ITAPAPTHMA 11

MAPAXKEYAXTHX(EX) THX BIOAOTI'TKQX APAXTIKHX
OYZXIAX KAI TAPAXKEYAXTHX(EX) YIIEYOYNOZX(OI)
I'TA THN AITOAEXMEYZXZH TOQN HAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHZX(EX) THX BIOAOTIKQX APAXTIKHX OYXIAX KAI
MAPAXKEYAXTHX(EX) YHIEYOYNOZ(OI) I'TA THN ATIOAEEMEYXH TQN
IMAPTIAQN

Ovopa kat d1evbvvon Tov TaPacKeELAoTH THE BLOAOYIKAOC dPACTIKNC 0VGIOC

WuXi Biologics Co., Ltd

108 Meiliang Road, Mashan, Binhu District
Wouxi, Jiangsu 214092

Kiva

Ovopa kat d1e0uvon 1oV TOPUCKEVOGTH TOV £Vl VTELOHLVOC Y10, TNV OTTOOECUELCT] TMV TOPTIOMV

Fresenius Kabi Austria GmbH
Hafnerstrasse 36

8055 Graz

Avortpia

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

DoappokevTikd TPOidV Yol TO OTOI0 ATOLTEITAL WOTPLKT GLVTOY.

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAX KYKAO®OPIAX
. Ex0¢og1g meprodikng wapakorovdnong g acpdrerag (PSURS)

Ot amaitioelg yio tnv vrofoin tov PSURS 1o to ev Adym @appoakentikd mpoidv opiloviol gtov
KatdAoyo e Tig nuepounvieg avapopds s Evoong (katdioyog EURD) mov mapoatifeton oty
napdypoeo 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdOe emakdiovdng emkaiponoinong
OTMG ONUOGIEVETAL GTIV EVPMOTAIKT SIKTVOKT TOAT] Y10, TO PAPLOKOL.

A.  OPOI'H HEPIOPIZEMOI EXETIKA ME THN AX®AAH KAI AIHOTEAEXMATIKH
XPHXIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyéo10 owyeipiong Kivovvov (XAK)

O Karoyog Adetag Kvkiopopiag (KAK) Oa die€aydyet Tig amattodpeveg SpactnploTnTeS Kot
TOPEUPACELS PUPHOKOETOYPVTVIOTG 0TS Tapovcidlovtal 6to cuppmvndév XAK nov mapovsidleTot
omv evotnta 1.8.2 ¢ ddelog KuKAOQOPIog Kot 0T01EGONTOTE EMUKOAOVOEC EYKEKPIUEVEG
avafempnoeig tov TAK.

"Eva emucoporompévo XAK Ba mpémnet va katotedel:

. petd ano aitnuo tov Evponaikov opyavicpod Goppdxov,

. OTOTEONTTOTE TPOTOTOLEITAL TO GVOTN LA dlayEIPIONG KIVOVUVOL, E10IKA (OC ATOTELEGILO AYNG
VE®V TANPOQOPLDV TOV UTOPOVV VO ETLPEPOVY GNUAVTIKT GAAXYT GTN GYECT] 0QEAOVC-KIVILVOL
N ©OC UTOTELEC LA TG EMITEVENG EVOC GTUOVTIKOD OPOCTILOV (QUPUAKOETAYPOTVION 1)
eAo(1oTOTOINGT KIVdUVOU).

. Emnpéc0eto pnétpa ehay1loTomoinong Kivovvov

O KAK 6a dwocporicet 011 B Béoet o€ 100 KapTa vVIEVOOLONG Yo TOV 00BEVT] OYETIKA UE TNV
0GTEOVEKPMOT| TNG YVAbov.
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ITAPAPTHMA 111

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

KOYTI IIPOTEMIXMENHX XYPIITAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Conexxence 60 mg evéoipo S1GAVUO GE TPOYEUICUEVT] GUPLYYOL
OEVOGOLULALTN

2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EX)

1 mpoyguicpévn ovpryya mepiéyet 60 mg devocovpdumng (60 mg/ml).

‘ 3. KATAAOT'OX EKAOXQN

O&1k6 o0&V, Tp1Evudpo 0&ikd vatpio, copPrroin (E420), molvcopPukd 20 (E432), Hdwp yio. evEsiua.
BA. TO PUALO OINYIDV ¥PNONG Y10 TEPAULTEP® TANPOPOPIES.

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéowo didAvpo og mpoyspiouévn chpiyyo.
1 Tpoyeopévn cuptyya pa xpnongs.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote 1o PUALO 0INYIDOV XPNONG TPV OO TN XPTON).
Ynmodopia ypron.

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

Noa puAdoocetar o€ 0éom, v omoia, O PAETOLY Ko dev Tpooeyyilovy Ta Tadid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOMOIHEZH(EIZ), EAN EINAI AMAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

duvrdooete oe yoyeio (2 °C -8 °C).
Mnv katoyoyete.
Kpamote v mpoysiopév cvptyya 61o e£mTEPIKO KOLTI Y10, VO TPOGTATEVETAL OO TO PG,
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10. IAIAITEPEXZ TPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON ‘H TON
YIHHOAEIMMATQN I1IOY ITIPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAYX KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1

61352 Bad Homburg v.d. Hoehe
I'eppavia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/25/1954/01 1 mpoyepuopévn coptyyo ta xpnong

13. APIOMOX ITAPTIAAX

[oprida

‘ 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

Conexxence

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

A166146T0TOG YPOUR®TOS KDOWKAS (2D) mov pépet Tov TepIAN@OEVTO LOVOSTIKO avayVOPIOTIKO KOOKO.

18. MONAAIKOX ANATNQPIETIKOXZ KQAIKOX — AEAOMENA ANAI'NQPIZIMA AITO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

EIKETA ITPO'EMIEMENHX XYPIITTAX

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Conexxence 60 mg evéoipo
dEVOGOLUAUTN
SC

| 2. TPOIIOX XOPHI'HXHX

3. HMEPOMHNIA AHEHE

EXP

4. APIOMOZX ITAPTIAAX

Lot

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

60 mg/ml

6. AAAA XTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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@vAro ooV piong: IIAnpoeopics yia Tov a.60evi)

Conexxence 60 mg gvécipo S1dAvpa 6 TPOYEPIGHEVY] CUPLYYX
OEVOGOLLLAUTN

V¥ To @dppoxo avtd terel vwd copumAnpopatiky mapakoiovdnon. Avtd Ba emtpéyel to ypriyopo
TPOGOOPICUO VEDV TANPOPOPIOV acpaielnc. Mropeite vo fondncete péow g avapopag mavov
avemBupnTov evepyeudV ToL gvdeyopévag mapovstalete. BA. 1éhog g mapaypdpov 4 yia tov 1pdmo
avapopds avemBOHUNTOV EVEPYELDV.

A PaoTE TPOGEKTIKA OLOKANPO TO GUAAO 0ONYLOV YP1ONGS TTPLV UPYICETE VA YPTCLUOTOLEITE AVTO

T0 PAPNOKO, OLOTL TEPAAUPAVEL CNUAVTIKES TAPOPOPIES Y10 CUG.

- DdvrdEte avTd TO PUALO 0dNYIDV YpNonG. Towg ypelootel va to dufdcete Eovd.

- Edv éxete mepartépo amopieg, pOTRGTE TOV Y1OTPO 1] TOV PAPLOKOTOLO GOC.

- H ocvvtayn yia autd 1o eappoko xopnyndnke amokAeloTikd Yo 6oG. Agv TPEMEL VO ODGETE TO
@Aappoko og aGAAoVG. Mmopel va Tovg TpokaAéael PAAPN, akoOpa Kot OTAV TO GUUTTAOUOTO TNG
ac0éveldc Tovg givart 101 pe Ta. 1Kl Gag,.

- Edv mapatmpnoete Kamowo avemBOUnTn evEPYELD, EVILEPADGTE TOV Y1OTPO, 1] TOV QPOPLAKOTOLO
caG. Avtd 1oyvet kot Yo ke mhovi avemBOunTn evépyela Tov OV aVaPEPETAL GTO TAPOHV
@OALO oMYV Yprione. BAére mapdypago 4.

- O ywatpog oag Ba cog dmaoet pia kapto veevedong Yo Tov acbevn, 1 omoia Tepléyet
ONUOVTIKEG TANPOPOPIES YIo TNV ACPAAELD, TIG OTOlEg TPEMEL VO, YVmPILeTe TPV KO KOTA TN
dudpketa g Bepaneiag cog pe to Conexxence.

T epréyer To mapév evAro 0dNYLOV:

T eivon To Conexxence kot ota givat 1) xp1nor Tov

T mpénet va yvopilete Tpv ypnoiponomoete to Conexxence
[og va ypnoyomomoete to Conexxence

[MBavég avemBounteg evépyeteg

[og va pvidacoete to Conexxence

[epieydueva tng cuoKeLUGING Kol AOITEC TANPOPOPIES

ogkrwhE

1. T eivan To Conexxence ko ol €ival i P16 TOL
T eivan To Conexxence kot TS dpa

To Conexxence mepiéyel dEVOGOVUAUTT, Lo TPOTEIVT (LOVOKA®VIKO avTicmuoe) Tov mapeufaivel 6t
dpdon piag AANG TpwTEIVG, Yia T Bepameio TG 0GTIKNG OTMOAELNG KO TG 00TEOTOp®onS. H
Oepamneio pe Conexxence kdvel 10, 06TA 7O AVOEKTIKA KOl LEIDVEL TNV TOOVOTNTO ELPAVIGTC
KOTOYLATOV.

Ta 001d givan évag {@vTavog 16TOG TOL Avave®VETOL cLVEXDG. Ta owetpoydva fonbovv ot dotnpnon
™G VYELNG TV 06TMV. METE TNV EUUNVOTANCT], TA ETITESC TOV OIGTPOYOV®V LEIDVOVTOL YEYOVOG TTOL
umopel va Kavel To, 06T Aemtd kot evfpavota. Avtd pmopel TeMKd vo 0dnynoet og o Tadnomn mov
ovoudletar ooteonopmon. H ooteomdpwon pmopel emiong va eppaviotei oe avopeg Ady® evog
aplOpov aTdV oV GVUTEPIAAUPAVOLY TN YAPOVOT KA1 T YaunAd enimeda TG ovOpPIKNIG Opurovng,
TE6TOOTEPOVNG. Mmopel emiong va epeaviotei o acbeveig mov AauPfavovy yAvkokoptikogidn. [ToArol
acBeveic Tov TAoKOVV Ud 0GTEOTOPMGT| SEV EYOVV CUUTTAOHOTO, GAAY KIVOUVEDOLV TOPOAC OVTH VO
VTOGTOOV KATAYLLO, KUPIWE 6T GTOVOVALKT GTHAN, OTO, 1GY10L KOl GTOVG KAPTOVG.

O1 xelpovpYIKEG ETEUPACELG 1] TO PAPLOKE, TTOV AVOGTEALOVY TNV TOPAYDYT OIGTPOYOVAV 1|
TEGTOGTEPOVIG KOl YpNoipomolovvtal yio tn Oepaneio achevav pe Kapkivo Tov HaeTo 1| Tov
TPOGTATN UTOPOVV EMIONC VO TPOKUAEGOVV 0GTIKY andAELN. To 06TA YivovTol 710 adOVOU Kol GTiveE
10 €OKOAQL.
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Mo givar i xprion Tov Conexxence

To Conexxence ypnoytomoteiton yio T Bepameia

. NG 0GTEOMOPMGNG GE YUVOIKEG PLETA TNV EUUNVOTOVGT] (LETEUUNVOTAVGLOKES), KOl GE AVOPES
OV £Y0VV ALENUEVO KIVOUVO KOTAYHOTOG (OGO TMV 0GTMV) PEIDVOVTOS TOV Kivouvo
KOTOYUATOV TNG GTOVOVAIKNG GTHANG, N-GTOVOLAMK®OV KOTAYLAT®OV KOl KOTAYUATOV TOV

woyiov.

. NG OGTIKNG ATMAELNS TOV TPOKAAEITOL OO TN PEI®OT TOV EMTES®Y OPUOVAY (TEGTOGTEPHVNC)
N om0l OPEIAETAL GE XEIPOLPYIKN 1 PAPUAKELTIKY Beparneia o€ acbeveig pe Kapkivo Tov
TPOCTATN.

. NG OGTIKNG ATMAELNG TTOV TPOKOAEITOL OO LLOKPOYPOVIO OY®DYT| LE YAVKOKOPTIKOELDN GF

acBeveic mov mapovstalovv avénuévo Kivovvo katdypotod.

2. T apémer va yvopilete Tpiv ypnopomounicete To Conexxence
Mnyv ypnopomounisete To Conexxence

. av €yete younAd enineda acPeotiov oto aipa (vracPectiaipia).
. o€ MEPIMTOOT aAAEPYING OTN OEVOCOVUAUTT 1 GE OTOL0ONTTOTE GALO OO TO. GLGTATIKA CLTOV
TOL PAPLAKOV (avaPEépovTal GtV Tapdypapo 6).

IIpocdomouoeis Ko TPOPVAGEELS
AmevBuvbeite 6TOV Y10TPO 1} TOV PAPUOKOTOO GOG TPV Ypnotponomoete o Conexxence.

Kotd 1o d1dotnpa mov AapPdvete Conexxence pumopel vo mopovcliceTe LOAVVGT] GTO OEPLO LLE
CUUTTOUOTO OTIMG 0N U, EpVOPOTNTA TOL FEPHOTOC, CLYVOTEPO. GTIV TEPLOYN TOL TOJI0V, TOV
oLvodevETOL amd aicOnua Kavoov Kot evatstneio (kKutTopitidn), Kot TOAVOV aTd GUUTTOUOTA,
nopetov. [lopakaleiote vo evUEPDCETE TOV YLOTPO GOG AUECHG EAV TOPOVGLICETE OTOLOONTOTE IO
OVTO TO GUUTTAOLOTOL.

Oa npénet emiong va Aappdvete copuminpopata acPeotiov ko Prrapivng D yia 660 didotnpa
naipvete Conexxence. O ywpds cag Oa 1o cuintiost awtd padi coc.

Mmropet va, £yete younAd enineda acPeotiov oto aipa oag evoowm AouPavete Conexxence.
[Nopakareiote vo evUEPDOCETE TOV YIUTPO GOG AUECHS EAV TOPAUTNPTCETE OTOLOINTOTE AT TAL
aKOAOVOU CUUTTOUOTO: CTAGUOVE, CLOTAGELS, 1) KPAUTES GTOVG MVEG GOG, KA/ Lovdtooua 1y
LUPUNYKIOGLO OTO OGYTUA TV XEPLDVY, GTA SAYTUAN TOV TOSIMV 1 YOP® 0td TO GTOLO OOG, KA
EMINTTIKESG KPIGELS, GVYYLOT, 1] UTMAELN TNG GUVEIONOTG.

Evnuepoote tov ylotpd cog eav Exete N giyate moté Gofopd TPOPALOTH GTOVS VEQPOVS, VEQPIKN
avemapKeLo 1) av ypeldotnke va vofAnbeite oe apokdbapon, N av Aapupdvete eApLOKO TOV
OTOKOAOVVTAL YAVKOKOPTIKOEWT] (0mwg Tpedviloddvn 1| deapebalovn),yeyovota mov pumopel va
avENCOVY TOV KIVOUVO EUEAVIONC XOUNADY ETEdwV acPectiov ato aipa av dev Aaupdvete
CLUUTANPOUOTO 0CPECTIOV.

Hpofipote 610 616p0, 6T dGVTIO 1] 6TN) YVGOO

Mia mopevépyela Tov Aéyetal 0oteovEKp®On TG Yvabov (ONI) (BAGPT Tov 00700 TNC Yvahov) £xet
avapepbel omaving (uropel va etnpedlel éog 1 otovg 1.000 avBpodmovg) o acbeveig mov Aapfdavovy
Conexxence yio, tnv ooteondpwot). O kivovvog g ONIT avéaverar og acbeveic mov Aapupdvouv
Oepameio yio ToAD Koupd (umopel va exnpedost uéypt 1 oto 200 dropa dv Aapupdavouvv Bepamneio yia
10 xpévia). H ONI" umopei emiong va gugoaviotel kat puetd ) dwaxonn ¢ Oepancioc. Eivor onpovtiko
va Tpoonabnoete va tpoAdfete v epeavion g ONI kabmg pmopel va eivor pio exdovvn
KaTdoTaoT Kol uropel va gival 00ckoAn vo, Oepamevtei. o va peidoete tov Kivouvo epuedviong g
ONT, AdPete TIg TaPOKATO TPOPVAGEELS:
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[Ipwv AaPete Bepameia, evnuepmate Tov Y1aTpd 1| TOV VOGOKOUO 6ag (emayyeApotiog vysiog) edv:

. éxete TpoPfANpOTa LE TO OTOUA 1) TA OOVTLN GOlG OTMOC KOKT) GTOLOTIKY VYLEWVT, OVAITION 1)
TPOYPUUUATICUEV EEQY@YT 0OOVTIMV.

. dev AapPAveTe TAKTIKN 000VTIOTPIKY PpovTida 1) dev &xete AAPetl odovTiatpiky| eE€taon yia
UEYAAO YPOVIKO SLOGTN .

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

. éxete mponyovpéveg Aafet Bepaneio pe dSupwopovikd (ypnoiomotovvtal yuo ) Bepameio 1 ™

TPOANYT OGTIKDV S1OTOPOYDV).
. Aappdvete koptikootepoedn| (Onwg tn mpedviLoAdvn 1 ) de&apebalovn).
éxete Kapkivo.

O ywatpog cag pmopel va oag ntoet va eetacteite amd odovtiatpo mptv Eekivioete ) Oepaneia pe
Conexxence.

Kotd ™ didpkela e Oepanciog, 0o mpémetl va dtotnpeite KOAN GTOUATIKT VYIEWVT Kot VO, VTOPAALECTE
o€ TaKTikéG odovtloTpikés eEetdoeic. Edv popdte teyvnth odovrootoryio o mpénet va Pefarwbeite 6Tt
epappolel cmotd. Av voPdideote og odovTiatpikn Oepaneia | Tpdkertan vo voPAndeite og
000VTIOTPIKT] YEPOLPYIKN EMEUPaON (7). EEAYDYEC 0OOVTMOV), EVILEPDGTE TOV YIUTPO GOG KL TEITE
otov odovtioTpd cag 6Tt AapPavete Conexxence.

Emwowvovhote pe Tov y1tpd Kot Tov 000vTioTpd 060G AUECHE OV TOPOVGLAGETE OTOLNONTOTE
TPOPANHATO LLE TO GTOUA N TO SOVTIX OTT®G YoAapd dOvTia, TOVO 1| TPHEO, 1) U1 EMOVAMOT TANYOV 1
exkpicewv, kaBdg avtd pumopel va eivor onueio g ONT'.

Mn cuvnOn katdyuota Tov unploiov 06To0

Kdmolor acBeveig €yovv gppavicel un cuvindn Katdypato Tov unpaiov 06tod Kotd T Stdpkeln TG
Oepaneiog pe Conexxence. Emkovoviote e TOV Y1Tpd 6ag GV VIOCETE VEO | acuvifioto TVo 6To
woyio cog, otn PovPavikn ydpa 1} 6GTO UNPO Gag.

Howowd xon £pnpor
To Conexxence dgv Ba Tpémet va ypnoLUOTOIEITOL GE TodLd Kot €PPovg nAkiag KATm tav 18 etdv.
Aldho pappoxo ko Conexxence

Evnuepoote tov yotpd 1 10V ooploKonold cog edv maipvete, £xete mpoOcPOTA TAPEL 1) piopel val
napete aAro papuaxo. Eivat idtaitepa onuovtikd vo eviUeEPDGETE TOV YIATPO GO EAV TOiPVETE GALO
(QAPLLOKO TTOV TTEPLEYEL OEVOCOVUAUTT).

Agv mpénet va mapete Conexxence pali pe GALO QAPHOKO TO OTOI0 TEPLEYEL OEVOGOVUAUTY).
Kbnon, Onraopés ko yovripdtnto

To Conexxence dgv éxel dokiaoTel 6€ ykOove. Eivor onuovtikd vo evnuep®oeTe Tov yluTpd 6oG GV
glote €ykvog, vopilete 0tL umopei va giote &ykvog 1 oyedldlete va amokthoete moudi. H ypron tov
Conexxence dgv cuviotdton av giote £ykvog. Ot yovaikeg ovomopaymyikng nAtkiog Oo tpémel va
YPNOYLOTOLIOVV OTOTEAEGUATIKEG LEBOOOVG AVTICOAANYNG KaTd To ddotnpa Bepameiag pe Conexxence
KOLL Y10, TOVAGYIOTOV 5 ufveg petd ) dlakomnn g Oepomeiog pe to Conexxence.

Av peivete €ykvog katd tn dudpkela tng Oepaneiog pe Conexxence 1 g d1ACTNUA PMKPOTEPO TWV
5 unvav petd tn drokont| g Oepamneiog pe o Conexxence, mopoKaAEIGTE Vo, EVIULEPDOETE TOV YITPO
oG,

Agv gival yvooto gdv to Conexxence amekkpivetatl 6to untpikd yéAa. Eivar onuoavtikd va
EVILLEPMGETE TOV Y1TPO G0O¢ GV Onhalete N oxedialete va Onidoete. O yorpodg cog Oa cag Pondnost
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va omo@acicete edv Oa dakdyete To Onhacuod 1 ) Bepameio pe Conexxence Aapupavovtog vToyn 1o
O6peL0g Tov ONAacuoD Y10, To Tandi Kat To OeA0g Tov CONEXXENCE Yia TN UNTEPQ.

Av OnAalete katd tn duapkela g Oepaneiog pe Conexxence, TapakoAEiGTE VoL EVIUEPDGETE TOV
YTpo GOG.

7ZNTGTE TN GLUPOVAT TOV YLUTPOV 1] TOL POPUAKOTOLOD GOG TPV TAPETE OTOLONTOTE PAPLLOKO.
Oofynon Ko YEPIGROS PNYAVRATOV

To Conexxence dgv el kapio 1 EYEL AGNUAVT EXIOPOCT] OTNV IKAVOTNTO 001 YNOTG KOl EPIOUOV
pnyovnpétov.

To Conexxence wepiéyel copPrtoin
To pdppaxo avtd mepiéyet 47 mg copPiroing oe kdbe ml draAdpoTos.
To Conexxence mepiéyel vaTplo

To eappako avtd TepLEyel Aydtepo amd 1 mmol vatpiov (23 mg) avd 60 mg, eivar avtd TOL
ovoudlovpe «erevBepo vatpiovy.

To Conexxence wepiéyel moivcoppuko 20.

To pdpuaxo mepiéyet 0,1 mg moAvcopPikov 20 e kKb PraAido, To onoio wwodvvapel pe 0,1 mg/mL.
Ta moAvcopPikd uropei va tpokarécovy aliepyikéc avidpdoeic. Evnuepmote tov wtpd cog edv
€YETE OMOIECONTOTE YVOOTEG AALEPYIEC.

3. [og va gpnowponomcere To Conexxence

H ocvvietduevn do6on eivan pia poyepiopuévn cvpryya tmv 60 mg yopnyovuevn po eopd Kabe 6 puqveg
pe epamas vrodopia Eveon (kdtw amod to dépua). Ta kaAvtepa onpeia Yo va KAveTe éveon gival To
EMAV®O PEPOG TV UNPOV GG KO 1) KOIALOKT XOPO. AV 060G KAVEL TNV £VEOT KATOL0G dALOG umopel
EMIONC VO, YPNCILOTOMGEL TV EEMTEPIKN TAEVPA TOV UTPATCMV GOC. ZVUPBOLAEVTEITE TOV Y10TPO GaG
GYETIKA LE TNV Muepounvia yio pia mhavr endpevn éveon).

Oa wpénel eniong vo, AapuPdvete copuminpouata acPecstiov kat frrapivng D yio 660 didotnua
naipvete Conexxence. O yatpdc cog Oa 1o cu{nmoet avtd poll cog

O ywatpog oag evdgyetal va amopacicet 6Tt Oa Tav Kaldtepo va kdvete Tnv éveon tov Conexxence
€ogic 01 10101 1) T0 dTopo Tov cag epovtilel. O yTpog 1 kamolog exayyeuatiog vyeiag Oa dei&ovv oe
00G 1) 6TO (TOWO TTOL oG PPOVTILEL TOG Vo KaveTe v £veon Tov Conexxence. ['o teplocodTepeg
odnyiec oxetika pe v éveon tov Conexxence, diaffAcTe TN GYETIKN EVOTNTO GTO TEAOG TOV TAPOVTOG
QOALOL 00T YLDV.

Mnv avokuwveite.

Eav Egyaoete va kavete Tnv éveon tov Conexxence

Edv Eeydioete kamolo d6om Tov Conexxence, 1 éveon TPEMEL va YIVEL TO GUVTOUOTEPO dLVATO. XN
OUVEYELN, Ol EVEGELG TTPEMEL VO TTpoypappotilovtal kdbe 6 uMveg amd tnv nuepounvio T¢ TeEAELTALNG
éveong.

Eadv octapamioete va ypnoipomorcite To Conexxence

[No vo amoxopicete To peyadvtepo duvatd 6@erog and ) Beponeio Gog 6T PEIMOT TOV KIVOLVOL
KOTOYUATOV, €ivol oNUavTIKO va ypnoiponoteite 1o CONEXXENCce yia 660 SLIoTNUE GOC TO
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GUVTOYOYPUQPEL 0 Y1aTPOG Gag. Mnv dlakoyete T Bepameio oG YmPIG V. ETKOIVMOVIGETE LIE TOV
yiotpd GoC.

4. MBavéc avemBOuNTES EVEPYELEG

Onwg 6A0 To pAPLLOKOL, £TCL KOL 0VTO TO PAPUAKO UTOPEL VO, TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
Kot 6gv Tapovctaloviatl 6 OAOVG TOVG AvEPMOTOLG.

Oyt ouyva, acbeveic mov Aappdvovy Conexxence pmopel vo ELPavVIGouV dEPUOTIKEG AOUMEELC
(xvping kuttopitidn). MopakareioTe VO EVIINEPADGETE TOV YLUTPO GO APUEGCWOS AV TOPOVGIUCETE
Kamola oo T okOAovba cupnTdOpaTe VD Ppickeote o aywyn pe Conexxence: epubpdnTa Kot
01010l TOL SEPHOTOG, GLYVOTEPA GTIV TEPLOYT TOV TOSL0V, TOV GLVOIEVETAL OO AUGHM L0 KAVGOL Kot
gvotodnoio kot TOAvOV 0O GLUTTOUATO TVPETOD.

Ymavimg, acbeveig mov Aappdavovy Conexxence pumopohv va avarntHEovy TOVo 6To GTOLO KOUT 6T
yvabo, oldnua 1 pun eroOAMOT TOV TANYGOV 6TO GTOUA 1) 6T1 YvAbo, £KKpion, pobdlacpa 1 aicOnua
Bapovg atn yvabo, N xaidpwon evog dovtiov. Avtd pmopel va etvan onpeio AAPNG Tov 06TOL 61N
yvabBo (ooteovékpwon). Evijuepdote Tov Y10Tp6 60 KoL TOV 000vTiaTPO 60C AUEcMS AV
TOPOVCIAGETE TETOLN CUUTTOUATO, EVOSM gioTe o8 Begpameio e Conexxence N uetd tn SLoKom TG
Oepaneiog cog.

Yroving, acbeveic mov Aappdvovy Conexxence umopovv va £xovy xaunid eninedo acpectiov oto
aipa (vracPeotiopia). To egotpeticd yaunia exineda acPectiov pmopel vo 0dNyNcoOVY G EIGOYOYN
GT0 VOooKopEio Kot pUmopel va eivorl akoOpo Kot ameiAnTikd yio T {on. Zupntodpote Teptiiapfivoovy
OTAGHOVG, CLOTAGELS 1] KPAUTEG GTOVG POEC GOG KAUT LOVSTOGHA 1) LUPUAYKIOGLO GTO dOYTUAN TV
YEPLDV, TOV OOV GOG 1} YOP® Ad TO GTOUN GUG KAUT EXANTTIKEG KPIGELS, GVYYXLOT, 1| ATMAELD
ovveidnong. Eav kdmoto amd avtd 1oydel yio GGG, EVIHEPMDOGTE TOV YIUTPO 60G ORESCMS. To younid
emineda aoPectiov 010 aipo propel emiong va 0dNynoovy o pio oAyt Tov Kapdiakov puBuov mov
ovoudleton Topdtacn Tov dtaotiuatog QT, n onoia @aivetot oto nhektpokapdioypdonua (HKT).

Yrdvia acuvi01oTa KOTAYILOTH TOV UNploiob 06TOV UTOPEL VO ELPAVIGTOVV G aobevelg Tov
Aappdvovv Conexxence. Emkowvevijote pe Tov Yiatpo cag edv eppavicete véo 1) aovuvioieto tovo
670 10%i0, 611 fovPavikny y®pa 1 6To UNPo, KabOS avtd umopel va amotelel Tpdmpn EvOeiEn evog
mBavod KATAYUATOG TOV Unploiov 06ToV.

Yravio, pmopet va epeaviotoby oAAepYIKES avTIdpacelg oe aobeveic mov AapPdvovy Conexxence. Ta
CUUTTOUOTO TEPIAUUPAVOLY 010N O TPOCOTOV, TOV XEIM®MV, TNG YADCGCAG, TOV ANLLOD 1| GAA®V
TUNHATEV Tov ompatog. EEavOnua, kvnoud 1 kvidwon oto d€ppa, cuptyrod 1 SUGKOAIN GTIV AVATVOT).
MMopokoreioTe Vo EVIIUEPDGETE TOV YIOTPO GO EAV ELPAVIGETE OTOLOONTOTE OO CLTA TOL
cLOUTTOMOTO EVO gloTe VIO Oepaneio e Conexxence.

IMoAv ovyvéig avemBOunTES gvépyereg (Lmopovv va ennpedlovv nepiocdtepovg amd 1 aTovg
10 avBpmmovg):

. OVOG 6TO 06TA, OTIC OPOPDOCEIC, KOUT HVTKOC TOVOG IOV KATOLEG pOPEG Eivat EvTovoc,
. VoG oTo XEPLA 1} TOL TOSI0, (TOVOG GTOL AKpPaL).

Yuyvég avemBOunteg evépyereg (umopodv va emmpealovy £mg 1 otovg 10 avBpmmovd):

EMMOLVY OVLPNGT], GLYVY OVPNOT], G GTO OVPA, ASVVAUIN CVYKPATNGNC TOV 0VPMV,
AOLL®EN TOVL AVATEPOL OVOTVEVGTIKOD GUGTHLOTOC,

dvog, aicOnuo popunkiconc | LOVOIAGHO TOV ETAVEL UEYPL YOUNAG 6TO TOOL Gog (1oylodyia),
dvokoloTTa,

ducpopia oty Kothd,

e€avonua,

deppotomadeia mov yapaktnpiletan amd gayovpa, eppdpdmra koM Enpotnto (Exlepa),
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. TPLOTTOOT| (aAmmeKia).
‘O ovyvég avemOounTeg evépyeleg (Lmopovv va ennpedlovv émg 1 otovg 100 avBpdmovg):

TVPETOS, £UETOC Kol KoMK GAyog 1] Sucpopio (EKKOAT®UOTITION),

. Aolpwén Tov ®ToC,
e€avOnua mov evoéyeTan va LPovVIoTel 6To dEPHA 1] KT 6TO oTOpA (Aeyynvoeldn
(QOPLOKEVTIKE eEavOnLOTA).

oAb omavieg avemOounteg evépyereg (Lmopovv va emnpedlovv €og 1 otovg 10.000 avBpmmovg):

. oAAePYIKN avTidpooT oV pmopel vo Tpokarécel PAGPN ota alpo@opa ayyeio Kupimg Tov
OépPOTOg (T, TOPPLPEG 1 KAPEKOKKIVES KNAIDES, Kvidmaon 1 deppatikd Axn) (ayyedtida amd
vrepevacncia).

Mn yvooeTég (1 cuyvoTNTA ToVG dev umopei va extiun el pe Pdon to drabécipa dedopuéva):

. EVILEPMOTE TOV Y1TPO GOG £V EYETE TOVO GTO AVTI, EKKPLoN Otd To auti KoM Aoipwén oto
oti. AT popel vo eivarl onpadio 06TIKNG PAAPNC 6T0 avTi.

Ava@opd avemOdunTOV gvepyELOV

Edv mopoatnpnoete Kamoo avemBOunTn evEPYEL, EVIUEPDGTE TOV YIOTPO 1) TOV POPLOKOTOLO GOG.
AVTO 1oyt Kot Yo kEOe mhavr| avemBountrn evEPYELR TOL SEV OVAPEPETOL GTO TOPOV PUALO 0INYIDOV
ypone. Mmopeite emiong va avagépete avemBounteg evépyeleg angvbeiog, pécw Tov Bvikod
GULGTILOTOG OVAPOPAS TTOL avaypdeeTol 6to [Tapdptnua V. Méom tng avaeopdg avemBountwoy
gvepyel®V pmopeite va fonbnoete ot GLALOYN TEPICTOTEPOV TANPOPOPIDV GYETIKA LLE TNV ASPHAELN
TOV TOPOVTOG POPLAKOV.

5. og va pvracoete To Conexxence

To @apuaxo owtd TPETEL Vo PLAAGGETAL GE UEPT) TOV deV TO PAETOVY Kal dev TO TTpoceyyilovv Ta
OO,

No un pnoluonoteite ovtd T0 PAPIOKO UETE TNV NUEPOUNVio, ANENG TOV AVOPEPETUL GTIV ETIKETA KoL
670 kouTi petd 1o AHEH/EXP. H nuepounvia AnéEng gival n tedevtaio nuépa tTov piva. mov
ovVOPEPETOL EKEL.

duvrdooete og yoyeio (2°C — 8°C).
Mnv katoyoyete.
DduAidooete TOV TEPEKTT TNV EEMTEPIKT GUGKELOGIN Y10 VO TPOSTATEVETOL OO TO MG,

Mrnopeite vo. aprGETE TNV TPOYEUICUEVT] GO CVPLYYO EKTOC WYuYEiOV HEYPL Vo PTACEL G€ Deppokpacia
dopatiov (uéypt 25°C) mpv and v éveon). Eto1n éveon Ba yiver mo aveta. Otav apebei n cupryyd
oag va etdoel o€ Oepuokpacio dopatiov (uéypt 25°C), Oa mpénet va ypnoiponombel péoa oe

30 nuépec.

Mnv metdite @APUAKO GTO VEPD TNG OMOYETEVGNS 1] GTA OKLOK(A aroppinpate. Potote tov

(POPLLOKOTTOL0 GOG Y10, TO TG VO TETAEETE T, PAPUOKO TTOV OEV ¥PNOLULOTOELTE T AvTd Tar pétpa Oa
BonOncovv oty Tpoctacio Tov TEPPAAAOVTOC.
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6. Iepreydpeva TG GVOKELUGTUG KL AOUTES TANPOPOPIEg
T epréyer to Conexxence

- H dpaoctikn ovoia givar | devocovpdpumn. Kabe mpoyepuopuévn copryya tov 1 ml mepiéyer 60 mg
devocsovpaunng (60 mg/ml).

- Ta dAAa cuotatikd givar 0&uo 0&D, TpLEVLOPO 0E1KO vatplo, copPitoin (E420),
nolvcopPucd 20 (E432) kot Vomp yo evESTua.

Epgdavion tov Conexxence kot TeplelopueEVa TS GUOKEVAGLOG

To Conexxence givot £va S100Y£G, dypOIO £MG LITOKITPIVO EVESIHO dtdAvpa oy StoTiBeTon £To1Ho
TPOG XPNION OE TPOYEUGUEVT] GVPLYYOL.

Kd&Be cvokevacio mepiéyet pio mpoyeopévn cuptyya pe pnyavicpid Keioyng erdvac.

Karoyog dogrog kukho@opiog Ko Tapay®yog
Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1,

61352 Bad Homburg von der Hoehe,

Iepuavia.

Hopackevaotic

Fresenius Kabi Austria GmbH
Hafnerstrasse 36

8055 Graz

Avotpia

To mapdv @OALo 00N LAV YprioNg avadewpOnke Yo TeElevTAIN QOPA OTIS.
Adreg TNYEG TANPOPOPLOV

Agmtopepeic TAnpopopieg oToryia Yo T0 TAPOV PAPUAKEVTIKO TPOTOV glvar Stobéoies 6TO SIKTLOKO
1610 T0V Evpomaikod Opyaviouod @apudkov: http://www.ema.europa.eu/
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Odnyies ypriong

Odnyog Y10 To pEPT TNG TPOYEMGPEVIG GUPLYYOG

2 [Mapdadupo mapatipnong Peldvog 'Euforo
Hpw ™ ypnon | up
I I =
Epmpog 6ym [Fomm)i o o] ¢
— U
A
Mdpa BeAovag KbvAwvdpog chpryyog
He vYpo (EcOTEPIKA)
Micw 6yn
Hpepopmvia Anéng
MSTd T'I XP"IG" NapdBupo mapatrpnong BeAovag ‘Epporo
I Jf—
‘ N
) ) ) o all
1 U )
Belova kaivppévn Extetopévo ehatiplo
TPOGTATEVTIKOD
Belovac

pw ypnoypomonjcete po Tpoyspiopévi copryyo CONEXXence PE GuTORATO PNYOVIGHO KAAvyWNg
Perovag, owopacte aVTEG TIG ONUOVTIKES TANPOPOPIES:

Eivail onuovtikd vo, unv tpocnadncete va kGveTe TNV £VEGT GTOV £UVTO GOG, EKTOC EGV
éxete ekmadEVTEL ad TOV YIoTpO M TOV emayyeAuaTio vyElng Gog.

To Conexxence yopnyeitar ®g £€veon o€ 16TO aKPP®G KAT® and 1o dépua (LITOdOHPLL
éveon).

Mnyv agaipeite to TOUA TNG PEAOVOC 0TO TNV TPOYELGUEVT] GUPLYYO, LEXPL VO EI0TE ETOLLOL
Yo TV €veon).

MnV xpnCUOTOIEITE TNV TPOYEUGUEVT] GVPLYYD EAV TO KOLTI €Yl VTTOOTEL {NLLA 1) TO OO
glvol oTaGpEVO.

Mnyv ¥pNGLLOTTOLELTE TNV TPOYELUGUEVT] GVPLYYA EAV EXEL TEGEL GE GKANPN EMLOAVELQL.
XpNOIUOTOMOTE [L0L VEQ TPOYEUIGUEVT] GUPLYYO, EPOCOV glvar dtabéotun, Kot KOAEGTE TOV
YTpo M Tov emayyelpatio vyelog cog.

Mnyv npocnabnoete va TEGETE TO EUPOLO TNG TPOYEUIGUEVIC COPLYYOS TPV OTTO TNV EVECT).
Mnyv avoKiveite TNV TPOYEUGUEVT] GLPLYYO.

Inpovtiké: GoridEte v mpoyspiopuévn ovpilyya o pépPn mov o€ PAETOLY Kat dev
npoceyyilovy ta mondid.
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DOLaén ™G Tpoyeopévg cupryyog Conexxence
- ®vidooete To Conexxence oto yoyeio peta&d 2 °C émg 8 °C otov apykd kovti. My
KOTOWOYETE.

- IIpw ) yoprynon g éveong, to Conexxence propei vo apedel vo ptacel Beprokpacio
dopatiov £mg 25 °C otov apykd Teptékt. Avtod dwpkei 15 £wg 30 Aemtd. Mnyv Bepuaivete
10 Conexxence e kavévay GALO TPOTO.

- Agov 1o Conexxence Byet amd 10 yoyeio, mpénel va ypnoipomomel evtog 30 nuepdv. Edv
dev ypnoiponombel eviog 30 nuep®dv, TPETEL Vo TETOYTEL.

- Mnv ypnowonoteite To Conexxence petd tnv nuepounvio ARENG Tov avoypapeToL GTNV
ETIKETOL

- Ipootatéyte To Conexxence amd o GPeso Pmg Kot T BeppoTnTa.

KaAéote 10V Y10TpO 1] TOV EMAYYEANOTIO VYELOS OOG EAV £YETE OTOLECONTOTE EPMTI|GELS.
Bipa 1: Ipogtopacia vik®v

1.1. ZviréETe Ta VKA

YVYKEVIPMOOTE TO OTOLTOVLUEVO AVTIKEILEVE Y10 TNV éVeoT) Kol TomoBeToTE Ta 6€ (o Kabapn,
ewtevn emeavela (BA. Ewkova A):
*  UavTNAGKLO pE OAKOOAN
o xoppdtt BapPakiov 1| enibBepo yalog
®  aVTOKOAANTO EMiBepal
o doyeio amdppyng ayyunpadv avtikelpévov (0eg Bijpa 4 Ietaére v tpoyepicpévny
cOPLYYO. 6OG)

O
2]
D

1.2. Ilepipévete 15-30 Aemtd péypr  wpoysiopév copryyo vo @Tdcel € Ogppokpocio dopatiov.

Aopapéote 10 Kouti and 10 yuyeio (BA. Ewkéva B) kot torofetiote To o€ o eminedn emQaveld.

Ewkova B
Aopnote 10 ot Oepuokpacio dopotiov yio 15 £og 30 Aentd (BA. Ewova I)

R
™15 £wg 30
_ Aemta

N

Ewova

Mnyv npoonabnoete va OepUAVETE TNV TPOYELGUEVT] GUPLYYO YPTCILOTOIOVTOG TNY OeppotnTog
omm¢ {eotd vepd 1| POVPVO LUKPOKVUUAT®V.
Mnyv a@NVETE TNV TPOYEUICUEVT) GUPLYYO GTO ALECO NALIKO QOG.
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Mnv ovVOKIVEITE TNV TPOYEUGLEVT COPLYYO.

DuVAGOCETE TNV TPOYEPIGPEVT] GUPLYYO GE PEPT OV O€V PAETOVY Ko d€v TPooeYYilovy Ta
TaLoLd.

1.3. ITAvveTe 1O Yépra. oG

IMvete ta yépia oag pe GOmoHVL Kol VEPO Kot 6TeyVOOTE Ta. e kabapr netoéto. (BA. Ewkéva A).

Ewova A

9

3,

1.4. Atopaxpiveté Ty mpoyepicpévi) oOpryya and to dicko.

TomoBetnote 600 ddyTLAN eKaTEP®OEY, GTN PEGT TOV S10.PAVOVG TPOGTATEVTIKOV BEAOVAC.
Tpofn&te v Tpoyeouévn ocvpiyyo evbeia Tpog ta Tave Kot £ and 1o dicko. (PA. Ewkéva E).

Mnyv midvete 10 éupoio.

Mnyv widvete 10 unyoviocud KaAvyng Perovag.

(/
==

Ewova E

1.5. EmOempnote TNV Tpoyspicpuévny cOpLyyo Ko 1o ¢AproKo
EXéyEte v mpoyeuopévn cvpryya vo. Befarmbeite ot
* H ovopooia oty etikéta givan Conexxence (BA. Ewkéva, Z).
* H nuepounvio ANENg endvm oty etikéta dev Exel TopEADet.

* H npoyepiopuévn cvpryya dev €xel payuég 1 OTacUEVA PLEPT.

Conexxence

== %

Ewova Z

E—=)

EMéy&te av vdpyovv copotidln oto dtdAvpa 1 éxet amoypopatiotei (PA. Ewkova H).
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Ewova H

Mn xpNOLLOTOWCETE TV TPOPEUGUEVT] GUPLYYA EAV:

* H ovopocia emdve oty etikéta dev givan Conexxence.
* H nuepounvio ANéng endvo oty eTikéTa £xel TapEADEL.
* Omowodnmote TUN A NG epeavilel poyun 1 omdoipo.

* To mopo g Pehdvag Aeimer 1 elvar yoropo.

* To @dppaxo givar BoAd 1 vdpyovy copatiown péca oe avto. [pénet va gtvar dtavyés, dypopo
£w¢ vrokiTpvo.

e OAEG TIC TEPIMTAOGELG, XPTCLLOTOUGTE L0 VEQ TPOYEUIGHEVT] GUPLYYO KOl KOAEGTE TOV YLOTpo 1)
TOV EmOyyeApaTio vyeiog oag.

Bipa 2: Ilpogtoipacia yia Ty éveon

2.1. EmléEte onueio éveong
Mmopeite va kavete tnv éveon (PA. Ewkove O):
* 6TOVG UNPOovg
* OTNV KOWALG, EKTOC TNG TEPLOYNS D CM TEPIUETPIKA TOV OUPAAOD
* 670 eEMTEPIKO UEPOG TOV Ve Ppayiovo (edv Kavete Eveon og KAmolov GALO)
Mnv kdvete £veon oe meploy€g 6oL To OEppa eivar evaicdnTo, pELOVIAGUEVO, KOKKIVO 1) OKANPO.

Amo@iyete TV éveon o€ mePLoyEG UE OVAEC | parydadeC.

- AocBevig kat ppovtioTig
®povTLoTHG pévo

Ewova ©

2.2. KoOapiote TV meproyn g éveong
KoBapiote v meproyn g éveong pe évo poaviniaxt pe owvomvevpo (BA. Exkova I).
AQNoTE TO dEPO GOC VO, GTEYVMGEL.

Mnv gpucdte i ayyilete o onueio ¢ éveong uetd tov kabapioud.

Ewova l
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2.3. ApupéoTte To TOPA TNG Perovag

A@oipéote TPooeKTIKG TO TdUa TG Perdvag gvbeia kot pakpid omd to ocdpa oag (PA. Exkéve K).
Towg yperaotel Kamowa dHvaun yio va apopedet.

Mnyv apaipeite 10 TOPA TNG PEAOVOS OO TNV TPOYEMUGUEVT) GUPLYYa UEXPL TN oTLYUn oV Ba giote
£TOLOG VO, YOPNYNOETE TNV EVEGDT).

Mnyv kpatdre TV TpoyeoéVn cvpLyya amd o EUPolo.
Mnyv otpifete kon pnv Avyilete 1o TOUA TG PEAdVOC.

[Teta&te (amoppiyte) To TOUA TG PEAOVAG GTO dOYELD AMOPPIYNG OLYUNPOV avTIKELEVOVY (PA.
Bnpo 4 Tleta&te Ty Tpoyspiopévy oopryya).

Mnv ernavatonobeteite 10 mOpO TG BEAOVOS OTNV TPOYEUIGUEVT GOPLYYO.

Mnv ayyilete T PeAdva KoL unv TNV AONGETE VO, AKOVUTGEL GE OTOLAONTOTE ETLPAVELL EPOGOV
£xet apoapebel To Topa TG PEAOVAS.

Ewova K
Bipa 3: Xopnynote v éveon

3.1. Iéote To Oéppa.
IMéote 10 onueio g éveong yia vo dnuovpynoste wa otabepn emedaveia (fA. Euova A).

Ynpeioon: Eivar onpovtico va Kpatdte o SEppa cerylévo Katd Ty Eveon).

Ewova A

3.2. Evoayete 1 Pehdva

Eioayete ypiyopo. t Pehdva péca oto déppa mov mélete, vid yovio 45 £og 90 popdv (PA.
Ewova M).

Mnv kévete v éveon € P 1 aploeopo ayyeio.

Ewkova M
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3.3. Eyyvote to ordiopa

ITiéote to €uPoro pe apyn ko otabepn micon (PA. Ewkova N) péypt va unv pmopeite va mECETE
Ao Ko va £xete €yx0oEL OA0 TO VYPO KAT® amd To déppo (VTodopla) (PA. Ewkdva E). Mropel va
O0KOVOETE 1 VO eOavOEeiTe Vo «KAKY.

Ewova =
MnV oNKAOVETE TNV TPOYEUGUEVT] GVPLYYO OO TO OEPLLAL.

3.4. AnelevBepdote 10 £pPoiro

AmnelevBepmote apyd 1o EpPoro Kot apnote T feddva va Pyet omd to déppa pe v i yovia
nov glonOn. To dwpavég Tpootatentikd Pedvag Bo kaldyel pe acpdreto T Beddva (BA.
Ewoéva O).

Ewova O

Mnyv tomobeteite Eovd To oM TG PELOVAC.

3.5. ®povricTe TO onueio ™G £veong

Edv vrapyet aipa f vypod oto onueio g éveong, mEote anaAd Evo, BouPakt 1 pia yalo 6to dépua
(BA. Ewova II).

Mmopeite va yp1OILOTOINGETE EVaV GVTOKOAANTO EMIdEGUO EGV YpetdleTal.

Ewova N

Mnyv tpifete to onueio tng éveong.
Bipa 4: Iletaére v Tpoyepiopuévn copryyo

4.1. Améppryn
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TomoBetroTE TN YPNOYLOTOMUEVT) TPOYEUIGUEVT] GVPLYYA KOl TO T TNG PEAOVAS o€ €va doyElo
AmOPPIYNG ALYUNPDV OVTIKEWEVOV apEcmg HeTd ) ypnon (BA. Ewkova P).

Ta eapuaxo TPETEL VO, ATOPPITTOVTIOL COUPMVA LE TIG TOTIKEG 10YD0VOEG GYETIKEG OLATAEELS.
Potote Tov papuaKkonold cog mmg vo amoppiyeTe To pAPLOKO TOV OgV Ypeldleote mAov. Avtd
T p€tpa Ba fonbncovy oty Tpoctacio Tov mePPaAlovTog.

Mnv enoavoypnoLLOTOLEITE TNV TPOYEMGUEVT GOPLYYQ
Mnyv netdte (0mOppInTETE) TIG YPTOLUOTOMUEVEG GUPLYYES GTO OIKLOKG GO OTOPPILLATO.

MnV avoKUKADVETE TO YPNCYOTOINUEVO d0YELD AMOPPIYNG ALYLUNPADV OVTIKEUEV®V.

Ewova P

duraéte TIg TpoyEpIopéveg cvpLyyeg Conexxence, 1o doyeio amdppLyng arunpOV
OVTIKEWPEVOV Kot 6A0 TO @ApRoKa 6 pPéP OV dev Ta PAETOUVY Kot OEV TA POAVOLY TA
OO,
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