NNPUIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



V Tosu JICKaPCTBEH MPOAYKT TOJUIKH Ha IOMBIHUTEIHO HaOmopenue. ToBa Ime mo3BOJMU OBP30TO
yCTaHOBsIBaHE Ha HOBa MH(MOpMAIHsI OTHOCHO Oe3omacHOCTTa. OT MEAUITUHCKHUTE CIICIIMATUCTH CE U3UCKBA Ja
CHOOIIAaBAT BCsKA MOJJ03MpaHa HEXKETaHa peakius. 3a HaUMHA Ha ChOOIIaBaHe Ha HEXEJIaHU PEAKIMH BIDKTE
TouKka 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Osvyrti 60 Mg HHKEKIIMOHEH Pa3TBOP B IPEIBAPUTEIIHO HAITBIIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcsika npeiBapuTeIHO HaMbJIHEHA CIIPUHIIOBKA Chabpxka 60 Mg meHozymab (denosumab) 8 1 ml
pasteop (60 mg/ml).

Jeno3ymab e 4oBeIKO MOHOKJIOHATTHO aHTUTsI0 1gG2, mporn3BeieHO B KJIEThYHA JIMHUS OT 003aifHIK
(KJIETKH OT AHYHUK Ha KUTAlCKK XamcTep) upe3 pekomOuHanTHa JJHK texnomorus.

IIoMOIITHO BEIIECTBO C M3BECTHO ACUCTBUE

ToBa siekapcTBO Chabpska 46 mg copouron u 0,1 mg mommcop6ar 20 BsB Beceku Ml pazteop.

3a IBIHUS CIUCHK HAa IIOMOIITHUTE BEIMIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
NnxexmoneH pa3TBop (MHKEKIINs)

buctbp, Oe31BeTeH /10 010K BIAT PA3TBOP.

4. KJIMHUYHU JAHHU

41 TepaneBTUYHU MOKAZAHUS

Jleyenne Ha OCTEONIOPO3a MPH )KEHU B IOCTMEHOTIAY3a ¥ IPU MbXKE, H3JI0KEHH Ha TIOBUIIIEH PHCK OT
¢paktypu. [Ipu sxeHn B mocTMeHomnays3a, AeHo3yMal 3HauuMO HaMalsiBa pUcKa oT GpakTypu Ha
MpeLuieHUTe, HenpenuieHHH (pakTypu U GpakTypH Ha Tazo0eApeHara crasa.

JleueHne Ha 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C XOPMOHAIHA a0Ialust IPU MbXe C KapITHOM Ha
mpocTaTara, M3JI0’KeHH Ha TIOBUIIIEH PUCK OT (pakTypu (Bx. Touka 5.1). [Ipn Mbxke ¢ KapHOM Ha
IpocTaraTa, MojayJaBalil XOpMOHAIHA abaanus, 1eHo3yMal 3HaYMMO HaMaJIsiBa PUCKa OT GpaKTypH Ha

MIpPEIUICHATE.

Jleuenue Ha 3ary0a Ha KOCTHO BELIECTBO, CBbP3aHa C MPOABIDKUTENIHA CHCTEMHA TITIIOKOKOPTUKOUIHA
Tepanus Py Bb3PaCTHH MAIMEeHTH C MOBUIIIEH PHUCK OT (ppakTypa (BXK. Touka 5.1).

4.2 Jlo3upoBKa M HAYMH HA NPHJIOKEHHE

AOSI/IQOBKa

[Ipenoppuntennara go3a ¢ 60 Mg neHo3ymMal, mpuIoKeHa KaTo eTHOKPaTHA ITOIKOXKHA WHKEKITHS B
obnacTTa Ha Oeapara, KOpeMa Wi MUIITHHUIIATA, BEIHEK Ha BCEKU 6 Mecera.

[MarenTrTe TpsOBA Ja MOMYYaBAT aJCKBATHO KOJMYECTBO TOOABKH ¢ Kaiuii 1 BUuTaMuH D (Bxk. Touka 4.4).



Ha manmenTure, kouto ce mexysar ¢ Osvyrti, TpsodBa 1a ce mpegocTaBy JMCTOBKA 3a MAIlHEHTa U
HaIOMHSIIIA KapTa Ha MallMeHTa.

OnTuMaiHaTa 00IIa MPOIBIKATEITHOCT Ha aHTHPE30pOTHBHATA TepaITis Ha OCTEOIOpo3a (BKIIFOYBAIIA
neno3ymab u oudocdonarn) He e ycraHoBeHa. HeoOXxoquMocCTTa OT MpogbibKaBaHe Ha JICUSHHETO TpsiOBa a
ce MPeoLeHs Ba MEPUOIUIHO, B3 OCHOBA Ha TOJI3UTE U MOTCHIUATHUTE PUCKOBE, CBBP3aHHU C ACHO3yMad
IIPY BCEKH OT/IEJICH MAIMEHT, 0COOEHO CIIe/ S5 WITK MMoBeYe roJAMHU yrnoTpeda (Bxk. Touka 4.4).

Tayuenmu ¢ cmapuecka ev3pacm (6v3pacm > 65)
He ce Hanara kopurupaHne Ha Jj03aTa MPH MAIUCHTH B CTapyecka Bbh3pacT.

bvopeuno yspesxcoane
He ce Hanara kopurupase Ha j03aTa Ipy MalUeHTH ¢ ObOpEYHO yBpekKaaHe (Bxk. Touka 4.4 3a
MPENopPbKH OTHOCHO MPOCTEIIBaHE Ha KaJIIIMEBUTE HUBA).

Jlunceat JaHHU IPpU MAMUCHTH C IPOABIJDKUTCIIHA CUCTEMHA TNIFOKOKOPTUKOW/IHA TEpAIrsd U TCIKKO
0BOpeyHO yBpexkaaHe ckopocT Ha riiomepyiHa ¢unrpanus (GFR < 30 ml/min).

Yeprodpobro yepedcoare
besonacHocTTa M eprkacHOCTTa Ha IeHO3yMa0 He ca MPOYYBAHH [P MAILMEHTH C YSPHOIPOOHO
yBpexaaHe (Bx. Touka 5.2).

THeouampuuna nonynayus

Osvyrti He TpsiOBa J1a ce U3MOJI3BA MPH JIela Ha Bb3pacT < 18 roauHu mopaau chboOpakeHus1, CBbP3aHu
¢ 6e30MacHOCTTa — CepHO3HA XUIIEPKANIINEMHUS 1 OTCHIIMAITHO HHXUONpaHe Ha KOCTHUS PacTeX U
JIMIICA Ha TIPpOOUB Ha 3601 (BXK. ToUKH 4.4 u 5.3). Hamnunute moHACTOSIIIEM JaHHH 34 Jella Ha Bh3PacT
oT 2 1o 17 roauuu ca onucadu B ToUku 5.1 u 5.2.

Hauwnu nHa npuioxxeHue

3a MMOAKOXXHO IPHUJIOKCHUC

[IpunoxxenueTo TpsOBa J1a ce HANPaBH OT JIUIIE, KOETO € afeKBaTHO 00y4YeHO Ha TEXHHUKATa Ha
WHXEKTHPAHE.

Ykazanus 3a yrnotpeda, pabora 1 U3XBBPJISIHE ca JIaJICHU B Touka 6.6.
4.3 IlporuBomoka3aHus

CBp’bX‘IYBCTBI/ITe.HHOCT KbM aKTHBHOTO B€IICCTBO HUJIM KBbM HAKOC OT IIOMOIIHUTEC BEIIICCTBA,
n30poeHu B Touka 6.1.

Xwumnokannuemus (BK. Touka 4.4).
4.4 CneuuajHM npeaynpexIeHus v MpeIna3Hu MepKH NpH ynorpeda

[Ipocaenumoct

3a aa ce nogoOpH MPOCIeIMMOCTTa Ha ONOJIOTHYHHTE JICKAPCTBEHH MIPOAYKTH, UIMETO M NApTHUIHUSIT
HOMEp Ha MPUIIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3aIrcBarT.

JIoOaBKku ¢ Kajguui ¥ BuTaMud D

AJIeKBaTHUAT MpHEM Ha KaJuid 1 BUTaMuH D e BaXkeH 3a BCUYKH MAIMCHTH.

IIpeana3sHu MEPKU OPHU ynoTpeda




Xunoxanyuemus

BaxxHo e 1a ce naeHTUPUIMpPAT MaUSHTUTE, U3JI0KEHN Ha PUCK OT XUMOKAIIHUEMHsL. XHUITOKAIIHEMUsITa
Tpsi0Ba 1a ObJe KOPUTHpPaHa Ype3 a/IeKBaTeH MPHUEM Ha KAl 1 BuTaMuH D mipenu 3amovyBane Ha
TepanuATa. [IpenopbuBa ce KIMHUYHO MPOCeIIBaHE Ha KAJILMEBUTE HUBA MIPEIU BCAKa J103a U, IPU
MAIUEHTHTE, TTPEIPA3NOI0KEHH KbM XUTIOKAIINEMHS B pAMKHATE Ha IBE CEIMUIIH, CIIe]] HaYaTHaTa J03a.
AKO TIpY HSIKOU TAIIMEHT Ce MOSBSAT MPeAIoiaraéMy CHMITTOMH Ha XHATTOKAIIIUEMHUSI 110 BpeMe Ha JISIeHUETO
(Bk. Touka 4.8 3a cUMIITOMH), TpsIOBa a ce M3CIeABaT KanuueBuTe HuBa. [lanmenture TpsioBa ga 6baaT
HachpyaBaHU J1a ChOOIIAaBaT CUMIITOMH, MIOKA3aTETHN 32 XUOKATIIUEMHSI.

[Ipu mocTMapKeTHHTOBH YCIIOBUS CE€ CHOOIIaBa 3a TEKKa CHMITOMAaTHYHA XUATTOKAIITHEMUS (BOZeIa
JI0 XOCTTUTAITU3aIusl, )KUBOTO3aCTpalllaBally CbOUTHS U CIIydau C JieTalieH u3xo). Bernpeku ue
MTOBEYETO CITy4ad HACTHIIBAT IIPe3 ITbPBUTE HAKOJIKO CEIMHUIM OT HAYaJIOTO Ha JICYCHUETO, TSI MOXKE Aa
c€ MOSIBH U IIO-KBCHO.

CBHLTCTBaHIaTa TJIFOKOKOPTHUKOMWHA TEpamnus € JOIIbJIHUTCIICH PHUCKOB (baKTop 3a XUIIOKaJIIUEMU .

bvoOpeuno yspesxcoane

IManueHTHTE ¢ TEXKa CTeNeH Ha ObOpeuHO yBpekaane (kpeaTHHUHOB KaupbHC < 30 mi/min), wiu
KOUTO Ca Ha THan3a, ca ¢ MO-TOJISIM PUCK OT pa3BUTHE HA XUIIOKAIIUEeMus. PUCKBT OT pa3BUTHE Ha
XUIIOKaJIOUEMKA U CBIIBTCTBAILO ITOBUIICHUE HA MMApaTUPCONIHUA XOPMOH CC yBEJIM4YaBa C
HapacTBaHE Ha CTENeHTa Ha 0BOpPedHOTO yBpekaaHe. ChoOIaBa ce 3a TSKKH U JICTAJIHU CITydYau.
ACKBAaTHUAT MPUEM Ha KaJI[1id, BATAaMHH D 1 peIOBHOTO NpOCIIE/sIBaHE HA KAJIIUEBUTE HUBA €
0COOEHO Ba)KHO MPH TE3U MALUECHTH, BIKTE MO-TOPE.

Kooicnu ungpexyuu

[larmenTure, moydaBamny 1eHO3yMab, MOXe Jja pa3BUAT KOXKHHU WH(EKIUN (OCHOBHO IENTYIINT),
BOJICIIH JIO XocTUTanu3anus (Bx. Touka 4.8). [lanmenture TpsiOBa ja ObIaT OCHBETBAHU Ja
MOTBPCAT JIEKapCcKa ITOMOIL, aKO TPH TAX C€ MOSIBIT NPU3HALN MM CUMITOMH Ha LETYJIHT.

Ocmeonexposa na yenrocmma (OHY)
OHUY ce cp0o01maBa pAIKo MPH MAIUEHTH, TTOTYYaBally JeH03yMab 3a JIedeHne Ha 0CTeonopo3a (BK.
Touka 4.8).

HauanoTo Ha 1eyeHneTo/HOB Kypc Ha jiedeHue TpsiOBa J1a ce OTI0XKHM NP MALMEHTH C He3apacTHAIN
OTKPHTH JIE3UH Ha MEKUTE ThKaHH B ycraTa. [Ipy manmeHTH cbe ChITbTCTBAIIN PUCKOBH (DAaKTOPH ce
MpernopbyBa CTOMATOJIOTHYEH TperIie]] ¢ NPOQHUIAKTHIHO 3600JICUCHHE 1 WHANBUIyallHa OlICHKa Ha
CHOTHOILLECHHUETO HOJI3a/PUCK, IPEAH JICUEHHUE C IeHO3yMal.

Crnenaure puckoBU QakTopH TpsiOBa 1a ce MMaT MIPEBH/ IPH OLICHSIBaHE Ha PUCKA 3a MAlMEHTa OT

passutue Ha OHY:

. AKTHUBHOCT Ha JICKApCTBEHUSI IIPOIYKT, KOUTO HHXUOMPa KOCTHATA Pe30pOIHs (TI0-BUCOK PHUCK
[IPY BUCOKO aKTHBHHU ChEIMHEHNS), HAUMH Ha MPUIOKEHHE (TI0-BUCOK PUCK IPH MAapEeHTEPaTHO
MIPIJIOKEHUE ) M KyMyJIaTHBHA /1032 HAa KOCTHO-PE30pOTHBHATA TE€pAITHsL.

. pax, npuApyXasaiy 3a00Js1BaHus (HAIP. aHEMHUSL, KOaryJIonaTHy, UHPEKIHIN),
TIOTIOHOITYIIICHE.

. CHITBTCTBAINH JICYCHUS: KOPTUKOCTEPOUAN, XUMUOTEPAIIHS, HHXHONTOPH HA aHTHOTeHEe3aTa,
JbUETepaIus Ha TJ1aBarta ! IusTa.

. JIOLIA YCTHA XUTHEHA, IIApOA0HTO3a, JIOIIO [IOCTABEHU [IPOTE3H, aHAMHE3a 38 CTOMATOIOTUYHO

3360J’I$IBaHe, HWHBAa3UWBHU CTOMATOJIOTUYHU NPOUCAYPHU (Hanp. CKCTpaKus Ha 3’56).

ITo BpeMe Ha siedeHue ¢ IeH03yMal BCHUKY MAIEHTH TPIOBa J1a ObJIaT HAChpPUaBaHH Jia TIOJIbPKAT
no0pa yCTHa XMTHEHA, JIa Ce MOJIaraT Ha PyTHHHU CTOMATOJIOTMYHU TIPETJIeIu U He3a0aBHO Ja
ChOOIIABAT 32 BCHYKH CHMIITOMH OT CTpaHa Ha yCTHATa KyXHHA, KaTo pa3Kiamane Ha 350, 00JKa HiTH
MoJTyBaHe, WM He3a3/IpaBsBallly S3BU WIH cekpenns. [lo BpeMe Ha JIe4eHneTo, HHBAa3UBHH
CTOMATOJIOTUYHU MPOIIEyPH TPSOBaA Jja Ce M3BBPIIBAT CaMO CJIC]] BHUMATEITHA TIPEIICHKA U TPsIOBa J1a
ce U30sTBa U3BBPIIIBAHETO UM B HETIOCPEICTBEHA OJIM30CT ¢ MPHIIOKEHUETO Ha ACHO3YMao.

IIman®T 3a IeueHue Ha MaquCHTUTC, KOUTO pa3BUBAT OHq, Tpﬂ6Ba aa 6’1:,[[6 HU3IroTBEH B TACHO
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CHTPYIHUYECTBO MEXIY JIEKYBAIIUs JIEKap U CTOMATOJIOT WJIH JUIEBO-UETIOCTeH XUpypr ¢ onut B OHY.
TpsiOBa 1a ce 0OMUCIIM BPEMEHHO MPEKbCBAHE HA JICUCHUETO, JOKATO ChCTOSHUETO OTIIYMH U
JTOTIPUHACAIIIUTE PUCKOBH (hakTOpy ObJaT HAMAJIEHHU, aKO € BH3MOXKHO.

Ocmeonexpo3a Ha 6bHUHUS CTYX08 NPOXOO

Nma cpobmienns 3a 0OCTEOHEKPO3a Ha BHHIITHUS CIIYXOB MTPOXOJ] PH JIEYCHHE C IEHO3yMa0.
Bb3MmoxHUTE pHCKOBU (haKTOPH 3a OCTEOHEKPO3a Ha BHHIIHUS CIYXOB IMPOXO/] BKIIOYBAT yIOTpeda
Ha CTEPOHIN W XUMHOTEPAIHs W/ IITH JIOKATHA PUCKOBHU (haKTOPH, KATO HAIIpUMep HH(EKITHS HITH
TpaBMa. BeposaTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a HAa BHHIITHUS CIIYXOB MPOXO TPsiOBa Aa ce mMa
MPEIBU/I P TIAIIMCHTH, TPUEMAIIH JICHO3yMa0, KOUTO pa3BUBAT CUMIITOMU OT CTpaHa Ha yXOTO,
BKJIFOUUTEITHO XPOHUYHU YIITHH WHPEKIINH.

Amunuunu ppaxmypu Ha 6edpeHama Kocm

Nwma cpobmienwnst 3a atununaau GpaxTypH Ha OeqpeHaTa KOCT MPH MAUeHTH, TOIyYaBaly IeH03yMao
(Bx. Touka 4.8). ATunuuHuTe QpaKTypu Ha OeApeHaTa KOCT MOXKE JIa c€ TIOSBAT IPH MUHUMAITHA
TpaBMa WM 0e3 TpaBMa B CyOTpoXaHTepHHUTE U Aradu3HUTE 00acTH Ha OeapeHara Koct. Te3n
CHOMTHS Ce XapaKTepH3UPAT ChC CIEM(DUIHN PEHTTCHOIOTUYHI HAXOAKH. ATHITNYHH (PPaKTypH HA
OexpeHaTa KOCT ce ChOOIIaBaT ChINO PH MAIMSHTH C OTPEISNICHN ChITBTCTBAIHM ChCTOSHHUS (HAIIP.
neguuuT Ha BUTaMHUH D, peBMaTouieH apTpuT, xunodocdarasust) 1 pu yrnorpeda Ha HIKOU
JIEKapCTBEHU MPOAYKTH (Hamp. 6udochoHaTH, TITFOKOKOPTHKOUIN, HTHXHOUTOPH HA IPOTOHHATA
nomra). Te3u crOUTHS ca HaCTHIIBaNIM 1 0e3 anTupe3opOTuBHA Tepanws. [lomoOHu dpakTypu,
CHOOIICHN BBB Bpb3Ka ¢ OUQochoHaTH, UeCTO ca OMIaTepaiHy; MOpaan TOBa MPH NalUEHTH,
JIEKYBaHU ¢ JCHO3yMal, KOUTO ca IpeThpiien (pakTypa Ha TSUIOTO Ha OelpeHara KocT, TpsOBa Jia ce
M3cIe/iBa KOHTpajarepaimHara Oenpena KocT. TpsOBa ga ce OOMECIH MpeKpaTsIBaHe Ha TepamusTa ¢
JeHOo3yMal MpHY MalMEeHTH, 32 KOUTO Ce MOJ03Upa, Y€ UMaT aTUludHa (pakTypa Ha OeapeHara KOCT B
OYaKBaHE Ha OIIEHKATa Ha MAaIFIeHTa Bb3 OCHOBA Ha HHIMBUIYaTHO ONPEAETICHOTO ChOTHOIICHUE
noi3a-puck. [1o Bpeme Ha IeYeHUETo ¢ JeH03yMa0, MalMeHTHTe TPsIOBa j1a ObaT IOCHBETBAHH J1a
chOOIIaBaT 3a HOBa WM HeoOM4aiiHa 0olka B OeIpoTo, Ta300eApeHaTa cTaBa Wiii CIaOMHHUTE.
[NanmenTH ¢ TaKMBa CUMIITOMH TPSIOBA Jla C€ U3CIeBAT 32 HEM'bIIHA (PpaKTypa Ha OepeHara KocT.

TIpoovidcumento anmupe3opomusHo ieyeHue

[IpoabKUTETHOTO aHTHPE30POTUBHO JieueHUE (BKIIIOYBAIIIO JIeHO03yMal 1 OudocoHaTn) Moxke Jia
JIOBEJIE JI0 TIOBHIIIEH PHCK OT HEKEJIAaHU PE3YJITaTH, KATO OCTEOHEKPO3a Ha YENFOCTTa U aTUITHIHU
(bpakTypH Ha OeapeHaTa KOCT MOpaad 3HAYMMO MMOTHCKaHe Ha KOCTHOTO peMoienupane (BX. TouKa
4.2).

Cvnvmemeauo nedenue ¢ Opyau 1eKapemeenu npooyKmu, CbOwvpacauyu 0eHo3ymad

[ManmenTw, lekyBaHu ¢ JeHO3yMab He TpsiOBa Jia ObJIaT JIEKyBaHH €HOBPEMEHHO C IPYyTH
JIEKapCTBEHU MPOAYKTH, ChAbPIKAIIN JeHO3yMal (3a MpeAoTBpaTsIBaHe Ha ChOUTHS, CBBP3aHH C
KOCTHaTa CUCTEMa IIPU BB3PACTHU C KOCTHU METACTa3M OT CONUIHU TYMOPH).

Xunepkanyuemus npu neOUAmpuyHu nayueHmu

Osvyrti He TpsOBa 1a ce U3MOII3BA NPH NeJUATPUYHH MaleHTH (Bb3pact < 18). Crobiasa ce 3a
Cepro3Ha XuTepKaueMus. HIkou ciydan B KIMHAYHA U3MUTBAHKS € YCIOKHEHU OT OCTPO
OBOpedHO yBpEKIaHE.

IIpedynpedicoenus 3a nomowHume eeujecmsa

ToBa jekapcTBO chrbprka 46 mg copoutos BsB Bceku M| pasrBop. TpsOBa 1a ce B3eMart MpeaBu/I
AJIUTUBHUAT €(DEKT Ha CHITBTCTBAILO MPHUIOKEHHU MPOAYKTH, KOUTO CHIBPKAT COPOUTOI (MU
($pyKTO32a), U XPaHUTETHHUAT IPHEM Ha copOuTon (1nu GpykTosa).

ToBa nexapctBo chabpika 0,1 mg nomucop6ar 20 BB Besika 1 ml npenBapuTeTHO HAITbJIHEHA
cnpuHuoBka. [TonucopbaruTe Morat Aa NPUYMHST aleprUuHU PEaKIHH.

To3u ekapCcTBEH MPOAYKT ChIBPsKa MO-Majiko oT 1 mmol maTpuit (23 mg) na 60 mg, T.e. MoXke 1a ce
KaXke, 4e MPAKTHYSCKH HE ChAbpPKA HATPHIA.



45 B3auMoneiicTBHE C Py JeKAPCTBEHH NPOAYKTH U APYru ¢opMH Ha B3auMojieiicTBHe

B enHo npoy4BaHe 3a B3aMOICHCTBHATA, IeHO3yMa0 He MOBIMABA (papMaKOKMHETUKATA Ha
MH/1a30J1aM, KOWTO ce MeTabonu3upa upe3 iuroxpom P450 3A4 (CYP3A4). Tosa mokassa, e
JICHO3yMa0 He MPOMEHs (hapMaKOKHHETHKATA Ha JICKAPCTBCHH MPOAYKTH, KOUTO CE META00IH3UPAT
ype3 CYP3A4.

Jlurcpat KJIMHUYHY JaHHU 3@ €THOBPEMEHHOTO PHUJIOKEHHE Ha JICHO3yMald U XOpMOHO3aMeCTBaIa
Tepanus (HalpuMep €CTPOTCHH ), CIUTA ce 0bade, 9e Bh3MOKHOCTTA 32 PapMaKoIHHAMHIHO
B3aUMO/JICHCTBUE € MAJIKa.

[Tpm xeHn B IOCTMEHOTIay3a C OCTEON0po3a, (hapMakoKMHETHKATa U papMaKkoJMHAMUKATA Ha
JIeHO3yMab He ce MOBJIUABAT OT IPEIXO0/HA Tepalus C alCHPOHAT, Ha 6a3aTa Ha JaHHU OT IPOyYBAHE
C TIpexojHa Tepamnus (0T aJIeHAPOHAT KbM JeHO3yMad).

4.6 @epTHIANTET, DPEeMEHHOCT U KbpMeHe

Bpemennoct

Jlurceat WM ©Ma OrpaHUYeHH JaHHU OT yroTpedara Ha IeHo3yMal mpu OpeMEeHHH KEHH.
[IpoyuBaHusTa MpY )KUBOTHH MOKA3BaT PENPOAYKTUBHA TOKCHYHOCT (BXK. TOUKa 5.3).

Osvyrti He ce mpenopbuBa 3a ynotpebda npu OpeMEeHHH )KEHH U ITPHU JKSHH C ICTEPOJICH MOTCHIHA,
KOUTO HE U3MOJI3BAT KOHTpatenius. JKenure TpsaoBa a ObaT MOCHBETBAHM J1a HEe 3a0peMEHSIBAT 10
BpeMe Ha U Hail-MaJko 5 mecena cien jgedenuero ¢ Osvyrti. Epexrure na Osvyrti e BeposiTHO 11a ca
MI0-TOJIEMH IO BpEMe Ha BTOPHS M TPETHUSI TPUMECTBP Ha OPEMEHHOCTTA, Thil KATO MOHOKJIOHATHUTE
aHTHUTEJNA IPEMUHABAT Ipe3 IUIAIIeHTAaTa 10 JITHEEH MOJIeN C HalpeBaHe Ha OPeMEeHHOCTTa, KaTo Haii-
TrOJIIMO KOJIMYECTBO IIPEMUHABA IIPE3 TPETUSA TPUMECTHP.

Kepmene

He e u3BectHo ganu geHo3ymab ce eKcKkpeTupa B KbpMaTa. [Ipu reHeTHYHO MOETHPaHH MHIIKH, TIPU
kouto RANKL e 6w uskimouer upe3 reHHo oTcTpaHsaBaHe (,,knockout mutku™), mpoyuBanusta
nokasar, 4e nuncata Ha RANKL (mumenara va gjeno3ymad — Bk. Touka 5.1) 1o Bpeme Ha
OpPEMEHHOCT, MOKe J1a TOBJIMSAEC BBPXY Ch3PSABAHETO HA MIIEYHUTE JKJIE€3H, BOJICIIIO JI0 HapyIlIeHa
JaKTaIMs cieq paxnane (Bxk. Touka 5.3). TpsOBa ia ce B3eMe penieHne Jau Jia ce MpeyCTaHOBU
KbPMEHETO WIIU JIa Ce MPeyCTaHoBH JiedeHneTo ¢ OSVyrti, kato ce B3eMar mpeBH/I oyi3aTa oT
KbPMEHETO 32 HOBOPOICHOTO/KbPMAYETO U MosI3aTa oT Tepanusita ¢ Osvyrti 3a sxenara.

DepTUIIUTET

Hsma nannu 3a edexTa Ha ieH03yMad BbpXy depTuinTera npu xopa. [IpoydBanus npu )KHBOTHU HE
MOKa3BaT AUPEKTEH WM HHAWPEKTEH BpeieH ehekT BbpXy depTuiuTera (BXK. Touka 5.3).

4.7 Edextn BbpXy cniocodHOCTTa 32 odupaHe U padoTa ¢ MAIIUHU
Jeno3ymab He OBIHSABA MIIH NIOBJIMABA IPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe U paboTa ¢ MaIIMHH.
4.8 Hexkenanu JeKapcTBEHH Peakuuu

O06001menune Ha npoduia Ha 6E30IaCHOCT

Hati-uecTute HexxenaHu peakiuy Mpu JeHo3yMab (HaOroaBaHu MpH MOBEYE OT SIMH MAIlMCeHT Ha
JIECET) ca MyCKYJIHO-CKeJIeTHa 0oJika u 0ojIka B KpaitauruTe. [Ipu manuenTn, mprueManm 1eH03yMa0
ca HaOMI0/IaBaHK HEYCCTH CITyYad Ha LENYIUT; PEIKU CIIy4and Ha XHUITOKaIIHeMus,
CBPBXYYBCTBUTEIHOCT, OCTCOHEKPO3a Ha YEIIOCTTA U aTUITUYHU (PaKTypH Ha OeapeHaTa KocT (BK.
To4kH 4.4 1 4.8 — onricanve Ha N30paHU HEXKETIAaHU PEaKITHH ).



TabauyeH CIUChK Ha HEXKEIIAHNUTE pCaKnuu
HaHHI/ITe B Ta6HI/III3, 1 MO-A0JIy OMMUCBAT HCXKCJIAHU PCAKIIUU, C’I)OGHICHI/I IIPpU KIMHUYHU U3NHUTBAHUA

(aza II u 11l mpu marueHTH ¢ OCTEOTIOPO3a M KapIIHOM Ha MIICUHATA JKJIe3a WITH IIpocTaTaTta,
MOJTy4YaBaIlf XOPMOHATHA abJaIis, W/ OT CTIOHTAaHHH CHOOIICHHSI.

HW3non3BaHa e ciieHaTa KOHBEHIHUS 3a KIacH(DUKAIs Ha HEKSITAHUTE JIEKApCTBCHH Peakinu (BXK.
tabnuua 1): maoro yectu (> 1/10), wectu (> 1/100 no < 1/10), newectu (= 1/1 000 go < 1/100),
penku (> 1/10 000 mo < 1/1 000), muoro pexku (< 1/10 000) u ¢ Hen3BecTHa YecTOTa (OT HAJTMYHHUTE
JaHHU HE MOXKe J1a ObJie HanpaBeHa OlleHKa). [Ipu BCAKO TPpyMUpaHe B 3aBUCUMOCT OT YECTOTATA
CHCTEMO-OPTaHHHUS KJIaC, HeXKEIAHUTE JICKApPCTBEHU PEAKIMU Ce U30POSIBAT B HU3XO/IAII PE/I [0
OTHOIIICHHE Ha TAXHATA CEPUO3HOCT.

Taoauna 1. Hexxennanu peakuuu, cboOIIEHH NPH NALUEHTH € 0CTEONOP03a U MALMEHTH C
KapUHHOM Ha MJIEYHATA KJ1e3a WM POCTAaTaTa, oJIy4aBalid XOPMOHAJIHA adJanust

MedDRA cucremo- Kareropus yectora Hesxenann peakuum
OpraHeH Kjac
WNuadexumn u nadecranmu Yectu Wudexnust Ha TUKOYHUTE MBTUILA
Yectu Wudexnus Ha rOpHATE TUXATSITHHA
IBTHUILA
Heuectu JluBepTUKYIAT!
Heuectu Llemymut!
Heuectu WHupekuus Ha yXOTO
Hapyienus Ha uMyHHaTa Penxu JlexapcTBeHa
cucrema CBPBX4yBCTBUTEIHOCT®
Penxu AHadunakTdHa peaKI_II/Iﬂl
Hapymienus na metabonmmsma u | Penku Xunokannuemus'
XpaHEHETO
Hapyuienus na Heppaara UYectu Numac
cucremMa
CroMarrHo-4peBHH Yectn 3anek
HapyLICHHs Yectn AbnoMuHaneH nuckomgopt
Hapymienns Ha koxara u Yectn O6puB
MOJKOKHATA ThKaH Yectn Ex3ema
Yectn Anonenys
Heuectu JInxeHOuIHY JIEKapCTBEHU €PYIILIUU
MHoro penku XUNEepPCeH3UTHUBEH BACKYJIUT
Hapyuienus Ha MHoro yectu bonka B kpaiiHunure
MYCKYJIHO-CKEJIETHaTa MHoro yectu MyckynHo-ckeneTHa 6oskat
CHCTEMa U CheIMHUTEITHATA Penxu OcTeoHekpo3a Ha JemocTTal
TbKaH Penxu Arunuanu GpakTypu Ha GepeHaTa KocT:
C Hewn3BeCTHA 4eCTOTa OcTeoHekpo3a Ha BBHILHUS CIIyXOB
npoxos?

! Buxre Toukara ,,Onrcanne Ha U30paHu HEKEAHN PEAKIMK .
2 Buskre Touka 4.4.

B cOopHus aHanu3 Ha JaHHU OT BCUYKH TU1anie00-KOHTponupanu u3nuteanus ¢asza Il u daza lll e
ChOOLICHO 3a rpuIono100HO 3a00sBaHe ¢ 00ma yectoTa ot 1,2% 3a nenozymad u 0,7% 3a mutane0o.
Bwnpeku de ToBa HECHOTBETCTBHE € YCTAHOBEHO Upe3 COOPEH aHaM3, TO He € YCTaAHOBEHO 4pe3
cTpaTUUIMPAH aHAJIHU3.

Onurcanye Ha n30paHy HeXKEJIaH! PEeaKInu

Xunokanyuemus
[Ipu aBe ane0o-KOHTPOIMpPaHU KIMHUYHY n3nuTBanus ¢asa Il mpu ’keHu B mocTMeHonaysa ¢
ocreonoposa, mpuonuzutenHo 0,05% (2 ot 4 050) oT manMeHTKUTE ca UMall HaMaJIeH! CEPYMHH
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HHUBa Ha KaJwmii (mo-maiko ot 1,88 mmol/l) ciex mprunarane Ha nenosymad. He ca chobiaBanu
HaMaJIeHH CEpyMHH HUBAa Ha Kaluii (mo-manko ot 1,88 mmol/l), kakto npu asere mianedo-
KOHTPOJIMPAH! KIIMHUYHY n3nuTBanus ¢asa Il npu nanmenTr ¢ XopMOHaliHa abnanus, Taka | mpu
1a1e00-KOHTPOINPAHOTO KITMHUIHO M3uTBane (aza Il mpu Mbxke ¢ ocTeomnoposa.

[Ipu moCTMapKETUHIOBH YCIIOBUS Ca ChOOIIABAHU PEIKHU CITydau Ha TeKKa CUMIITOMAaTUYHA
XHITOKAIUEMHS1, BOJICIIA IO XOCTTUTAIHM3AIIHS, )KHBOTO3aCTPAIIABAIN CHOUTHS U CIy4au C JeTaleH
W3XOJI, IPEUMHO MPH MAIKUEHTH ¢ IOBUIIIEH PUCK OT XUTIOKAIIIUEMHS, TTOJTyYaBaIy JeHO3yMa0, KaTo
MOBEYETO CIIyYaH Ca HACTBIIWIN B ITPBUTE CEAMMIIA OT HAYaJIOTO Ha JiedeHueTo. [Ipumepu 3a
KIIMHWYHU TIPOSIBA Ha TEXKKa CUMIITOMATHYHA XUATIOKAJIIMEMHsSI BKITIOUBAT yaAbbKaBane Ha QT-
MHTEpBaJIa, TETAHUS, THPYOBE M HAPYIICHO ICUXUYIHO ChCTOsTHUE (BK. ToUka 4.4). CUMITOMUTE Ha
XUMOKATIUEMHS B KIMHUYHUTE U3IMUTBAHUS C IEHO3YMa0 BKJIFOUBAT MAPECTE3UN UIN MYCKYJTHA
CKOBAHOCT, MOTPEMBAHUS, CIIA3MU U MYCKYJIHU KPaMIIH.

Kooicnu ungpexyuu

[Tpu nnane6o-KOHTpOIMpaHUTE KIMHUYHY H3nuTBanus ¢asa IIl, obmara yectora Ha KOXKHU
vH(pEKINY e Oula CXoIHA PH TPYIHTE Ha Iarnedo 1 JeH03yMal: IpH )KeHU B IOCTMEHOIIay3a C
ocreonopo3a (marebo [1,2%, 50 ot 4 041] cpsimo neroszymad [1,5%, 59 ot 4 050]); mpu MBxKe C
ocreonopo3a (tareoo [0,8%, 1 ot 120] cipsmo neno3ymad [0%, 0 ot 120]); npu narueHTH ¢
KaplUHOM Ha MJICYHATA JKJIe3a HJIM MPOCTaTaTa, MoJyJaBaliyd XopMoHaiHa abnamus (mamne6o [1,7%,
14 ot 845] cripsimo nero3ymab [1,4%, 12 ot 860]). KoxxHr MH(EKINH, BOACIIH IO XOCTUTATN3aIIH,
ca crobuaBanu mpu 0,1% (3 ot 4 041) ot )xeHHUTE B HOCTMEHOIAY3a C OCTEONO0PO3a, MOTyIaBaIH
mwiane6o, cupsmo 0,4% (16 ot 4 050) ot xeHuTEe, MoOJTyYaBany qeHo3yma0. Te3u ciaydau ca
npeaAnMHO LenynuT. [Ipu npoyuBaHusITa TP KapIHOM Ha MJISYHATA XKJIe3a U IIPoCcTaTaTa, KOKHUTE
WHQEKINH, ChOOIEHH KaTO CEPHO3HU HEXKETIaH! JIEKapCTBEHU PEaKIUH, Ca CXOIHH MPU TPYIHUTE Ha
mrare6o (0,6%, 5 ot 845) u nernoszymab (0,6%, 5 ot 860).

Ocmeonexposa Ha yenrocmma

OHUY ce cvo0masa psjko, mpu 16 ManueHTH B KIMHAYHUTE U3MUTBAHUS IIPH OCTEONOPO3a U MPH
MAIUEHTH C KapIMHOM Ha MIIEYHATA JKJI€3a WIIM TIPOCTaTaTa, MoJydaBally XOPMOHAIHA abars,
BKuTFOUBaIiy 06mo 23 148 naruenty (Bx. Touka 4.4). Tpunanecet ot te3u cimydan ¢ OHY ca
HACTBITWJIN MPH )KEHHU B IIOCTMEHOTIAy3a ¢ OCTEOMOPO3a 1Mo BpeMe Ha MPOABDKCHHETO Ha KITMHUIHO
m3nutBaHe Qasa lll, cieq nedenue ¢ nerozymad B mpoabmkenne Ha 10 roguan. Yectorara Ha OHY e
0,04% na 3-tarta roguna, 0,06% nHa 5-rata roguHa u 0,44% na 10-TaTa roguHa OT JICUSHUETO C
neHozymab. Puckst or OHY HapacTBa ¢ MpoaBIKUTETHOCTTa Ha EKCITO3UIIMS Ha I€HO3yMal.

Amunuunu ppaxmypu Ha 6bedpeHama Kocm
B nporpamara 3a KIMHHYHN H3MUTBAHHS TIPH OCTEOIIOPO3a, aTUIMYHU (ppakTypu Ha OeipeHara KocT
ca chOOIIaBaHU PSAAKO NPH MALUEHTH, JIEKYBaHHU C IeHO3yMad (Bk. Touka 4.4).

Jlueepmuxynum

B enHO mnane00-KoHTpOIMpaHo KIMHUYHO H3nuTBaHe ¢asa Il mpu nanmeHTr ¢ KapiuHOM Ha
[pocTarara, IojlyJaBaly aHAporeH-aenpusanronna Tepamnus (ADT), e yctanoBen aucbananc no
OTHOLICHUE Ha HEeXeJaHuTe chOnTHA 3a AuBepTUKYIHT (1,2% nenozymad, 0% mianedo). Yecrorata
Ha IMBEPTHUKYJIHUT € CpaBHUMA MEX/Y JIBETE TEPANIeBTUIHH TPYIH IPH KEHUTE B TOCTMEHOTIAay3a HITH
MBKETE C OCTEOINOPO3a U NPH JKEHHTE, JIEKYBAaHH C apOMaTa3HU MHXHUOUTOPH 32 HEMETACTaTHICH
KapIMHOM Ha MJICYHaTa JKJIe3a.

Cevp3aHu ¢ 1eKapcmeomo peakyuu Ha C8PbXYY8CMBUMETHOCH

[Ipu mocTMapKETHHIOBH YCJIOBHUS, NMPH MAI[MEHTH, ITOJIydaBally ACHO3yMal, ca ChOOLICHH PEIKU
ChOUTHS Ha CBPBHXUYBCTBUTEIHOCT, CBHp3aHa C JICKAPCTBOTO, BKIFOUHUTEIIHO OOPHUB, YPTHKApWS,
MOTyBaHEe Ha JIUIETO, PUTEM U aHA(PUIAKTUIHH PEAKIIHH.

Mycxyano-ckenemna 601Ka

[Ipu mocTMapKETUHTOBH YCIIOBHUS MMa ChOOIICHHUS 32 MYCKYJIHO-CKeJIeTHA 00JIKa, BKIIOYUTEITHO
TEXKH CITy4au TP MAIHUESHTH, TIOTyYaBally IeHO3yMal. B KIIMHUYHATE H3MUTBAHMUS, MyCKYIIHO-
CKeJIeTHa 00JIKa ce ChOoOIaBa MHOT'O Y€CTO B IPYIHTE Ha JeH03yMal U miane00. MyckyJiHo-
CKeJIeTHa 00JiKa, BOJICIIa JI0 TPEYCTAaHOBSBaHE Ha M3MHMTBAHOTO JICUCHHE, CE ChOOIIaBa HEYECTO.
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JIuxeHouOHU IeKapcmeeHu peaxkyuu
CpoO111aBa ce 3a TMXCHOUIHH JIEKAPCTBEHH Peakiini (HampuMep peakiinu, o 00HH Ha TMXEH ITaHyC)
MIPY MAIUEHTH B TOCTMAPKETHHI'OBU YCIIOBHSI.

JIpyTH CIIENMAIHN IONYJIAIANA

Teouampuuna nonynayus

Osvyrti me TpsiOBa [1a ce M3IOJI3BA IIPU IeIHATPUYHM HanueHTH (Bh3pacT < 18). Crobimasa ce 3a
cepro3Ha XuMepKaneMus (Bx. Touka 5.1). Hakou ciydan B KIMHUYHH U3MUTBAHHUS Ca YCIOKHEHN
OT OCTPO OBOPEYHO yBpEKIAHE.

bvopeuno yspescoane

[Tpn KIMHIYHY TPOYYBAHMS, HAIMEHTH C TeXKKA CTENEH HAa ObOPEYHO yBpexkI1aHe (KpeaTHHHHOB KIMPBHC <
30 ml/min), uaKu TakuBa Ha XEMOJHAJIN3a, Ca N3JI0KEHHU Ha ITO-BUCOK PUCK OT XHMITOKAJIIMEMHS TIPH JIUIICA Ha
n00aBKa Ha KA. AJIEKBaTHUAT IPUEM Ha KaIIuii ¥ BUTaMuH D e BaskeH Ipy ManueHTH ¢ TEeKKa CTEeTeH
Ha OBOpEeYHO yBpeXkIaHe, WM TaKWBa Ha XeMoauanm3a (Bxk. Touka 4.4).

CroO1IaBane Ha NO03UPAHU HEKETAHU PEAKIIAN

Cpo01aBaHeTo Ha OJO3MPAHU HEXKETaHU PEaKLUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
MPOAYKT € BaxkHO. ToBa 103BOIIsIBa A2 MPOABIDKM HAOMIOICHUETO Ha CHOTHOILICHUETO I0I3a-PHUCK 32
JIeKapCTBeHUS MPOAYKT. OT MEIUIIMHCKUTE CIIEUATTICTH c€ U3UCKBA J]a ChOOIaBaT BCIKa
MoJI03MpaHa HexellaHa peakiysl Ype3 HallMOHAIHA CHCTEMa 3a ChOOIaBaHe, IIOCOYEHA B

[Ipunoxenue V.

4.9 IIpeno3upane

Hsma orut ¢ mpemo3upane npu KIMHUYHUTE MPOYYBAaHUA. B KIMHUYHUTE MPOYYBAHUS Ca TPUIaraHu
no3u eHo3ymMad 1o 180 mg Ha Beeku 4 cenmuiy (kymysaTueHa j03a 10 1 080 mg 3a 6 mecena) u He
ca HaOJIFOTaBaHU JTOIBITHUTEITHN HEXeJIaH! JIEKAPCTBEHU PEaKIIHU.

5. ®APMAKOJIOT'MYHA CBOMCTBA

5.1 dapmakogUHAMHYHU CBOIiCTBa

dapmakoTepaneBTHYHA rpyna: JlekapcTsa 3a ieueHre Ha KOCTHH 3a00msiBaHus — JIpyru iekapcTsa,
MOBJIMABAIIM KOCTHATA CTpyKTypa u MuHepanusanus, ATC koa: M05BX04

Osvyrti e buonoao0eH jekapcTBeH npoaykT. [TogpobHa nHbopMalus € mperocTaBeHa Ha yeOcaiTa Ha
EBpomneiickaTa areHius no JiekapcrsaTa https://www.ema.europa.eu

MexaHu3sM Ha AEUCTBUE

Jeno3ymab e yoBenko MOHOKJIOHANHO aHTUTUIO (Ig(G2), KoeTo TapreTupa U ce CBhp3Ba ¢ BUCOK
apunutet U cnenupuanoct ¢ RANKL, nipeioTBpaTsBaiiku aKTHBUPAHETO HA HETOBHSI PEIETITOP
RANK, pa3nosio’keH 1o MOBEPXHOCTTA Ha OCTEOKJIACTHUTE MPEKYPCOPU M OCTEOKIIACTHTE.

[MpenotBpatsaBanero Ha B3aumoeiicterero RANKL/RANK mHxnOupa o0pazyBaHeTo Ha OCTEOKIIACTH,
TsXHATa QYHKINS W )KU3HECTIOCOOHOCT, HAMAJISIBAIKH 110 TO3W HAYHH KOCTHATA Pe30pOIHs B
KOPTUKAJIHUTE U TPAOEKYIapHUTE KOCTH.

dapmMakoaAMHAMUYHH ePEeKTH

Jleuenuero ¢ 1eHO3yMad OBP30 HaMAJISIBa CTETICHTA HAa KOCTEH OOMEH, TOCTUTAWKH 3a 3 THU Hai-
HHCKaTa CTOMHOCT Ha MapKepa 3a KocTHa pe3opOuus, cepymuu 1 C-remonentuan (CTX) (85%
HaMaJIsIBaHE), ChC 3alla3BaHe Ha HAMAJICHUETO B paMKUTE Ha JJO30BUS WHTEpBal. B kpas Ha Bceku
J1030B HHTepBaj HaMasiBaHeTo Ha CTX € 4acTUYHO 10-¢1abo0, B CPaBHEHHE ¢ MAKCHMAaIHOTO
HamasieHue oT > 87% o npubnusutenHo > 45% (nuanas3on ot 45-80%), koeTo oTpassiBa
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obpaTtuMocTTa Ha e(heKTUTE Ha JeH03yMa0d BEPXY KOCTHOTO peMOoAeIUpaHe clie] MOHKaBaHe Ha
cepymHHTE HUBA. Te3u eekTu ce moarbppxar ¢ HEMPEKbCHATO JicueHue. MapKepuTe 3a KOCTEH OOMEH
OOMKHOBEHO JIOCTUTAT HUBATA MPE/IH JCUeHHETO 9 Mecela ciiel mocieaHara 103a. [Ipu moBTopHO
3armoy4Bane Ha JeHo3yMab, HamansBaHeTo Ha CTX e cxomHO ¢ ToBa, HAOMIOAABAHO TIPH MAIUEHTH,
KOUTO 3aII04BaT JICYCHHUE C ICHO3yMal 3a bPBU ITBT.

HNMyHOreHHOCT
[To BpeMe Ha JeUEHUETO C IEHO3YyMad MOXKe Ja Ce pa3BHSIT aHTH-IeHO3yMab anTutena. He e
HaOIIr0/JaBaHa BIIMMA BPB3Ka MEXIY PA3BUTHETO HA aHTUTENA U (JapMaKOKWHETHKATA, KITMHIIHUS

OTTOBOP HUIIN HEXKCIIAHUTE CHOUTHS.

Kiauanuna ed)I/IKaCHOCT 1 0€30IMacCHOCT IIpH )KCHHU B IIOCTMCHOIIAYy3a C OCTCOIIOPO3a

EdwukacHoctTa 1 6e30macHOCTTa Ha JCHO3yMa0, Mpuiiarad Ha BCEKU 6 Mecella 3a IIeproJl OT 3 TOAMHU
€ M3CceBaHa MpHu *KeHU B moctMeHonay3a (7 808 sxenu Ha Bb3pacT ot 60 10 91 ronunu, 23,6% ot
KOHWTO ca UMaJH npeodagaBamo GpakTypy Ha MPENUICHUTE), C U3XO0AHU T-CKOpOBe 3a KOCTHA
muHepaiHa wrbTHOCT (BMD) Ha mymObainiu npenuieHd Wik Ha ta3o0eapena ctaBa Mexay —2,5 u —4,0
U cpesiHa a0CONIOTHA BEPOSTHOCT 3a GpakTypa B pamkute Ha 10 roaunu - 18,60% (amanazon: 7,9-
32,4%) 3a rossima octeonopotudHa gpaktypa u 7,22% (nuanason: 1,4-14,9%) 3a dpaxrypa Ha
Ta3o0eapenaTa crasa. JKeHu ¢ Ipyru 3a00JIIBaHUS WM KOUTO ca Ha JICYSHHE, KOETO MOJKE JIa TIOBIHSIE
KOCTHTE, ca OWIIM M3KIIIOYEHHU OT TOBa Npoy4uBaHe. JKeHnTe ca monydaBaliv eKeTHEBHO T0OABKH C
kanuil (Haii-manko 1 000 mg) u Butamun D (Haii-manko 400 [U).

Edgexm e6vpxy ¢ppaxmypume na npewinenume
JleHo3yma0 3HaYMTETHO HAMAaJIsIBa pUCKa OT HOBH ()paKTypH Ha mpenuieHuTe Ha 1-ta, 2-ta u 3-Ta

rogauna (p < 0,0001) (Bx. Tabmuma 2).

Ta6mnua 2. E¢ekTbT Ha 1eH03yMa0 BBPXY PHCKA OT HOBU (PPAKTYPH HA MpEIULTIeHUTE

IMpouent Ha xenure ¢ ppakrypu (%) HamansiBane Ha HamansBane na
[Tnare6o Jenozymab a0COJTFOTHUS PUCK OTHOCHUTEITHUS
n =3 906 n=3902 (%) puck (%)
(95% ClI) (95% CiI)
0-1 roguna 2,2 0,9 1,4 (0,8,1,9) 61 (42, 74)**
0-2 romunan 50 14 3,5(2,7,43) 71 (61, 79)**
0-3 roguuu 7,2 23 4,8 (3,9, 5,8) 68 (59, 74)*

*p <0,0001, **p < 0,0001 — excruiopaTopeH aHAIN3

Egexm evpxy ppaxmypume na mazobedpenama cmaea

Jlenozymab nokassa 40% orHocurenno HamansiBane (0,5% HamansiBane Ha aOCONIOTHUS PUCK) HA
pucka oT ¢pakTypa Ha TazobempeHara craBa 3a nepuona ot 3 roaunau (p < 0,05). YUectoTata Ha
¢dpakTypure Ha Tazo0enpeHara ctasa € 1,2% B ruanedo rpynata, B cpaBHenue ¢ 0,7% B rpynara Ha
JeHo3yMa0 3a 3 TOJMHY.

B post-hoc ananus nipu sxxenn > 75 roguau € HabronaBaHo 62% HaMasiBaHe Ha OTHOCHTEIHHUS PUCK
npu aeHo3ymao (1,4% HamansBaHe Ha aOCOMIOTHUS pHCK, p < 0,01).

Eexm 6vpxy 6cuuku KiunuuHu paxmypu
JleHo3yMab 3HauMMO HamassiBa ppakTypuTe PU BCHUYKH BHI0BE/Tpynu (ppaktypu (Bxk. Tabiuia 3).
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Ta6auna 3. EQekTbT Ha IeHO3yMa0 BLPXY PUCKA 0T KIMHUYHH (ppaKkTypH 32 3 roIMHH

[IporeHT Ha XKeHuTe ¢ PpakTypu HamansaBane HamansaBane
%)* Ha Ha
ITnane6o Jeno3ymab a0CoMOTHHS OTHOCUTEITHHS
n =3 906 n=3902 puck (%) puck (%)
(95% CI) (95% CI)
Kaksaro u 1a € KITHHNYHA 10,2 7,2 2,9(1,6,4,2) 30 (19, 41)***
dpakrypa’
Knunnyna gpaktypa Ha 2,6 0,8 1,8(1,2,24) 69 (53, 80)***
MpeIIeHUTE
Henpenuienna Gppakrypa’ 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)**
I'onsiMa HeTpenuieHHa 6,4 52 1,2(0,1,2,2) 20 (3, 34)*
¢paxrypa®
T'onssMa 0CcTeOnOpOTHYHA 8,0 53 2,7(1,6,3,9) 35 (22, 45)***
dpaktypa*
*p <0,05, **p = 0,0106 (smopuuna kpatina mouxa, 8KN0O4eHa NPU KOPUSUPAHE 34 MHONCECMEEHOCT),
**p < 0,0001

*YecroTa Ha crOuTHATa 0 Kaplan-Meier 3a 3 romusm.

! BrmouBa KJIMHMYHY (PAKTYPH Ha IIPENLICHATE M HEMPEIIEHHN (QPaKTypH.

2 MiskinrouBa Te3u Ha NPENUIEHHUTE, Yepena, JULETo, MaH u0yiaTa, MeTaKapIalHATe KOCTH M (paJlaHTUTe Ha
NPBCTUTE Ha PBLETE U Kpakara.

3 BxirouBa Tasa, qucraneH gemyp, IpoKCUMaiHa TUOHUs, pedpa, NPOKCUMANIEH XYMEPYC, TTPEAMUIIHULIA 1
Ta3o00eapeHa cTaBa.

4 BknrouBa KIIMHAYHK (PPaKTypH Ha IIPEILICHUTE, Ta300€eIpeHa CTaBa, MPEAMULIHALA U pPaKTYpPH Ha XyMEpYC,
onpenenenu no C30.

[pu xenu ¢ uzxogrna BMD < -2,5 na mmiikata Ha demypa, AeHO3ymMa0d HamallsiBa pUcka OT HEeNpelUIeHHH
dpaxtypu (35% HamalsiBaHe Ha OTHOCUTEIHUS pUCK, 4,1% HamansiBaHe Ha abcooTHUs puck, p < 0,001,
€KCILIOPATOPEH aHAIN3).

HamansBanero Ha yecToTaTra Ha HOBU (PpaKkTypu Ha NpenuieHuTe, GpakTypu Ha Tazo0eapeHara craBa
W HeTIPeUUICHHN (paKTypH 4pe3 1eHo3yMal 3a 3 TOJMHU € OCTOSIHHO, HE3aBUCHMO OT M3XOIHUS
pHcK 3a hpakTypu B pamkute Ha 10 roauHu.

Egexm 6vpxy kocmuama Munepaiia nemnocm

Heno3ymab 3HaunTenHo yBenndaBa BMD Ha Bcruku KTUHUYHO U3MEPEHU MECTa, CIIPSIMO Tare6o Ha
1-ta, 2-ta u 3-ta rogunu. [lenozymab ysennuaBa BMD c 9,2% na imymbanaute npenuienu, ¢ 6,0% Ha
Tazo0enpeHaTa cTasa, ¢ 4,8% Ha muiikara Ha ¢pemypa, ¢ 7,9% Ha TpoxaHTepa Ha OeipeHaTa KocT, C
3,5% Ha muctanHata 1/3 Ha paguyca u ¢ 4,1% Ha ISUT0TO TAJIO 32 MEPHOJ OT 3 TOJUHH (BCHUKH P <
0,0001).

[pu KIMHUYHY M3MUTBAHUS, H3CTIeIBalIM eEeKTUTE OT IPEKbCBAHETO Ha JieHo3yMad, BMD ce Bpbia
KbM CTOMHOCTH, IPUOJIM3UTEIHO IO HUBATa MPEAH JICYEHHUETO U OCTaBa II0-BUCOKA OT Ta3W NPH
tane6o 3a neprox ot 18 Mecena ciex nocieaHara q1o3a. Te3n 1aHHM NOKa3Bart, ye ce Hajara
IIPOABIDKUTENHA TEPAIUs ¢ AeH03yMal 3a MOAIbp)KaHe Ha e(heKTa Ha JIEKapCTBEHUS IIPOJYKT.
[ToBTOpHOTO 3an04BaHe Ha AeHO3yMal Boau 10 yBenndaBane Ha BMD, cxonHo ¢ ToBa nipu
I'bPBOHAYATIHOTO MpHJIaraHe Ha IeHO3yMal.

OmeopeHo npodbﬂmceﬂue Ha npoy4eanemo npu jedeHue Ha ocmeonoposa 6 noCmmeHnonaysa

OG0 4 550 xenu (2 343 Ha nenozymab u 2 207 Ha manedo), KOUTO ca MPOIYCHAM HE OBEYE OT
ellHa 71032 OT M3MUTBAHMUS NPOJYKT B OCHOBHOTO NPOYYBaHE, OIHMCAHO MT0-TOPE, U Ca 3aBbPIIIIIH
MPOYYBAHETO C BU3UTaTa Ha 36-TUS Mecell, ca BKIIIOYEHH B 7-TOAMIIHO, MHOTOHAIIMOHAIHO,
MHOTOLIEHTPOBO, OTBOPEHO MPOABIKEHHE HAa POYYBAHE C €IHO PaMo, 3a OLIEHKa Ha IBJITOCpOYHATa
0e3omacHOCT U ehpuKacCHOCT Ha IeHO3yMa0. BCHUKY ’KeHH B TPOABIKEHHETO HAa TIPOYIBAHETO €
TpsOBAJIO Ja MOJTy4aBat aeHo3ymad 60 mg Ha Bceku 6 Mecelia, KaKTO M €KEIHEBHO KAl (Haii-
maiko 1 g) u Butamun D (Haii-manko 400 IU). O6mio 2 626 yyactauim (58% OT xeHHUTe, BKIFOYCHU
B MIPOIBIDKEHUETO HA TIPOYUIBAHETO, T.€. 34% OT KeHHTe, BKIIOYSHN B OCHOBHOTO MTPOYYBaHE) ca

3aBBPIIAIN MPOIBIKEHUETO HA TIPOYIBaHE.
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[Ipu maruenTH, TeKyBaHU ¢ AeHO3YMa0 B poabipkenne Ha 10 roguan, BMD ce e yBenmuunia cpsmo
W3XOAHOTO HMBO B OCHOBHOTO npoy4Bane ¢ 21,7% Ha nmymbannute mpeuuienn, 9,2% Ha
tazobeapenara craBa, 9,0% Ha muiikara Ha pemypa, 13,0% nHa TpoxanTepa Ha Genpenara koct u 2,8%
Ha aucranaata 1/3 Ha paguyca. Cpegaust BMD T-ckop Ha mymOamHUTE pEenuUIeH: B Kpas Ha
mpoy4BaHeTo € —1,3 mpu manueHTHTe, JeKyBaHu B Ipoab/bkeHue Ha 10 roanHu.

YecroraTa Ha ()pakTypUTe € OLICHEHa KaTo KpaiHa TOuKa 3a 0€30MmacHoCT, HO eUKacHOCTTa IpU
MPeOTBpaTsABaHE Ha PPaKTypH HEe MOXKe Ja ObJie N3UnCIIeHa TOPa i BUCOKHS Opoil MPeKbCBaHUS 1
OTKpUTHS TW3aliH Ha npoy4uBaHeTo. KyMynaTuBHaTa YecTOTa HAa HOBU (DpaKTypH HA MPEIUICHUTE U
HEMPENUICHHU (PpaKTypu € ChOTBETHO 0K0JI0 6,8% u 13,1% mnpu nanueHTH, OCTaHAIH Ha JICYCHUE C
neHo3ymab B mpogbinkenne Ha 10 roguam (n =1 278). IlanmenTuTe, KOUTO HE Ca 3aBHPIINIH
MPOYYBAHETO TIOPAJIH HAKAKBA MPUYMHA, Ca UMAITH MMO-BUCOKA YeCTOTa Ha (PpaKTypH MO BpeMe Ha
JICYCHUETO.

ITo Bpeme Ha MPOABIHKEHNETO HA IPOYYBAHETO Ca B3HUKHAIM TPUHAAECET JO0KAa3aHH CITydas Ha
octeoHekpo3a Ha yemocTtta (OHY) u nBa nokazaHu cirydas Ha aTHNMYHEA GPaKkTypH Ha OelpeHaTa

KOCT.

Kinnunuga eukacHoCT ¥ 0€3011aCHOCT IIPH MBXKE C OCTEOIIOPO3a

EdukacHoctTa 1 6e30macHOCTTa Ha ICHO3yMa0, MpUIIarad BEAHBXK Ha BCEKU 6 Mecela 3a
nepuon ot 1 roguHa, € mpoydeHa npu 242 mpxe Ha Bb3pacT oT 31 10 84 roguHu. YyacTHULIUTE
¢ eGFR < 30 ml/min/1,73 m? ca 6WH M3KITFOYSHH OT W3MUTBAHETO. BCHYKY MBXKe ca
MOJTy9YaBajy eXKeAHEBHO J00aBKH ¢ Kaniuii (Haii-manko 1 000 mg) u Butamun D (Haii-maiko

800 1U).

[IppBHYHAaTa MpOMEHINBA 32 e(hUKACHOCT € MpoLeHTHaTa npoMsaHa B BMD na symbanuute
npenuieHn, epUKacHOCTTa 0 OTHOIIEHHE Ha PpakTypuTe He e olleHeHa. [leHo3yMal 3HAUNMO
yBenmmuaBa BMD Ha BCHYKH KITMHUYHO U3MEPEHH MeCTa CIpsMO Iiarnebo Ha 12 mecera: ¢ 4,8% Ha
nymOanHuTe npenuieHH, ¢ 2,0% Ha 1su1o 6eapo, ¢ 2,2% Ha muiikara Ha pemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oenpenara koct u ¢ 0,9% Ha nuctanuara 1/3 Ha paauyca (Bcuuku p < 0,05).
Heno3ymab yeennmuaBa BMD Ha mymMOaimHuTe IpENUIeHd CIPSIMO U3XOAHOTO HUBO Tipu 94,7% oT
MBXKETe Ha 1-Ta roguHa.

3naunrenHo yBenndenrne Ha BMD na mymGanauTe npenuieHy, Ta3o0epeHara crtaBa, Iuiikara Ha
(dbemMypa u TpoxaHTepa Ha OepeHaTa KOoCT € HadJogaBaHo 70 6-us mecer (p < 0,0001).

KocTtHa XHCTOIOrHs IIpH KCHHU B IIOCTMCHOIIAY3a U MBXKEC C OCTCOIIOPO3a

Kocthata xucTosorus e oueHeHa rnpu 62 )eHu B IOCTMEHOIIay3a C OCTE0Nopo3a WK ¢ HUCKa KOCTHA
IUTBTHOCT, KOUTO He ca OWIIM JIEKyBaHH 3a OCTEOINOpO3a WK ca MPEMHUHAIH OT IpeAIIecTBaINa
Teparus ¢ aleHIPOHAT KbM TOCIIe/BaIla Tepanus ¢ JIeHo3ymao 3a nepuos ot 1-3 roguau. [Tetmecer
U JIEBET KEHHU Ca y4acTBaJIM B IIOANPOYYBAHETO C KOCTHA Ouorncus Ha 24-us mecer (n = 41) n/unu
84-us mecent (N = 22) OT NPOABIDKEHUETO HA TIPOYYBAHETO P KESHHU B IIOCTMEHOIIAYy3a C
octeonopo3a. KocTHaTa XHMCTONOTHS € OlIeHeHa ChIIO U MPH 17 MBKE C OCTEOonopo3a ciie eaHa
TOAMHA JIeUeHHe C IeHo3yMal. PesynTatute oT KocTHUTE OMOIICHH MTOKA3BaT KOCTH C HOPMallHa
CTPYKTypa U KauecTBO, Oe3 1aHHHM 3a Ae(eKTH B MUHEpaIu3auusiTa, 0e3 He3psia KocT win Gpuodposa
Ha KOCTHHUSA MO3bK.

XuctoMop(hoMeTpUIHNATE HAXOIKH B IPOABIKEHUETO Ha MMPOYYBAHETO MPH KEHHU B TOCTMEHOTIAy3a C
0CTEOI0PO3a TIOKA3BaT, Y€ aHTUPE30pOTUBHUTE e(peKTH Ha 1eHO3yMal, N3MEPEHH Ype3 aKTUBUPAHE Ha
YecToTaTa M CTEIIeHTa Ha KOCTHO 0Opa3yBaHe, ce 3ama3BaT C TE€YeHHE Ha BPEMETO.

Kiauanuna e(i)I/IKaCHOCT 1 0€30IMaCHOCT IOpH DJalMCHTH CHC 3arv6a Ha KOCTHO BEIIECTBO, CBHP3aHO C
OTHCMAHC Ha aHAPOIrCHU

EdukacHocTTa 1 0€30MacHOCTTa Ha JICHO3yMa0, MIPHIOKEeHA BEIHBK Ha BCEKH 6 Mecelia 3a
Nepuos OT 3 TOAMHU € U3CIIEABAHA IPH MBKE C XMCTOJIOTUYHO JOKa3aH HEMETacTaTUICH
KapIMHOM Ha mpocTtatara, nonydasau ADT (1 468 mbxe Ha Bb3pacT 48-97 roguHn), KOUTO ca
M3JI0’)KEHHU Ha MOBMIIICH PUCK OT Ppaktypu (ompenesieH kato > 70 rogunu, wim < 70 roauHu ¢
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BMD T-ckopoge Ha iymMOaTHATE TIPENIICHH, Ta300epeHaTa cTaBa WK muiikara Ha emypa < -
1,0 wim aHaMHe3a 3a 0CTEONOPOTHYHA (pakTypa). Bcuku Mbke €XKETHEBHO ca IMOTy4aBaiu
nobaska ¢ kamuii (Haii-maiako 1 000 mg) u suramun D (maii-manko 400 1U).

Jlenozyma0 3Haunmo yBenndasa BMD Ha BCHUKM KIMHAYHO U3MEPEHU MECTa, B CPABHEHUE C
m1ame0o 3a mepuox ot 3 ronuHu: ¢ 7,9% Ha mymOanHATE IIpenuieHw, ¢ 5,7% Ha Ta3o0eapeHara cTasa,
¢ 4,9% na mmiikata Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha OenpeHara KocT, ¢ 6,9% Ha nmuctamHaTa 1/3
Ha paguyca u ¢ 4,7% Ha usanoto Tsno (Beuuku p < 0,0001). B npocniekTuBHO miaHupaH
EKCILIOpaToOpeH aHalln3 3Ha4YlMMo yBenuueHne Ha BMD na nymbannuTe npenuienu, Tazo0eapeHaTta
CTaBa, mMiikaTa Ha (heMypa 1 TpoxaHTepa Ha OepeHaTa KocT ce HaOmoaaBa 1 Mecer cie/ HadaaHaTta
703a.

JleHo3yma0 moka3Ba 3HaYMMO HaMaJIsIBaHE HA OTHOCUTEITHUS PUCK OT HOBH ()PAKTypU HA MIPEIUICHUTE:
85% (1,6% namansBaHe Ha aOCOMOTHHS PUCK) 3a | romuna, 69% (2,2% HamansBaHe Ha aOCONIOTHUS
puck) 3a 2 rogunu ¥ 62% (2,4% HamansBaHe Ha aOCOIOTHUS PHUCK) 32 3 roauHu (Bcuuku p < 0,01).

Knnunuga edrkacHOCT M O€30IIaCHOCT IIPH HAIMEHTH ChC 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C
aJII0OBAHTHA Tepanusi ¢ apoMaTa3eH HHXUOUTOp

EdukacHoctTa 1 6e30macHOCTTa Ha ACHO3yMa0, MPUIIOKEH BEIHBK Ha BCEKU 6 Mecena 3a 2
TOJIMHH, Ca U3CJICIBAHU TP JKCHH C HEMETACTATUYCH KapI[THOM Ha MJIeyHaTa xie3a (252 xeHu
Ha BB3pacT 35-84 rogunn) u m3xomaau BMD T-ckopose mexay —1,0 no —2,5 Ha mymOanHnTe
MpenuieHn, Ta300eApeHara cTapa Wi IniKaTa Ha 0eIpoTo. BcHYky ®KeHU exXeTHEBHO ca
moJTydaBaiu qo0aBka ¢ kamui (Haii-manko 1 000 mg) u Butamun D (Hait-manko 400 IU).

[IppBUYHATa TpOMEHINBA 32 ePUKAaCHOCT € MpoMsiHa B miporieHTHTe Ha BMD Ha nmymGanHute
MpenuIeH:, ePUKACHOCTTA MO0 OTHOIICHNE Ha (PpaKkTypHUTe HE € OIleHEeHa. JIEHO3yMal 3HAaYNMO
yBenmmuaBa BMD Ha BCHYKHM KIIMHUYHO U3MEPEHU MECTa, B CpaBHEHHE ¢ 1uiaredo 3a 2 rogusau: ¢ 7,6%
Ha JiymOaaHuTe npenuieHu, ¢ 4,7% Ha Tazo0enpenara crasa, ¢ 3,6% Ha mmiikara Ha hemypa, ¢ 5,9%
Ha TpoxaHTepa Ha OejpeHata KocT, ¢ 6,1% Ha nucrannata 1/3 Ha paguyca u ¢ 4,2% Ha IAJIOTO TSIIO
(Bcuukwm p < 0,0001).

Jleuenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBbP3aHa ChC CUCTEMHA IIIIOKOKOPTHKOUIHA TEpaIlys

EdukacHoctTa 1 6e30macHOCTTa Ha JiIeHo3yMab ca u3cnensanu npu 795 namuentn (70% sxenn u 30% mbxe)
Ha BB3pacT oT 20 10 94 roguHwM, JIeKyBaHU ¢ > 7,5 MQ AHEBHO MepopalieH MPEAHU30H (M HETOB
C€KBUBAJICHT).

IIpoyuenu ca qBe MOANOIYIANMH: TPOABIKABALM [NIIOKOKOPTUKOMIHA Tepanus (= 7,5 My JHEBHO
NPEIHU30H WK HETOB €KBUBAJICHT 3a > 3 Mecella Npear BKII0UBaHe B MpOoyuBaHeTo; n = 505) u
3aIroYBaIly TITFOKOKOPTUKOWIHA Tepanus (> 7,5 mg THEBHO MPETHNU30H MM HETOB €KBUBAJICHT < 3

Mecella peay BKIoYBaHe B mpoyuBaneto; N = 290). [laumenture ca pangomusupanu (1:1) na

NOJTy4aBaT WK AeHo3yMad 60 mg MOJKOKHO BeIHBK Ha BCEKH 6 Mecela, Wi epopalieH pu3eIpoHaT

5 mg BeaHbxK THEBHO (aKTUBHA KOHTPOJIA) 3a 2 roauHu. [TaliieHTHTE MMoJTydaBaT eKeAHEBHO 100aBKH

¢ kanmuii (Haii-manko 1 000 mg) u Butamun D (Haii-manko 800 1U).

Egpexm svpxy xocmuama munepanna nremuocm (BMD)

B nmoamonynanusra, mporbikaBaiia TITIOKOKOPTHKOUIHA Tepamnus, IeHO3yMal IMoKa3Ba Mo-ToJIsIMO
yBenmuueHne Ha BMD Ha 1ym0anHuTe MpenuieHy, B CpaBHEHHE ¢ pu3eIpoHaT Ha | roguHa
(mero3ymab 3,6%, puzeaponart 2,0%; p < 0,001) u na 2 roaunu (neno3ymad 4,5%, puseaponar 2,2%;
p <0,001). B monmormymamnusita, 3aroysaiia rirOKOKOPTUKOUIHA Tepamus, 1eH03yMal oKa3Ba Io-
roisiMo yBenumdeHne Ha BMD ma mymOanHuTe mpenuieHy, B CpaBHEHHE ¢ pu3eapoHar Ha 1 ronuHa
(meno3ymab 3,1%, puzenponar 0,8%; p < 0,001) u Ha 2 rogunu (nero3ymab 4,6%, pusenponart 1,5%;
p <0,001).

OcgeH TOBa, JIeHO3yMab MOKa3Ba 3HAYUTEITHO MO-TOJISIMO CPETHO MPOIEHTHO yBenmndeHne Ha BMD ot

M3XOJHUTE CTOWHOCTH, B CPABHEHHE C PU3CPOHAT, Ha Ta300eApeHaTa CTaBa, nikaTta Ha heMmypa U
TpoxaHTepa Ha Oe/ipeHaTa KocT.
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[Mpoy4BaHeTO HE € ¢ MOLTHOCT 32 JISMOHCTPUpAHE Ha pa3ninka npu ¢pakrypute. Ha 1 roguna
YecToTaTa Ha HOBa peHTreHorpadceka gpakrypa Ha MpenuIeHUTE cpell ydacTHUIUTE € 2,7%
(menozymab) cripsimo 3,2% (puseaponat). [Ipu ydacTHUIIMTE YecTOTaTa Ha HeBepTeOpaHa (hpakTypa
e 4,3% (meno3zyma0) cripsimo 2,5% (puzeaponar). Ha 2 roguau choTBeTHUTE cTOMHOCTH ca 4,1%
cupsiMo 5,8% 3a HOBH peHTreHorpadcku BepTeOpaau Gpakrypu u 5,3% crpsimo 3,8% 3a
HeBepTeOpanHu ppakrypu. [loBedero oT ppakTypute ce HaOIIOAABAT B MOIOITYJIAIUATA,
MPOIBIDKABAIIA C TITFOKOKOPTHKOUIHA TePaIIHsl.

IleguaTpuyHa mOIyJIAIHs

[IpoBeneno e mpoy4uBane ¢ enHo pamo ¢aza 3 3a oIleHKa Ha ePUKACHOCTTa, Oe30MMacHOCTTa ’
(hapMaKOKHHETHKATA TIPH [era ¢ 0steogenesis imperfecta na Bu3pacrt ot 2 10 17 roaunu, 52,3% ot
MBXKKH 11031, 88,2% ot Osnata paca. O01mo 153 y4acTHUIM IThbPBOHAYATHO MOTyYaBaT IMOJAKOXKHO (S.C.)
neno3ymad 1 mg/kg no makcumym ot 60 mg, Ha Bceku 6 mecera 3a 36 mecena. IllectaeceT yyacTHUIH
MpeMUHABAT Ha MPUJIaraHe Ha BCEKH 3 Mecela.

Ha mecen 12 npu npusnarase Ha Bceku 3 Mecella, IpoMsSHa B CPETHUTE CTOMHOCTH 10 METO/1a Ha Hail-
mainkute kBaapatu (LS) (cranmaprtha rpemika, SE) cripsimo nzxomHoto HuBo Ha BMD Z-ckopoBere 3a
TyMOATHAS CETMEHT Ha rphOHauHMs cThiI0 € 1,01 (0,12).

Hati-uecTure HexxenaHu ChOUTHS, CHOOIIICHH IO BPEME Ha TpuiiaraHe Ha BCEKU 6 Mecella, ca
aprpairus (45,8%), 6onka B kpaitnuk (37,9%), 6onka B rep6a (32,7%) u xunepkaiunypus (32,0%).
XwurepkanueMusi ce Cho0IIaBa 1o BpeMe Ha npuiiarane Ha Bceku 6 mecena (19%) u Bceku 3 Meceria
(36,7%). Cepro3nu HexenaHu crOuTHs Ha xunepkaimuemus (13,3%) ce choOIaBar o BpeMe Ha
MpUjlaraHe Ha BCEKH 3 Mecela.

B npoxwimkenne Ha npoyusaneto (N = 75) cepro3nu Hexxenanu chOuTHs Ha xunepkaniuemus (18,5%) ca
Ha0JII0/JaBaHM 110 BpeMe Ha NpHJIaraHe Ha BCEKH 3 Mecella.

[TpoyuBanusTa ca MpeKpaTeHU MPEKACBPEMEHHO TIOPAIN BE3HUKBAHE HA )KMBOTO3aCTPAIIaBAIIN
CHOUTHS M XOCITUTAIIN3AIINH, IBIDKAIIN Ce Ha XHUTIEPKaIueMus (BXK. Touka 4.2).

EBpomneiickaTa areHIys 1o jJekapcTBaTa 0CBOO01aBa OT 3aIbJDKEHHETO 3a IPEIOCTaBIHE Ha
pe3yiTaTUTe OT MPOYYBAHHATA C ACHO3yMad BbB BCUUKH MOJATPYIH Ha MEAHaTpUIHATA MOMyIaius 3a
JiedyeHue Ha 3aryba Ha KOCTHO BEILECTBO, CBbP3aHO ¢ a0IaTUBHA Tepanus C OJIOBU XOPMOHH U B
MIOATPYIH Ha MeUaTpUIHATA ITOMyJIalys Ha Bb3PacT Mo 2 TOJUHH 3a JIeUeHHe Ha OCTe0opo3a.
Bmxre Touka 4.2 3a nHQOpMAIKsI OTHOCHO yroTpeba B MeAUaTpUsTA.

5.2 dapMaKkoKHHETHYHH CBOICTBa

AOGcopbrms

Crie moakoxHO npuitokenue Ha go3a 1,0 mg/kg, xosTo croTBEeTCTBA Ha pa3penieHara 103a 60 mg,
excrio3unusTa Ha 6azara Ha AUC e 78%, B cpaBHeHHE C HHTPaBEHO3HO MPHIIOKEHUE TIPU CHIOTO
71030B0 HUBO. [Ipy moKo)HO npuiiokeHne Ha 60 mg, MakCUMalTHU CEpYMHHM KOHLIGHTPALUH Ha
neHo3ymMad (Cmax) 6 ug/ml (rpanuiu 1-17 pg/ml) ce nocrurar 3a 10 guu (rpanunm 2-28 aHH).

Buorpascdhopmarys

Karo ecrecTBeH nMyHOTIIOOYITHNH, IEHO3YMa0O ChIBPIKa CAMO aMUHOKHCEIIMHU U BBIJICXUIPATH U €
MaJIKO BEPOSTHO Aa OBbJe STUMHUHUPAH Upe3 YepHOAPOOEeH MeTabom3bM. OdakBa c€ HETOBHAT
MeTa0OIM3bM U SIIMMUHUPAHE J]a CIICABAT HTHINATA HA KIIUPHHC HA UMYHOTJIOOYJIMHHUTE, BOJIEIIH JIO
pasrpaxaaHe JI0 MaJKH NENTUIU U OT/ICITHH aMUHOKHUCEITHHU.

Enumunupane

Cren Chax, CEpyMHHTE HUBa HAMAaJISIBAT C MOMYXUBOT 26 qHU (TpaHunm 6-52 1HM), 32 epuos ot 3 Mecena
(rpanuim 1,5-4,5 mecena). [1pu neraecet u tpu npouenta (53%) ot nauuenTute, 6 Mecena ciel mocyieaHaTa
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no3a, HaMa U3MCPUMH KOJIMYCCTBA ,Z[CH03YMa6.

[Tpu MHOTOKPATHO MOIKOXHO MpHiIokeHne Ha 60 MY BeqHbK Ha Bceku 6 Mecena, He ce HabIroaaBa
KyMYJIIpaHE WK MIPOMSIHA BB (PapMakOKMHETHKATA Ha JICHO3yMad BbB BPEMETO.
dapMakOKMHETHKATA Ha JICHO3yMal He Ce MOBJIMIBA OT 00pa3yBaHETO HA CBHP3BAIIY aHTHTENA C
IeHo3yMab U e cXOoJIHa TIPU MBXe U KeHH. Br3pactra (28-87 roanHn), pacara u ctaius Ha
3a00J11BaHETO (HUCKA KOCTHA Maca WJIH OCTEOIOPO3a, KapIIMHOM Ha IPOCTaTaTa WU Ha MiIeYHATa
KJIe3a) He MTOKa3BaT 3HaYNMO BB3ACHCTBHE BbPXY (hapMaKOKHHETHKATa Ha JEHO3yMal.

HaGiroiaBa ce TeHICHIMS 32 BPh3Ka MEXKITy IT0-BHCOKOTO TEJIECHO TEIJIO U MO-HUCKATa CKCTIO3UIIHS,
0asupana Ha AUC 1 Crax. Ta3u TeHaeHIMs 00aye, He € OTYeTeHa KaTo KIIMHUYHO 3HAYMMa, Thi KaTo
(hapmakoguHamMuuHUTE eheKkTH, Oa3upaHu Ha MapKEpUTE 32 KOCTEH OOMEH U yBenuueHueto Ha BMD
ca MOCTOSIHHYU B IIUPOKY TPAHMIIA HAa TEIECHOTO TETJIO.

JInHeHOCT/HeMMHENHOCT

B npoyuBaHus 3a onpenessHe Ha J03aTa, JeHO3yMal MMoKa3Ba HeJIMHEHa, 10303aBUCHMa
(hapMaKOKWHETHKA, C ITO-HUCHK KIUPHHC MIPH ITO-BUCOKH JI03U WIIA KOHIIEHTPAIINU, HO
MPHUOIM3UTEITHO MTPOMIOPIIMOHAIHO Ha 103aTa MMOBUIIIaBaHEe Ha €KCITO3UINATA ITpH 1031 oT 60 mg u
II0-BHCOKH.

Br0peuno yBpexmane

[Tpu npoyuBane ¢ 55 nmanuenTy ¢ pa3nuyHa cTereH Ha ObOpedHa (QyHKIMS, BKIIIOYATEIHO U MAUEHTH
Ha Jinajn3a, CTereHTa Ha OBOpEedHO YBpEKAaHe He MOBIHsIBA (PapMaKOKWHETHKATa Ha IEHO3yMao.

YepHoIpOoOHO YBPEKIAHE

He e nmpoBexxjaHo KOHKPETHO NPOy4BaHe MPH MALMEHTH ¢ YepHOIPOOHO yBpexaane. Kato msuio
MOHOKJIOHAJTHUTE aHTHTENA He Ce eITMMUHHPAT MOCPEICTBOM YepHOApoOeH MeTabonu3bM. He ce
oyakBa (papMaKOKMHETHKATa Ha JEHO3yMad Ja ObJe MOBJIHSIHA OT YePHOAPOOHO YBpEKIaHE.

IlemaTpuuHa nonyJanus

Osvyrti He TpsiOBa 1a ce MU3MO3Ba PHU NeIUATPUYHH Tommyanuu (BxK. Touku 4.2 u 5.1).

B npoyuBane ¢asza 3 npu neauarpuuHu nandentu ¢ 0steogenesis imperfecta (N = 153) makcumanture
CepyMHH KOHIIEHTpAIIUK Ha eH03yMab ca Haburro1aBaiy Ha eH 10 B paMKUTe HAa BCHYKH Bb3PaCTOBH
rpynu. [Ipu npuiarane Ha BCeKu 3 Mecelia U Ha BCeKu 6 Mecelia ce HaOIr01aBa, 4e CpeJHUTE Haii-
HHCKH KOHIICHTPAIMHU Ha JIEHO3yMal B cepyMa ca Io-BHCOKH IPH Jela Ha Bb3pact ot 11 g0 17
TOJIMHH, a JIEIaTa Ha Bh3PacT OT 2 10 6 TOJMHH ca C Hali-HUCKUTE CPEIHHU Hall-HUCKU KOHIIEHTPAI[HH.

5.3 IlpenkJIMHUYHM AAHHM 32 H€30MACHOCT

B nmpoyuBaHus 32 TOKCUYHOCT MIPH €THOKPATHO U MHOTOKPATHO TPUIJIATAHE MTPH IBJITOOTAIIATH
Makaiy, 1031 aeHo3yma0, soaenty 10 100 - 150 mbTH Mo-ToNIsIMa CHCTEMHA €KCTIO3HITHS OT
MpenopbYUTEIHATA 1032 IPU X0Pa, HAMAT e(heKT BbPXY ChPASYHOCHI0BaTa (hU3NOJIOTHS,
(dhepTUIUTETA IPU MBKKUTE WIH KESHCKUTE M HE MIOKa3BaT CHelr(puyHa TOKCUYHOCT 33 TApreTHU
OpTaHH.

CraHaapTHUTE TECTOBE 32 U3CJICIBAaHE HA TCHOTOKCUYHHS TTOTESHITHAI Ha ICHO3yMal He ca OllcHSIBaHH,
THH KaTO TaKMBa TECTOBE HE Ca MPUIIOKUMH IIPU Ta3u MOJIeKyia. Bee mak, mopaau ectecTBOTO My €
MaJIKO BEpPOSTHO JIEHO3yMab Jla MMa HIKAaKbB MOTCHITUAI 32 TCHOTOKCUYHOCT.

KaprmHoreHHHAT OTEHIMA HA I€HO3yMal He € OIEHSABAH MPH IBJITOCPOYHH MTPOYUBAHUS IIPH
KUBOTHH.

[pu npenkIMHUYHY Tpoy4BaHusl, mpoBeAacHu mpu knockout muiku 6e3 RANK miu RANKL e
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Ha0JII0/ITaBaHO HApyIlIEHHE Ha 00pa3yBaHEeTO Ha JIMM(HU Bb3/IH BbB eTyca. HabmonaBaHa e chIio
JIUTICA Ha JIAKTAIlWs, B pe3yJITaT Ha TIOJITUCKAHE HA Ch3PSABaHETO HAa MJICYHATA JKJjie3a (J100yo-
aJIBE0JIAPHOTO Pa3BHUTHE Ha JKJIe3aTa 0 BpeMe Ha OpemennoctTa) mpu Knockout mumixu 6e3 RANK
nmu RANKL.

[pu npoy4BaHe MpH ABITOOMAIIATH MaKali, Ha KOUTO € TPWIOKEH JICHO3yMal 1o BpeMe Ha
[epHOa, CKBUBAJICHTEH HA IIbPBUS TPUMECTHP Ha OpemenHocTTa, mpu AUC ekcriosuiuu 10 99 nptu
MO-BUCOKH OT J103ata npH xopa (60 mg Ha Bceku 6 Mecena), HIMa JaHHU 3a yBpEXKAaHE Ha MaiKarta
i peryca. DetamHute TMMPHA B3I HE Ca U3CIICABAHU MPH TOBA TIPOYYBAHE.

[Ipu npyro npoy4BaHe Npu ABArOONAIIATA MaKalll, HA KOUTO € IPUIIOKEH AeH03yMal 1o BpeMe Ha
opemenHoct npu AUC ekcriozuniny, 119 mbTr mo-BUCOKH OT J1o3aTa mpu xopa (60 mg Ha Bceku 6 mMecena), €
MMaJIo MOBUIIABaHE HA MBPTBUTE PAXKAAHMS U IIOCTHATAJIHATA CMBPTHOCT; HAapyILIeH KOCTEH PacTeX, BOJCIL]
710 HaMaJsieHa 3/[paBHHA Ha KOCTUTE, IIOHIKEHA XEMaToIoe3a 1 HeMPaBUIHO MOAPEkKAaHe Ha 3b0UTE; TUTIca
Ha nepudepHr TMMQHN BB3ITU U 3a0aBeH HEOHaTalleH pacTex. He e ycTaHoBeHO HUBO, IIPH KOETO HE ce
Ha0Jr01aBaT HEXXENAaHU PeaklMu 10 OTHOIIEHHE Ha penpoaykuusra. Lllect Mecena cinen paxaaHero,
MIPOMEHUTE CBHP3aHH C KOCTHUTE Ca MTOKa3ail 0OpaTHO pa3BUTHE U HE € HaOIronaBaH e(eKT BbPXY
MOHUKBaHETO Ha 360uTe. EdekTnTe BHpXY MTUMQHUTE BB3JIH U HEMIPABUIIHOTO MOJPEXKIaHe Ha 360UTE 00aye
MEPCUCTUPAT U € HaOJI0JaBaHa MUHIMAJIHA 10 YMEPEHa MUHEPANIU3alisl B MHOTO ThKaHHU MPH €THO
KHUBOTHO (BpB3Ka C JICUCHUETO HE € yCcTaHOBeHa). HaMa naHHM 3a yBpexkaaHe Ha MalikaTa Mpeau
paKXIaHETO; HeXeNaHu ePeKTH NPU MalKkaTa Bb3HUKBAT HEUECTO 10 BpeMe Ha paxkaaHeTo. PazBuTrero Ha
MailurMHaTa MJIEYHA 5KJI€3a € HOPMAaJTHO.

[pu npeAKITMHUYHKUTE MPOYYBAHHUS 32 KAUECTBO HA KOCTUTE PU MaMYHH Ha MPOIBIDKATEITHO
TpeTHpaHe ¢ ICHO3yMad, HaMaJIIBaHETO Ha KOCTHUS OOMEH Ce CBhP3Ba C ITOBHUIIIABAHE HA 3J[paBHHATA
Ha KOCTHTE ¥ ¢ HOpMaJTHa KOCTHA XUCTONIOrus. KasiueBuTe HUBa ca BpeMEHHO HAMAJICHH, a HUBATa
Ha MapaTUPEOUIHUS XOPMOH Ca BPEMEHHO YBEIIMYEHH MTPU MAMYyHHU C OBAPUEKTOMUS, JIEKYBAHU C
JIeHO3yMao.

[pu MBxKH MUTIKH, TeHHO Mozeupanu jaa ekcrpecupaT huRANKL (knock-in mumkn), kouto ca
MOJJIOKEHH Ha TPAHCKOPTHKAIHA (pakTypa, JeH03yMad 3a0aBsi OTCTPpaHSIBaHETO HA XPYIIsUIA U
peMoJIenpaHeTo Ha Karyca Ha ()pakTypaTa, B CpaBHEHHE ¢ KOHTPOJIUTE, HO OMOMeXaHnYHaTa
37paBHHA He € Omia 3acerHara HeOIaronpusaTHO.

Knockout murku (Bx. Touka 4.6) 6e3 RANK i RANKL geMoHCTpHpaT HaMaieHO TEJIEeCHO TErIo,
MOHMKEH KOCTEH PacTeX W JIUIca Ha MpoOuB Ha 360u. [Ipr HOBOPOIEHU MITEXOBE, HHXUOUPAHETO Ha
RANKL (1enita Ha TepanusTa ¢ JeH03yMad) ¢ BUCOKH IO3HM OCTeomnporereput, cebp3an ¢ Fc (OPG-
Fc), ce acounupa ¢ nuxubupane Ha KOCTHHUS PacTeX U MpoOuBa Ha 3p0HuTe. Te3u NpoMeHH ca Ouiu
YaCTUYHO 00paTUMHU NIPH TO3M MOJIEI ciie]l peKpaTtsBaHe Ha npuiokeHueto Ha RANKL naxuburopu.
IOBennTHN IpUMaTH, Ha KOWTO € TIpriarad AeHo3ymad 27 u 150 mbTr Hall KITMHAYIHATA €KCITO3UIINS
(10 u 50 mg/kg Ha mo3a), UMAT HapylIEHHWE B pacTeKHHUTE IUIOUKU. [lopaan ToBa, JEYEHHETO C
JeHO3yMad MOXe Ja HapyIId KOCTHHS PacTeX IMpH Jela ¢ OTBOPEHH PACTEXKHU ITUIOUKHA M MOXKE Ja
MoTUCHE IpoOWBa Ha 3HOUTE.

6. OAPMAIIEBTUYHU JAHHHA
6.1 Chnucbk Ha MIOMOLIHUTE BEIECTBA

Jlenena oreTHa KucenmuHa™®

Harpues xunpoxcun (3a kopekiust Ha pH)*

Copouron (E420)

[Momucopbar 20

Bopa 3a umxekuun

* [Ipu cMecBaHe Ha JIeZicHa OlleTHA KMCEIMHA C HATPUEB XUAPOKCHU] ce 00pa3yBa aneraTeH 0ydep
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6.2 HecnbBMecTMMOCTH

[Ipu nmunca Ha Mpoy4BaHUs 38 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT HE TPsAOBa Jja ce cMecBa ¢
JPYTH JIE€KapCTBEHH NMPOIYKTH.

6.3 Cpok Ha rogHocT
2 TOIVHA

Crien kaTo ce u3Baau OT xJaaauiHuka, OSVYrti Moke 7a ce chXpaHsBa Ha craiiHa Temreparypa (10 25 °C) 1o
30 nHu B opUrMHANTHATA OMaKoBKa. TpsOBa Jla ce u3non3ea B paMkuTe Ha To3u 30-THEBEH MEPUO/L.

6.4 CnenmajJHu ycJI0BUS HA CbXpPaHeHHe

Ja ce cpxpansBa B xynaamwiHuk (2°C — 8°C).

[a He ce 3ampa3ssBa.

CwxpaHsiBaliTe IpeIBapUTEIIHO HAITBJIHEHATA CIPUHIIOBKA B KAPTOHEHATA OMIAKOBKa, 32 Jia ce
Mpe/na3u OT CBETIIHHA.

6.5 Buau chabpkaHue HA ONAKOBKATA

Enunr ml pa3tBop B mpeaBapUTEIIHO HAITBIHEHA CIIPUHIIOBKA 3a €IHOKPATHA YIOTpeOba OT CTHKIIO
tur | ¢ uraa ot HepBKIaeMa ctoMaHa pazmep 27G, ¢ npeana3uTeN Ha Uriara.

OmnakoBKa C eJHa IPEABAPUTEIIHO HAITbIHEHA CIPUHIIOBKA B OrcTep (IPEABAPUTEIHO HAITbJIHEHA
CIPHUHILIOBKA C IPEANAa3nuTeN Ha UIJIaTa).

He Bcuuknu BHUIOBC OIIAKOBKH MOrart Ja 6’bﬂaT ITyCHATH Ha 1a3apa.

6.6 CrhenuajaHu NpeaNa3HU MEPKH NPHU U3XBBLPJIsIHE U padoTa

. [Ipenn npunoxxenne, pa3TBOPHT TPsiOBa 1a ce mpoBepu. He nHxkekTHpaiiTe pa3TBopa, ako
CBhABPIKA YaCTUIU WIH € MBTEH, WM C IPOMEHEH IIBSAT.

) He pasknamaiite.

° 3a na ce nzberne AUCKOM(pOPT Ha MACTOTO Ha WHKEKTHPAHE, OCTABETE MPEIBAPUTEITHO

HaIbJHEHATa CIPHHIIOBKA Ja JOCTUTHE cTaifHa TeMmeparypa (10 25°C) npean HHKEKTHPaHe |
WH)KEKTUpaiTe OaBHO.
° WmxektupaiiTe UsAI0TO ChABPKAaHHUE Ha MIPEBAPUTEIHO HAITBJTHEHATA CIIPUHIIOBKA.

Hewnsnomn3BaausT JICKAPCTBECH MPOAYKT WJIN OTHIAABYHUTE MaTEpHUAIU OT HET'O Tp$[6Ba Ja C€ U3XBBPJIAT
B CHbOTBCTCTBUC C MCCTHUTC U3UMCKBAHMUA.

7. IIPUTEXATEJ HA PASPEIIIEHUETO 3A YIIOTPEBA
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6a Planta

08039 Barcelona

Ucnanns

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1922/002 — 1 npeaBapuTeaHO HAITBIIHEHA CIIPHHIIOBKA
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9. JATA HA ITBbPBO PA3PEIIABAHE/IIOJHOBSBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jlata Ha MBPBO pa3pelaBaHe:

10. [JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Honpo6Ha nropMaIus 32 TO3M JIEKaPCTBEH MPOAYKT € IpejocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIus 1o JekapcreaTa https://www.ema.europa.eu.
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NPUJIOXXEHHUE |1
MPOU3BOAUTEJI(M) HA BUOJIOT'MYHO AKTUBHOTO(MUTE)
BELIECTBO(A) U MPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXJIABAHE HA ITAPTUIN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA "
YIIOTPEBA

JAPYI'N YCJIOBUSA U UBUCKBAHUS HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NJIK OT'PAHUYEHUA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA IMPOAYKT
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A.  TTPOU3BOJUTEJI(U) HA BUOJTOTI'MYHO AKTUBHOTO(MTE) BELLIECTBO(A) U
MPOU3BOAUTEJI(U), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA TIAPTUIN

Hwme u agpec Ha nponsBoauTeNsi(MTe) HAa OMOJIOTMYHO AKTUBHOTO(UTE) BemecTBO(a)

Intas Pharmaceuticals Limited
Plot No. 423/P A

Gidc Sarkhej Moraiya
382213

Nunus

HmMe u agpec Ha HDOI/I3BOI[I/IT6J'I$1(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KI[aBaHe Ha NapTUANUTC

Accord Healthcare Polska Sp. z.0.0.
Ul. Lutomierska 50, 95-200,
Pabianice,

[Tommra

b. YCIOBMSA NI OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUAT IIPOLYKT CE OTILYCKa I10 JIEKAPCKO NPEIUCaHUE.

B. JPYI'UYCJOBUSA U UBNCKBAHUS HA PABPEHLIEHUETO 3A YIIOTPEBA
. IepuoguyHu akTyaau3upaHu qokjaaau 3a 6ezonacHoct (I1AJIB)

WznckBanusra 3a nonasane Ha [IAJIb 3a To3u JilekapcTBEH NPOLYKT ca MMOCOUYEHH B CIIMCHKA C
pedepentnute natu Ha Epponetickus ¢bio3 (EURD criuchk), npeasuzaeH B wi. 1078, ait. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKHU CIIEABAIIN aKTyaJIN3al1H, TyOJINKYBaHHU HA eBPOIECHCKUS
yeOnopTaJ 3a JeKapcTBa.

. YCJI0OBHUA NN OI'PAHUYEHUS 3A BE3OITACHA U EGEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS IPOAYKT

. Ilnan 3a ynpasJienue Ha pucka (ITYP)

[IpurexxaTensaT Ha paspeweHueTo 3a ynorpeda (IIPY) tpsaoBa na n3BbpiiBa H3MCKBAaHUTE JEHHOCTH U
JEeNCTBHS, CBBP3aHU C IPOCTEAsIBaHE Ha JIEKapCcTBeHaTa 0€30MacHOCT, Moco4eHu B oqo0penns [1YP,
npencrased B Monyn 1.8.2 Ha pa3pemenueTo 3a ynorpeda, KakTo ¥ BbB BCUUKH CIIEABAIIN 0100peHU
akTyanu3anuu Ha [TYP.

Axrtyanusupan I[TYP Tpsi6Ba na ce nopasa:

. 10 UcKaHe Ha EBpomnelickara areHius 1o jJekapcTaara;

. BUHAru, KOraTo ce U3MeHs CUCTeMaTa 3a YIpaBJIeHHE Ha pUCKa, 0cOOEHO B pe3yiTaT Ha
MoJTy4aBaHe Ha HOBa HH(MOpMaIIUsi, KOSTO MOXe Ja JOBEJIE JI0 3HAYNMHU TIPOMEHH B
CHOTHOLLEHHUETO OJI3a-PUCK, WM CJIEI IOCTUTAaHe Ha BayKEH eTal (BbB Bpb3Ka C MpOcCiieIsiBaHe
Ha JIeKapcTBeHaTa 0e30MIaCHOCT MU CBEXJIaHE Ha PHCKA 0 MUHUMYM).

° IlOH"bJIHI/ITeJIHI/I MEPKH 3a CBEK/IaHE HA PUCKA 10 MUHUMYM

[TPY TpsOBa na ocurypu BEBEKIAHETO HA HATIOMHSIINA KapTa Ha MalieHTa OTHOCHO OCTEOHEKPO3a Ha
YEINoCTTa.
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HNPUJIIOKEHHUE I

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

22



JAHHH, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA IIPEJABAPUTE/IHO HAITBJIHEHA CIIPUHIIOBKA

1. UME HA JIEKAPCTBEHMUS ITPOAYKT

Osvyrti 60 Mg nHKEeKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAIIBIHEHA CIIPUHIIOBKA
JIeH03yMab

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 ml mpeaBapuTeaTHO HAIBIHEHA CIIPUHIIOBKA, Chabpskaiia 60 mg aernoszymad (60 mg/ml).

3. CIIUCBK HA IIOMOIIHUTE BEHIECTBA

JIe[ICHA OIIETHA KMCEITMHA, HaTpueB Xuapokcu, copouron (E420), momucopbar 20, Boja 3a HHKEKIMH

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

WHXEKIIMOHEH pa3TBOp
EI[HEI NpEaABAPUTECIHO HAIIBIHCHA CIIPUHIIOBKA C aBTOMATHUYCH IMPEAIIA3UTCIT HAa UIJlaTa
Enna npenBapuTenHO HA'bJIHEHA CIIPUHIIOBKA

| 5. HAYUH HA TPUJIOKEHUWE U ITbT(MIIIA) HA BBBEKJAHE

[TonkoxHO MpHUITOKEHHE

BaskHno: mpeny paboTa ¢ IpeIBApUTEITHO HAITBITHEHATA CIIPUHIIOBKA IIPOYETETe JTMCTOBKATA.
a He ce pasknamia.

[Ipenu ymorpeba mpoyeTeTe IUCTOBKATA.

6. CHEHOUAJIHO ITPEAYHNPEXAEHUE, YE JTEKAPCTBEHUAT ITPOJAYKT TPSIGBA
JA CE CBXPAHSABA HA MSICTO JAJIEYHE OT HOTJVIEJA U TOCET'A HA JTEIIA

I[a CC CbXpaHsABa HAa MACTO, HCAOCTBHIIHO 3a ACHA.

| 7. APYI'U CIIENMAJIHU NPEAYIIPEKJIEHUA, AKO E HEOBXO/IUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

23



| 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ce cbxpansiBa B XJIaIUTHUK.

Jla He ce 3ampassiBa.

CobxpansBaiiTe npeaBapUTEIIHO HATbIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMMaKOBKA, 32 J1a Ce
npeAnasy OT CBETIHHA.

10. CHELOUAJIHM NPEANNASHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJAPEC HA IPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Ucnanus

12.  HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1922/002

13. TAPTHJIEH HOMEP

[TapTunen Ne

| 14, HAYUH HA OTIIYCKAHE

| 15. YKA3AHMUA 3A YIIOTPEBA

| 16. WH®OPMAIIMSA HA BPAJIOBA A3BYKA

Osvyrti

| 17.  YHUMKAJIEH HVAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JBynsmepeH 6apko/ ¢ BKIIOUEH YHUKAIECH UASHTU(UKATOP

| 18. YHMKAJIEH UNAEHTH®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN

24



MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

HNPEABAPUTEJIHO HAITbJIHEHA CIIPUHIIOBKA B BJINCTEP

| 1. NME HA JJEKAPCTBEHMUSA INTPOAYKT

Osvyrti 60 mg nmxeKIms
JICHO3yMao

| 2. HUME HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA UI3TUYAHE HA CPOKA HA 'OJJHOCT

EXP

4. MHAPTUJEH HOMEP

Lot

|5.  JIPYro

S.C.

I[aTa Ha CJI€aBalaTa MHXXCKITHA
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MMUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT MAJIKUTE EJJUHUYHHN
IO'bPBUYHU OITAKOBKH

ETUKET HA IPEJIBAPUTEJIHO HAITbJIHEHA CTIPUHLHOBKA

1. HNME HA JIEKAPCTBEHUA NPOAYKT U ITBbT(MIIA) HA BBBEK/IAHE

Osvyrti 60 mg nmxeKIms
denosumab
S.C.

| 2. HAYMH HA OPIJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4. IHHAPTUJIEH HOMEP

Lot

S. CBbABbPKAHUE KATO MACA, OBEM WJIN E/IMHULIN

1ml

| 6. JPYIO
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| HATITIOMHJIII TEKCT BBPXY OITAKOBKATA (Bk.II04YeH B 0JiHcTEpa)

Osvyrti 60 mg nmxeKIms
JIeHO03yMab

accord

/1
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Bb. JUCTOBKA
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JIncroBka: nHdopmanus 3a noTpeduTENs

Osvyrti 60 My HHKEKIMOHEH Pa3TBOP B MPEABAPHUTEIHO HAITbJIHEHA CIPHHIIOBKA
neno3ymab (denosumab)

vTosn JIEKapCTBEH MPOIYKT MOAJICIKH Ha JOMBIHUTEIHO HabmoaeHne. Tosa 1ie mo3Boiu 6p30To
yCTaHOBsSIBaHE HA HOBa MH(pOpMaIIUs OTHOCHO Oe30macHOCTTa. MOoKeTe Ja JajieTe CBOs PHHOC KAaTo
CHOOIIHTE BCSIKA HEXKENaHa PEaKIIHs, KOATO CTE TONYUMIN. 3a HaurHa Ha ChOOIIaBaHe Ha HEXETaH! PeaKIuu
BHKTE Kpas Ha TOuKa 4.

IIpoyereTe BHUMATEIHO ISIJIATA JIHCTOBKA MPEIH 1A 3all04YHETe 12 M3M0I3BaTe TOBA JIEeKapPCTBO,

Thil KATO TH CbAbPsKa BaxkHa 3a Bac nngopmanms.

- 3anaseTe Ta3u JUCTOBKA. MOXe Jja ce HaJIOKU J1a s IPOYEeTEeTe OTHOBO.

- AKO uMate HAKaKBU JOIBJIHUTEIHU BBIIPOCH, MONUTaiTe Bammst nexkap unu hapmanesT.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro npeotcTbnBaiite Ha aApyru xopa. To Moxke
Jla UM HaBpeIy, He3aBUCHUMO Y€ IPU3HALKMTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bamure.

- AKO MONy4HTE HAKAKBU HEXEJIaHH peakiny, yBenomere Bamms nexap i papmanest. ToBa
BKJIFOYBA 1 BCUYKU Bb3MOXXHH HCKECJIaHNU PCaKIIUU, HCOIMUCAaHU B Ta3H JIMCTOBKA. Buxre
TOUKa 4.

- Bammsar nekap me Bu nage HanmoMHsIIa KapTa Ha NanueHTa, ChAbprKalla BaxHa HH(popMaus
BBB Bpb3Ka ¢ 0€30M1aCHOCTTA, C KOSTO TPSOBA [a ce 3al03HaeTe MPEIH U 110 BpeMe Ha
neuennrero Bu ¢ Osvyrti.

KakBo cbabp:xa Ta3u IUCTOBKA

Kakso npencrasisa OSvyrti 1 3a KakBO ce M3I0JI3Ba
KakBo TpsibBa j1a 3HaeTe, nmpeau aa usmoiassare Osvyrti

Kaxk nma nznomnssare Osvyrti

BB3MOXHM HEXEJIaHU peaKkLuu

Kak nma cexpansiBate Osvyrti

CoabpprkaHre Ha ONTAaKOBKATa U IOIBITHUTEITHA HHPOPMAITUL

ocouprLBE

1. Kakso npeacraBiasiBa Osvyrti i 3a KakBo ce H3M0/13Ba
Kakso npeacraBasiBa Osvyrti n kak aeiictBa

Osvyrti chrbpika geH03yMa0, 6enThK (MOHOKIIOHAIHO aHTHTSIIO), KOWTO C€ HAMECBa B ICHCTBHUETO HA
Jpyr OeNThK, 3a J1a JeKyBa 3arybara Ha KOCTHO BEIIECTBO M ocTeonoposata. Jleuennero ¢ Osvyrti
MIpaBU KOCTUTE TIO-3/IpaBU U TI0-MaJIKO TOJIATINBH Ha CUyTBaHE.

Kocrra ¢ xuBa ThKaH 1 HCIIPEKBCHATO CC BB300OHOBSIBA. XOpMOH’BT CCTPOI'CH IoMara KOCTUTC aa ca
3ApaBu. CJ'IC,Z[ MCHOIIay3aTa, HUBATA HA €CTPOI'CH IaJaT, B PE3YyJITaT HAa KOCTO KOCTUTC MOKE JIa CTaHAT
ciabu u YYIIJINBH. Tosa BITOCJICACTBHEC MOXKE Ja JOBEAC 10 3860H$[BaHe, Hap€UYCHO OCTCOIIOpPO3a.
OCTCOHOpO3a MOKE Jia CC€ NIOSABU U IPU MBIKECTC NMOPpaan pCaulia IpUINHHA, BKIIFOYUTCIIHO OCTAPABAHE
H/WIIM HUCKO HUBO Ha MBKKUS XOPMOH TECTOCTCPOH. Ts moxe Ja CC MOsBU U IIPU MAUCHTH,
ImoJrydaBally I'NIFOKOKOPTUKOWIU. Mmnoro ManueHTH C OCTCONOpPO3a HAMAT CUMIITOMH, HO BLIIPECKHU
TOBa Ca IMOJIOXKEHU Ha PUCK OT CHYIIBAHE HAa KOCTUTE, 0Cc0o0€eHO Ha Fp’I)GHaKa, Ta306ellpeHI/ITe KOCTH "
KUTKHUTC.

XupypruyHu oneparuy Wil JIEKapCcTBa, KOUTO CIIUpaT MPOAYKIHUATA HA €CTPOTreH UIIK TECTOCTEPOH,
M3II0JI3BaHM 3a JICUCHUE HA MAIMCHTHU C paK Ha I'bpJaTa WIH PaK Ha MPOCTaTara, ChIIo MOrar Ja
JIOBEAT 110 3ary0a Ha KOCTHO BemecTBO. KocTuTe cTaBaT mo-cimabu 1 ce IyIsT HOo-JIeCHO.

3a kakBo ce u3nmosa3Ba Osvyrti
Osvyrti ce n3non3Ba 3a Je4CHUE Ha:

. 0CTEOTIOPO3a MPH KEHHU CJIe]] MeHOTay3a (IOCTMEHOIIAy3allHa) U MBKEe, KOUTO UMAT TOBUIIICH
PHCK OT ppakTypa (cuynBaHe Ha KOCTUTE), HAMAJSIBAWKH PUCKa OT TPhOHAYHH U HETPHOHAYHH
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¢pakTypH 1 GpakTypH Ha Ta300€APEHNUTE KOCTH.
o 3ary0a Ha KOCTHO BEILECTBO B Pe3yJITaT Ha HaMaJeHHe Ha HUBOTO HA XOPMOH (T€CTOCTEPOH),
MPUYUHEHO OT OTIEpaIys MM JISYEHHE C JIEKapCTBa IPH NAlMeHTH C paK Ha IpocTarara.

. 3ary0a Ha KOCTHO BEIIECTBO B PE3YNITAT Ha MPOABIDKUATEHO JISYEHUE C TTIFOKOKOPTUKOUIN TIPH
MAaIUEHTH C TIOBUIICH PUCK OT (ppakTypa.

2. Kakso Tpsi0Ba 1a 3HaeTe, npeau 1a U3M0JI3BaTe
Osvyrti He u3noa3sBaiite Osvyrti

o aKo MMaTe HUCKU HHUBA Ha KaJIIUH B KPHBTA (XUIIOKAILIUEMHSI).
o aKo CTE aJIEPrUuYHH KbM JICHO3yMaO WM KbM HSKOS OT OCTAHAJIHMTE ChCTABKU Ha TOBA JICKAPCTBO
(n30poeHu B TOUKa 6).

IpenynpesxaeHus U Npeana3sHu MepKU
T'oBopete ¢ Bamus jgekap win apMmainesT, mpeau aa u3monssare OSvyrti.

Joxkaro cte Ha jgedenne ¢ Osvyrti, Moxe J1a ce MOsSBU KOKHA HHDEKIHS ChC CHMIITOMH KaTo TOIyTa,
3auepBeHa 00J1aCT OT KOXKara, Hali-4uecTo B J0JIHATA YacT Ha Kpaka, KOSITO YyBCTBATE ropelia 1
0oJsie3HeHa (1IeTYIUT), U MOXKE Ja € IPUAPYKEHA OT CUMIITOMH Ha MOBUIIICHA TeMIieparypa. MoJs,
cpoOImeTe Ha Bamis nexap He3a0aBHO, aKO pa3BUETE HAKOW OT T€3W CHMITTOMH.

Tps6Ba na npuemate 100aBkM ¢ Kaamuii 1 BuTaMud D, nokaro cre Ha medenue ¢ Osvyrti. Bammsat
nexap 1me oochau ToBa ¢ Bac.

Bue Moske 1a ©MaTe HUCKW HHBA Ha KaIIKi B KPBBTA, JOKaTo mosxydaBate Osvyrti. Moss kaxere
He3abaBHO Ha Bamims nekap, ako 3a0es1e)KuTe HIKOU OT CIICAHUTE CHMIITOMH: CIIa3MH, TIOTPEIBaHUS
WITH KPaMITH Ha MYCKYJIUTE, /WK U3TPBIIBaHE MM MpaBYYKaHEe Ha PBCTUTE Ha PhIIETE, KpaKara Uil
OKOJIO yCTaTa, W/WII T'bpUOBe, 0ObPKBaHE WK 3ary0a Ha Ch3HaHUE.

Psanko ce cho01mIaBa 3a TEXKH CIydad Ha HICKH HYBA Ha KUK B KPBBTA, BOJCIIH JI0
XOCHUTaNU3alus, U I0pHY )KMBOTO3acTpalllapaliy peakuuu. [lopaau ToBa HUBaTa Ha KU B KpbBTa
Bu e 0b1aT nipoBepsiBaHu (Y4pe3 KPbBHO U3CJICIBAHE) MPEIN BCSAKA 71034, a MPU MAUEHTH ¢
MPEaPa3NoI0KEHUE KbM XHIIOKAILMEMHUS - B PAMKUTE HA JIBE CEAMULH CJIE] HaYaJIHaTa J103a.

TpsabBa na kaxere Ha Bamms iekap, ako ©MaTe WM CT€ UMAJM TEXKKH po0iieMu ¢ ObOpeluTe,
OBOpeYHa HeJOCTaThUHOCT WIIH C€ HYXKJaeTe OT IMali3a, WM IpreMare JIeKapcTBa, HapeueH!
TITFOKOKOPTHKOMIH (KaTO MPEIHNU30JI0H WU JIEKCAaMETa30H), KOUTO MOTaT JIa YBeJIHYaT pHUCKa OT
CliajlaHe HA HMBATA HA KNI B KPBBTA, aKO HE MpreMare J0OAaBKU C KaII[Hd.

[IpoGsiemu ¢ ycraTta, 350MTE WK YENIOCTTa

Hexenana peaknusi, HapedeHa ocTeoHekpo3a Ha dentoctta (OHY) (kocTHO yBpexaaHe Ha YeTrCcTTa)
ce cro0maBa psako (Moxe aa 3acerde 10 1 Ha 1 000 gymwn) nmpu manuedTH, morydasamy OSvyrti 3a
octeonioposa. Puckst or OHY ce yBenwmuaBa npu manueHTH, JIEKyBaHU MPOIBIDKUTEITHO BpeMe (MoxKe
na 3acerse 10 1 Ha 200 mymum, ako ce JeKyBat B mpoabinkenue Ha 10 roguan). OHY moxe na ce
TIOSIBY | CJIE]T CIIMpaHe Ha JIedeHneTo. BaykHO e /1a ce HanpaBu ONHT 3a MPE0TBPATSIBaHE PAa3BUTHETO
Ha OHY, Thit kaTO TOBa MOXe J1a € 00JIE3HEHO ChCTOSHHUE, KOETO MOJKE JIa CE OKaXKe TPYIHO 32
JiedeHue. 3a Ja ce HaMajlu pucKbT OT paseuTre Ha OHY, B3eMere ciiemHUTe IPEa3Hi MEPKH:

[Ipenn ma 3amovnHeTe JICUCHUETO, YBEAOMETE Bamms iekap nim MeIuIMHCKa cecTpa (METUITHHCKH
CIICITHAIKCT), aKo:

° MaTc HJIKaKBU HpO6HCMI/I C ycrarta uiin 3’b6I/ITe, KaTo JIomIo CTOMAaTOJIOTMYHO 3paBe,
3a00/I9BaHe Ha BCHIUTC WJIM IIJIAHUPAHO U3BAXKIAHC HaA 350.
° HC 1TOJIy4aBaTC pCAO0OBHU CTOMATOJIOTMYHU I'PUKU WJIW HC CTC UMAJIM CTOMATOJIOTUYCH TPCTIIC
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OT OBJII'O BpEMC.

o cTe mymiad (Thi KaTo TOBa MOXKE J1a YBEJIMYHU PHCKA OT MPOOJIEMH ChC 350UTE).

. cTe OWITH JIEKyBaHH TpeIu ToBa ¢ OudochoHaT (M3M0I3BaH 3a JICUCHHUE WK MTPEIOTBPATIBAHE
Ha KOCTHU HapyIIEHUS).

. CTE TIPUEMAaJIH JICKapPCTBa, HAPEUECHH KOPTUKOCTEPOUIN (KATO TPETHU3ONIOH HITH
JIeKCaMeTa3oH).

. uMare pax.

BammsT nexap Moxke aa moucka ot Bac z1a ce mouioxkute Ha CTOMAaTOJIOTHYEH MperIie], IpeIu 1a
3anouHere JieueHue ¢ Osvyrti.

Jlokato ce nekyBate, TpsiOBa Jja HOAgbpKaTe J0Opa yCTHA XUTHEHA U J1a ce 1oJylaraTe Ha peloBHU
CTOMATOJIOTHYHH TTperiiein. AKO HOCHTE ITPOTE3H, TPSAOBA [1a CTE CUTYPHU, Y€ T€ MPWIISATAT MPaBIIIHO.
Axo cte IOAJIOXKEHHU Ha CTOMATOJIOTUYHO JICHCHUEC UJIN Bu MpeaACTOU CTOMATOJIOIM4YHa OoIepanud
(mamp. m3BakgaHe Ha 350), mHGOpMHpaiiTe Bamms nexap 3a BameTo cTOMaTOIOTHYHO JIeYeHUE
yBeZIOMeTe 3p00JIeKaps CH, ue ce ekyBare ¢ Osvyrti.

Ceppikere ce ¢ Bammst nexap u 35001eKkap He3a0aBHO, aKO UMaTe MPOOJIEMH C yCTaTa WK 350HTE,
HamnpuMep pa3KiaTeHu 3501, 00JIKa MM OTOK, MM He3a3ApaBsBalll 3B WIN CEKPELHs, Thi KaTo
TOBa MO3Ke J1a ca mpusHau Ha OHY.

HeoOwuyaitnu dpakTypu Ha OeJipeHaTa KOCT

I[Tpu HsiKOM XOpa MOTAT Ja ce MOSIBAT HeoOuvaiHu GppakTypu Ha OeipeHara KocT, JOKaTo Ce JIKyBaT C
Osvyrti. Cebpixere ce ¢ Barmms ekap, ako moy4nTe HOBa WM HeoOnJaiiHa 60ka B Ta3o0eapeHara
CTaBa, cCTaOWHUTE Wi OePOTO.

Jlena u roHomn
Osvyrti He TpsiOBa J1a ce U3MOJI3BA MPH JIEIa ¥ FOHOMIH 1101 18-rouIiHa Bs3pacr.
Jpyru JexapctBa u Osvyrti

Tpsabsa na kaxere Ha Bammus nexap win gapmanesT, ako IpuemMare, HACKOPO CTe NPUEeMalId WK €
BB3MOJXKHO J1a IIpueMaTte Apyru jgekapctBa. OcoOeHo BaKHO € a KakeTe Ha Bamms nexap, ako ce
JIEKyBaTe ¢ APYTo JIEKapCTBO, ChABPKALIO AEHO3yMaO.

He tpsi6Ba na npuemate OSVyrti 3aeHO ¢ pyro JEKapCcTBO, ChABPIKAIIO JEHO3yMao.
BpemennocT n kbpMeHe

Osvyrti He e u3nuTBaH Mpu OpeMeHHH XeHH. BaxxHo e na napopmupare Barims nekap, ako cre
OpeMeHHa, cMsATaTe, Ye MOKe J1a cTe OpeMeHHa; Wi ianupare opemenHoct. He ce mpenopbusa
ynotpebara Ha Osvyrti, ako cte OpemenHa. XKeHu ¢ eTepo/ieH MoTeHIuan TpsAdBa 1a U3MoI3BaT
e(heKTHBHM METO/IM 3a KOHTpALSTILHS, T0KaTo ce siekyBaT ¢ OSvyrti u 3a Hait-manko 5 mecena cien
crimpaHe Ha jieueHneto ¢ Osvyrti.

Axo 3a0pemeneete 1o Bpeme Ha Jieuerne ¢ OSvyrti wiu mo-mainko ot 5 Mecera ciiel1 criupane Ha
neuyenuero ¢ Osvyrti, mosst yBegomere Barmust ekap.

He e usBecto mamu Osvyrti ce otmenst B kbpMaTa. BakHo e ma napopMmupare Bamus nekap, ako
KbpPMUTE WIH TUTAHApaTe a KbpMuTe. Bammsr nexap me Bu momorse ga pemure nanu aa
MPEyCTaHOBUTE KbPMEHETO HITH JIa MPeKbCHETe npuioxkenneto Ha OSvyrti, kato B3eMe MpeBu
moJjI3aTa OT KbpMEHETO 3a 6e0ero u momsara ot OSvyrti 3a maiikara.

Axo KbpMHTE TIO BpeMe Ha sieueHue ¢ Osvyrti, moinst yBegomere Barust siekap.

[ocwBetBaiite ce ¢ Bamms nekap wim gapmaneBT mpean ynorpedara Ha KOETO U J1a € JIEKapCTBO.
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Hlodupane u padora ¢ MAIIMHU

Osvyrti He MOBIHABA WITH ITOBIHABA IPEHEOPEKUMO CITOCOOHOCTTA 3a IO HpaHe U paboTa ¢ MAIIHHH.
Osvyrti cbabp:ska copouTON

ToBa mexkapcTBO ChAbPKa 46 Mg copbuTon BB Beeku Ml pasTteop.

Osvyrti cbabp:ka noaucopoat 20

Tora nekapctBo chabpka 0,1 mg momrcop6at 20 BBB Besika 1 ml mpeaBapuTeIHO HAITbJTHEHA CIIPHHITOBKA.
[MomucopbaTuTe MOTaT Aa MPUYUHAT aJepriuuHu peakiuu. TpsaOBa na kaxere Ha Bamus nekap, ako umare
YCTaHOBEHH aJIepPTHHU.

Osvyrti cbabpka HATPHIA

ToBa JIeKapcTBO ChIrbpika mo-mManko ot 1 mmol uarpwuii (23 mg) 3a 60 mg, T.e. MOXe J1a ce Kaxe, 4e
NPAKTHYECKH HE ChIbPiKa HATPHIA.

3. Kak na usnoszBare Osvyrti

[IpemmoppunTenHara 103a € eHa MPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA 0T 60 MQ, mprioxeHa
BEIIHBX Ha BCEKU 6 Mecella, KaTo eAMHINYHA HHKEKIIUA MO KOXKaTa (MOKOKHA MHXKEKITHS ).
Haii-moaxonsammre MecTa 3a HMHKEKTHPAHE ca TOPHATA YacT Ha Oenpara u kopema. YoBEeKbT, KOWTO ce
rpuxu 3a Bac, Moke J1a M31osa3Ba ChII0 BhHIIIHATA YacT Ha MUIIHUIIATa Bu. Mouns, nonutaiite Bamus
JIeKap 3a JlaTaTa Ha Clie/iBanara HiKekius. Beska omakoBka OSVyrti chabprka OTJIENBAII CE €THKET,
KOWTO MOKe J1a ObJie M3BaJICH OT OJINCTEpa M Jla CE M3II0JI3BA 3a 3alMCBaHe Ha JlaTaTa Ha ClieBaliaTa
MHKEKITHS.

OcgeH ToBa Iiie TPsIOBa Ja mpueMate 100aBKH ¢ KaJIMi 1 BUTaMuH D, TOKaTo CTE Ha JICUCHUE ¢
Osvyrti. BamusT ngexap mie 00chau ToBa ¢ Bac.

Bammsr nekap Moxe 1a penid, ue € Haili-noope Bue wimu yoBeksT, KoiiTo ce rpuxu 3a Bac, 1a
umkekrupate OSvyrti. Bammst nexap niv MEIUIIMHCKU CHELHAIUCT LIe MOKaXaT Ha Bac nin Ha
4oBeKa, Iprkel] ce 3a Bac, kak na n3nomnssare Osvyrti. Mouisi, npouerere pasjena B Kpast Ha Ta3H
JIMCTOBKA 32 YKa3aHUsI OTHOCHO TOBa Kak Ja urkekTupare Osvyrti.

[a He ce pa3kiaina.

AKoO cTe IponmycHaJm Aa udnoassare Osvyrti

Ako e mpomycHara n03a Osvyrti, umkekiusTa TpsioBa 1a 0b/1e MPHIOKEHA, KOJIKOTO € Bb3MOKHO
no-ckopo. Criest TOBa, MHXKEKIIMUTE TPsiOBa Jla ObJIaT IUIAHKPAHH Ha BCEKH 6 Mecella oT JjaraTa Ha
MOCIIeIHATa MHIKEKIIHA.

Axo cte cipesin ynotpedaTta Ha Osvyrti

3a ma nMa Ha-ToIsiMa 1oJi3a oT Barero nedeHue 3a HaMalIsgBaHe Ha PUCKa OT CUYIIBaHUS, BAYKHO € J1a
usmoasBaTe Osvyrti ToakoBa ABIT0, KOJIKOTO € mpeanucan Bammsr mekap. He crmpaiite Bamero
neueHue, 0e3 1a ce cBbpkeTe ¢ Bamms nexap.

4, BB3MoKHY HeKeJTaHU peaKkuu

KakTo Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPEAMN3BHUKA HEXCIIaHU PECAKIUN, BBIIPEKU Y€ HE
BCCKU I'1 TIOJTy4aBa.
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HeuecTo, maruenture monyyasany OSvyrti, Morar a pa3BusT KOKHH HHGEKINUH (IPEIUMHO
nexynut). MoJisi, undopMupaiite He3a0aBHO Bamms Jiekap, ako pa3Buere HIKOW OT TE3U
CHMIITOMH, JIOKaTo cTe Ha JieueHue ¢ OSvyrti: moayra, 3a4epBeHa 00acT OT KOXKaTa, Haif-4ecTo B
JIOJTHATA YacT Ha KpakKa, KOSATO YyBCTBATE ropeina U 0oJie3HeHa (LEIYJIUT) U ¢ Bb3MOKHU CHMIITOMH
Ha TIOBHIIIEHA TEMIIeparTypa.

Psiiko, manmenture, nomydasarm OSVyrti, MoraT aa pa3BusT 00JIKa B yCTaTa /WM YEIIIOCTTa,
MOJTyBaHe WIJIH He3a3/IPaBsIBalllM S3BU B yCTaTa MM YEIFOCTTa, CEKPEIUsl, CKOBAHOCT MM YYBCTBO Ha
TEXECT B YEIIIOCTTa, WM paskiamiane Ha 350. ToBa Moke J1a ca IpU3HaNY Ha yBpeKIaHe Ha
YeMIOCTHATA KOCT (ocTeoHekpo3a). Kaskere Ha Bamus jiekap u 3n00/1ekap He3a0aBHO, aKo
MOJTyYUTE TAKUBA CHMIITOMH, TOKATO ce JekyBare ¢ OSvyrti miu cies crimpane Ha JI€YeHHETO.

Psinko, manmenTute, nomy4asanm OSVyrti, Moxe Ja ©IMaT HUCKU HUBA Ha KaJILUH B KPbBTA
(xunokanuueMust). CHMOTOMHTE BKJIIOYBAT CMIA3MHU, HOTPENBAHKS HJIA KPAMIIM HA MYCKYJIUTE, ¥/UIA
CKOBaHOCT WJIM M3TPBIIBaHE Ha MPBCTHTE HA PBIIETE, IPBCTHTE HA KPaKaTa WIH OKOJIO yCTaTa H/WH
I'bpYOBE, OOBbPKBAHE MM 3ary0a Ha Ch3HAaHME. AKO HAKOE OT M30pOEHHUTE ce oTHACH 3a Bac, ka:kere
Ha Bammus jexap He3ab0aBHo. Huckute HUBa Ha Kaluui B KPbBTa MOKE Ja TOBEAAT 4O MPOMsHA B
CBp/ICYHHUS pUTHM, HapeueHa yabnkaBane Ha QT-uHTepBana, KOETO ce BHKIa Ha
enexTpokapauorpama (EKT).

Psinko Morar aa ce mosiBIT HeoOW4aliHu (HpaKkTypu Ha OeZpeHaTa KOCT MPH MAIUEHTH, MOTyJYaBalH
Osvyrti. Cebpakere ce ¢ Bamusi Jekap, ako OIyYuTe HOBA WK HeoOMUaiHa 00JKa B Ta300eApeHaTa
cTaBa, CIa0MHUTE WK OeIPOTO, Thil KATO TOBAa MOJXKE JIa € PaHEH MPHU3HAK Ha Bh3MOXKHA (ppaKTypa Ha
OenpeHara KOCT.

Psiiko ce HaOr01aBaT aNepruYHU PEaKuK NPH ManueHTH, noayvasaimu Osvyrti. Cumnromute
BKJIIOYBAT IOAYBaHE Ha JMLETO, YCTHUTE, €3UKa, I'bPIOTO MM IPYTH YacTy Ha TSUI0TO; OOpHUB,
cbpOeX WM YPTUKHU IO KoXaTa (KONPUBHA TPECKA), XPUIIOBE WM 3aTpynHeHo numane. Tpsaosa na
KazkeTe Ha Bamusi j1ekap, ako Moyy4uTe HIKOM OT Te3H CUMIITOMH, JIOKaTo ce JiekyBaTe ¢ Osvyrti.

MHoro yecTH He:keJIaHu peakiuu (Moxe Jia 3acernat noseve ot 1 va 10 gymm):

o 0o0JIKa B KOCTHUTE, CTABUTE W/HJIM MYCKYJIUTE, KOSITO TIOHSKOTA € CUITHA,
. 0oJKa B phIleTe WK Kpakarta (00JIka B KpalHUIINTE).

YecTH HexkeJIaHU peaknuy (Moxe Aa 3acerdar a0 1 va 10 gymm):

o 00JIe3HEHO YpUHUpaAHE, YeCTO YpUHHUPaHe, KPbB B YpHHATA, HEBb3MOXKHOCT 32 3a/IbpXKaHe Ha
ypuHaTa,

WHQEKIS Ha TOPHHUTE JMXATETHHU ITHTUIIA,

0oJika, MpaBydKaHe WM U3TPBIIBaHE, KOETO CE Pa3lpoCTpaHsaBa HAJ0Iy M0 Kpaka (Mimac),
3arex,

KOpeMeH AUCKOMGOpT,

00puB,

KOXKHO 3a00JI1BaHe ChC ChPOEIK, 3aUepBsIBaHE 1/UIIH CyX0Ta (eK3eMa),

Kocora/ (Iomemnus).

HeuecTn Hesxenann peakuuu (Moxxe na 3acersat 10 1 va 100 gymm):

. MTOBUIIIEHA TEMIIEpaTypa, MOBPbhIAHE U KOpEeMHa 00JIKa WU TUCKOMQOPT (IUBEPTUKYIINT),

. nH(pEKIHS Ha YXOTO,

. 00pHB, KOHTO MOXeE J1a C€ TIOSIBU TI0 KOXKATa, MJTH SI3BU B ycTaTa (JMXESHOUTHU JICKApPCTBEHU
pEaKInm).

MHoro peaku HexkeJdaHH peakuu (Moxe na 3acernar 10 1 na 10 000 nymm):

. aJepruyHa peaxiiysi, KOsSTO MOXe Jla YBPEeIH KPbBOHOCHUTE ChA0BE MPEANMHO B KO)KaTa (Harp.
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JIVJIaBH WK KaeHUKAaBO-UEPBEHHU IIETHA, YPTUKAPHS IO KOXKATa UIH KOXKHHU SI3BH )
(XuTepCceH3UTUBEH BaCKYJIHUT).

C Heu3BeCTHA 4eCTOTA (OT HATUYHUTE TaHHHU HEe MOXe Ja Ob/Ie HalpaBeHa OICHKA):

. roBopete ¢ Bammms nekap, ako uMaTe 60JIKa B YXOTO, CEKPET OT YXOTO H/Mi HH(EKIus Ha
yxoro. ToBa Moxe 1a ca IpU3HALK 3a YBPEXKAaHE HA KOCTTA B YXOTO.

Cho01IaBaHe HA HeXKeJIaAHU peakuuu

AKO mony4nTe HIKaKBH HEXETaHU JICKApCTBEHU peakiny, yBeromere Bamms nekap uinn hapMaresr.
ToBa BK/IIOUBA BCHYKH Bb3MOXHH HEOIMCAHU B Ta3H JMCTOBKA HEXKEJIAHHU peakuuyu. MoXxeTe ChIIo 1a
ChOOLINTE HEXKETaH! PeaKiy AUPEKTHO Ype3 HallMOHAIHATA CHUCTEMa 3a ChoOIIaBaHe, OCOYeHa B
[punoxenue V. Karo chobimaBare HexenaHu peakum, MOXKeETe JIa aJeTe CBOsI IPUHOC 32
[oJTy4aBaHe Ha MoBede MH(OpMALHs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Osvyrti
Jla ce cbXpaHsBa Ha MACTO, HEAOCTBIIHO 3a Jella.

He u3non3BaiiTe TOBa JISKAPCTBO CJICA CPOKA HA TOAHOCT, OTOENSI3aH BhPXY €THKETa U KapTOHEHATa
onaxkoBka, cien ,,EXP” u ,I'ogen no:”. CpoKbT Ha TOOHOCT OTTOBapsl Ha NOCIEAHUS IEH OT
IMOCOYCHHUS MECEII.

Ja ce cpxpansiBa B xyaamwiHuk (2°C — 8°C).

Jla He ce 3ampassBa.

ChbxpansiBaiiTe peABapUTEIHO HAITbIHEHATA CIPUHIIOBKA B KAPTOHEHATA OIIAKOBKa, 3 J1a Ce
NpeIasy OT CBETIINHA.

[IpenBapuTeHO HAITBbJIHEHATA CIIPUHIIOBKA MOXKe J1a ObJie OCTaBEHA M3BBH XJIaINTHUKA 33 JJOCTUTaHEe
cTaifHa Temnepatypa (10 25°C) npeau nHxekTHpaHe. ToBa Iie HallpaBu WHXEKTHPAHETO MO-MaJIKo
HenpuaTHo. CIiesr KaTo CIPUHIIOBKATA € OCTaBEeHa Ja OCTUTHE cTaiHa Temneparypa (10 25°C), T4
TpsiOBa J1a ce u3noi3Ba B paMkute Ha 30 qHU.

He u3xBbprsiiTe nekapcTBaTa B KaHAIM3ALMATA WM B KOHTEMHEPA 32 JOMAIIHK OTHAbIIH.
[NomuTaiite Bamms papmaieBT Kak Ja U3XBHPIISATE JIeKapcTBaTa, KOUTO Beue He u3on3Bate. Te3n
MEpPKH 1€ CIOMOTHAT 3a OINa3BaHE Ha OKOJHATa cpefa.

6. Cobabp:kaHHe HA ONMAKOBKATA U T0IbJIHATETHA HHpOPMALHS
Kakso cbabspaxa Osvyrti

- AKTHBHOTO BEIIECTBO € IeH03yMal. Besika nmpeBapuTesiHO HalTbJIHeHA CIIPUHIIOBKA oT 1 ml
cpappika 60 mg neHozymad (60 mg/ml).

- JlpyruTe ChCTaBKH ca: JieieHa OLleTHA KUCEIMHA, HATPHEB XUIpoKkcua, copoutoin (E420),
nosiucop6at 20 ¥ Boja 3a HHXKEKIUK (BrKTe Touka 2, Osvyrti Chabpika COpOUTOIL,
Osvyrti cebprka nonucop6at 20 u Osvyrti chabpxka HATPHHA).

Kak n3raexna Osvyrti 1 KakBo ChIbp:Ka ONAKOBKATA

Osvyrti e 6uctsp, 6e31BETEH 10 OJI€I0KBIT HHKEKITHOHEH Pa3TBOP B FOTOBA 3a yIoTpeba
MPEIBapUTEITHO HAITBTHEHA CIIPUHIIOBKA.

Besxka omakoBka ChbAbpiKa €AHAa NPCABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA C IPCANA3UTCII HAa UI'JlaTa.
He Bcuukn BHIOBEC OIIAKOBKH MOT'aT aa 6T)I[EIT MMyCHATH Ha 11a3apa.
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IIpuTekaTes Ha pa3pelieHNETO 32 yHoTpeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

HUcmanns

IIpousBoauTe
Accord Healthcare Polska Sp. z.0.0.

Ul. Lutomierska 50, 95-200,
Pabianice, ITomma

3a JOMBIHHUTENTHA HHPOPMAITHSI OTHOCHO TOBA JICKAPCTBO, MOJISI CBBPIKETE CE C JIOKATTHUS TIPEACTABUTEN
Ha MPUTEXKATEIs Ha Pa3pelIeHUEeTo 3a yrnoTpeoa:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL/
NO/PL/PT/RO/SE/SI/SK

Accord Healthcare S.L.U.
Tex: +34 93 301 00 64

EL

Win Medica A.E.
Tem: +30 210 74 88 821

IlaTa Ha IMOCJICAHO MpepasrjaekKaaHe Ha JIUCTOBKaTa

JApyru u3roununu Ha uHpopmanusa

[Nonpo6Ha nHbopMaIus 3a TOBA JIEKApCTBO € MpeAoCcTaBeHa Ha yebcaliTa Ha EBporetickara areHIus
Mo jiekapcTBata: https://www.ema.europa.eu.
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VYkazanus 3a ynorpeba:

OnucaHnue Ha YACTUTE

[penu ynotpeda Cnen ynorpeba

Byrano

H3non3sano Oyrano
Kinuncose na Y

NpeaAnasuTeiid Ha urjata

Mscro 3a npbcTute " |

\
ETuker u cpok Ha roTHOCT 3 '

IIpennasuren

IIpyxnHa 3a
oOe3omacsiBaHe Ha UIiaTa
cien yrnorpeda

unuuabsp Ha
CIIDMHIIOBKATa
IIpo3opue 3a nekapcTBOTO

[IpyxuHna 3a
o0Oe3ormacsBaHe Ha WUriara

IlocTtaBena kamauka

Ha Urjaara CBalleHa Kamnadka Ha

urijiara
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Ba:xno

IIpouerere Ta3u BaskHa HH(POpMaNusi, peqd 12 u3noazpare OSvyrti npeaBapuTeTHO HATbJIHEHA
CIIPHHIOBKA ¢ ABTOMATHYeH MpeIna3suTes] Ha UIJIaTa:

L BaxxHo € 1a He ce onmuTBaTe Ja CH IOCTaBsATE CaMu HWHXCKIUATa, aKO HC CTC Oounu O6y‘IeHI/I oT Bammus
JICKap WK MEOUIWHCKHA CIICITUAJINCT.

° Osvyrti ce puiara KaTo HEXKEKIUS B ThKaHTa TOYHO IO KOjkaTa (IT0IKOKHA HHKEKITHS).

He maxaiiTe cuBaTa Kaladka Ha UTrjaTa OT TIpE€ABApUTEIIHO HaITbJIHEHATA CIIPUHIIOBKA, TOKATO HE CTE
TOTOBHU Jla MHIXKCKTUPATC.

X He usnon3Baiite MpeABApUTCIIHO HAITBJIHEHATA COPUHIIOBKA, aKO € ouna H3IlyCcHaTa BbpXY TBbPJAa
TMMOBBPXHOCT. H3non3Balite HOBa MMpeABApUTCIIHO HAITbJIHCHA CIIPUHIIOBKA U CC 06a,ueTe Ha Bamms
JICKap WM MEAUIWHCKHA CIICITUAJINCT.

X He ce onutBaiiTe na akTUBUpATE NMPeIBaPUTEIIHO HAITbJIHEHATa CIIPUHIIOBKA ITPEIU HHKEKTHPAHE.

X He noxocBaiiTe KIMIICOBETE HA IPEIIIA3UTENS HA MTJIaTa peau yrnorpeda. B nmportusen ciryyait
Ipe/a3uTes Ha UIJlaTa Ha CIIPUHIIOBKAaTa MOXe Jja c€ aKTHBHpa TBBPIE PaHo.

X He ce onutBaliTe 1a MaxHETE NPO3pavyHus MPEeANAa3sUTeN OT IPEJBAPUTENHO HAITbIHEHATA

CIIPHUHIIOBKA.
Obanere ce Ha Bamms nexap Wi MEITUITMHCKA CIEIHAINACT, aKO UMaTe HIKAKBU BBIIPOCH.

Cronka 1: IToaroroBka

A W3Banere omakoBKaTa Ha MPEIBAPUTEITHO HATBITHCHATA CIIPUHIIOBKA OT XJIAIMTHAKA.
W3BajeTeOIUCTEPA ¢ MPEABAPUTEIIHO HATBIHEHATA CIIPUHIIOBKA OT OMAKOBKATA H ChOepeTe
KOHCYMAaTHBHUTE, KOUTO ca HEOOXOMMH 3a BamraTa WHXEKIHA: TAMIIOHH ChC CIIUPT, TAMYY€H TaMITOH
WITH MapJist, JIETIEHKa U KOHTEHHEp 32 OCTPH OTHAIbIH (HE Ca BKIIOUEHH B OITAKOBKATA).

3a 1a HamanuTe JuckoM(opTa IpH HHKEKTHPAHE, OCTaBETe MPEeBAPUTEIHO HAITBJIHEHATA CIIPUHIIOBKA Ha
cTaifHa Temmeparypa 3a okoJio 30 MUHYTH Npeu HHKeKTHpaHe. M3mMuiiTe crapaTeHO phIETe CU ChC CallyH U
BOJIA.

ITocTaBete HOBaTa MpEeABAapUTECIIHO HAITBJIHCHA COPUHIIOBKA U OCTaAHAJIMTE KOHCYMAaTUBU HAa YUCTA, )106pe
OCBE€TCHaA pa60THa HOBBPXHOCT.

X He ce onutBaiiTe 1a 3aTOMIATE CHPUHIIOBKATA C TOMOIITa HA M3TOYHUK HA TOIIJIMHA KaTo Topelna
BOJIa WJIN MUKPOBBJIHOBA (ypHa.

X He ocrassiiite NpeABApUTCIHO HAITbJIHCHATA CIIPUHIIOBKA U3JIOKCHA HA MPAKa CIIbHYCBA CBCTJIMNHA.
X He paSKJ'IaH.[afITe MpeABApUTCIHO HAlTbJIHCHATA CIIPUHIIOBKA.

o C'bXpa]-[ﬂBaflTe NpEeABAPUTEIHO HANBJIHEHATA CIIPUHIIOBKA HA MSICTO, HEAOCTBITHO 3a JA€lA.
b OTBOpGTC 6J'II/ICTepa KaTO OTJICIUTEC IMOKPUTUECTO. XBaHeTe NpEeAIasuTeiid Ha MPEABAPUTECITHO

HaITbJIHCHATa CIIPUHIIOBKA, 3a 1a s U3BAIUTE OT 6J'II/ICT€pa.

XBaHeTe TyK

OT choOpaxkeHus 3a OE30MaCHOCT:

X He xBamaiite OyTanoro.
X He xBamaiiTe cuBara Karna4ka Ha Uriara
‘ B ‘ IIpoBepeTe 1eKapcTBOTO U MIPEABAPUTETHO HAITBIIHEHATA CIPHUHIIOBKA.
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== T

IIpo3opue 3a
JIEKapCTBOTO

X He m3non3Baiite npegBapuTeIHO HAITBIIHEHATA CIIPUHIIOBKA, aKO:

JIEKapCTBOTO € MBTHO WJIHM ChIbprKa BUJIMMH YacTHIM. TpsiOBa 1a e OucTsp, Oe31UBETEH /10
0JIeJOXKBIT Pa3TBOD;

HAKOS 9acCT U3TJICKAa CHYIICHA WU ITOBPCACHA,
CHBaTa Kallauka Ha urjara JIMIICBa, WK HE € 3ApaBo IPUKPCIICHA,

€ U3TCKDBJ MMOCIICAHUAT ACH OT MMOCOUCHUA MECCI Ha CPOKA HA T'OJHOCT, OTIICHATAH BbPXY
CTHKCTA.

HpI/I BCHUYKHU CJly4yaun C€ o6a;:[eTe Ha Bamms JICKap Wi MEAUIUHCKU CIICIIUAJINCT.

Cronka :2 [Ipurorsere ce

A Wammuiite CTAapaTeIHO PBUCTC CH. HOZ[FOTBGTG 1 MMOYUCTCTC MACTOTO Ha MHIKCKTHUPAHC.

I'opHa yacrt Ha pbKaTa

Kopem

I'opHa yact Ha 6eapoTO

Mo:ke 1a H3M0JI3BaTe:

] ropHaTa 4acT Ha 6e1poTo;
. KOpeMa, ¢ U3KJII0UYEHHE Ha 00J1acTTa OT 5 CM OKOJIO ITbIIa;
o BBHIITHATA CTPaHa Ha TOpHATAa YacT HA pBhKaTa (caMo aKko HAKOH Ipyr By mocTaBst HHKeKIHATA).

ITouncrere MACTOTO Ha WHXCKTUPAHE C TAMIIOH CBHC CITUPT. OcTtaBeTe KoXKata cu J1a U3CBbXHC.

X He HOKOCBaﬁTC MACTOTO Ha MHIKEKTUPAHE IPEIU TOCTABSIHEC Ha MHIKCKIIUATA.

o He nmxekrupaiite B o0acTu, KbAETO KOXkaTa € 0oJe3HeHa, HACHHEHA, 3aUepBeHa WIIH TBBP/A.
N30srBaiiTe 1a HHXKEKTHPATE B 00JIACTH ¢ OeNe3n WK CTPHH.

‘ b ‘ BaumarenHo n3nbppmaiiTe cuBaTa Kanadka Ha uriata 06e3 J1a s orbBaTe W Jajied OT TSUIOTO CH.
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He ycykBaliTe uinu orbBaiiTe Karnaykara Ha UIJIaTa.

He XBaH.[aﬁTC MNpCABApUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA 34 6yTaJ'IOT0.

I/ISXB’BpHCTC KaltadyKaTa Ha vurijara B KOHTeﬁHepa 34 OCTpH OTHIAABbLIH.

He noxocBaiite uriiata 1 He O3BOJIABANTE Ja c€ JONUPA 10 IOBBPXHOCTH.

He nocrassiiiTe OTHOBO KalauykaTa Ha Wrjara.

B

3axBaHeTe Ko)KaTa Ha MSICTOTO Ha HWHIXXCKTUPAHC, 3a 1a Ch3AAaJACTC yCTOI\/'I‘II/IBa TIOBBPXHOCT.

o Baxno ¢ na JABPIKUTE KOXKATa 3aXxBaHaTa IMpU MHKEKTUPAHETO.

Creika 3: UH:keKTHpAaiiTe

A ‘ Hpwxre 3axBanatata koxHa rpbHka. BbBEJIETE urnara B koxara.

He gokocBaiiTe mouncrenara o01acT OT KOXKarTa.

HATUCHETE 6yranoro ¢ 6aBeH U MOCTOSIHEH HATUCK, TOKATO YCETUTE WM UyeTe ,,IIpaKBaHe’.
Hartuckaiite Hago1y TOKpai O BpeMe Ha IIPaKBaHETO.
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HO € J1a HaTUCKaTe HaJ0JIy 110 BpEME Ha ,,II[PAKBAHETO ', 3a Ja JOCTAaBUTE IIbJIHATA J1034.
OBamoeaaCKae aao 0 BpeMeE Ha aKBaHETO”’, 3a J1a IOCTaBUTE aTa j103a

B ‘ OTIIYCHETE nanena cu. Cinen toBa OTCTPAHETE cnpuHLioBKaTa oT Koxara.

Cren ocBoOOX1aBaHe Ha OyTaNOTO, MPEIIA3UTEISAT Ha PEIBAPUTEIIHO HAITbJIHEHATA CIIPHHIIOBKA 0€3011acHO

IIe TOKpUE WHKCKIIMOHHATA HTJIA.

X He nocragsiiite crBarta kKanadka Ha UTJIaTa OTHOBO BBPXY M3IIOJI3BAHUTE MIPEIBAPUTEITHO HAITBTHEHU
CIIPUHIIOBKH.

Crpika 4: 3apbpiuere

A N3xBbprnere n3nona3BaHaTa NpeaBapUTEIHO HATbJIHEHA CIPUHIIOBKA U APYTUTE KOHCYMaTUBHU B
KOHTEWHEp 3a OCTPH OTIAIbIIU.

SHARPS
2
S

JlexapcTBata TpsOBa J1a ce U3XBBHPIIAT B CHOTBETCTBUE C MECTHUTE M3NUCKBaHUs. [lomurarite Bammst
(hapMaIeBT KaK J1a H3XBBPIATE JIEKapCcTBaTa, KOMTO Bede HE U3MOI3BaTe. Te3u MEpKH IIIe CIOMOTHAT 3a
ona3BaHe Ha OKOJIHATA Cpefa.

C’LXpaHHBaﬁTe CIIpUHIOBKAaTa 1 KOHTeﬁHepa 3a OCTPU OTHaAbLX HA MACTO, HCJOCTHITHO 3a JICLA.
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He usnon3saiite TMOBTOPHO NPCABAPUTCIIHO HAITbJIHEHATA CIIPUHIIOBKA.

X He penuknupaiite npeaBapUTeIHO HAITbJIHEHUTE CIIPUHIIOBKU U HE TH U3XBBHPJIUTE B KOHTEWHEpa 3a
JIOMAIIHU OTHaIbIIH.

b OrenaiiTe MSCTOTO Ha HEDKCKTHPAHE.

Axo nma KPBB, MIPUTUCHETC MMaMYUYCH TaMIIOH WJIM MapJid BbpXY MACTOTO Ha MHKCKTHUPAHE. He paBT’prBafITe
MsICTOTO Ha WHXKEKTHUPAHE. Axo e HeO6XO,Z[I/IMO, IIOCTABETC JICTICHKA.
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