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HNEPIAHYH TON XAPAKTHPIEZTIKOQN TOY ITPOIONTOX



vTo PapproKo avTd TEAEL LITO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO B eMTPEWYEL TO YPTIYOPO
TPOGOIOPICUO VEOV TANPOPOPLOV OCOAAELNG. ZNTEITOL OO TOVG EMOYYEALOTIEG VYELOG VO AVOPEPOVY
OTO1ECONTOTE TIHOVOLOYOVUEVEG aVETBOUNTES eVEPYELEC. BA. mapdypapo 4.8 yia Tov Tpomo avapopag
OVETLOOUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ponlimsi 60 mg evéoyo didlvpa o€ TpoyeuiGuévn cvptLyya

2. IMOIOTIKH KAI ITOXOTIKH XYNOGEXH
Ké0Oe mpoyepuouévn ovpryya tepiéyet 60 mg devocovudunng og 1 ml dtokvpatog (60 mg/ml).

H devocovpdpnn etvar éva avBpdmivo povokiwviko avticopa IgG2 mov Topdyetot 6 KOTTOPIKN GEPA
OnAaoTikoD (KuTTapo woBNKNG KvE(tkov Kptkntov) pe texvoroyia avacuvovacuévov DNA.

"Exdoya pe yvootn dpdon:

To eappako avtd Tepieyel 47 mg copPirroing oe kKabe ml dedvdpatog.
To eappako avtd mepigyetl 0,1 mg morlvcopPikov 20 og kdbe ml droAdpoToc.

IMa tov mpn KatdAoyo tov ekddymv, PA. Tapdypao 6.1.

3. D®APMAKOTEXNIKH MOP®H
Evéoo didivua (evéoyo).

Awyég Emg 1p1dilov, dypmpo £mg avorytd kitpivo didAvpa pe pH peta&o 4,9-5,5.

4, KAINIKEX TIAHPO®OPIEXZ

41 OgpamevTikéc gvoeiteig

Oepamneia TNG 00TEOTOPMONG O LETEUUNVOTAVGLOKES YOVOIKES Kol 6€ vopeg e avénuévo kivovvo
KOTOYUATOV. X PLETEUUNVOTOVGLOKES Yuvaikeg To Ponlimsi peidvel onpuaviikd tov Kivduvo 6TovouAKov,
U1 GTOVOLAKGOV KOl KOTOYUAT®V TOL 1o)iov.

Oepameia TNG 0GTIKNG ATMAELNG TOV GYETILETAL LE OPUOVIKO ATOKAEIGUO GE AVOPES LLE KOPKIVO TOV
TPOGTATN 01 0moiot SraTpEYovV avENUEVO Kivoduvo katayudtov (BA. mapdypago 5.1). Xe avdpeg Le Kopkivo
TOV TTPOGTATY VIO OPLOVIKO ATOKAEIOUO, TO Ponlimsi peidvel onpovtikd tov kivouvo orovovlkdv

KOTOYLATOV.

Oepameio TNG 0GTIKNG ATMAELNG TOV GYETILETAL UE LOKPOYPOVIO GLGTNOTIKY Oy®YN LE YAVKOKOPTIKOELON
oe eviiMkeg aobeveig pe avénuévo kivévvo katdyporog (BA. mapdypagpo 5.1).

4.2 Aocoloyio kol TPpOTOG YOPNYNONS

Aocoloyia

H ocvvictouevn 66on ival 60 Mg 0eVOGOVUAUTNG YOPNYOVLEVN ®C EQPATOE VTOdOPLN EVEST Lo pOpa KEOE 6
WAVEC 6TO UNPO, TNV KOWAMOKN XDPa 7 TO AV TUNUa Tov Bpayiova.

O1 aoBeveic mpénel va AapPdvouv enapkn couminpopate aoBeotiov kat Prrapivig D (BA. mapdypago 4.4).
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Ytovg aoBeveic mov AapPdvovv Bepaneia pe Ponlimsi Oa wpémnet va divovtor To @OAAO 001 yLdV ¥p1oNG Kot M
Képta vrevOv oG aoBeVolC.

H BéLtiomn cvuvolikn dtipKeLo TNG OVTIOTOPPOPNTIKTG QYMYNG Y10l TNV OGTEOTOPWOT)
(ovumeprrapfoavouévav 1660 TG SEVOGOVLAUTNG OGO Kol TV SPOGPOVIK®Y) Ogv £xel Tekpunplwbel. H
avaykn ocvveyobg Oepaneiog Oa mpémel va emava&iodoyeital mepLodkd e PAon To 0PEAT Kot TOVG
duVNTIKOHS KIVOOLVOLG TNG OEVOGOVUAUTNG LEHOVOUEVA v 0o0gVT, 10im¢ HETA amd 5 1) meplocdTEPa YpdVIL
xpnong (PA. Toapdypapo 4.4).

Himawuévor (nhixioag > 65 etwv)
Agv anorteitan Tpooappoyn e d001Mg 6TOVS NAKIOUEVOLS 0eOEVELS.

Negpixn ovolertovpyio
Agv anarteiton Tpooappoyn g d0ong o€ acheveic e veppikn dvciettovpyia (PA. mapdypaeo 4.4 yio
GUOTAGELG GYETIKA LLE TNV TOpakoA0vON o1 Tov aoPecTiov).

Agv vrapyovv dabécia dedopéva Yo 0oOEVELG e LAKPOYPOVIL GUGTNUATIKN OY®YT| IE YAVKOKOPTIKOELOT
Kot soPapn veppikn dvciettovpyia (PuBudc oneipapatikig dmbnong, GFR < 30 ml/min).

Exnrwon e nrotikng Aertovpyiog
H acpdlieln Kot 1 amoTteAeoLATIKOTNTO TNG OEVOCOVHAUTNG Ogv Exouv peletnBel oe acbeveis pe Exntoong
e NroTikng Asttovpyiag (PA. mapdypoago 5.2).

Houdrotpixog winQvouog

To Ponlimsi dev Oa mpémet va yproionoteitan o€ modid nikiog < 18 etdv Adym avnovyidv 6Gov apopd tnv
0oQAAELN Y100 cOPBOpT| VITEPACPESTINLLIN KOl TOAVY] AVOGTOAN TG OVATTUENG TOV 0GTMV Kol EAAEYN
avaToAng oovTiov (PA. mapaypdpovg 4.4 kat 5.3). Ta wapovto dabéoia dedopéva yio modtd nikiog 2 £
17 etV meprypdpoviar oTic Tapaypdeovg 5.1 ko 5.2.

Tpomog yoprynong

IMa vroddpra yprion.

H yopfiynon Ba wpémet va yivetor amd £va ATOUO TOV £YEL EKTAIOEVTEL EMAPKADG OE TEYVIKEG EVEOTG,.

O1 0dnyieg xpNoMG, YEWPIGUOV KOl AmTOPPIYNC TAPEXOVTOL OTNV TOPAYPaPO 6.6.

4.3 Avrevosieg

YrepevaicOnoio 6tn dpacTiKy ovcia 1] 6€ KATOW0 omd To EKO0Y0 TOV OVOPEPOVTOL GTNV Tapaypopo 6.1.
YnooBeotwapio (BA. wapdypagpo 4.4).

4.4  E10kéc TPOEIOOTOUOELS KUl TPOPVAAEELS KATA TN Y p1 o1

Iyvniocdmra

[pokeyévov va Bertiwbei n yvnrloondtra Tov PLOAOYIKOV QOPUOKEVTIKOV TPOIOVIMV, TO OVOLO KOl O
aplOUOG TOPTIOAG TOV YOPYOVEVOL PUPLLAKOV TPEMEL VO, KATAYPAPETAL LLE GOPTVELL.

ZourANp®UOTIKA Yopnynon acBeotiov kou Brrauivne D

H emopxng npdeinym acPectiov kot Prrapiving D ivar onpovtikn o 6A0vg Toug acbeveic.



IIpoguAééeic katd T ypnon

Yraofeotionuio

Eivar onuavtikd va avayvopilovtar ot acbeveig og kivovvo va eppavicovv vracPeotionpio. H
vracPeotionpio Tpémet va drophmvetat pe emapkn tpdoinym acPectiov kot frrapivng D mpv and v
évapén g Bepamneiag. ZuvioTdtal N KAVIKN TopakoAovdnon Tov emnédmv acfectiov Tpv amd T Aym
KkéBe d6oMG Ko 6TOoVG 060evEiC e TPod1dBeon Yia vracBeoTiopio vToc 600 efdouddmv, HETA TN AW TG
apyIKNG 060mG. Oa TPETEL VO LETPAOVTOL TO, EXITEDN, TOV AGPECTION GE TEPIMTWOOT TOV OTOIOGONTOTE 0IGOEVTG
eneovioel Kamolo Thovo cOUTTOI VTOGPESTIOING KOTA T dtdpkela TG Oepameiag (PA. mapdypoeo 4.8
v to svurTodpatae). Ot acheveic Tpénel va evBappHVOVTOL VO, AVOPEPOVLY GUUTTMOLOTA EVOEIKTIKA TNG
vracPeostiopiog.

v mepiodo HeTd TV KukKAoopia, Exel avapepOel coPapn copmTOUATIK VIacPeoTiatpio ([LE ATOTEAEG LA
€100 Y®YN GTO VOoOKoOEi0, cupPavta amentikd yio T o1 kot Bavatnedpa TEPIGTATIKA). AV Kot To
TEPLOCOTEPA TEPIOTOTIKA EUPAVICTNKAV TIG TPAOTESG EROOUAdEG HeTd TNV Evapén Tng Bepameiag, £xel
eupovictet kot apyodtepa.

H ovyyopnyovuevn Bepameia e yYAvkokoptikogldn ivat évog Tpodchetog mapdyovtag Kivduvou yio
VRAGPECTIONLI.

Negpixn dvolertovpyio.

O1 aoBeveic pe coPapn veppicn dvcrertovpyia (kdBapon kpeatvivng < 30 ml/min) 1) wov voPfdAlovtol og
eE@veppikn kdBapon datpéyovv peyoldtepo kivouvo guedviong vracBeotiatpiog. Ot Kivouvol epedviong
vracPeotiopiog Kot Guvoddv avénoemv g Tapadopurdving avdvouy pe Ty avénon tov Paduod veepikng
dvciertovpyiog. ‘Eyovv avaeepbel cofapd kot Bavammedpa nepiotatikd. H emapkrg mpdsinymn acPeotiov,
Brrapivng D kot 1 taxtikn mopokoiovdnon Tov acPeotiov eivat 1d1aiTePO OCNUAVIIKA GE AVTOVS TOVG
acBevelc, PA. mopamdve.

Aoaéeig tov dépuozog

Ot aoBeveic mov AapPdvovy devoGoupdumn UTopel va ELEOVIGOVY AOUAOEELS TOV dEpUATOC (KLPlwg
KUTTOPITION) TOV 03NYOVV GE EIGAY®OYT 6TO Vocokoueio (PA. mapdypago 4.8). Oa wpénet va 60000V 0dnyieg
o10VG acbeveig va avalntmoovy dueon wtptkn Pondela oV TOPOVGIAGOLVY OTUEIN ] CUUTTMOLOTOL
KUTTOPITIONG.

Ooteovéxpwon g yvabov (ONT)
ONTI éxet avapepfel omdvia og acbevelg mov Aapfdavovv devosoLUAUTY Yo 06TEOTOpmOT| (BA.
napaypoeo 4.8).

H évapén Bepanciog/véog koKkAog Bepaneiog Oa npémel va kabvotepeitan o€ acbeveig pe U ETOVAOUEVES
avoryTéc PAAPES LOAOKDVY 1GTAOV TOL GTOUATOG. LVVIGTATOL 000VTIUTPIKOGC EAEYYOG LLE TTPOANTTIKN
0dovTioTtpikn TapEuPfact Kot atoputkn a&loAdynon oeEAOVG-KIVOUVOL TPty amtd T Oepameio pe
devOGoLUAUTT og 0o0eVEIS L GVVOOOVG TPAYOVTEG KIVOUVOU.

Ot axdrovBot mapdyovteg Kivdhvov Ba mpémetl va Aapfavovtotl vedyn o6tav agloloyeiton o Kivovvog

enpdviong ONI otov aclevn:

. 1 ATOTEAEGLOTIKOTITO TOV (POPLOKEVTIKOV TPOTOVTOG TO 0010 OVUGTEAAEL TNV OGTIKN aAoppdPNon
(vymAoTepog KivouVOg Yo TIC 0VGIEG e VYNAN OTOTELEGULATIKOTITA), TV 000 YOPNYNONS
(VyMAGTEPOG KIVOLVOG YO TV TOPEVTEPIKT XOPTYNON) Kot TV afpototikni doom ¢ Oepameiog yio v
OCTIKT] aIOppOPN o).

. KOPKIVOg, KOTAOTAGEIC GUVVOCTPOTNTOG (T.). avolpic, SloTapayEc TNKTIKOTNTAG, AOUMEELK),
KOTVIGLOL.

. GLYYOPNYOVUEVEG DEpOTEIEG: KOPTIKOOTEPOELDN, YMLEIODEPATEID, AVAGTOAELS QyYEIOYEVEDTG,
axtivobepaneio Ke@aAng Kol TPOYNAOV.

. KOKT] GTOLLOTIKY DYLEWVY, TEPLOSOVTIKT VOGO, KAK®MG EQPUPLOCUEVES 000VTOGTOLYIES, TPOLTAPYOVTH

000vTIKN vOooc, enepPatikég odovtiatpikég mopepPdoetg (.. eaymyn 086vtog).



O)ot o1 acbeveig mpémet va evBappuvovTal vo, S10TnpodV KOAN GTOUOTIKY VYIEWVT, VO DTTOPAAAOVTAL GE
TOKTIKOUG 000VTIUTPIKOVG EAEYYOVG, KOl VO OVAPEPOVV ALUEGHS OTOLAONTOTE CUUTTOUATA OO TO GTOUA
OT®G 000VTIKY] KIVNTIKOTNTA, TOVO 1) TPNELLO 1) UN ETOVAMOT EAK®V 1] EKKPICE®V KATH TN SLAPKELD TNG
Oepameiog pe devocovpaunn. Katd ) didpketa Oepaneiag, ot emepfatikég odovriatpikég mopeppaosic 0o
TpEMEL va SteEdyovTot HOVO LETA OO TPOCEKTIKY £EETOOT) KOL VO ATOPEVYOVTOL GE LIKPN YPOVIKA OTOGTACT

omd TV YOPNYNON TNG OEVOGOVLAUTNG.

To oyéd10 dayeipiong tov acbevadv mov avarntvccsovy ONI Tpénetl va kabopiletal pe otevn cuvepyacio
Heta&d Tov BEPATOVTOC 1TPOD Kol TOV 0SOVTIATPOD 1) TOL YEPOVPYOD GTOHNTOG e eEeldikevon oe ONI'. Oa
npémel va eEgtaletol 1) Tposmpvn dtakomn g Oepomeiog Emg 6TOL 1 KATACTOGT LIOXWPNGEL Kol Ol
oLUPEALOVTEG TOPAYOVTEG KIVODVOD PETPLACTODV, OTAV VT Eival Suvatdv.

Oateovekpwaon Tov EEw aKODOTIKOD TOPOD

O0Te0VEKP®OT TOL ££M OKOVGTIKOD TOPOL avapEPOTKE LLE TN XPNOT OEVOGOVUAUTNG. XTOVG THovoHE
TOPAYOVTEG KIVOUVOL 0GTEOVEKPMOOT|G TOV £EM OKOVGTIKOL TOPOL TEPIAOUPAVOVTOL 1] YP1IOT) CTEPOEDDV KOl
N ynuedepameio, KoM 0L TOTIKOL TAPAYOVTES KIVODVOL OTTMG KATOM AOTLMEN 1] TPOVUATICHOC. X€ 0oOeVEIG
oL AapPEvVoVY dEVOGOVUAUTN Kol TOPOVCIALOVY GUUTTMWOTO GTO AVTI, OTWOC YPOVIEC AOUMOEELS TOV
oTIOV, TPETEL Vo AapPaveTot voyn 1 TlavotnTe 06TEOVEKP®GNG TOL £EM OKOVGTIKOD TOPOV.

ATomo, KaTeyuoTo, Tov unploiov ooTto

Atvza KoTdypoto Tov pnpleiov 0otow £ovv avapepbei oe acbeveic mov Aappdvovy devocovpdaunr (BA.
napaypoeo 4.8).

ATumo KaTdypote Tov Pnploiov 06ToN UTopovV va GLUPBOVV UETA amd HiKpO 1 KABOAOL TPULUATICUO TNV
VIOTPOYOVTIPLL TEPLOYN KOl GE TEPLOYES TG d1Apuong Tov pnpiaiov. Ta copfdapata avtd yapoaktnpilovton
O7tO GUYKEKPIUEVO AKTIVOAOYIKA EVPNUOTO. ATUTTO KATAYLOTH TOV Unplaiov 06Tov EYovy emiong avapephel
o€ aoBeveig pe ovykekpyéveg madnoeig cuvvoonpotntag (T.y. avendpkela frrapivng D, pevpoatosidn
apOpitida, VTOPM®GEOPULLIN) KOl LE TN XPTOT CLYKEKPIUEVOV POPUOKEVTIK®Y TPOIOVIQOV (T.Y.
SPOGPOVIKE, YAVKOKOPTIKOEWN, AvaGTOAEIS TNg avtAiag Tpwtoviev). Ta coufdauato avtd Exovv eniong
napatnpnei xopig avtiamoppoenTikn Oepamneio. [Mapopoo katdypatao to onoio £govv avapepbel o
GLUVOLOGLO LE SIPMGPOVIKE EIval CLYVA OUPOTEPOTAEVPA, MG EK TOVTOV, TO AVIITAELPO UNPLOio 0GTOVV
npénel va eEetaotel o€ acbeveic mov Elafov dEVOGOVUAUTT KOl TOVL £XOVV VITOGTEL KATAYLLO TNE S1AQUOTG
oV unpaiov d&ova. H drokomn g devocovpdunng o€ acbeveic mov vdpyel voyia 6Tl £X0VV ATLTO
Kkdraypo pnpeiov Oa mpénet va ektiunBet ev avopovn g a&loAdynong tov aclevi, pe faon v
eEatoutkevpévn a&oAoynon tov toolvyiov kvovvov-opérlovg. Katd t didpketa tng Oepameiog pe
devosovpaunn, ot acbeveic Oa Tpémel vo evaicHNTOTOOVVTAL MOTE VO AVOPEPOVY VEO 1| un cbvNBeC TOHVO
o10 unpod, woyio 1 ot PovPovikn yopa. Ot acbeveic Tov TaPOLGIALOVY Ta GLUTTOUHOTA AVTE B TPémeL va
aE0A0YOVVTOL Y10, ATEAEG UNPLOL0 KATOYLLA.

Moaxporpobeoun avriamoppopntikny Oeporeio

H poaxponpofecun avriamoppoenrikn Oepoaneio (cupmeprapfovopévev tOco g devocovdumng 66o Kot
TOV SIPOGPOVIKOV) Uopel vo cLUPAAEL o 0vENUEVO KivOuVO Y10, avETOVUNTEG EKONADGELS, OTMC
0GTEOVEKPMOT] TG YVAOOL Kot GTUTTO KOTAYUATO TOV UNPLetiov 06700 AOYM TNG OTLUOVTIKAG KATAGTOANG TNG
00TIKNG avakatackeLng (BA. mapdypapo 4.2).

Mwoxonn e Oepomeiog

Metd, tn 010K07 TNG 0EVOGOVUAUTNG, AVOUEVETAL LElMOT TNG 00TIKNG TukvotnTog (BMD) (BA.

napdypapo 5.1), 0dnydviog o avENpuévo Kivouvo Katayudtov. Zovenmdg, GUVIGTATL 1) TopaKoAoONoN TG
BMD «ot o tpémet va e&etaletan to evoegyopevo evaALakTIKNG Oepameiog cOLE®VA pe TIG KAVIKEG 00nyies.

2oyyopnyovuevy Oepameio ue GO POPUAKEDTIG TPOIOVTO. TOV TEPIEYOVY OEVOTOVUCUTY

Ot acBeveic mov Aappdvovv Bepaneia pe devocovpdaunn dev Oa pénet va avTILETOMILOVTOL TOVTOYPOVA LE
GAAC QAPLLOKEVTIKA TPOTOVTO TOV TEPLEYOVLY OEVOGOVUAUTY] (YI0L TNV TPOANYN TOV CKEAETIKOV CULBOUATOV
0€ EVAAIKEG L€ OGTIKEG PETAOGTAGEIS OO GLUTOYELG OYKOVG).



YrepaoPeotioio oe waidiatpirovs aobeveis
To Ponlimsi dev Ba mpénel va ypnoyomoteiton oe madiatpikovs aceveic (Niciog < 18). 'Eyel avapepOei
coPapn vrepacPectioptio. e OpIoUEVE TEPIGTATIKA KAVIKAOV dOKILOV EULPAVICTNKOY EMTAOKES AOY®

o&eiag veppikng PAAPTG.

Tlpocidomonjoeig yio. ta Ekdoyo.

To eapuako ovtd Tepieyel 47 mg copPirroing og kabe ml dwwdvpatoc. H abpoiotikn enidpacn g
TAVTOYPOVIG XOPNYNOTG TPOIOVTIMV TOL TTEPLEYOLY GopPLtoin (1] ¢povkTOln) Kot 1) e TNV dtaTpoPr] Aqym
copPrtoing (M epovktdlng) mpémel va Aappdavovtal vaoym.

To poppakevtikd avtd Tpoidv mepiéyetl Ayotepo and 1 mmol vatpiov (23 mg) avd 60 mg, sival avtd Tov
ovopdlovpe «erevBepo vatpiovy.

AvT16 T0 Qappako mepiEyel 0,1 mg mtolvcopPikov 20 og kdbe cupryya mov wodvvapovv pe 0,1 mg/ml. Ta
TOAVGOPPLKE pmopel Vo TPOoKAAEGOVY OAAEPYIKEG AVTIOPACELG.

45 Almiemopdosig pE AL QUPUOKEVTIKG TPOIOVTO KOL GAAES POPPES aAANAETiOpaONG

e (o LEAETN oAANAETIOpaONG, 1 OEVOCOVUAUTY OV EMNPEACE T QAPLLOKOKIVITIKT TNG MOAloAGuUNS, N
omoia petafoiiletor amd 1o Kutdypwpo P450 3A4 (CYP3A4). Avtd vmodeikviet 0Tl 1 6EVOCOVUAUTT OEV
TPENEL VO, LETAPAAEL TN QUPUOKOKIVITIKT TOV QUPUAKEVTIK®Y TPOTOVTOV oL peTaforilovial amd to
CYP3AA4.

Agv vdpyovy KMVIKA OeS0UEVA GYETIKA LLE TN CLYYXOPTYNON OEVOCOVUAUTNG Kot Bepameiog OpLLOVIKNG
VIOKATACTAONS (016TPOYOVA), ®GTOGO N THAVOTNTA POPLAKOSVVAIKNG dAANAETIOpac g Bempeitat

XOUNAN.

Y& UETEUUNVOTOVGLOKES YOVOIKES LLE OGTEOTOPMON 1) PUPUAKOKIVITIKY KOl 1] QOPLOKOSVVOLIKT TNG
OEVOGOLUAUTNG dEV enMpedoTrkay and TNV Tponyovuevn Bepaneio pe alevopovdrn, fdoetl Tov dedopévmv
OV GLYKEVIPOONKAY oo pio pelétn petdfaong (amd aievopovdtn og devocovuaumn).

4.6 Tovipétnra, kOnon ko yorovyio

Konon

Agv vdpyovv 1 ivatl TEPLOPIOUEVA TO KAVIKA SEO0UEVA GYETIKA LLE TN Y¥PNON TNG OEVOGOVUAUTNG OE
gykvove. Meléteg oe {dha KatédelEav avamapoymykni toéikdtnto (BA. mapdypapo 5.3).

To Ponlimsi dev cuvictdtol yia ypnomn o€ £YKueg yovaikes Kabdg Kot 6€ YOVAIKEG AVOmApOy®YIKNG NAKING
7OV OEV YPNOOTOLOVV OVTICVAAN Y. Ot yuvaikeg Tpémel va KaBodNyovvTol MGTE VoL U LEVOUV €YKLEC
KT T O1GPKELN Kol Y10 TOLAAYIGTOV 5 uiveg petd ) Oepamneia pe to Ponlimsi. Ot 67o1eg emidpacelg e
devosovpapmng eivor mbavo va givar peyaAdTepeg KATd T S1EPKELD TOL SEVTEPOL KOl TOV TPITOL TPYHVOV
NG KOMONG KABDG TO LOVOKAMVIKA OVTICOUATO LETOPEPOVTOL LEGHD TOL TAAKOVVTA LE YPOUUKO TPOTO
KkaBmg e€ehlooetal 1) KONON, HE TN LEYUADTEPT] TOCOTNTO VO LETAPEPETOL KATE TN SIPKELN TOV TPITOV

TP VOU.

OnAacpdc

Agv gival yvooto €4y 1 0evocov AT anekkpivetal 6To avOpdTvo yYaka. MeAETEC GE YEVETIKA
TPOTOTOLLEVOLG TTOVTIKOVS GTOVG 0moiovg £xet ovaotaiel o RANKL pe yovidiaxn petokivnon (“knockout
TovTiKOG”) £de1&av 0TL 1 amovasio Tov RANKL (0 6tdy0g ¢ devosovpdumne PA. mopdypapo S5.1) katd T
dlpKeLn TNG KONONG UTOPEL Vo ETNPEACEL TNV OPIRLAVOT] TOL HACIKOV 0dEVa 0dNYDVTOG GE PEI®OT TNG
TAPAY®YNG YAAOKTOG LETA TOV ToKeTO (PA. Tapdypago 5.3). [lpénet va anmopaciotel edv Ba dtakomel o
OnAacpdg 1 Ba draxomel n Beponeia pe Ponlimsi, Aapfdavovtoag vdyn 1o 6@erog Tov ONAaGHOD Y10 TO
veoyévvnto/Ppépog Kkat To 0pelog ¢ Bepaneiog pe Ponlimsi yio tn yovaixa.



Tovipdtta

Agv vdpyovv d100€c1LLa OESOUEVA Y10 TNV EMIOPOCT TNG OEVOGOVUAUTNG OTIV avOp®OITIVN YOVILOTITA.
Mehétec oe {ma dev kotédei&av aueon 1 éppeon toéwdmo otn yovipdtnrta (BA. mapdypago 5.3).

4.7 Emopacels 6Ty IKAvOTNTO 00171161 KUl YEIPLGHOV UNYOVI|LATOV

To Ponlimsi dev €yel kapio 1 €€l AOHLOVTY EXIOPACT] GTNV IKAVOTITO 00NYNOTG KOl XEIPIOLOD
UNYOVILATOV.

4.8  AvemOoOunTteg evépyeleg

2Hvoyn Tov TPoPiA ao@aleiog

Ot o ovyvég avemBounTeg evépyeleg e TN devosovpdumn (Tov £yovv Topatnpndel o€ mive amod Eva
ao0evi] 6TOVG EKN) EIvaL TO LVOGKEAETIKO GAYOG Kot TO AAYOC o€ GKkpo. Oyt cuyvd meploTaTiKd
KUTTOPITIONG, OTTAVIN TEPIOTAUTIKG VITacPeoTionpiog, vrepevalcnciag, 0oTEOVEKPMOTG TG VAo Kat
GTVTIOV KATAYLATOV TOV punplaiov 0ctol (BA. Tapaypdeovg 4.4 kai 4.8 — meptypapn ETAEYUEVOV
avemBOUNTOV EvEPYELDV) Exouv TopatnpnOel o€ acbeveic Tov maipvovy dEVOGOVUANTY.

ITwvokomotnUEVog KaTGAOYOS OVETOVUNTOV EVEPYELDV

Ta dedopéva Tov mivoka 1 Katwbl meptypdpovy avemiBounTeg EVEPYELEG O1 OTOIEC OvVaPEPONKAY OO KAMVIKEG
doxpég eaong I1 ko 111 og acOeveic pe ooteondpwon kot acbeveig e Kapkivo Tov HOGTOD 1§ TOL TPOGSTATY
VO OPUOVIKO ATOKAEIGUO, KOUT 0vBOPUNTEG AVOPOPES.

IMa v ta&vounon tov avembounTwv evepyeidv ypnotpomotinke n akdlovdn kotdratn (PA. mivaxa 1):
ToAD cuyvég (= 1/10), cuyvég (= 1/100 émg < 1/10), oy ovyvég (> 1/1.000 émg < 1/100), omdvieg (> 1/10.000
¢mg < 1/1.000), moAd ordvieg (< 1/10.000) kot pn yvootg ovyvotntag (dev pmopodv va ektiunfovv pe Baon
T, SrBéoipa dedopéva). Evtog kdbe katnyopiag cuyvotnTag Kot Katnyopiog opyovikoh GUGTHHOTOC, Ot
avemBounteg evépyeieg mapatifevion katd pdivovca celpd coPapotnTag.

Mivakog 1. AvemOOuNTES evépyELEg TOV avaPEPONKAY 6€ 0.60EVEIS NE 06TEOTOPMON Ko 060evVEiS pe
KOPKIVO TOV Ho.oToV 1] TOL TPOGTATN VTG 0PIOVIKO GTTOKAELGUO

Katnyopio/ opyoviko cvetnpe | Katnyopio coyvotntog Avem@opnteg evépysieg
oOpeova pe m faon
dgdouévov MedDRA
AodEELS KOl TOPACITOCELG Xuyveég Aolpmwén ovpomonTikod GLGTHUATOC

Xoyvég Aolpuwén g avatepng

OVOTTVELGTIKNG 0000

Oy ovyvég ExkoAnopatitidat

Oyt ovyvég Kvttopitidal

Oy ovyvég Aoluwén tov mTog
Awrtapoyés ToV avoGoTomTIKoD | Zmdvieg YnepevaroOnoia og appoko’
GUOTNLOTOG Xravieg Avaguiaxticn avtidpaon®
Metafolkég Kot SLaTpopukec Xravieg YraoPeotionpiot
dloTopoyég
Awtapoyég Tov veupkon 2oyveEg Ioyoyia
GUGTNLOTOC
Taotpeviepikég datapayés Xuyvég Avckomdtta

Xuyvég Kotlaxn dveeopia
AloTopoyég Tov dEPHATOG KOt Yuyvég E&avOnpa
TOV VTLOJOPIOV 1GTOV Yuyvég "ExCepa

Xoyveéc Alomexia

Oy ovyvég AEYMVOELdN PUPUAKEVTIKG,

gEavOqpatat




Katnyopio/ opyoviké cvetnpe | Katnyopio coyvotntog Avem@opnteg evépysieg
oOpeova pe m faon
dgdouévov MedDRA
IToAV omdvieg Ayyeutido, and vrepsvorcOnacio
Awotapayég Tov poookeretikov | [ToAd cuyvéc Alyog o€ aKpo
GUGTNHOTOG KOt TOV GLVOETIKOV | TToAD cuyvig Mvookeleticd GAyoc
1670V Xravieg Oocteovékpmon g yvéoov®
Xravieg Atomo Katdyuoto Tov punplaiov
octon!
Mn yvootig suyvotnTag Oo1e0vEKP®ON TOL £EM KOVOTIKOV
TOpov?

L B mopdypago IMeprypa@t] emheypuévov ovem@OunTov eVepyEIhy.
2 BL. mapbypoagpo 4.4.

e pio GUYKEVIPOTIKT OVAAVGT] SEGOUEVOV OADV TV ELEYYOUEVOV LE EIKOVIKO QAPUOKO HEAETMV (aong 11
kot 11, Topovcldctnke Ypur@ong cuvopour| e adpd Tocoatd enintmong 1,2% yia tn devocovpdunn Kot
0,7% v 10 ekovikd @appako. Iapdtt 1 Sopopd AVt ELPAVICTNKE LOVO GTN CLYKEVTPMTIKY AVAALGT), OgV
EUPAVIGTNKE GTI GTPOUATOTOMUEVT AVAALGT).

Ieprypaen emtheypuévev avertOUNTOV EVEPYELDV

Yraofeorionuio

e 000 eAeyYOUEVEG LE EIKOVIKO PApLaKo KAMVIKEC dokiuéEG pdong 11 oe peTeEPUNVOTOVGIOKEC YOVAIKES e
oateondpwon, tepimov 0,05% tov acbevav (2 otic 4.050) mapovciocay LEIDOT TOV ETTEd®V 0GPEGTION
0po? (kato amd 1,88 mmol/l) petd and ™ yoprynon devocovpaunng. Asv avapépdnke peioon Tomv
emmédmv acPeotiov opod (katm and 1,88 mmol/l) oe kapio amd T 500 ELEYYOUEVES LLE EIKOVIKO QAPLOKO
KAMvikég dokipég eaong I oe acBeveig O OpHOVIKO OTOKAEIGHO 1) GTNV EAEYYOLEVT LE EIKOVIKO QAPLLOKO
KAk doxun edong 11 og avdpeg e ooteondpmOn.

2y epiodo HETE TV KUKAOPOPIN, CTAVIEC TEPUTTOOELS COBUPNG CUUTTOUUTIKNG VTAGPECTIOING LE
OTOTEAEGILO EICOYWYT OTO VOGOKOEID, CLUUPAVTO amelAnTikd yio Tn {on Kot Bavatnedpa meploTaTikd Exovy
avaeepbel, kupiog oe acBeveig LYNAOD KIVOVVOL Yio LTacPecTiaipio Tov EAafov SEVOGOVUAUTT, LE TO
TEPLOGOTEPU MEPLGTATIKA VO, SLUPaivovy TIg TpdTEG ERSOAdES amd TV Evapén e Bepameiog.
[Mopadelypato TV KAMVIKOV EkONADGE®V TNG cOR0PNG CUUTTOUATIKNG VTOcPeoTionpiog Eyovv
ocvumepthaPel Tapdracn tov dSwwotiuatog QT, tetavia, emAnmtucég kpioeig kot petafindeioa vontikn
katdotaor (PA. mapdypoeo 4.4). Ta copnTdOHATO TG VTOCPESTIOING 08 KAVIKEG LEAETEG LIE
devoocovudumnm tepthapufovoy Topaicdnocisc 1 SuvoKapyio ooV, COGTOGCT, CTUGLOVS KOl LVTKEC KPALITEG.

Aepuotirés Louaméels

e eAeYYOUEVES LE EIKOVIKO PAPLOKO KAVIKEG doKIpES @dong 1T, ) GuVOAIKT cLYVOTNTA ELPAVIOTG TV
OEpUATIKGV AOMEEMVY HTOV TOPOLOLO. GTNV OUAAO TOL EKOVIKOD PAPUAKOV KOl TNG OEVOGOVUAUTNG GE
LETEUUNVOTOVGLOKEG YUVOIKEG e 00TEOTOP®ON (ewovikd edppoko [1,2%, 50 otig 4.041 yuvaikeg] Evovtt
devocovpaunng [1,5%, 59 otig 4.050 yuvaikeg]), oe avdpeg pe ooteondpmon (swkovikd eappakxo [0,8%, 1
otovg 120 évdpeg] Evavtt devosovpaunng [0%, 0 otovg 120 avdpec]), oe acbeveic pe Kapkivo Tov pactod 1
TOV TPOGTATY| VIO OPLOVIKO ATOKAEIGUO (g1KOVIKO pdppoko [1,7%, 14 otovg 845 acbeveig] Evavtt
devooovpaumng [1,4%, 12 otovg 860 acbeveic]). Aeppotikéc AOUMEELG TOV 0ONYNCAV GE EIGAYWOYT| GTO
vocokopeio avapépnkav 6to 0,1% TV LETEUUNVOTOVGIOK®Y YOVOIK®V LLE 0GTEOTOPOOT OV AoV
gwoviko edpuoxo (3 otig 4.041) évavtt 0,4% tov yovaikdv mov Elafav devosovpdunn (16 otig 4.050).
AvTd o TEPIOTATIKA NTAV KOTA KUPLo AGY0 KuTTOPiTda. Ot dEpUATIKEG AOUMEELG TOL OVAPEPONKAY MG
coPopéc avemBounteg evépyeleg NTav TaPOUOLES TNV OpLdda Tov glkovikoy eappdakov (0,6%, 5 otovg 845)
Kot v opada g devocovpaunng (0,6%, 5 otovg 860) otig peréteg mov npaypatomombnkav ce acbeveig
HE KopKivo TOL HOGTOD KOl TOV TPOGTATY.

Ogreovékpwan ¢ yvaboo

ONTI avapépbnke omavia, o€ 16 acbeveig, og KAvikég dokuéEg o€ acheveic e 00TEOMOPWOT Kol GE acheveic
HE KOPKIVO TOL HAGTOD 1 TOL TPOGTATH VIO OPUOVIKO UTOKAEIGHO GUUTEPIAAUPAVOUEVEOV GUVOAIKA 23.148
acBevav (BA. mapdypapo 4.4). Aekatpio amd ta mepiotatikd avtd pe ONI eppavionkav o
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UETEUUNVOTIAVGIOKES YUVOIKES [LE 0GTEOTOPMACT KOTA TN dtdpkeln TG paong LI pedétng eméxtaong Emetta
amo Beponeia pe devooovpaunn €wc kot 10 €. H ovyvomta eppdviong g ONI tav 0,04% ota 3 €1,
0,06% ota 5 £t ko 0,44% ota 10 €t Bepaneiag pe devosovpaunn. O kivévvog g ONI av&dvetan pe ™
dudpkela g £kBeong 6T dEVOGOLUAUTY.

O «ivovvog g ONIT a&loloynbnke eniong 610 TAAICIO aVadPOUIKNG LEAETNG KOOPTNG HETAED 76.192
LETELLUNVOTOVGLOK®V YOVAIK®OV TTOL glyov apyicel tpoceata Oepomeio pe devosovpdunn. H cuyvotnta
epedviong tg ONI frav 0,32% (95% dudotua epmotoovvng [CI]: 0,26, 0,39) petaé&d Tov acbevav Tov
elyav AaPet devosovpaunn yia dStdotnpa mg kot 3 étn kot 0,51% (95% CI: 0,39, 0,65) peta&d tov acbevov
7oV elyav AdPel devocovpudumn yio SIAeTNa £0¢ Kot 5 €11 mapakoAovonong.

Aromo. kaTayuoto Tov unploiov 0oTov
270 KAWIKO TPOYPULLLO TNG OGTEOTOPMONG, ATLC, KOTAYLLOTO TOL UNPLOI0V 0GTOV £X0VV GTAVIN avapePOel
o acBeveig mov Elafav Oepancia pe devosovudunn (BA. mapdypago 4.4).

Exrxoinwuaritido.

Xe pio eleyyouevn pe elkoviko gappoako kKMvikn dokiur edong I mov mpaypatomoOnke oe acbeveig e
KopKivo Tov Tpootdrn mov AdpPavay Oepaneia otépnong avdpoyovov (ADT), mtapatnpndnke dvcavoroyia
OTIG OVETOVUNTEG EVEPYELEG TTOVL ALPOPOVCAVY TNV EUPAVIOT] EKKOATTpaTiTdNG (1,2% pe ™ devocovudumr,
0% pe to ekovikd edppako). H cuyvotnrta epedviong g EKKOAT®UATITIONG NTaV GLYKpioun petad tov
opadmv Bepameiog o€ HETEUUNVOTAVGIOKES YUVOIKES N GVOPEG LE OOTEOTOPWOT) KO GE YUVAIKES TOV
vroPdirovtav og Bepameia e AVOGTOAELS OPMOUOTAOS Y10t [LT) LETACTATIKO KAPKIVO TOL LaGTOD.

2xeTI{OUEVES UE TO POPUOKO OVTIOPATELS DTEPELOIOONTIOG

210 HETEYKPITIKO TTEPPAALOV, OAVIEG TEPIMTAOGCELG GYETILOUEVNG LE TO PAPLOKO LITepevaicOnaiag,
couneptlopPavopévmy Tov eEavOnIaToc, TG KVIdmong, S1OYKWOOT) TOV TPOCMTOV, TOV £PLONUATOS, Kl TOV
OVOQUAOKTIKOV OVTIOpAceE®mV £xovv avapepBel oe acBeveic mov Aapdvouv Tr 66VOGOLLAUTT).

Mvookeletico aAyog

MvockeLeTIKO GAYO0G, CLUTEPIAALPOVOLEVOY COROPOV TEPICTATIKAOV, EYEl avapepbel o aoBeveic mov
Elafov devocovudunn otny mepiodo PETE TNV KLKAOQOPia, TOV. Te KAVIKEC SOKIUES, TO LDOCKEAETIKO AAYOC
NTav TOAD cUYVO TOGO STV OUAdA TNG OEVOGOVUAUTNG OGO KOl TOL EIKOVIKOD (OPUAKOV. MLOCKEAETIKO

G yog mov odnyel o€ drakomn TG vd peAétn Bepameiog Tav o)L GVYVOC.

Aerynvoerdn popuoxevtia eéovlnuozo
"Exovv avaeepBei Aeyynvoedr| pappokevtikcd eavOnuata (T.y. avTidpacELS e EIKOVA OLLOAOD AELYNVO) GE

aoBevelc oty mePiodo PeTd TV KLKAOQOPio TOV QOPLAEKOV.

Aot g1d1koi TAnBucuoi

Houdiarpiog ninQvouog

H devocovpdunn dev Ba mpémetl va ypnoomoteitat og mandiotpikovg acteveic (nikiog < 18). Eyet
avaeepBel coPapn vrepacPeotiopia (PA. Tapdypoao 5.1). e opiopéva TEPIOTATIKG KAVIKOV SOKILMDY
gpuooviotnray emmAokég Aoyw ofelog veppikng PAAPTG.

Negpin dvolertovpyio

e KAwvikég peréteg, ol acbeveic pue cofapn veppikn dvciettovpyia (kdbapon kpeoatvivng < 30 ml/min 1
avtoi Tov vofdrioviav oe eEvePpikn kaBapaon, SETpeyav peyahdTEPO Kivouvo vtacPeotioipiog av dgv
Adpupavav copuminpopata acfeotiov. H enapkng apdocinym acPeotiov kan frrapivng D elvar onpavtikn og
acBeveic pe cofapn veppikn dvcAettovpyia 1 o€ acbeveig mov vroPdAlovtal oe eEwveppikn kdbapomn (PA.
napaypoaeo 4.4).

Avaopd mbavoroyoduevav avemBounTmyv VEPYEIDV

H avagpopd mbavoroyoduevemv avemBountov evepyelmv PETE amd Tn yopnynon adelog KuKAo@opiag Tov
(OPLOKEVTIKOV TPOiOVTOG eival onpavtiky. Emttpénetl ) cvveyn mapakoiovdnon tng oyéong
0PELOVC/KIVEHVOD TOV POPUOKEVTIKOD TPOIOVTOC. ZNTEITOL OO TOVG EMAYYEALOTIEG VYELOG VO OVAPEPOLY



0TO1EGONTOTE TOAVOLOYOVEVEG AVETIOOUNTEG EVEPYELEG LEGM TOV EBVIKOD GUGTNUATOG OVOPOPAS TOV
avaypaeetor oto [apdpnua V.

49 Yrnepdoooloyia

Agv vrdpyel epmelpia pe vepdocoroyio o kKAviké peétec. H devocovpdaunn £xet xyopnynbel oe kKAvikég
UEAETEC YpMNOLOTOIOVTOC 000eELg Emg 180 mg ke 4 gfdondadeg (abpototikég ddoelg émg 1.080 mg oe
dtlotnua 6 pMvev) Kot dev mapoatnpOnKay eTTAEOV OVETIBOUNTEG EVEPYELES.

5. DAPMAKOAOI'IKEX IAIOTHTEX

51 ®@appokoduvopikEs 10160TNTES

Ddappokobepanevtikn katnyopia: Odppoka yo Oepaneio Tadncemv TOV 06TOV - AALL QApLOKO LE OpAoT
670 LETOPOAIOUO TV 00T®V, K®dikoc ATC: M05BX04

To Ponlimsi givot Blo-opogidég popprokentikd Tpoidv. Aentopepeic TAnpoeopieg eivar drabéoipec otov
diktvaxd tomo tov Evponaikod Opyoavicpod @apudakov: hitps://www.ema.europa.eu.

Mnyoviopuoc dpdonc

H devocovpdunn sivor éva avBpomivo povoklmviko avticopa (IgG2) mov otoyevet kot cuvOEETAL [LE VYNAN
ovyyévelo kot e10kotnTo pe 10 RANKL, mpoAiappdvovtag tnv evepyomoinon tov vrodoyéa tov, Tov RANK,
OTNV EMPAVELDL TOV TPOIPOUDV OGTEOKANCTMOV Kol TOV 00TE0KANGT®V. H Tapepunddion g aAinienidpaong
RANKL/RANK avactéliel Tov oyNUATIOUO, TN AELTovpYia Kol TNV eNPimon TV 06TEOKAAGTMV,
LELOVOVTOG [LE AVTOV TOV TPOTO TNV OCTIKN ATOPPOPNGT TOGO GTO CLUTAYT OGO KOl GTO GTOYY®DIN 0GTA.

Dopuokodvvoutkéc ETOPAGELS

H Oepaneio pe devosovpdunn peimoe ypRyopa 1o puhud 0GTIKNG OVOKOTOCKEVTG PTAVOVTOG GTN
YOUNAOTEPT TIUT GTOV 0pd Yot TOV SEIKTY 00TIKNG amoppopnong tomov 1 C-tedonentidwn (CTX) (neiwon
85%) v 3n nuépa, evd 1 v Aoym peioon dtatnpndnke Kabolo to dStotna HeTaED TV 06cE®V. MeTd TO
TEPAG KAOE PEGOOAGTAILOTOG XOPNYNoNGS, N Meimon tov CTX petprdotnke ev puépet amd ™ UEylotn peioon
0V > 87% o€ > 45% mepimov (evpog 45-80%), delyvovTog TV avASTPEYIUOTNTO TOV EXOPAGEDY TG
OEVOCOVUAUTNG GTNV OCTIKY] OVOKATOGKELT TOV GNLEIMVETAL LIE TN HEIMON TOV EMTEIWV TOV GTOV OPO.
Avtég o1 emdpdoelg dwtnpndnkav 6o cuveylldtav 1 Bepaneio. Ot delkTeg 0GTIKNG EVOALAYNG £QTACAY GE
YEVIKEC YpOaUUEG oTa emtimeda mpv omd T Bepomeia oe didotnua 9 unvev petd v terevtaio d6on. Katd v
emavayopnynon, N peiwon tov CTX amd 1 SEVOGOLUAUTN HTOV TOPOLOL0 LE QLTI TOV TapoTN PN ONKE OF
aoBeveic mov apyilovv Bepameia e SEVOCOLUAUTT Y10 TPMTN QOPA.

Avocoyovikdtnta

Kotd ™ didpketo g Ogpoaneiog e 0eVOGOVUAUTT EVOEXETOL VO, AVOTTLYOOVV OVTIGOUOTO KATEA TNG
devocovpaumnc. Aev €xel mapatnpnOei eppavig cuoyEtion netadd g avanTuéng avVTICOUAT®V KOl TNG
(OPLOKOKIVITIKNG, TNG KAVIKNG OVTOTOKPLIoNG 1] KATO10V avemfOpunTov cuppdvtog.

KMvikn omoteAeouaTikOTNTO KOl 0GQAAELN GE UETEUUNVOTOVGLOKES YUVOIKEC ULE 0GTEOTOPWON

H omoteleopatikdtnTo Kol 1 0GQAAELN TG OEVOGOVUAUTNG XOPTYOVLEVNS Iid @opd KABe 6 piveg yia 3 €t
depeuvnOnke oe petepunvoravctlakég yovaikeg (7.808 yuvaikeg niikiag 60-91 etmv, amod Tig omoieg 23,6%
glyav KOplo Katdypoto e omovovAikng othing) ne T-score ootikng mukvotntag (BMD) g oopuikng
HO1paG TNG OTOVOLAMKNG GTAANG 1 TOV OAKOD 1oyiov Katd TV Evapén Tng aywyng Heta&y —2,5 kot —4,0 Kot
péon amdAvtn 10et) mbavdtta Kataypdtov 18,60% (dexatnuopia: 7,9-32,4%) yia peilova 06TE0mOpOTIKA
Kkatdypota kot 7,22% (dexommpopa: 1,4-14,9%) yio katdypota tov wwyiov. ['uvaikec o1 omoieg Eémacyov amod
Ahec aoBéveiteg N AdpPavay Bepaneieg mov pumopel va exnpedlovy To 00TA amoKAEioTKAY 0 TN
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu/

OLYKEKPIUEVT HeEAETN. Ot yuvaikeg Adpupovay copminpouate acpeotiov (tovAdyiotov 1.000 mg) kot
Brrapivng D (tovAdyiotov 400 IU) kobnueptva.

Ernidpoon ora omovovdikd kotayuozo

H devocovpdunn peimoe onuoviikd tov Kivouvo vE®V GTOVOLAIK®OV Katoyudtov petd and 1, 2 kot 3 €t

(p <0,0001) (BA. mivaxa. 2).

Hivaxkoeg 2. Enidpacn TG 06VvOG0VUAUTNS 6TOV KiVOUVO VEMV GTOVOLAKDV KOTUYUATOV

[ToGoo16 yuvakov pe kbroyuo (%) Meiwon tov Meiwon Tov
Ewoviko dppoko AevocOLUAUTN AmOAVTOV GYETIKOV KIVOHVOL
n = 3.906 n=3.902 Kwvdovov (%) (%)
(95% CI) (95% CI)
0-1 é1o¢ 2,2 0,9 1,4(0,8,1,9) 61 (42, 74)"
0-2 ¢t 5,0 1,4 35(2,7,43) 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 - diepevvnTiky avéivon

Ernidopaon oro kotéyuazo tov icyiov

H devocovpdumn enédelée oyeTikn HEI®OT TOL KIVOUVOL KATUYUATOS TOV 1oyiov Katd 40% (ueimon tov
amoAlvtov Kvdvvov katd 0,5%) oe ddotpe 3 etdv (p < 0,05). H cuyvomto epnpdvions tov katoyudtov
ToL yiov Ntav 1,2% otnv opdda Tov ekovikov appdkov évavtt 0,7% otnv opdda tng 6eVoGOLUANUTNG

ota 3 xpovia.

Ye pia post-hoc avdivon og yovaikes > 75 eT@v, SlUmoT®ONKE LE TN OEVOCOVUAUTT UEIMGOT) TOV GYETIKOD

Kwvdvvov katd 62% (1,4% peioon tov amdivtov Kivdvvov, p < 0,01).

Eridpaon oe 6l to. kAvikd, kordayuoto,

H devocovpdunn peioce onuavTikd o Katdypuato o€ Oha ta £idn/0Aeg Tic opddeg Katayudtmv (BA.

Tivaka 3).

Mivakag 3. Exidpacn TS 6eVOGOVUANTIS 6TOV KiVOUVO KAVIKOV KATOYRLATOV 6€ d1dotnud 3 eTQV

[Toc0o16 YuvaKOV LE Meiwon Tov Meiwon tov
kéroypa (%o)* andAVTO GYETIKOV
Ewovikd | Aevocoopdpnn Kwdvvov (%) Kwdovou (%)
PappaKo n=3.902 (95% ClI) (95% CI)
n =3.906
OnowodNrote KAMVIKO 10,2 7.2 2,9 (1,6, 4,2) 30 (19, 41)™
KéToypat
KMvikd omovévlikd Katoypo 2,6 0,8 1,8(1,2,2,4) 69 (53, 80)"
Mn-6TovLALKO KaTorypa 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)”
Meilov un-cmovouAko 6,4 5,2 1,2(0,1,2,2) 20 (3, 34)"
Kroypa
Meilov 06T£0mOp®TIKG 8,0 53 2,7(1,6,3,9) 35 (22, 45)™
Kéraypo’

“p <0,05, ™p = 0,0106 (Sevrepedov karainkuixd onueio mov coumepiiipOnie oe moliamis mpooapuoyy), ™ p < 0,0001

* Zoyvotro eppdviong avembountov evepyeldv Paost extiuniosmv Kaplan-Meier ota 3 ypovia.

! IepihopPéver to KAviké omovevAtké 1ot pun -6movSvAtcd Koy oo

2 Aev mepthopBavel To. KATAyILATO TOV GTOVIDAMY, TOV KPaviov, Tov Tpoc®mov, TG KGTm Yvadov, Tov HeTaKapmiov,
KOL TOV QOAGYYOV TOV SAKTOADV TV YEPLOV KOL TOV TOODV.

3 [epthapPaver To KOTAYHOTA THG TVEAOD, TOV G GKPOV TOV UNPLEiOV, TOV EYYVG TUHUOTOG TG KVILNG, TV TAELPOY,
TOV €YY0G Ppaytoviov, Tov avtipayiov, Kot TOL 1GYIi0V.

4 epthapPaver To KMVIKG GTOVILAMKE KATAYLLOTO, TO KOTAYLOTA TOV 16)i0v, Tov avTiPpoyiov, kat Tov Bpaytoviov,
onmwg opifovtor and tov [10Y.

Y yovaikes pe BMD tov avyéva tov punpraiov katd v Evapén < -2,5, 1 devocovpdunn peiwoe tov kivouvo

UN-CToVOLAK®V KoToypdtov (pelwor tov oxetikod kvdivou katd 35%, peimon tov amdivtov Kivéivou
katd 4,1%, p < 0,001, diepevvntikny avdivon).
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H peimon g ovyvottag epeaviong vEmV 6TovOLAMKAOY KOTAYUATOV, KOTOYUAT®V TOV 16YI0V Kol pn-
GTOVOVAIK®OV KOTAYUATOV 0md Tr 0EVOGOLUAUTT 6g dtdotnia 3 eTdv Ntav otabepr| aveEaptnTog Tov 10-
€T00C KIVOHVOL KOTAYHATOG KOTA TV Evapén Tng aymync.

Ernidpaon oty ootikn moxvotnto

H devocovpaunn avénoe onuovtikd tv BMD cg 0dec Tig kKAMvikég BEceig mov petprinioy, Evavtt Tov
EIKOVIKOD QUPUAKOV HETA amod 1, 2 kot 3 £tr). Xe didotnua 3 eTcdv 1 devosovpaunn avénoe v BMD kotd
9,2% otV 0oQViKN poipa TG omovovAKg 6THANG, 6,0% 610 0AKO 15 (0, 4,8% GTOV AVYEVE TOV Pnplaiov,
7,9% otov tpoyavtipa tov woyiov, 3,5% oto dnm tprnpopto g kepkidag Kot 4,1% oto olkd copa (OAeg
ot Tyég p < 0,0001).

2 KMVIKEG LEAETEG YL TNV €EETOON TOV EMOPACEWDY TNG OLAKOTNG TNG 0eEVOGOLUAUTNG, | BMD emoaviAfe
oyedov ota emineda mpwv omd T Beponeio e didotnua 18 unvav amd v tehevtaio 600T Kol TUPEUEIVE
Tévo and ovTd Tov TapTNPNONKAY KATA T YOPYNOT| EIKOVIKOD (apurdkov. Avtd to atoyygia deiyvouv OtL
amouteitor 1 cvveyng Bepameio e T 0EVOGOLUAUTT Yia T STHPNCT TNG OPAOTG TOL PAPLOKEVTIKOD
npoidvroc. H emavoyopnynon g 0evoGOUHAUTNG ENEQEPE TapOLoLe 0QEAT oty BMD pe avtd mov
mopoTnpHONKay OTav 1 SEVOGOVUAUTT YOPNYHONKE Yo TPOTN POPAL.

AVOIKTHG ETIONUAVONGS UEAETH ETEKTAONS VIO TV OEPATELD. THG UETEUUIVOTTODOLOKNS OOTEOTTOPWTHS

Ye ovvolro 4.550 yuvaikov (2.343 devocovudunn kat 2.207 eikovikd QAPUOKO) 01 0T0leg EYAcay OYL
TEPLOGOTEPES OO 1l HOGELS TOV VIO EPEVVO PAPUAKEVTIKOD TTPOTOVTOG 0T Paotkn LEAETN TOV
TEPLYPAPETUL TAPOTAV® KOl OLOKATPOOAY TNV ETIGKEYT) GTOV PIva 36 TG LEAETNG GLUEOVIOAY VO
GUUUETACYOVV OE oL 7€T1, TOAVEBVIKT, TOAVKEVTIPIKY, AVOIKTIG EMGTUAVONC, LOVOD OKEAOVG PEAETN
EMEKTOONG Y1t TNV aELOAGYNON TG LOKPOTPOBESUNG ACPALELNS KOl OTOTEAECUATIKOTITOG TNG
devocovpaunne. Oleg ot yovaikes oty peAétn enéktoong enpoketo va Adpfovv devocovpdunrn 60 mg kabe
6 uveg kaBmg Kot aoPéatio nuepnoing (tovidyiotov 1 g) ko Brrapivn D (tovAdyiotov 400 IU). Zvuvorika
2.626 acbeveic (58% and Tig yuvaikeg mov cupTePIAMNEONKaY 6T peEAETN eméktaong, ONA. 34% tov
YOVOIK®V TOL GUUTEPIANEOTKAY 0T PaciKi LEAETN) OAOKANPOGOV TN LEAETN EMEKTAONG.

Ytovg acBeveic mov Ehapav devocovpaunn yio 10 £€tn n BMD avénnke amd tnv apyikn T avagopdg ot
Baowr perétn katd 21,7% otnv 06puiKn poipa tng 6movovAkng 6TANG, 9,2% oto oAko 16)io, 9,0% ctov
avyéva tov pnpuaiov, 13,0% otov tpoyavtipa kat 2,8% 610 dnw Tprtnuoplo g kepkidag. H péon tyun T-
score 0oTIKNG TukvotnTag (BMD) g 06¢Quikng poipag TG OTOVOLMKNG GTAANG 6TO TEAOG TNG LEAETNG TV
—1,3 oe acBeveig mov EhaPav Oepameia yio 10 €.

H ouyvétta epedvions kataypdtov a&loAoyonKe wg KOTOANKTIKO oNUEl0 aoQAAELNG OALA 1
OTOTELEGULATIKOTNTO GTNV TTPOANYT TOV KATAYLATOV OV umopel va ektiundei A0y tov peydiov aptfpod
SLOKOTIOV KOl TOV OYXEGLOGUOD TNG LEAETNG OVOLKTHG EMOTLOVOTG. H cmpeuTikn cuyvotnta epeiviong vémv
OTOVOVAIK®OV KOl 1] GTOVOLAIK®V KATAYUATOV NTaV KATd TPocyyion nepimov 6,8% kot 13,1% avtictoiymg,
o€ acbeveig mov Tapépevay o Oepameia pe devocovudunan yuo 10 € (n = 1.278). AcBeveic mov dev

0AOKAN POV TN HEAETT Y10 OTOLOONTOTE AOYO ElY0V LYNAOTEPO TOGOGTA KATAYUOTOG KT TV Oepaneia.

Agkatpio TEPIGTATIKA 06TEOVEKP®ONG TNG YvaBov (ONI') ta omoia emtAvOnKay Kot VO ATLTTA KOTAYLOTO,
TOV UNPLoiov 06TOV T0, 0TTolo, EMAVONKAY, GUVEPTNGAV KOTA TN SLapKELN TNG LEAETNG EMEKTAONG.

KAMvikn omoTeAeoLaTIKOTNTO KOl 0GQAAELD GE AVOPEC LE OGTEOTOPWGT

H amoteleopatikotnTta Kot 1 ac@AAELD TG OEVOGOLUANTNG pio popd kaBe 6 punveg Yo 1 €10g
diepevvidnkay og 242 Gvdpec nhikiog 31-84 etdv. Acbeveic pe eGFR< 30 ml/min/1,73 m? anokAeiotnkay
amo tn dokiun. Olot ot avdpeg Erafav kadnuepvd copuminpopa acBeotiov (tovidyiotov 1.000 mg) kot
Brrapivng D (tovAdyiotov 800 1U).

H xOpro petafAnt g amotehespotikdTTag To 1 ekotootiaio petafoin g BMD oty ooeuikn poipa
NG OMOVOLMKNG GTAANG, dev a&loAoynOnKe 1 amotehespuaTikOTNTA 6T Katdypota. H devocovudunn
avénoe onuavtikd v BMD cg 6Aa ta kKAvikd onpeio dmov petpnnke, o€ oYECT LLE TO EIKOVIKO QAPHOKO
otovg 12 piveg: 4,8% otnv 06QLikN poipa TS 6ToVOLAIKNG 6TRANG, 2,0% 010 0AIKO 10Yi0, 2,2% oToV
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avy€va ToV pnplaiov 0otov, 2,3% ooV TPOYXAVTPa. TOV 1610V, Kot 0,9% 6To dmm TPITUopLo TG KEPKIdUG
(6)heg o Tipég p < 0,05). H devocsovpdumn avénce tv BMD ¢ 06¢ovikng poipag TG 6movavAikng GTHANG
amd v apyikn T oto 94,7% tv avdpdv oto 1 €tog. Enpaviikég avénoeic oty BMD oty oopuikn
poipa g 6movOVAIKNG GTAANG, TO OAMKO 1010, TOV 0YEVE, TOV UNPLOioL 0GTOV KOl TOV TPOYXOVTHP TOV
woyiov TapatnpriOnkav atovg 6 puMveg (p < 0,0001).

Iotoloyio 06TOD GE LETEULUNVOTOVGLOKES YUVOIKES KOl AVOPEC LE OGTEOTOPWOT)

AZ1oAoynOnKe N 1GTOAOYIN TOV OGTMOV GE 62 LETEUUNVOTOVGLOKEG YUVOIKEG LE 0GTEOTOPMGN 1| YAUNAY
ootikn uala petd amod 1-3 ypovia Oepaneiog e devocovudpunn, ot onoieg eite Elafav yio TpmTN Popd.
Oepameio yio TV ootEOTOpOOT EiTE giyav AdPel mponyovpévag Oepameio pe akevopovan. Ilevivia evvéa
YOVOIKEG GUUUETELYOV GTNV LITO-UEAET [E Proyin 0oTdV oTovg 24 pnveg (n = 41) f/kon otov pnva 84

(n = 22) g peAETNG EMEKTOOTNG OF PETEUUNVOTAVGLOKEG YOVAIKES PE 0oTeonOpwot). H 16toloyia tov ootdv
a&lohoynonie eniong og 17 avdpeg e ooteondopmaon petd and 1 ypdvo Bepaneiog pe devocovudpnn. Ta
aroteléopata tng froyiog 0oT®V £J€1E0V PUGIOAOYIKT APYITEKTOVIKT KO TOLOTNTO TOV 0GTMV, Y®PIg
evOel&elg dtuTapaydV NG EMUETAAAMONG, VOOOLS TMPOL 1 ivwong Tov perov. Ta toTopoppoueTpIKa
EVPNUATO OTN HEAETN EMEKTAONG OE PETEUUNVOTOVOIAKES YOVATKES LLE 0GTEOTOPMOT £0€1EAV OTL O1
OVTIOTOPPOPTTIKES EMOPACELS TNG OEVOCOVUAUTNG, OTTMG LETPNONKAV LLE GUYVOTNTA EVEPYOTOINGTG KO
pLOUS 0GTIKOD CYNUATIGLOD, dLOTPHONKAY LE TNV TAPOS0 TOL YPOVOL.

KMvikn omoteAeopuatikdTnTo Kot 0oQAAElo o€ acDevelc ue 06TIKN om®AELn Tov oyetileTon e T otépnon
avopoyoévmv

H amotelecpatikdOtnTo Kot 1 0GQAAELD TG OEVOGOVUAUTNG YOPTYOVUEVNG Uid pOpa KaOe 6 pnveg yio 3 €t
dlepeuvnOnke oe AvOpeg e 10TOAOYIKA eMPEPOIOUEVO LN HETOCTOTIKO KOPKIVO TOL TPOCTATn oL Adpfavay
ADT (1.468 dvdpeg nhikiag 48-97 etmv) mov di€Tpeyav avEnpévo Kivouvo Katdyuatog (mov opiletot mg
nAkia > 70 etadv i) < 70 etddv pe T-score BMD 111G 06Quikni¢ poipag g 6ToVOLAIKNG GTAANG, TOL OAKOD
woyiov 1 Tov ovyéva Tov pnplaiov < -1,0 1 16TOPIKO 0GTEOTOPMTIKOL KaTAyLoTOC). OAot 01 Avdpeg Adupavay
ocvumAnpopata acPecstiov (tovAdyiotov 1.000 mg) ko Prrapivng D (tovidyiotov 400 1U) kabnueptva.

H devocovpdumn avénce onuavtuct tnv BMD cg ddec T1g khvikég 0éaeic mov petprdniay, o€ oyéon Ue
Oepameia pe eikoviko eappako ota 3 ypovia: 7,9% oty 0oeuikn poipa Tng 6TovOLAMKNG 6THANG, 5,7% 010
0AKO 1oyi0, 4,9% otov avyéva Tov unplaiov, 6,9% cTov TPOYAVTN P TOV 16YI0V, 6,9% 6TO AI® TPITNHOPLO
¢ kepkidag kot 4,7% oto olkd copa (0Aeg ot Tipég p < 0,0001). Xe pia TPOOTTIKG TPOYPOUUATIGUEV
dlEPELVNTIKT aviAvon, TapatnpnOnke onuovtikn avénon me BMD g oopuikng poipag tng oTovovAIKnig
GTNHANG, TOL OAKOD 1oYI0V, TOL CVYEVA TOV UNPLOIOL KoL TOV TPOYOVTHPO TOV 1oyiov péca o€ 1 HoAg uva
LETE TNV apyIKn 06o.

H devocovpdpunn enédeiée onpovikn HLelwor Tov GYeTkol Kivdvoy VE®Y GTOVOLMKAOV Kataypdtwv: 85%
(neiwon Tov amdAvtov Kvdvuvou katd 1,6%) oto 1 étog, 69% (peiwon Tov amdAvTov Kvdvuvou katd 2,2%)
010, 2 £t Ko 62% (peioon tov amdAvTov Kvdvuvou katd 2,4%) ota 3 étn (Oheg o tiuég p < 0,01).

KAwikn omoteeopaTKOTITO KOl 00QAAELN 0€ 0.00EVEIC UE 0OTIKN OTMALLN TOVL oyeTileTon LE TN
GLUTANPOUOTIKY Ogpomeio e aVOGTOAELS TNC APOUATACTC

H amoteleopatikdtnTa Kot 1 0oOAAELD TNG OEVOGOLUAUTNG YOPTYOVLEVNG L0 pOpa KABe 6 piveg yia 2 £t
SEPELVNONKAY GE YOVOIKEG E UN-UETUOTOTIKO KOPKIVO TOV paoto (252 yuvaikeg nikiog 35-84 etdv) kot
T-score BMD 1tng 06¢@uikng poipag e 6movovAkig 6THANG, TOV OAMKOD 1GYI0VL 1] TOVL avyEVE TOL Unploiov
Katd TV évapén e aymyng petaéo -1,0 kot -2,5. Okeg ot yuvaikeg Adppavoy COUTANPOUOTIKN aymyn
acPeotiov (tovAdyiotov 1.000 mg) kot Brrapivng D (tovAdytotov 400 IU) kabnuepva.

H xopua petafint orotelecpatikdtnog oy 1 mtocootiaio petafoin g BMD oty oopuikn poipa g
OTOVOLAIKNG GTAANG, EVD 0&V 0EI0AOYNONKE 1) ATOTEAEGLOTIKOTNTA KOTA TOV Katayudtmv. H devocovpdunn
avénoe onuavtkd v BMD og 6Aeg T1g KAvikég B€oe1g mov petpnidnkayv, oe oyéon pe 1 Oepaneio pe
EIKOVIKO papuaKo ota 2 xpovia: 7,6% otnv 0oeviky poipa g 6movovAikng oThANg, 4,7% 610 0AKO 100,
3,6% otov avyéva Tov pnpraiov, 5,9% ctov Tpoyavtipa Tov wyiov, 6,1% oTo G TPITHOPLO TNS KEPKIdag
Kot 4,2% 610 0MKO cmpa (0heg ot Tywég p < 0,0001).
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Ogpameio TNC OGTIKAC OTOAELNC TTOL oyeTileton LE cvuoTnUoTiKn) Ogpameio Le YAVKOKOPTIKOELON

H amoteleopatikotnta Kot 1 ac@Aieln, TG dEVOGOLUANTNG diepevvnOnkav o 795 acbeveig (70% yvvaikeg
kot 30% avdpeg) nhikiog 20 g 94 etdv mov Ehafav Beponeia pe > 7,5 mg tpedviovng xopnyoOUeEVNS
NUEPNGIMG amd 6TOHOTOC (1] 100OHVALLOV).

MeietnOnkov 600 vronAnBvopol: cuvéyiong g Bepaneiog pe yhvkokoptikoedn (= 7,5 mg mpedvilovnc 1
1G00VVOLLOV NUEPNTIMG Yo > 3 uNveg TPV TNV gyypapr] ot perétn, n = 505) kot Evapéng g Bepaneiog pe
YAVKOKOPTIKOELT (> 7,5 mg mpedvilovng 1 16000VOUOV NUEPNGIMS Yo < 3 UAVEC TPV TNV EYYPOAOT OTN
peiétn, n = 290). O1 acbeveig ToyatomomOnkay (1:1) yio va AdPovv gite devosovpdunn 60 mg dnad
vrodoping kabe 6 pMveg eite 5 Mg pioevopovarn draé nuepnoimg amd Tov 6TOHATOS (SPacTIKO PAPLAKO
eAéyyov) yia 2 étn. Ot acBeveic Adpoavoav cuurAnpouatiky aymyn acpeotiov (tovidyiotov 1.000 mg) ko
Brrapivine D (tovidyiotov 800 IU) kabnuepvd.

Eridopaon oty ootikn moxvornta (BMD)

210V vwomAnBucprd cuvéyiong g Bepameiog e YAVKOKOPTIKOELDT], 1 OEVOGOVUAUTN KaTESEIEE PLEYAADTEPT
avénon g BMD 1tng 06ouikng poipag g 6movovAKnig 6THANG 68 GUYKPLGT HE TN PLoEVIPOVATN 6To 1 €T0¢
(6evoocovuaunn 3,6%, pioevdpovarn 2,0%, p < 0,001) kat oto 2 €t (devosovuaunn 4,5%, pioevdpovarn
2,2%, p < 0,001). Zrov vromAnbucopod Evapéng e Bepameiog e YAVKOKOPTIKOELDN, 1| SEVOGOV AT
katédelée peyarvtepn avénon e BMD g oopuikng poipag tng oTovovAIKing 6TRANG 6€ GOYKPLOT| LE T
progvdpovartn oto 1 étog (devosovpdaunn 3,1%, pioevdpovatn 0,8%, p < 0,001) kot ota 2 €t
(devoocovuaunn 4,6%, pioevdpovarn 1,5%, p < 0,001).

EmnAéov, n devocovpdunn katédelée onpaviikd peyadvtepn pLéon nocootiaia avénon e BMD tov olkov
woyiov, ToV avyEva ToL UNPLOLOL KAl TOL TPOXAVINP TOL 1oYI0L amd TNV Evapén Tng aywyng o€ cOYKPLoN LLE
T pLogvopovar.

H pelétn dev giye T dvvatodtnta va katadeiel Sapopd ota katdypata. 1o 1 €étog, n enintmon vémv
OKTIVOAOYIKA EMPBEPUOUEVEOV CTOVOLAKDY KOTAYLAT®V 6TOVG 060eveic NTav 2,7% (devocovpdun) Evavtt
3,2% (proevépovatn). H enintwon tov un 6movovMKov Kataypdtov otoug acbeveic nrav 4,3%
(devooovpaumn) évavtt 2,5% (proevépovartn). Lto 2 £tn, ot avtictotyotl apdpoi ntov 4,1% évavtt 5,8% yia
vEQ aKTVoLOYWKE emiPePatmpéva omovovAkd katdypata kot 5,3% évavtt 3,8% Yo pun omovovAkd
Kataypoto. Ta mepiocdtepa KaTdypaTo ELPavicTKOY 0TOV VIOTANBVGUO TG cLVEIoNG TG Bepameiag pe
YAVKOKOPTIKOELDT).

IHoudrazpucdc TAnfvoude

Mo perdétn povot okéhovg, paong I, yio v a&loddynon e omoTEAECUATIKOTNTAS, TG ACPAAELNG KOL TNG
(QOPUOKOKIYNTIKNG O1eENYON o€ moudid pe atedn ooteoyéveon, nikiog 2 £oc 17 et@v, 52,3% dvopeg, 88,2%
Koavkdoiot. Zuvolikd 153 cvppetéyovreg AdpPovay apyikd vrodopio (SC) devocovpdaunn 1 mg/kg, Emg

60 mg to péyioto, kKabe 6 pveg ent 36 pnveg. EERvta ovppetéyovreg petéPfnoav oe yopnynon doong kade

3 unvec.

Tov piva 12 tov oyfuatog yopnynong doomng kabe 3 univec, n LeTaPoAN TOL HEGOV EAYIOT®V TETPUYDVOV
(LS) (tomkd opdipa, SE) amo v apywn tiun ot fabuoroyio Z-score BMD tng oc@uikng poipag g
omovOLAIKN G otHAng ftav 1,01 (0,12).

Ta mo cvyva avemBOunTa copPdvta Tov avaeépdniay ato oy YopnyNons doong kibe 6 uvec NToV
apBpadyia (45,8%), dhyog o€ dxpo (37,9%), ospuakyia (32,7%) kot vrepacPeotiovpia (32,0%).
YrepoaoPeotioio avagépnke Katd t didpkela xyopnynong 0oong kabe 6 pnveg (19%) ko kabe 3 pnveg
(36,7%). ZoPapd avemBopunta cvpPavta vrepacPeotioios (13,3%) avaeépdnkav katd m diipkelo
yopNynong 66ong kébe 3 pnvec.

e wa perém enéxtaong (N = 75), mapoatmpndniay cofapd avemBounte coufdavia vrepacPeotionpiog
(18,5%) xatd tn diapkeia yoprynong 60ong kabe 3 unveg.

14



O peléteg teppatioTnKay TpO®PO AOY® TNG ELPAVIONC CUUPAVTOV ATEMNTIKOV Yo T {01 Kol VOC|AEIOV
o€ VoGoKoEio opeldpevov og vepacPeotionpio (BA. Tapdypago 4.2).

Y pio TOAVKEVTPIKT], TUYOLOTOUNIEVT], OUTAGL TUQPAN, EAEYYOLEVT LLE EIKOVIKO PAPIOKO, TOAPAAANA®V OpAdmV
peAétn mov deENyn o 24 modaTpucoVs aoBEVEIS [LE 0GTEOTOPMOT] EMAYOUEVT OO YAVKOKOPTIKOELON,
nixiog armd 5 éog 17 eTdv, yio v a&loddynon ™ petafoing oto Z-score BMD ¢ 0o@uikng poipag g
OTOVOVAIKNG GTAANG OTd TNV OPYIKN TN AVOQOPAS, 1] ATOTEAEGUATIKOTTO KO 1] 0CQAAELD, OEV
TEKUNPLOON KAV KoL, O EK TOVTOV, 1 SEVOGOLUAUTT OV Ba TPETEL VOl YPNGIUOTOLEITAL Y10 LTV TNV EVOELEN.

O Evponaikdg Opyoaviopog Popudkmy €xel 0OGEL ATOALAYT ATd TNV VTOYPEMGT] VTOPOANG TOV
OTTOTELECUATOV TOV UEAETMV UE TO QPOPLOKEVTIKO TPOIOV OVOPOPAS TOV TEPIEXEL DEVOGOVUAUTT GE OAEG TIC
VTOKATIYOPIEG TOL TOUSLATPIKOV TANBVGHOV 6T Bepaneio TNG 0GTIKNG OTOAELNG TOVL oyeTileTon pe Bepaneio
OTOKAEIGLLOV TMV OPLOVAV TOV GUAOV KOl GE VITOKATIYOPLES TOV TadlaTpkoy TANBVoLUOD NMKinG KATM TOV
2 g1wv ot Bepaneio g ooteomOpwoNS. BAéne mapdypapo 4.2 yio TANPoPopieg GYETIKA UE TV TOLSIOTPIKT
xpnon.

52 ®appuokoKivnTIKEG IOLOTTES

Amoppoonon

Metd and vrodopia yopnynon doong 1,0 mg/kg, mov mpoceyyilel v eykekpuévn doom tv 60 mg, 1
éxBeon Paocet g AUC Ntav 78% og ohykpion pe tnv evoopAEPLa Yopnynon oTo 1010 d0GOA0YIKO Eminedo.
IMa o vodopla 6on 60 mg, 1 LEYIGTN GLYKEVTIP®OOT TNG 0eVOGOLUAUTNG 0TOV 0pO (Cmax) TOL givart

6 mcg/ml (gbpog 1-17 mcg/ml) onueimdnke ce 10 nuépec (evpog 2-28 nuépeg).

Buoupgtaoynuoatiopdg

H devocovpdunn amotereital anokAEIGTIKA 0md apvoEEn Kot VOATAVOPOKES OTMG 1 PVOIKT AVOGOGPALPIv
Kot dgv givor Thavo va amofAndel péow unyovicudv Nratikov HeTafolopod. O pHeTafoMOUOG Kot M
OTEKKPIGN TOV OVOHUEVETOL VO AKOAOVOTNGOVV TIG 0000¢ KABAPON G TOV AVOCOGPUIPIVAV, LE OTOTELECLLO, TN
S1oTOGT TOV GE PIKPE TETTION KOl LELOVOUEVA OUVOEEQ.

Amofoln

Metd ™ Crax, T €TiTESQ 0pOV pPEIOONKOV e ¥pOvo Nuicelog {ong 26 nuepmdv (€0pog 6-52 nuépeg) o€
dwotnpa 3 pnvev (evpog 1,5-4,5 pnveg). Lto mevivra tpia 1016 ek0td (53%) TV acbevdv dev aviyvedtnkav
LETPNGLUES TOCOTNTEG OEVOGOVAUTNG 6 UNVEC LETA T YOPYNON TOV QAPLLAKOV.

Agv mapotnpinke cLGCOPELON 1 LETOPOAN TNG POPUOKOKIVITIKNG TG OEVOGOVUAUTNG LE TO TEPUGLO TOV
YPOVOL KOTA TN XOP1YNON TOALOTA®Y VITOdOpLwV docewy 60 Mg Lo popd kdbe 6 pivec. H
(QOPLOKOKIVITIKN TNG OEVOGOVUAUTNG OEV EMNPEAGTNKE OO TO GYNLOTIGUO OEGUEVTIKMY OVIICOUATOV
&VOVTL TNG 0EVOGOVUAUTNG KOl H)TAV TOPOLOL0. TOGO GTOVS AVOPES 0G0 Kot oT1 yuvaikes. H niia

(28-87 £11), n VAN Ko 1) KATAGTOOT TN VOGOL (YaunAn 00Tikn LAl 1| 06TEOTOP®OT|, KOPKIVOG TOV
TPOGTATN 1) TOL LACTOV) deV PaiveTal emiong va ennPealovy CNUAVTIKE T QOPULOKOKIVITIKY TNG
OEVOGOVUAUTNC.

[Moapatnprnke pia Taon PeTa&d ToL VYNAOGTEPOL GMUATIKOV BAPOVE Kal TG younAdTepng £kBeong Pacet
g AUC kat g Cmax. 01000, 1 Tdon vt dev Bempndnke KAviKG oNUOVTIKY, EPOGOV Ol
(POPLAKOOVVAIKEG EMOPACELS PACEL TV SEIKTAOV OGTIKNG EVOALAYNG KOl TV avERcemV g BMD
TOPEUEVAY 1O1EC O PEYAAO EDPOG COUOTIKOD BAPOVG.

TpapukdTnTo/Un YypouumKoTnTa

Y& UEAETEG KOUOVOUEVNC BOOTG, 1 SEVOCOVUAUTT EXEGEIEE U YPUUUIKY, 00GOEEUPTOUEVN
(QOPLOKOKIVITIKY, IE aumAdTEPT KAOBapoT 68 VYNAOTEPEG DOGEIC 1] GLYKEVIPDGELS, AAAG GYEDOV ovaAoyn
pe tn 66om avénon g éxbeong yio docelg 60 mg Kot Gveo.
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Ne@pikn dSvoiertovpyio

e o peAET 55 acBevav og didpopa oTado VEQPIKNG Aettovpyiog, cupumeptAapuavopévev acfevay vod
eEoveppikn kaBapon, o fabuog tng veppikng SVGAELTOLPYING OeV Ele Kaio EXIOPOUCT) OTI QAPUAKOKIVITIKT
™G SEVOGOVUAUTNG.

"Exntoon e Naotikne AEITovpyiog

Agv paypatonomonke Kopio 101k LEAETN 08 A0OEVEIS LE EKTTMOON TNG NTOTIKNG AELITOVPYING. 1€ YEVIKEC
YPOUUES, TO LOVOKAMVIKA OVTICAOUOTO OEV OTOLOKPUVOVTOL HECH UNYAVICUOV NTATIKOV petafolaopov. H
(QOPLOKOKIVITIKN TNG OEVOGOVUAUTNG OEV AVOUEVETOL VO EMNPEACTEL OO TNV EKTTOGCT TNG NTOTIKNAG
Aettovpyiag.

Iodratpucodc TAnfvoude

To Ponlimsi dev Ba Tpémet va ypnoiponoteital 6 ToudlaTptkovg TAnBvouots (PA. mapaypdeovc 4.2 kai 5.1).

e wa perém odong H madiatpikdv acbevav pe atein ooteoyéveon (N = 153), o1 L€YIOTEC GUYKEVTIPDOGELS
NG OEVOCOVUAUTNG aToV 0pd Tapatnpnonkay v nuépa 10 og dheg Tic nhklokég opades. IMa to oynpato
yopNynong 66ong kdbe 3 pnveg kot kdbe 6 pMvec, Tapotnpnonke 4Tl o1 HEcEg EAGYIOTEC GLYKEVTIPMGELS TNG
OEVOGOVUAUTNG 6TOV 0pd eival VYNAOTEPES Yo Tadld nAkiag 11 émg 17 eTmv, eved ta modtd nikiog 2 g
6 eT®V glyav TIg YOUNAOTEPESG LEGES ELAYIOTEG CUYKEVTIPMOELG.

5.3 IMpoxkiivikd dedopéve Yo TNV ac@aiero,

Y& peléteg ToEIKOTNTOG EQATAE Kol EMOVOAAUPAVOIEVOVY dOCEMY GE TBNKOVE cynomolgus, ot 0GELG
devocsovudumng mov odnynoov o 100-150 popéc peyardtepn cuotnuatikh EkOgoT 0O TN GLUVIGTMOUEVN
avOpdmvn 066N dev glyav Kapio EXITTOCN GTNV KOPOLOYYELNKT] PLGIOA0YI, TV OVOPIKNA 1 TN YUVOIKEIQ
yovipdtnTa, 00TE TPOKAAESAV €101KT TOEIKOTNTA GE OPYOVA-GTOYOVG.

Agv &yovv mpaypotonomel ot cuviBelg dokiacies Yo TV a&loAdYNOT TOV SVVOUIKOD YOVISLOTOEIKOTNTAG
NG 0EVOCOVUAUTNG, EPOCOV TETOEG SOKIUAGIES OEV EIVOL OYETIKEG LE TO CLYKEKPIUEVO LOP10. 26TOC0, AOY®
TOV YOPUKTNPLOTIKOV TNG 1 devocovudunn Bempeitan amibBovo va £yel 0mo10dMmoTe SLVAUIKO
YOVIOLOTOEIKOTNTOG,

To kopKvoyovo dVVAULKO TNG 0EVOGOVUAUTNG eV £xEl eKTIUNOEl o€ pakpoypoVieg LeAéTeG o (ma.

Y& TpokAvikég perétec mov deEnydncav og knockout movtikia wov otepodviav 1o RANK 13 10 RANKL,
mopatnpiinke dtapayn TOL SYNUATICHOV Aeppadévev oto Eufpvo. Enionge, og knockout movtikia mov
otepovivtay To RANK 1 1o RANKL napoatnpndnke amovsio mapaywyne yOAUKTOS AOY® OVOGTOANG TG
opipavens Tov palikov adéva (avamTuén KOYELOEWdMV Kot AOPLOKOV adEvmVy KoTA T S1APKELD. THG KONONG).

Ye pila perémn og mOnKovs cynomolgus otovg omoiovg yopnyndnKav d0GEIS SEVOGOVUAUTNG KATA T
O1dpKeL TEPLOSOL TOV IGOOVVOLEL LLE TO TPMTO TPIUNVO TNG KONONG TOv 00 yncav 6€ 99 popéc peyarvtepn
ovotnpatikn ékbeon Pdoet g AUC amod T cuvictdpevn avOpdmivn door (60 mg kdbe 6 unqveg), dev
vanp&av arodeilelg PLafav otn unTépa N oto EUPPLO. Xe ALt TN UEAETY], OgV eEETAOTNKAV O EUPPLIKOT
AELLPAOEVEG.

e GAAN peAétn o mBnkovg cynomolgus 6Tovg 0moiovg Katd T S1dpKeLn TG KuNnong yopnynonke
devocovpaunn oe dooelg pe 119 popég peyarvtepn cvotnuatiky €ékbeon Paoet g AUC amd v avOpdmivn
060om (60 mg Kabe 6 PVEQ), ELPOVIGTNKOV CLENUEVOL TOKETOL VEKPDOV EUPPOMV KO LLETA-YEVVITIKN
OvnodTa, PN EUGIOAOYIKY] OVATTVET TOV 0GTMV LE UTOTELECLO TNV HELOUEVT] AVTOYN T®V 0GTMV,
HEW®UEVT] atptomtoino, Kot AavBacpévn evfuypdppion Tmv Soviudy, amovcio TEPLPEPIKMOV AEUPUIEVOV, KOl
UELOUEVT] VEOYVIKT] avATTUED. Agv KaBOPIGTNKE TO EMIMEDO Y10l LT TAPATIPNOY AVETIOVUNT®V EVEPYELDY Y10
TIG AVOTAPUYOYIKES ETOPACELS. 2T ¥POVIKT TEPT000 6 UNVAOV UETE 0O TNV YEVVNOT|, Ol OAAQYEC TTOV
aPOPOVCAV OTA 0CTH ATOKATUCTAON KAV Kot dgV VI PEE EMIdPAON TNV AVATOAN TV dovTidv. Ouwc, ot
EMOPAGELS OTOVG AELPAOEVEG KOt Tr) AAVOUGUEVT] EVBVYPAULULOT TOV SOVTILDY TOPEUEIVOY, KoL EALAYIOTN MO
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UETPLOL LETOAAOTIOINOT € TOAAATAOVG 16TOVG TopaTPNONKE o€ £va omd Ta TEPAUTOL®A (CLGYETION LE T
Oepaneio eivar acapng). Aev vanp&av ototyeio PAGPNG oTNV UNTéPA TPV OO TOV TOKETO, AveTBOUNTA
unTpKa cupPapata wopatnpnonkoy ondvia katd Tov Toketd. H avanTuén tov pnTpikdv HosTIKOV adEvev
NTAV QUGIOAOYIKN.

e TPOKAMVIKEG LEAETEC TNG TTOLOTNTAG TOV 0GTMV G€ TOKOLS VIO Lakpoypdvia Bepameio pe SeVOGOVLAUTT),
UEIOOELG TOV OEIKTAOV 0CTIKNG EVAAAAYAG CLUGYETIGTNKAY e BEATIMON TNG OGTIKNG AVTOYNG KOl QUGLOAOYIKN
otoloyia TV 0otov. Ta enineda acPeotiov eupdvicay Tapodikn peimon Kot To exinedo topabdopuovng
Tapodikn avénon o mobnkektounBévtec mBnkovg mov EAafay SeVOGOLLLAUTT).

Ye apoeVIKA TOVTIKLO YEVETIKA Tpomomomuéva dote va, ekppalovy to huRANKL (movrikia knock-in), ota
omoia TpokAnOnke Kataypo otov eAo1d, 1 devosovpdunn Kabvotépnoe v e£apAavion Tov yOVOpoL Kot TNV
OVOKOTACKEDT] TOL TAOPOV TOL KATAYUUTOC GE CUYKPLOT| LE TO PAPLAKO EAEYYOV, QAAA 1) Bropnyavikn
avTOoYN OEV EXNPEAGTNKE OPVNTIKA.

Knockout movtikia (BA. Tapdypago 4.6) mov otepovvtav 10 RANK 11 to RANKL rmapovsiocav peimpévo
COUATIKO BAPOg, LELOUEVT] AVATTVEN TOV 0GTAOV KOl [N GVATOAN TOV SOVILDV. X VEOYEVVITOVS 0POVPOIOVG,
1 avactoAr] Tov RANKL (ot6)0¢ T™¢ Bepaneiog pe devocovudunmn) pe vyniég 00GELG TEXVITNG
00TEOMPOTEYEPIVIG GUVIEdEUEVTG 0TO LOplo Fe (OPG-Fc) cuoyetiotnke e ovaoTOAN TG avATTUENG TV
0GTMV KOl TNG OVOTOANG TOV SOVILDV. € VT TO LOVTELD 0L OAAAYEG NTAV LEPIKADG OVOSTPEYILES OTAV
dlakomnke M yopnynon 66cewv avactoréwv 1ov RANKL. 'Eenfa ntpomtevovra OnAactikd oto onoio
xopnynOnke devocovpdunn og d6celg 27 ko 150 popég peyardtepes (10 ko 50 mg/kg) amd v Khvikn
ékBeom epeavicay Un eUooA0YIKEG oéntikég mAdkec. Emopévacg, n Oepaneio pe devocovpdunr pmopei vo
LELOOEL TNV aVATTUEN TOV 0GTMOV GTA TOOLE LE OVOIKTES OVENTIKEG TAGKEC KOl VO OVOGTEIAEL TNV AVATOAN
TOV SOVTIDV.

6. DOAPMAKEYTIKEX IIAHPO®OPIEX
6.1 Katahloyog ekdoymv

Nazpro 0&icd TpLvdpkod

O&wo 0&Y, Yuypod

YopPiroin (E420)

[MoAvcopPikod 20

"Ydmp yia evéoiua

6.2 AocvppatoTnTeg

EMetyerl peletmv oyetikd pe tn oupfatodtnta, To Tapov QOPUUKEVTIKO TPOIOV OEV TPEMEL VO, OVOLLELYVOETOL
UE GANO POPLOKEVTIKE TPOTOVTAL.

6.3 Awdpkera Cong

3 xpovia

E@pdoov Byet amd to yoyeio, to Ponlimsi pnopet va puAidooetal e Beppokpacio dopatiov (uéypt 30°C) ya
dtlotnua £m¢ 32 nuépeg oto apykd kovti. Agv Tpénel va tomobeteitol Eava oto yoyeio. [pénel va
¥pMoLomon el Eviog Tov doTNUATOG TOV 32 NUEPDOV.

6.4 Idwitepeg TpoPULAEELS KOTA T QVAEEY TOV TPOTOVTOG

dvldcoete og yoyeio (2°C-8°C).

Mnv KatayOyeTE.
Kpatfote v mpoyepiocpévn cvplyya 6To e£®mTEPIKO KOVTL Y10, VO TPOGTATEDETOL OO TO PMG.
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6.5 ®@Von K GLOTUTIKA TOV TEPLEKTN

‘Eva ml d10Abp0to¢ 6€ Tpoyeopévn cuptyya Lo ¥pnong amod yuoAl tomov 1 pe ferdva amd avoleidmto
atodl drapétpov 27 G, pe unyavicprd KaAvyng BEAOVIS Kol IO ELeY®PNoNS EUPOLov (EAACTIKO
Bpopopovturiov).

Yvokevacio TG oG TPOYEHGUEVIC GUPLYYOS, LE KOWEAT.

6.6 Iowitepeg TPOPULAGEELS OmOPPIYNS KOl GALOG YEPLOOG

. IIpwv amd ™ yoprynomn, to didAvpa Tpémel va EAEYYETOL OTTIKA. MMV XPNGILOTOIEITE TO SIOAV LA EQV
TEPIEYEL COUOTION, EIVOL VEQEADIEG 1) ATOYPOUAUTIGUEVO.

. Mnv avoxkiveite.

. IMoa va amo@byete ) dvceopio otn BEcn Eveong, AQNOTE TNV TPOYEUIGUEVT GUPLYYO VO PTACEL GE

Beprokpacia dopatiov (uéxpt 30°C) npv and v £veon Kot eyyVOTE aPYA.
. Eyy0ote 6A0 10 MEPIEXOUEVO TNG TPOYEUICUEVIG GUPLYYOS.

Kda0e aypnoyomnointo goapuokentikd Tpoidv 1 DTOAEUNN TPETEL VO OTOPPITTETAL GOUPOVO, JLE TIG KATH
TOMOVG 16YVOVOEG GYETIKEG OLATAEELC.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

TEVA GmbH

Graf-Arco-Strasse 3

89079 Ulm

I'eppoavia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/25/1986/001

9. HMEPOMHNIA MMPQTHX EI'KPIZXHY/ANANEQXHY. THX AAEIAX
Hpepopnvia mpdtng £ykpiong:

Huepounvia tedevtaiog avavémong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANpoPopiesg yia 10 TOPOV PUPUOKEVTIKO TTPoioV gival Sabéaieg 6ToV SIKTLAKO TOTO TOV
Evpomnaikod Opyovicpod @apudakov: https://www.ema.europa.eu.
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https://www.ema.europa.eu/

ITAPAPTHMA 11
IHAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHE OYXIAX
KAI ITAPAXKEYAXTHX YIIEYOYNOZX I'TA THN
AIIOAEXMEYXH TQN IHAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATNIOTEAEEMATIKH XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. TTAPAXKEYAXTHX THX BIOAOI'IKQX APAXTIKHX OYXIAX KAI ITAPAXKEYAXTHX
YIHEY®OYNOX I'TA THN ATIOAEEMEYXH TQN ITAPTIAQN

Ovopa xai d1ievfuvon tov TapackevaoTh TNS BLOAOYIKOS dPUCTIKAG 0VGIoG

Teva Biotech GmbH
Dornierstrasse 10
89079 Ulm
ITeppavia

Ovopa xat d1evfuvon Tov TaPAGKEVAGTN TOL £ival LITEVOLVOC Y10 TNV ATOOEGUEVCT) TV TOPTIOWY

Merckle GmbH
Graf-Arco-Strasse 3
89079 Ulm
Teppoavia

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

DQoppokevTiKd TPOTOV Y10 TO OTOT0 ATALTEITAL LUTPIKT GLVTOYT.

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAYX KYKAO®OPIAX
o Ex0¢og1g meprodikig mapakorovdnong g ac@arerag (PSURS)

Ot amoutnoetg yio v vofoin towv PSURS 1o 10 ev Ady® @appakeutikd tpoidv opiloviol 6Tov KATdAoyo
UE TIg nuepounvieg avapopdg g Evoong (katdioyoc EURD) wov mapatifeton oty mapdypapo 7, Tov
apBpov 107y, g odnyiog 2001/83/EK ko kdbe emaxdAovdng emikaiponoinong 6nwe dnUocieveTal TNV
EVPOTATKN SIKTLOKT] TTOAN Y10 TO POAPLLOKOL.

A.  OPOI'H IEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI ATOTEAEXMATIKH XPHXH
TOY ®PAPMAKEYTIKOY ITPOIONTOX

o Yyé010 owayeipiong Kivovvov (XAK)

O Kdroyog Adetog Kukhopopiog (KAK) Ba die&aydyet Tig amautodpeveg dpactnpldTnTES Kol TOPEUPACELS
(QOPLOKOETOYpOTTYNONG OTI®G Tapovctalovial 6to cvupmvndéy ZAK mov napovoidletal otny evotnta 1.8.2
g adeog KuKAOPopiag kat omolecdnmote enakoiovdeg eykekpuéves avadewmpnoeilg tov TAK.

‘Eva emkaiporomuévo XAK Oa wpémel va katotedei:

. Meté and aitnpa tov Evponaikod Opyaviopod @oppdxmv,

. OnoTedNTOTE TPOTOTOLEITAL TO GVOTNUA OLoyEIPIoNG KIVODVOD, EIO0IKE MG ATOTEAEG O ANYTG VEDV
TANPOPOPLDY TOV UTOPOVV VOl EMPEPOVY CTUAVTIKN OARAYT GTN GYECT] 0PELOVC-KIVOHVOL 1) ™G
AmOTELEGUA TNG EMITEVENG EVOG OTLLAVTIKOD OPOGTILOV (POPLOKOETOYpOTVION 1 EANYICTOTOINON
Kvduvov).

. EmnpoocOeto pétpa ehayyiotonoinong Kivovvov

O KAK 6a dtacoalicel 6t1 Bo BEcel og 160 KAPTO LIEVODUIOTC Y10 TOV ACOEVT] GYETIKA LLE TNV
0GTEOVEKPMOOT] TG YVAbov.
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI IIPOTEMIXMENHX XYPIITAX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ponlimsi 60 mg evéoypo didAlvpe o€ TPoyeuIGUEVT cOPLYYa
dEVOCOVUAUTN

2. TYNOEXIH IE APAXTIKH(EX) OYXIA(EY)

Ipoyepicpévn odpryya tov 1 ml wov wepiéyer 60 mg devocovudunng (60 mg/ml).

3. KATAAOI'OX EKAOXQN

Natp1o 0&ikd Tptdpikod, 0Ekd 0&D, yuypod, sopPrtorn (E420), moivcopPikod 20, 0dmp yio eVESILOL.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéowo odivpa
Mio, TpOYELGUEVT] GUPLYYQ. LLE QVTOUATO UNYXOVIGHO KGAvYNG PeAdVOC.

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

IMa vroddpra yprion.

Inpovtiko: 510pdote To UAAO 00MYIOV TPV AO TOV YEPICUO TNG TPOYEUGUEVTG GVPLYYOG.
Mnyv avokiveite.

AwBdote To GUAAO 0INYIDV YPNONG TPV AT TN YPNON.

YHKQXTE EAQ

IIPEITEI NA ®YAAXYXETAI XE OEXH THN OIIOIA AEN BAEITIOYN KAI AEN
ITPOXEITIZOYN TA ITAIATA

6. EIATKH ITPOEIAOIIOTHZH *YM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO ITPOION

Na pvidooetar o€ 0éom, TV onoio dev PAETOLY Kot dev TPooeyyilovy Ta TOdd.

| 7. AAAH(EY) EIAIKH(EY) IIPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHZHX

EXP
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9. EIAIKEX XYNOHKEYX ®OYAAEHX

®dvlracoete o€ Yoyeio.
Mnv KatoyoyeTe.
Kpamote v mpoysicpév cbptyya 6to e£mTepKd KOUTi Yio Vo TPOGTATEVETUL OO TO POC.

10. IAIAITEPEX NIPO®YAAZEEIX I'lA THN AITOPPIYH TQN MH XPHEXIMOIIOIHOENTQN
®APMAKEYTIKON ITPOIONTQN 'H TON YIIOAEIMMATON ITOY ITPOEPXONTAI
AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

TEVA GmbH
Graf-Arco-Strasse 3
89079 Ulm
T'eppoavia

12.  APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/25/1986/001

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'lA TH AIAGEXH

| 15. OAHI'IEX XPHXHX

| 16. TAHPO®OPIEX XE BRAILLE

Ponlimsi

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

A163106T0TOC YPOUUDTOC KOdKAG (2D) Tov @épet Tov mepn@Bivta. LovadIKo avoyVOPLOTIKO KMOIKO.

18. MONAAIKOX ANATNQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQPIZIMA AIIO TON
ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAXIA KYYEAHX IPOTEMIXMENHX XYPIITAX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ponlimsi 60 mg evéoipo
OEVOCOV AT

2. ONOMA KATOXOY THX AAEIJAY. KYKAO®OPIAX

TEVA GmbH

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA

SC
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EAAXIXTEX ENAEIZEIX I1IOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX XTOIXEIQAEIX
YXYXKEYAXIEX

ETIKETA ITPOI'EMIZEMENHX XYPITTAX

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

Ponlimsi 60 mg evéoipo
OEVOCOV AT
SC

| 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOX ITAPTIAAX

Lot

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

Imi

6. AAAA XTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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®vAro ooV rpiong: IIAnpogopiss yro Tov yp1otn

Ponlimsi 60 mg evéeipo d1ahvpo 6 Tpoyepiopévy cOpLyyo.
OEVOGOLUAUTN

vTo 0apurako ovtd TeELel VTG CLUTAN POUATIKY TOPaKoAOVON Y. AvTd Ba emTpéyel TO Ypryopo
TPOGOOPICUO VEDV TANPOPOPLDY acPaAEldG. Mropeite va fondnocete pécm TG avapopag moavov
AVETIOOUNTOV EVEPYELDV TTOV EVOEXOUEVMG TTopovotdlete. BA. T€log tng mapaypdeov 4 yio Tov Tpdmo
avaQopdg avemBOHUNT®V EVEPYELDV.

AP aoTe TPOGEKTIKG 0AOKANPO TO GVALO 03N YLAV PN OIS TPLV UPYIGETE VO YPNGLUOTTOLEITE AVTO TO

QPaPROKO, OLOTL TEPIAUPPAVEL CNRAVTIKESG TAPOPOPIES YL GUG.

- DvAaETE 0VTO TO PUALO 00N Y1OVY Yprong. Towg ypelactel va to dafdacete Eavd.

- Edv éxete meportépw amopieg, p@TNGTE TOV YOTPO 1| TOV PAPHOKOTOLO GOC.

- H cvvtay yio avtd to gdprako xopnynnke amokAelotikd yio 6ag. Agv mpémnel vo SOGETE TO
QApLOKO 68 GALOVG. MTopel var Tovg TPOKOAESEL PAGPT, KOO KOt OTOV TO. GUUTTMOOTO TG
0o0éveldg Toug elvat 101 e ta 01K GO,

- Edv mapatnpnoete Kamowo avemBOUNTN EVEPYELD, EVILEPDOTE TOV YIOTPO 1) TOV POPUOKOTOLO GO,
Av1d 1oyveL Kat Yo ké0e mbavr| avemBountn evEPYELR TOV JEV AVAPEPETOL GTO TAPOV GUAAO 0ONYIDV
ypnons. BAéne mapdypoeo 4.

- O yatpog oag Ba cog dmoet pia kdpto vVIevOUIeNG Yo ToV aoBeVT], 1| OTTOld TEPIEYEL OTULOVTIKEG
TANPOPOPIEG Y10 TNV OCPUAELD, TIG OTOIEG TPEMEL VO YVOPILETE TPV Kol KATA Tr) S1APKELD TG
Oepamneiog oog pe to Ponlimsi.

T epréyer To Tapév VAL 00N YLOV:

T eiva o Ponlimsi kot mota givot 1 gprion Tov

T mpénet va yvopilete Tpv ypnoponomoete to Ponlimsi
[Mog va ypnooromoete to Ponlimsi

[MBovég avemBOunTe evépyeteg

g va puidooete to Ponlimsi

[epreydpeva g cuoKELOGING KOl AOITEG TANPOPOPiES

S

1. Th givor To Ponlimsi ko wowa givan n ypiion tov
Th givan To Ponlimsi kot tog opa

To Ponlimsi wepi€yel 66voGOLHAUTT|, Lo TPMTEIVY (LOVOKA®VIKO avTicmpa) Tov mapepupaivel otn dpdon
H10G GAANG TPTEIVIG, Yio T Ogpameio TS 0GTIKNG OTMAELNG Kol TNG ooTeonopmonc. H Bepomeia pe
Ponlimsi kdvel To 06Ta 7O avOeKTIKG KOl LEIDVEL TNV TOOVOTNTO EPPAVIOT|G KOTOYHAT®V.

Ta ootd sivar Evag LovTavog 16TOG Tov avavedveTal cuvexdc. Ta owatpoyodva fonbodv ot datipnon g
VYELOG TOV 06TOV. META TNV EUUNVOTONOT], T ETITESN TMV OIGTPOYOVOV LEIOVOVTOL YEYOVOG TTOL UTOPEL VoL
Kével Ta 00Td AemTd Ko e00pavoTa. AVTO pumopel TEMKE Vo 001 yNoEL 6€ pa Tabnon mov ovoudleTot
ooteomopwor). H ooteondpwon umopet eniong va epeaviotel og avopeg Adym £vog aptfol aitimy mov
coumepLoUPavouy T YHpavoT Ko To YounAd enimeda g avopikng opuodvngs, T€6T0oTEPOVNG. Mmopel
emiong va epeoviotel og acbeveic mov Aappavovy yAvkokoptikogdr). [ToAlol acbeveig mov Tdoyovv amod
00TEONOPMOT] OEV £YOVV CUUTTMOUOTA, AALY KIVOLVEDOLY TAPOLD OVTA VO VTOGTOVV KATAYLLO, KUPIDG OTN
GTOVOVAIKN GTAAN, GTa. 16Yi0 KOl GTOVE KapTovg,.

O1 xelpoVPYIKES ETEUPACELG 1) TAL PAPLLAKE TTOV AVOSTEALOLY TNV TOPAYDYT OIGTPOYOVAV 1] TEGTOGTEPOVIG

KoL YpNOLOTOlovVTaL Yia T Bepomneio 0c0evmv e Kapkivo ToOL HAoTOD 1| TOV TPOGTATN UTOPOVV ETIONG VA
TPOKOAEGOVY 0GTIKY andAELN. Ta 06TA YivovTol 710 adOVOU Kol GTTAVE TTL0 EDKOAX.
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owa givar n ypfon tov Ponlimsi

To Ponlimsi ypnoiponoteitan yio tn Oegpoaneio:

. NG OGTEOTOPMGNC G YOVOIKEG IUETA TNV EUUNVOTOVGT (LETEUUVOTOVCIOKEG), KL GE AVOPES TTOL
&yovv ovéNUEVo Kivouvo KaTayrotog (OTAGIUO TOV 0GTMV) LELMVOVTIS TOV KIVOUVO KATOYUATOV TNG
OTOVOVAIKNG OTHANG, UN-CTOVOLAIKMV KOTAYLATOV KOl KOTOYUAT®OV TOVL 15)iov.

. NG OGTIKNG AMMAELNG TOV TPOKAAEITAL OO T1) PEI®OT TOV EMMESWOV OPLOVAV (TEGTOGTEPOVNC) 1
omoio OPEILETAL OE XEPOVPYIKN | POPLOKEVTIKN Oepaneio o acbeveic pe Kapkivo Tov TpooTaTY.
. TNG OCTIKNG OMMOAELNG TOV TPOKUAEITAL OO LLOKPOYPOVIL QLYMYT| [LE YAVKOKOPTIKOELDT| GE 0loBeVEIC TOV

Tapovctdlovy avENIEVo Kivouvo KaTdyaToc.

2. Tvrpémer va yvopilete npv ypnoipomronjcete To Ponlimsi

Mnv ypnoipomonoete To Ponlimsi

- av &yete YounAd enineda acPeotiov o010 aipa (vrocPestioio).

- o€ MEPIMTOOTN aALEPYinG 0T dEVOGOVUAUTTN 1] G OTOL0OMTTOTE GALO OO TO GUGTATIKA CLTOV TOV
QOpLAKOV (avapépovTal otV Topdypapo 6).

IIpog1d0ToU|GELS KOl TPOPUAGEELS
AmevBuvbeite GToV Y10TPO 1) TOV PUPLOKOTOLO GOG TPLY ¥PNCLoTooeTe To Ponlimsi.

Kotd 1o didotnpa mov Aapupdvete Ponlimsi uropei va napovcidcete HOALVGT GTO SEPO LE GUUTTMLLOTOL
OGS 01dN U, EPLOPOTNTA TOL FEPHOTOG, CLYVOTEPO OTNV TEPLOYN TOL TOS0V, TOL GLVOIEVETAL U aicHnua
KGOV Kot evatctneia (Kuttapitida), Kot mhavov and countodpate tvpetov. [apoakaieiote va
EVILEPMGETE TOV YIUTPO GOC OUECMG EAV TOPOVGLAGETE OTOLOONTOTE OO QVTA TOL GUUTTMLOTOL

Oa mpénel emiong va Aappdavete copuminpopata acfestiov kot frrapivng D yuo 660 didotnua taipvete
Ponlimsi. O yiatpog cag Ba 1o cuinmoet avto poli cac.

Mrnopei va £xete younAd enineda acPeotiov oto aipa cag evoow AopPavete Ponlimsi. [Mopoakaieiote va
EVNIUEPDGETE TOV YLOTPO GAG APEGMOG EAV TOPATNPHGETE OTOLOINTOTE OO T, AKOAOLON GLUTTMOLOTA:
OTOGUOVC, CLVGTAGELS, 1] KPAUTES GTOVG MVEG GOG, KO/ LOVIIUCUO 1] LOPUNYKIOGO 6T, OGYTUAN TV
YEPUDV, GTO. SAYTLAL TV TOJIADV 1] YOP® OO TO GTOUO GOS, KOUT EMANTTIKEG KPIGELG, GVYYLOT, 1] ATMAELN
g Guveldnonge.

E&apetikd yopnAd enineda aoPestiov TOV 001YNCAV OE EIGOYMYN GTO VOGOKOUEIO KOl OKOLLOL Kot
avtdpdoels ameiintikég yio ) {on £xovv avapepbel oe ombvieg mepmTOGELS. €26 ek TOVTOV, TPV Ao TN
ANy kdBe dO0MG Kot 6ToVG aoBeveic e Tpodidbeon yia vracBeotionpio viog 500 efSOUAO®Y PETA TN Ay
™G apykng 60omg, B eléyyovtal Ta eminedao acPeotiov oto aipa cog (LEcm e€étaong ainatog).

Evnuepoote tov yuotpd cog edv Exete 1 giyate moté coPapd TPoPANLOTO GTOVG VEQPOVG, VEQPIKN
avemapKeLo 1 ov xpeldotnke va vwoPfAnbeite oe apokdBapon, | av AapPdvete eApLOKO TOV OTOKAAOVVTOL
YAVKOKOPTIKOELDT (0Tmg Tpedvilordvn 1 de&apebaldvn),yeyovota mov umopel va av&noovy Tov Kivouvo
EUPAVIONS YOUNAGV eMTES®V acPeoTiov 6To aipa av dev AAUPAVETE CLUTANPOUOTA AGPECTIOV.

Hpofiuata 6to otéua, ota dévtia 1) ot yvébo

Mia mapevépyeta mov Aéyetatl 0oTe0VEKP®ON NG Yvabov (ONI') (BAGPN Tov 06TOV TNE YVvABoL) €xel
avapepbel omaving (umopel va emnpedlel éog 1 otovg 1.000 avBpmdmovc) ce acheveic mov Aapufdvovy
Ponlimsi yia tnv ooteondpwon. O kivovvog tng ONI avédvetar o€ acbeveic mov Aappdavouv Bepaneio yia
TOAD Koupd (umopet va ennpedoet péypt 1 ota 200 dropa edv Aapfdavovv Bepaneia yio 10 xpoévia). H ONIT
umopet eniong va, eLEavioTel Kot PLETA T dtakomn tng Bepaneiag. Eival onpoavtikd vo tpoctabncete va
npordPete v eppdvion g ONI kabmhg umopel va givar pia, exddVVN KatdoTaon Kot uTopel va givat
dvokoin va Bepamevtel. o va pewdoete Tov kivdvvo gpedvions e ONI, AdPete Tic Tapakdatm
TPOPLAAEELS:

IIpwv AaPete Bepameia, evnuepmate Tov Y0Tpd 1] TOV VOGOKOUO oag (emaryyepatiog vyeiag) eqv:
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o &yete TPOPAUOTO LE TO GTOUA T TO, OOVTIO GOG OTMS KOKT GTOLOTIKY DYEVY, OVAITION 7
Tpoypoupatiopévn e€aymyn 060vToG.

o dev AapPAVETE TAKTIKT 000VTINTPIKT GPOVTIOa 1| dev £xete AAPeL 000VTIATPIKT £EETAIOT] YO LEYAAO
YPOVIKO SLACTN AL

o glote kamvioTg (Kabmg avtd pmopel va avénoet Tov Kivouvo Tov 0d0vTIaTPIK®Y TPOPANUATOV).

o &xete mponyovévag Aafet Bepaneio pe dSupwopovikd (xpnoyorolovvtal yio T Bepameio 1 ™
TPOANYT OCTIKDOV O10TAPAYDV).

. Aappdvete KopTiKooTEPOELDT (0TS TN TPedVILOAOVN 1 TN de&apebalovn).

. €yete KopKivo.

O ywtpog cag pumopel va oag (ntnoet va eetaoteite amd odovtiaTpo mpv Eekvioete ) Oepaneia e
Ponlimsi.

Kotd ™ didpkela g Oepaneiag, Oo mpémetl va dratnpeite KOA GTOUATIKN VYIEWVT Kol VoL VToPAAAESTE O
TAKTIKEG 000VTIATPIKEG EEETATELC. Edv popdte Teyvnth 0doviootoryio Ba tpénet va Befaiwbeite oti
epapudlel cwotd. Av vtoPdilecte oe odovtiaTpikn Bepamneio 1) mpdrettor va virofAndeite oe 0d0VTIATPIKY
YEWPOLPYIKN emEPPaon (7). eEAY®YES 00OVTOG), EVILEPDGTE TOV YIOTPO GOG KoL TEITE GTOV 000VTINTPO GOGC
ot AapPdavete Ponlimsi.

Emwowvmviote e Tov y1atpd Kot Tov 000vTiaTpd 060G OUECHS OV TOPOVGLOGETE OTOAONTOTE TPOPANLATA UE
TO 0TOUA 1] TO OOVTIO OTT®G YoAapd dOVTLIA, TOVO 1| TPNEWO, 1) U1 EMOVAMON TANYOV 1 EKKPicEDV, KaBdS
ovtd uropet vo etvar onpeio tng ONT.

Mn cuvOn katdyuata Tov unplaiov 06To0

Kdamoot acBeveic £xovv eppavicet pun cuvinon Katdyuato Tov unplaiov 06tod Katd TN SIPKELN TNG
Oepomeiog pe Ponlimsi. Emikowvmviote pe tov yiatpod cog edv vimoete véo 1 acvuvi0ieto Tovo 6To 10%io oag,
o™ Povfovikn ydpa 1 oTo UNpd cag.

HMowowa kon £enpor
To Ponlimsi dev Oa mpémel va ypnoylomoteiton o€ madld kot prfoug nAiikiog Katw tov 18 etdv.
Alra @dppoxa kot Ponlimsi

Evnuepmote Tov y1aTpd 1 TOV QOPUAKOTOL0 GaG GV maipveTe, £(ETE TPOGPATU TAPEL 1] LWITOPEL VO, TAPETE
A pdppaka. Etvat idlaitepo onpavikd vo EVILEPMGETE TOV YIOTPO GaG GV TAIPVETE AAAO PAPLLOKO TOV
TEPLEYEL OEVOCOVUAUTT).

Agv mpénel vo mapete Ponlimsi pall pe GAAo @appoko to omoio meptéyel dEVOSOVUAUTY.
Kinon ko Onhaopog

To Ponlimsi dev €xet dokipaotel og gykbovg. Eivar onpavtikd va evpepmoete Tov yioutpd cag edv giote
éykvoc, vopilete 0T umopei va elote £ykvog N oxedialete vo amoktoete modi. H yprion tov Ponlimsi dev
ovviotdral ov giote £ykvog. Ot yovaikes avamapaymytkng nikiog o tpémet va ypnoLLonotovy
OmOTEAEGATIKEG PLeBOOOVE avTIGOAAN YN G KaTd TO dtdotnia Bepaneiog pe Ponlimsi kat yio tovAdyiotov 5
UveG petd tn dlakonn tng Oepameiag pe to Ponlimsi.

Av peivere éykvog kotd T didpketa g Oepaneiog pe Ponlimsi 1§ o€ dtdotno LIKPOTEPO TOV 5 UNVOV LETA
) dtakomn tng Bepamneiag pe to Ponlimsi, mapakaAieiote va evIepOOETE TOV Y1OTPO GOC.

Agv givarl yvoot6 €dv to Ponlimsi anekkpivetar 6to untpikd yaia. Eival onpoavtikd vo evnuepdoete tov
ywtpd cog edv Inralete 1 oyedialete va Onidoete. O yiautpdc cog Ba cag Bondnocet va amopacicete dv Oa
drakoyete to ONrooud N ) Bepaneio pe Ponlimsi Aappdvovtag vadoyn to 6perog Tov OnAacuov yio To mondi
Kot 70 0peA0G Tov Ponlimsi yio T untépa.

Av Onialete katd ) dudpkela g Oepamneiog pe Ponlimsi, mopokaAeiote vo evUEPDCETE TOV YIATPO COG.
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ZNTtNoTE TN GLUPOLAT TOV YITPOV 1| TOL PUPLOKOTOLOD GG TTPLV TAPETE OTOLOONTOTE PAPLLAKO.

0onynon Ko YEPIGUOS POV LATOV

To Ponlimsi dev £xet kapia 1 £(€1 ACTHOVTN EXIOPACT GTNV IKOVOTNTOA 00N YNONG KOl YEIPIGLOD
UNYOVTULETOV.

To Ponlimsi wepiéyer copfrroin
To eappako avtd TepiEyel 47 mg copPirroing o kabe ml drodvpatog.
To Ponlimsi wepréyer vatpro

To eappako avtd Tepieyel Arydtepo amd 1 mmol vatpiov (23 mg) avd 60 mg, eivor avtd mov ovoudlovpe
«eAevBepo vatpiovy.

To Ponlimsi tepiéyer morvoopPuko 20

Av16 10 Qapuako meptéxet 0,1 mg morlvcopPikov 20 og kdbe cupryya mov wodvvapovv pe 0,1 mg/ml. Ta
ToAVGOPPiKa umopel va TpokaAécovy aAlepyikéc avTidpdoelc. Evnuepdote tov 10tpd oag Qv EXETE YVWOOTEG
aAdepyiec.

3. og va gpnoypomomjcere To Ponlimsi

H ocvvictduevn 66on elvar pia mpoyepiopuévn oopryya tov 60 mg yopnyoOuevn pia gopd KABe 6 unveg pe
epamas vrodoplo Eveon (Katw amd to déppa). Ta kaAvtepa onueia yio va KAveTe £veon gival TO ETOVO
LEPOG TV UNPAOV GOG KOL 1] KOTAMOKT] YOpa. AV 6og KAVEL TNV £VECT KATO10G AAAOG Uopel emiong va
YPNCLLOTOMGEL TNV EEMTEPIKT MAEVPA TOV UTPATCOV GOC. ZVUPOVAEVTEITE TOV Y1TPO GO GYETIKA LE TNV
nuepounvio yio g, mhovi exdpevn Eveon.

Oa mpénel emiong va Aapupdvete copumAnpopata acBectiov kot Prrapivng D yuo 6co didotpa taipvete
Ponlimsi. O yiatpdg cag 6a to cvintoet avtd poli coc.

O ywtpog cag evdéyetar va amopacicet 6Tt Ba rav Kaddtepo va kévete Tnv éveon tov Ponlimsi eogig ot
0101 1 T0 Gropo ov cag epovtiletl. O yTpog 1 KATolo¢ enayyehpatioc vysiag Ba dei&ovv og cag 1 610
GTopo oL 6ag PPOVTILEl TAC Vo KAveTe TNV £veon Tov Ponlimsi. [ mepiocdTEpEG 00N Yieg OYETIKE e TNV
éveon tov Ponlimsi, d1afdote tn oyeTikn vOTNTA 6TO TEAOG TOL TAPOVTOG POUAAOD 0ONYIDV.

Mnyv avaxwveite.

Edv Egyaoete va ypnowomomcere to Ponlimsi

Edv Egydoete kamowo 066m Tov Ponlimsi, n éveon mpénet va yivel 1o cuvtopdtepo duvatd. T cLVEXELD, Ol
EVEGELG TTPEMEL VO TpOoYpappoTilovtal kdbe 6 uveg amod tnv nuepounvio g TEAgLTAING £VEONG.

Edv ctapaticere va ypnoponoreite to Ponlimsi
INo va amoxopicete to peyardtepo duvatd 6@erog amd T Bepaneio Gag ot LEIDOT TOV KIVOUVOL

KATOYHATOV, Eval oNUaVTIKO va ypnotpomoteite To Ponlimsi yio 660 S1GTNHA GOG TO GLVTAYOYPAPEL O
YwTpog cac. Mnv dakdyete T Oepaneia Gog y®pig Vo ETIKOWVMVIGETE e TOV YIOTPO GOC.
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4. IMBavéig avemBounTeg evépyereg

Onwg 6lo Ta eappoKa, £T61 Kol 0VTO TO GAPLAKO UTOPEL VO TPOKAAEGEL OVETIOOUNTEG EVEPYELES, OV Kol OEV
Tapovoldovtol 6e OAOVG TOVG OVOPOTOVG.

Oy ovyva, acBeveic mov Aapfdvovy Ponlimsi pmopel va, epoavicovy depratikég AOUOEELS (Kupimg
Kuttopitda). HapaKareioTe VO EVIILEPDOETE TOV YIUTPO 0GOS AUECHS OV TAPOVGLIGETE KATOL0 Ad TO.
akolovbo cupntdpota eved Ppickecte o€ aymyn pe Ponlimsi: gpuBpdtnta kot oidnua Tov dEPHATOC,
oVYVOTEPO TNV TTEPLOYN TOV TOS10V, TOL GLVOSEVETAL Ao aicHN A Kowoov Kot evatsOnoia kot Tavdv omd
GUUTTALOTO TUPETOV.

Yroving, acbeveic mov Aappdvovy Ponlimsi pmopovv va avantdi&ovy mévo 610 oTope Kovn ot yvabo,
oldnua 1 1N ETOVA®GCN TOV TANYDV 61O GTOUO 1] 0T YVE0, £KKplot, Lovdtacua 1 aicOnua Bdpovg ot
yvabo, N yaAdpmon evog dovtion. Avtd pumopei va eivar onpeio BAGPNG Tov 06TOD 6T YVAbO0
(ooteovékpmon). Evipuep®ate Tov Y10TpO 60G KOL TOV 000VTIOTPO 60G APECOG EQV TAPOVGLAGETE TETOLN
CLUUTTONOTO EVOo® €loTe o€ Bepameio pe Ponlimsi 1} petd m dakonn g Bepomeiog cag.

Yraving, acleveic mov Aapfdvovy Ponlimsi propodv va &xovv yaunid enineda acPecstiov 6to aipa
(vmacPeotiapia). Ta e&apetikd younid eninedo acPectiov UTOPEL Vo 001 YOOV GE EIGOYMYN GTO
vocokopeio kot pmopel va lvat akopa Kot aneAntikd yuo ) {on. ZOURTdpoTe TEPIAAUPAvouy 6roacovg,
OLOTAGEIS 1| KPAUTEG GTOVG PWOEC GOG KOUT LOVSTOGLLO 1) LOPUNYKIOGUO GTO SAYTUAC TV YEPIDV, TV
OOV GOG 1 YOP® amd TO GTOLO OOG KAUT EMANTTIKES KPIoES, ovyyvon, 1 andAgio cuveidonong. Edv
KGO0 0O QTA IGYVEL Y10 GGG, EVIIHEPDGTE TOV YLUTPO 60S apécmc. Ta yaunAid enineda acPfeotiov 6to
aipo propet emiong va 0dNyNooOLV G Lid 0ALOYT TOL Kapdlakoh puOpov Tov ovopdleTol TapaTAcT] TOV
dwotnpatog QT, n onoia paivetar 610 nAektpokapdoypdonua (HKT).

2ravio 0cuVNoTO KATAYLOTO TOV UNPLOioL 06TOV UIOPEL vV EPPAVICTOVV 6€ aoBeveic Tov Aappdvovy
Ponlimsi. Emikowoviiote pe tov Y10Tpd 60g £4v eppovicete véo 1 acvuviBioto tdvo 610 10yio, 6N
BovBavik ydpa 1 oto PNpod, kabms avtd propet va anotehel Tpdmpn EVOEIEN £vOg TBOVOD KOTAYHATOG TOV
unpuaiov 0oToL.

Yrdvia, pmopel va eLeoVIoTOOV OAAEPYIKEG avTIOpAcElg og acbeveic mov Aappdvovy Ponlimsi. Ta
CUUTTOUOTO TEPIAAUPAVOLY OION LA TPOCOTOV, TOV XEIMMV, TNG YADOGGAS, TOV AA0D 1| GAA®V TUNUATOV
Tov odpotog. EEavOnua, kvynoud i kvidwon oto déppa, cuptypd 1 Suvckoria otnyv avanvor). llapakeieiote
VO EVI|HEPMDGETE TOV YWOTPO GUG EAV ELLPAVIGETE OTOLOONTOTE OO CVTE TO GUUTTOUOTO EVA EIGTE VIO
Oepameio pe Ponlimsi.

oAv ovyvéig avemOopnTeg gvépyereg (Lmopovv va emnpedlovy Tepiocdtepovg and 1 atovg 10 avOpdmovg):
. TOVOG 6T0. 06TA, OTIC OPHPMOELC, KOUT HVTKOC TOVOG TTOL KATOLEG POPES Eivat EvTovog,
. TOVOG 0T0 XEPLA M| TO TOd10 (TOHVOG GTOL AKPaL).

Yuyvéc avemBOunTeg evépyeres (Lmopodv va ernpealovv £wg 1 otovg 10 avBpmdmovg):

EMMOLVI OVPN O], GLYVT OVPNOT], Aipa GTA 0VPA, ASLVALIN GLYKPATNONG TOV OVPWV,
AOTH®EN TOL AVAOTEPOV AVATVELGTIKOD GLUGTNLOTOG,

oVoG, aicOnpa popunkioone 1 LoOSOGHA TOV PTAVEL PLEXPL YOUNAG 6TO TOOL Gag (LoYLaAYia),
dvokotmdtTO,

dvopopia otV KotMd,

eEavOnua,

deppartonadeia mov yapoktnpiletor and eayovpa, epuBpdrnta K Enpomta (xlena),
TPYOTTOOT (OAOTEKIM).

‘O ovyvég avemBOuNTEG evépyeLes (Umopovv va ennpealovv émg 1 otovg 100 avBpdnovg):

o TVPETOG, EUETOG KOl KOTAMOKO GAyog 1] Suopopio (EKKOAT®UATITION),

o Aoipwén Tov 0ToC,

J €EavOM O TOL EVOEYETOL VAL ELPOVICTEL GTO dEPUA 1 EAKT] 6TO oTOWA (AELYNVOELDN POUPLOKEVTIKA
eEavOnpota).
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oAd omavieg avemOBounTeg evépyereg (Lmopovv va ennpedlovv £og 1 otovg 10.000 avBpdmovg):
o oAhepyikn avtidopoomn mwov pmopel va mpokarécel PAGPN oto apopopa ayyeio KuPIMG TOL SEPHOTOG
(.. TOPEVPEG N KAPEKOKKIVEG KNAIDES, KVidmon N depuatikd EAkm) (ayyetitida and vaepevaictnoia).

Mn yvooTiig ovvoTnTag (1 SLYVOTNTA TOVG deV pmopel vo ekTiun el pe faon ta dabéoya dedopéva):
. EVILEPMOTE TOV YIALTPO GOG EAV EYETE TOVO OTO AT, EKKPIOT OO TO AVTi KOUT Aoipmén oto avrti.
Avtd pmopet va givor onuddle ooTikig PAGRNG 6To avTi.

Avo@opd avemOdunTOV gvepyELOV

Edv mapatnpnoete kamowo avemBountn vEpyeLo, EVILEPDOTE TOV YIUTPO 1 TOV PAPUOKOTOL0 GOC. AVTO
1oyOEL Kot Yo KaOe mhoavn avemiBount evEPYELN TTOVL EV AVOPEPETUL GTO TAPOV PVAAO 0SNYIDV ¥PNONGC.
Mmnopeite eniong va avaeépete avemBOuNTeG evépyeleg anevbeiog, HEGH TOL EBVIKOV GUGTALOTOG OVOPOPAS
mov avaypaeetal oto Hapdptnuo V. Méow tng avapopds avemBountov gvepyeidv propeite vo fondnoete
OT1] GLAAOYN TTEPLOCOTEPMOV TANPOPOPLDOV GYETIKE LLE TIV AGPAAELN TOV TAPOVTOC PAPLAKOV.

5. Iog va guhaccete To Ponlimsi

To @appako avtd TPETEL VO UAACOETAL GE PEPT TTOL OgV TO PAETOVV Kat dgvV TO POAVOVV T TAd1G.

No pn ¥pnooToleite 0VTO TO PAPLOKO HETE TNV NuepoUnvic ANENG TOL AVOPEPETAL GTNV ETLGTLOVGT] KoL
070 kouTti petd to EXP. H nuepopmvio AnéEng eivor n tedevtaio nuépa Tov Pve Tov ovagpEPETaL EKEL.

duvrdooete og yoyeio (2°C-8°C).
Mnv KatayOyeTe.
Kpatnote v npoygpicpévn cvptyya 610 eEmTEPIKO KOVTI Y10, VO TPOGTAUTEVETAL OO TO PMG.

Mmropeite vo, aprOETE TNV TPOYEUICUEVT] GO GUPLYYO EKTOG Wuyeiov péypt va @Tdoetl o€ Beppokpacio
dopotiov (LEypt 30°C) mpwv amd v éveon). 'Etol n éveon Ba yiver mo aveta. Otav apebei n cupryyd cog va
ptacel og Beppoxpacio dwpatiov (peypt 30°C), dev Ba mpénet va Tomobetn el Eavd 6To Woyeio kot Oa
npémel va ypnotpomoindel péca og 32 nuépeg.

Mnyv zmetéite @ApLAKO GTO VEPO TNG AMOYETEVONS 1| 0TA OKLOKE amoppippata. Potote Tov poapuokonold

GOC Y10 TO TTMOG VO TETAEETE TO, PAPLLOKO TTOV OEV YpMoLomoteite mo. Avtd ta pétpa Oa fondncovy oty
TPOoTacio Tov TEPPAALOVTOC.

6. Iepreydpeva TN GVOKELUGTOG KO AOTTEG TANPOPOPIEg

T ngpréyer o Ponlimsi

- H dpactikn ovoia givar | devocovudunan. Kabe mpoyepuspuévn oopryya tov 1 ml nepiéyet 60 mg
devooovpaunng (60 mg/ml).

- Ta GAAa cuotaTikd givat vaTplo o&wd Tptdpkd, 0&kd o0&y, yoypod, copPitoin (E420), moivcopPucd
20 ka1 VOmp Yo EVESIULAL.

Epg@évion tov Ponlimsi kol wepieyépeva g cvokevaciog

To Ponlimsi givot éva dtowyég £mg 1pdilov, dypopo £m¢ ovolytd KITpvo eVEGIUO dtdAvpa Tov dtotifetan
£TOLO TPOG YPTOT GE TPOYEUIGUEVT] GUPLYYA.

Ka0e suokevacio mepiéyet pia mpoyeiopévn cOptyya pe unyovicpd kdiovyng BeAdvag.
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Karoyog Adgrag Kvkhogopiag

TEVA GmbH
Graf-Arco-Strasse 3
89079 Ulm
Teppavia

Hopackevaoctiig

Merckle GmbH
Graf-Arco-Strasse 3
89079 Ulm
I'eppavia

INo omoladnmote TANpoPOpio. GYETIKA [LE TO TAPOV POPUAKELTIKO TPOTOV, Topakareiote vo amevbuvieite

6TOV TOTKO avTmpdsmmo Tov Katdyov g Adstog Kukhopopiag:

Belgié/Belgique/Belgien

Teva Pharma Belgium N.V./S.A./AG

Tél/Tel: +32 38207373
Bbuarapus

Tepa ®apma EAJ]
Ten.: +359 24899585

Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.; +45 44985511

Deutschland
ratiopharm GmbH
Tel: +49 (0) 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALada
TEVA HELLAS A.E.
TnA: +30 2118805000

Espafia
Grunenthal Pharma, S.A.
Tel: +34 (91) 301 93 00

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Magyarorszag
Teva Gybgyszergyar Zrt.
Tel.: +36 12886400

Malta

TEVA HELLAS A.E.
il-Grecja

Tel: +30 2118805000

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Roméania

Teva Pharmaceuticals S.R.L.
Tel: +40 212306524
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Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.l.
Tel: +39 028917981

Kvnpog
TEVA HELLAS AE.
EA\Goa
TnA: +30 2118805000

Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67323666

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

To mapdév evALo 0dNYLAOV yprioNS avedepOnke Yo TELEVTAIN POPA OTIS

Adreg TN YEG TANPOPOPLOV

Agmtopepeic TAnpopopieg yia 1o pappoko avtod givar dabéoyeg oto duktvakod Tomo tov Evpomnaikon
Opyavicpuod Oapudxmv: https://www.ema.europa.eu
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Odnyieg ypriong:

Odnyoc ywo To eEaptiata

[pw 1 yopiiynon Metéd m yoprynon
‘Eppoiro , g —1 Xpnopomoinpuévo N —
NI upodo
-
L |
Etwéta ovpryyac E
| : Xpnotpomompévog
L KOAVOpoC GUptyyac
AoPéc daxTolmv
ETikéTa cOptyyog — e—
KOMVOPOG GUPTYYOLg — e— Xpnowomomuévn
, Pelova
MNYOVIOUOS e
KaAvymg Perovag X ,
PNOIHOTONUEVO
Shamplo =
ELGTHPIO UNYOVICUOD — e— __ unyaviopob N
KaAvymg Perovag Kaioymg Perdvog
T'kpt topo . I Kpt nfb,ua-
Behovog otn B€on Tov Perovag extog BEong

Xnpovtiko

pw ypnopomouioete TNV Tpoyepopuévn ovpryya Ponlimsi pe avtopoto pnyoviepd kaivoyng
Perévag, orafdoTe avTES TIG ONUAVTIKES TANPOPOPiES:

Eivar onpavtikd va pnv emyeipfoete va kdvete £veon LOvog cag mapd LOVo edv Exete AAPeL e101KN
eKmaidgvo” amd ToV YLTpo 1 TOV EXAYYEALATIO VYEIOG GOC.
To Ponlimsi yopnyeitoan og éveon 61ov 1616 akpPdg KATM amd 1o dEpo (VToddpla Eveon).

Mnyv apaipeite To YKpL TOHO TG PEAOVOAG GO TNV TPOYEUGUEVT] GUPLYYA TAPH LOVO EQOCOV E10TE
£tolot yuo Tnv €veon.

MnV ¥p1CLLOTOGETE TNV TPOYEUIGUEVT] GUPLYYO EAV EXEL TECEL GE GKAN P EMUPAVELXL.
XPNOOTOIOTE LI VEO TPOYELUGLLEVT] GVPLYYO KO EVI|LEPMGTE TOV YIATPS 1] TOV EMOYYEALOTIO
vyelag oo,

MV ETLYEIPT|OETE VO EVEPYOTOIGETE TNV TPOYEUIGUEVT] GUPLYYQ TPV OO TNV EVECT).

MnyV RPN GETE VO OQPUIPEGETE TO SLOPAVT] UNYOVIOUO KAALYNG PEAOVAG OO TNV TPOYEUOUEVN
oVPLYYO.

Koléote ToV YI0TPO GOG 1) TOV EMAYYEALOTIO VYELOG GOG, EAV EXETE OMOIEGONTOTE EPWTNGELS.
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Bnua 1: IlpogToynaoteite

A A@aipéote T0 SIGKO TNE TPOYEUICUEVNG CVPLYYAG OO TN GVOKEVAGION KOl GUYKEVIPDOTE TA,
OmoPOiTNTO OVOADGILO Y10 TNV EVECT] GOG: LOVTNAGKLY EUTOTIGUEVE, [LE OIVOTTVEL LA, UTTAAEG
Bappakiov 1 enibepo yalag, aVTOKOAANTO ETIOEGLO KOl SOYEIO ATOPPIYTG OUYUTPDV OVTIKEILEVDV
(dev cvumeptapfavetar).

IMo o o dvetn éveon, aeNoTe TNV TPOYEUGUEVT cVpLYYa og Beprokpacio dopatiov yio tepimov 30
Aentd mpwv amd v éveon. [TAvete oyohactikd T xEpla 6ag Le GomovvL Kot vepod.

TomoBetroTE TN VEQ TPOYEUICUEVT] GUPLYYO KOl TO, DVTOAOLTO OVOAMGLLLO TAV® GE Lid Kobapt, Le KaAd

POTIGUO EMPAVELL.

X Mnyv eniyeiprioete va OeprAvETE TN TPOYELUGUEVT] GUPLYYX LLE OTTOLOONTOTE LEGO BEPUOTNTOG OTTMG
{eotd vepd | POVPVO LUKPOKVLUATOV.

X Mnv aenvete TV TpoyeUIoUEVN cOptyya an’ eubelag extebeptévn 6to NMaKO PG,

X Mnyv avaxweite v Tpoyeiopév cvpLyya.

. DuvAAGoETE TNV TPOYERIGUEVY] GVPLYYO GE NEPT OV OEV TV PAEmOVY Ko gV TNV POAvoLY TO
ToLoLd.
B Avoite 1o dioko, apapdvtag to kdAvppa. [Tidote ko tpafnére v Tpoyepicpévn cvplyya amd

TO O10.PaVI) UNYOVIGLO KAALYNMG BEAOVOC DGTE VO TNV OPULPEGETE OO TOV SioKO.

Ihaote €00
IMa Adyovg acedietlog:
X Mnyv midvete TV TPOYEUICUEVT cOPLYYR amod T pafdo Tov gpPorov.

X Mnv midvete T0 YKpL O TNG PEAdVOG.

r | EAéyEte TO pApUOKO KOl TNV TPOYEWGUEVT GOPLYYA.

LLOKO

X MnyV pNCLULOTOMGETE TNV TPOYEUIGUEVT] GVPLYYO EAV:

. To @dppako givor vepelmoeg 1 vITdpyovVY couUATIOW pEca g avTo. TIpémel va etvar Eval
drawyég £mg 1p1dilov, dypopo £mg avolyTd KiTpvo StGAvLL.

. Onolodnmote PEPOG PAIVETAL PAYIGUEVO 1) GTOCUEVO.

. Aginel 1o ykpl TO TG PeEAdVOC N} eV Eival AGOAADG TPOGUPTNIEVO.

. H nuepounvia AMé&ng mov avaypdeetor otny eTikéTo Exel mapéAbel e tehevtaiog NUEPOC TOV

LNVOL IOV OVOLy PAQETOL.

Y& OAEG TIC TEPITTAOCELS, TapaKareiote Omwe {ntnoete T Pondela Tov yLoTpo, 1§ TOL EmayyEALOTIO VYEING
oG,
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Bruo 2: EToynooteite
| ITAbvete oyolaotikd ta yépla cac. [Ipostoudote kot Kabapicte To onueio g Eveong.

Mmnpdtco L

Kothokn yopa H ' \
' |
|

Endve pépog ||
pnpev |'|
|

Mmopeite va Ap1GILHOTOU|GETE:

. To embve pEPOC TV UNPOV Gac.

Tnv kothlokn y®pa, EKTOS and TV Teployn S cm (2 tvioeg) akpPdg yOp® amd ToV aporo.

Tnv eotepikn meployr| TOV UIPATSOV (LOVO GTNV TEPITTMOT TOL GOG KAVEL TNV EVECT] KATO10G
GAAOG).

KaBapiote nv meployn g veong yp1OLOTOIMVTAG VO LOVTNAGKL LE OVOTTVEDA. APTOTE TO OEPLLOL OOLG

V0. GTEYVAOOEL.

X Mnyv ayyilete TNV TEPLOYN TNG EVEOTG TPV OTO TNV EVECT).
0 Mnyv eviete og meployég Omov 1o dépLa glval evaichnto, peraviacuévo, pubpd, 1 GKANPO.

ATOQUYETE VO, EVECETE G TEPLOYES UE OVAEC 1] GNUASIN TAGTC.

| Tpafnéte TPooeKTIKA TO YKPL TAOLO TNG PEAOVOC TPOC Ta. E£® KOl LAKPLE 0O TO GO0, GOG.

]
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| AvoonK®oTE e Toiumnua To onuUeio TG EVECNG Y10 Vo, SNUOVPYNCETE UL0L GOLYTI ETUPAVELQL.

! |

o Eivar onpavtikd va kpotnoeTe T0 SEpUO AVOCKOUEVO KOTA TNV SIPKELD TG EVECTC.

Brua 3: Xopnynote

A | Kpatote to déppa avaonkmuévo. EIXATETE 1t BeAdva cto 6Epua.
X Mnyv ayyiEete v kabapr| TEPLOXN TOL SEPUATOG.
B MIEZTE 7o éuporo aokmvtag apyn katl otadepn mieon el va GKOVGETE 1) VO, VIOGCETE £V,

«kAy. [Tiéote To EuPoro Héypt TO TEPLLO DOTE VO KOVUTDOEL.

Eivar onpavtikd va méoete mpog to KAT® MOTE VO «KKOLUTDGED Yo Vo, xop1nynOel oAdokANnpn 1
doon.
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r | A®HXETE tov avtiyepd oag. 'Ensita XHKQETE 1t ovptyya omd 10 3épua Goc.

Metd, v anehevfépmaon Tov eUPOAOD, 0 UINYOVIGUOC KAALYNC TN TPOYEMOUEVNS GUPLYYaG o KOADYEL
pe ao@aiela tn ferdva g Eveong.

X Mnv enavatomofeTEITE TO YKPL TAOUO O YPTNOUOTOUEVES TPOYEUGUEVEG CUPLYYEG.

Brjua 4: MoMG TeAELDGETE

A AmopplyTe TIG XPNCUYLOTOUNUEVES TPOYEUGUEVEG GUPLYYES Kl GALC OVOAMGLLO OVTIKEIIEV OE
d0yEio amOPPIYNG AYUNPDOV OVTIKEUEVDV.

Ta edppaxo o TPETEL VO ATOPPITTOVTIOL COUP®VA LE TIG KOTA TOTOVG 10YVOVGES GYETIKES OLUTALELC.
Pomote tov pappokomold cog mmg va TETAEETE Ta PApUaKa oL dgv ypetdlovtal mo. Avtd to uétpa Oa
Bondncovv oty Tpoctacio Tov TEPPAAAOVTOC.

DvAdcceTE TO SOYELD ATOPPIYN G GLPLYYDV KOl OLYUN POV AVTIKEILEVOV o€ BEom oV dev T0 PAETOLV Kl
dev 10 POAVOLVY Ta TAO1GL.

X Mnyv EavoypnOUOTOGETE TNV TPOYEUGUEVT GOPLYYA.

X Mnyv avoKUKADGETE TIG TPOYEUICLLEVEG GUPTYYES KO UMV TIG TETAEETE OTA OKIOKE OTOPPIHLLATOL.

B | EAéyEte To onueio yopnynong.

Av mapatnpnote pio KnAida ailoTog UTOPEITE Vo TIEGETE TAV® GTO GNUEID TNG £VEONG £V KOUUATL
Bappaxt 1 éva eniBepo yélag. Mnv tpipete To onpeio g Eveong.
Av ypetdletol, pmopeite vo KOADWETE TO onueio g Eveong Le Vo aLTOKOANTO EMidECLO.
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