MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vT03I/I JIeKapCTBEH MPOMYKT IMOJICKH Ha TOBIHUTETHO HabmoaeHne. Tosa e mo3Boiau 0bp30TO
YCTaHOBSIBaHE Ha HOBa MH(POPMAIUI OTHOCHO Oe3omacHocTTa. OT METUITMHCKHUTE CITCITHATHUCTH CE
M3HUCKBA JIa ChOOIIABAT BCSAKA MOA03MPaHa HEKeJlaHa peakivs. 3a HaunHa Ha ChOOIaBaHe Ha
HEXEJIaHHU PeaKlnU BIKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Bildyos 60 mg mmKeKIIMOHEH pa3TBOP B MPEABAPUTEIHO HAIIBIHEHA CIIPUHIIOBKA
Bildyos 60 mg uHxeKIHMOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bildyos 60 mg nHkek1moHeH pa3TBOp B IPEIBAPUTEIHO HallbiIHeHa cipuHnoBka u Bildyos 60 mg
HHXEKIIMOHEH pa3TBop ((hiaakoH)

Bcesika peIBapuTEIHO HABJIHEHA CIIPUHIIOBKA/BCEKH (DIaKkoH chabpika 60 mg neHo3yMab
(denosumab) B 1 ml paszrBop (60 mg/ml).

Jero3zyma0 e u3II5UI0 YOBEIIKO MOHOKJIOHAITHO aHTUTsUT0 1g(G2, mpon3BeneHo B KIETbYHA JIUHUS OT
003aitHUK (KJIETKN OT SMYHUK Ha KUTACKU XaMcTep) upe3 pekomomaanTHa JIHK texHomorus.

IloMOIIIHM BelIecTBa ¢ U3BECTHO JEUCTBUE

Toga nexkapcTBo chbpika 47 mg copouton (E420) u 0,1 mg monucop6ar 20 (E432) BbB Bceku Ml
pasTBop.

3a IBIHUA CIIUCHK HA TOMOIIHUTE BEIECTBA BIKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

NHxeKoHeH pa3TBop (MHKEKIUA)

buctsp 10 neko omanecueHTeH, OE3BETEH 1O JIEKO KBIT Pa3TBOP M MOXKE J]a ChABPKA CIEIN OT
[IPO3payvHU J0 O€IH MPOTSHHOBU YaCTHUIIH.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHHU MOKA3AHUSA

JleyeHne Ha OCTEONIOPO3a MPH KEHU B IOCTMEHONAY3a M IPU MbXKe, H3JI0’KEHH Ha MTOBHUIICH PUCK OT
¢pakrypu. [Ipu sxeHr B mocTMEHOIay3a AeH03yMad 3HauMMO HaMalsiBa pucka oT GpaxkTypu Ha
MIpeNUICHNTE, HeTPpeNUICHHN GpakTypH B ppakTypH Ha Ta300eapeHara cTaBa.

JleyeHnue Ha 3ary0a Ha KOCTHO BEILIECTBO, CBBP3aHO C XOPMOHAJIHA abianus MpH MbKe ¢ KapLUHOM Ha
MpOCTaTaTa, M3JI0KEH! Ha MTOBHUIIEH PUCK OT (pakTypH (BXK. Touka 5.1). [Ipu MBbke ¢ KapurHOM Ha
mpocTaTara, mojlyJaBaiiy XOpMOHaTHa abiaius, JeH03yMad 3HaYMMO HaMalsiBa PHCKa OT QPpakTypH

Ha NpCUIJICHUTE.

Jleuenne Ha 3ary0a Ha KOCTHO BEILECTBO, CBbP3aHa C MPOIBDKUTEIHA CHCTEMHA TTIIOKOKOPTHKONIHA
Tepamnus [py Bb3PaCTHU MALIMEHTH C TIOBUIIIEH PUCK OT (pakTypa (BXK. Touka 5.1).



4.2 Jlo3upoBKAa M HAYMH HA MPUJIOKEHHE

gompomca

[IpenopruntenHara g03a ¢ 60 mg neHo3ymMa0, NPUI0KEHA KaTO eTHOKpATHA MTOJIKOXKHA WHKEKIIHS B
oOxactra Ha Oeypara, KopeMa WM MHUIITHUIIATa, BEIHBXK HA BCCKU 6 Mecela.

[ManmenTrTe TpsOBa J1a MOJTyYaBaT aJIeKBaTHO KOJMYECTBO JOOABKH C KANIUH U BUTaMHUH D (BXK.
Touka 4.4).

Ha manmentute, kouTo ce nekysar ¢ Bildyos, tps6Ba na ce mpemgocTaBu TUCTOBKA 3a MAIIMEHTA U
HAIOMHSIIIA KapTa Ha MalueHTa.

OnruManHara o01a MpoABKATETHOCT Ha aHTHPE30pOTUBHATA TEPAITsl Ha OCTEOIIOpO3a
(BrmrouBama JieHozymab u ougpochonarn) He e yctaHoBeHa. Heo0X0IMMOCTTa OT MPOIbKaBaHe Ha
JICYCHUECTO Tp}l6Ba Ja Cc€ MpeoucCHABa NIEPUOANYHO, Bb3 OCHOBA HA IMOJI3UTC U INOTCHIIUATHUTE
PHCKOBE, CBbP3aHH C JA€HO3yMald NMPH BCEKH OTAENIEH MAaIMeHT, 0COOSHO Clie/1 5 WM NOBeUe FOANHH
ymotpeba (Bx. Touka 4.4).

THayuenmu 6 cmapuecka ev3pacm (8v3pacm > 65)
He ce nanara kopurupane Ha J03aTa Py MalMEHTH B cTapyecka Bh3PacT.

bvbpeuno yspescoane
He ce nanara kopurupase Ha J03aTa IMpH NalUeHTH ¢ ObOpeUHO yBpexkaaHe (BK. Touka 4.4 3a
MPENOPBKH OTHOCHO TIPOCTICIBAaHE HA KAJIIUEBUTE HIBA).

JlurcBar JaHHY NIPY TAIMEHTH C MPOIBIDKUTEIHA CUCTEMHA TIIIOKOKOPTUKOUIHA TePaIis U TEXKKa
cTeleH Ha OBOpPEeUHO yBpexmaHe (CKOpOoCT Ha riioMmepyiHa ¢urrpanus, GFR < 30 ml/min).

Yeproodpobuo yepesicoarie
be3onacHocTTa M epUKaCHOCTTa HA IeHO3yMa0 He ca POYYBAHM MPH MAITUCHTH ¢ YEPHOAPOOHO
yBpexkaaHe (BX. Touka 5.2).

THeouampuuna nonynayus

Jleno3ymab He TpsiOBa 11a ce M3IMOJI3BA IIPH Jela Ha Bh3pacT < 18 roauHu mopamn cho0pakeHus,
CBBP3aHU ¢ 6€30MACHOCTTA — CEPHO3HA XUTIEPKATITUEMUS ¥ TIOTCHIIMATHO HHXUOMpaHe Ha KOCTHHS
pacTex u nurca Ha mpoOuB Ha 360U (BK. TOUkH 4.4 1 5.3). HanmnvHKUTEe MOHACTOSIIEM JaHHHU 32 Je1a
Ha Bb3pacT oT 2 10 17 roiuHu ca onucaHu B TOUku 5.1 u 5.2.

Hauun Ha npHIIOKEHHE

3a MOKOXKHO TPUIIOKEHHE

Bildyos 60 mg/ml pasmeop 6 npedsapumento HanviHeHa cCNPUHYOBKA

[Ipunoxenuero ¢ n3mon3Bane Ha 60 mg/ml MpeaBapUTEITHO HAITBLITHEHA CIIPUHITOBKA MOXKE J1a CE
HaNpaBy OT NaIMEHTAa UK MOJIATallOTO TPHXKH JIUIE, KOETO € 00YYEHO OT METUIIMHCKH CIICIIHAIHCT 32
TEXHHUKUTE Ha MHXKeKTHpaHe. [IbpBoTo camocTosTenHo npuioxkenue ¢ Bildyos npeaBaputenno
HaITbJIHEHA CIPUHIIOBKA TPsIOBa 1a € 1o HaOII0AeHNETO Ha MEAMIIMHCKH CICIIHAIIHCT.

Bildyos 60 mg/ml pasmeop 6éve ¢hnaxon 3a eonokpamua ynompeoa:
[Mpunoxennero Ha 60 mg/ml puakoH TpsOBa Ja ce U3BBPIIBA CAMO OT MEIUIIMHCKH CIIELUAJIUCT.

VYkazanus 3a ynorpeba, paboTa U U3XBBPISIHE ca JaJIcHH B TOUKa 6.6.



4.3 IlpoTuBOmMOKA3aHUS

CBpBXYYBCTBUTEIIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HIKOE OT MMOMOIIHUTE BEIIESCTRA,
n30pocHM B TOUKa 6.1.

XunokanueMus (Bx. Touka 4.4).
44 ChneuuajaHu mpeaymnpeskaeHus U MpeAna3Hil MePKH MPH ynoTpeda

[pocaeaumoct

3a n1a ce moJo0pH MPOCIECAUMOCTTA HAa OUOJIOTUIHUTE JICKAPCTBEHH MPOAYKTH, UMETO U MAPTUIAHUST
HOMEp Ha MPUJIOKEHUS MPOAYKT TPsOBa SICHO Jia ce 3alMcBarT.

Jlo6aBku ¢ Kayiwii ¥ BuTaMud D

AILGKBaTHI/ISIT IIpUCM Ha KaJ'ILII/Iﬁ ¥ BUTaMUH D € BakeH 3a BCUYKH MManuCHTH.

IIpennassy Mepky Opu ynorpeda

Xunokanyuemus

BakHo e 1a ce uaeHTH(GUIUPAT MAIUCHTUTE, U3JI0KEHU Ha PUCK OT XUTIOKAIITUSMHSL.
XunokanueMusaTa TpsiOBa f1a ObJie KOpUTHpaHa Ype3 aJeKBaTeH MPUEM Ha Kalluii U BUTaMUH D
Ipeny 3anoyBaHe Ha TepanusaTa. [IpernopruBa ce KIMHHYHO MPOCIIe/IBaHe Ha KaJIllMeBUTE HIBA
TIpear BCSKA 71032 U MPH HMAITUSHTHUTE, TPEAPA3IIOI0KEHN KbM XUIIOKAIIIHEMHAS B pAMKHUTE Ha

JIBE CEIMMUIIH, Clie]] HauaaHaTa 103a. AKO IIPU HAKOM MAallMEHT Ce MOSBIT NPeanoiaracMi CUMITOMHU
Ha XUTOKAIIUEMHUS 110 BpeMe Ha JIedeHUeTo (BK. ToUKa 4.8 32 CHMITOMH), TpsiOBa Ja ce u3ciIeBaT
kaynmueBuTe HUBa. [lanimeHTrTe TpsIOBa /1a OBIAT HAChPUYABAHH Ja CHOOIIABAT CHMITTOMH,
IMOKA3aTEIHH 34 XUITOKAJIIHIEMHUSI.

IIpu nocTMapKeTHHIOBH yCJIOBUS ce ChOOIIaBa 3a TeXXKKa CUMIITOMAaTHYHA XUITOKAJILMEMUs (BoJIeIa
JI0 XOCIUTAIU3aIMs, )KHBOTO3aCTpalllaBally CbOUTHS U CIIydau C JieTalleH u3xoa). Bernpekn de
[IOBEYETO CIIy4aHd HACTBIIBAT Mpe3 MbPBUTE HAKOJIKO CEAMUIM OT HAYaJIOTO HA JEUEHUETO, T MOXKeE Jia
ce MOSIBU U MO-KBCHO.

CT)H’bTCTBaHIaTa TJIIOKOKOPTUKOMHA TE€PAIIUA € JOIIBJIHUTCIICH PUCKOB (1)aKTOp 3a XHUITOKaAJIITUCMUSI.

bvopeuno yepescoarne

[ManmenTHTE € TEKKA CTENEH HA OBOPEUHO yBpexkIaHe (KpeaTHHUHOB KIMpbhHC < 30 ml/min) mim
KOHTO ca Ha AUaNn3a ca ¢ MO-TOJISIM PUCK OT pa3BUTHE Ha XHMITOKAIIeMus. PUCKBT OT pa3BUTHE Ha
XHUITOKAJIMEMHS U CHITBTCTBAILO MTOBUIICHUE Ha MApaTUPEOUIHUS XOPMOH C€ YBEIN4aBa ¢
HapacTBaHE Ha CTEIEHTa Ha ObOpedHOTO yBpeknane. Cho0ImaBa ce 3a TeXXKU U JICTATHU CIIyJam.
AZEKBaTHUST NPUEM Ha KaJlHii, BATAaMUH D 1 peJOBHOTO MpociieisiBaHe Ha KAIIHEBUTE HUBA €
0c00€HO BayKHO IPH TE3U MALMEHTH, BUXKTE MO-TOpeE.

Koorcnu ungexyuu

[NaruenTure, moy4aBaiy 1eHO3yMad, MOXKe Ja Pa3BUAT KOKHU MH(EKIMK (OCHOBHO IISITYJIUT),
BOJIEIIIH IO XOoCTHTamu3anus (BX. Touka 4.8). [larmenTute TpsOBa A2 OBAAT MOCHBETBAHU Ja
MOTHPCAT JICKApCKa IMMOMOIII, aKO ITPU TAX CC IMOABAT IMPU3HAIU UJIW CUMIITOMHA Ha LCITYJINT.

Ocmeonexposa na yeniocmma (OHY)
OHUY ce cpobmaBa psAaAKo MpH MAIMEHTH, MOTyYaBaliy 1eH03yMa0 3a JedeHre Ha OCTeonopo3a (BiK.
Touka 4.8).

HauamoTo Ha JTedeHHEeTO/HOB KypC Ha JICYECHHUC TpH6Ba Ja C€ OTJIOKH ITPU MaIUuCHTU C HE3apaCTHaIU
OTKPHUTH JIC3UN Ha MCKUTC ThbKaHU B yCTaTa. HpI/I MaOuEHTU CbC CHIIBTCTBAIN PHCKOBU (baKTOpI/I ce



MIPeTophYBa CTOMATOJIOTUYEH TIPEeTJIe]] C MPO(UIAKTHIHO 3600JIeUeHNE U WHANBHIyallHa OlleHKa Ha
CHOTHOIICHHUETO I10JI33/PUCK TIPEIH JICUCHHUE C ICHO3YMao.

Crennure pucKOBU (akTopu TPsIOBa Jia ce UMAT IPEIBU/ ITPH OLICHIBAHE HA PUCKA 32 MAI[MEeHTa OT

paseutue nHa OHY:

. AaKTUBHOCT Ha JIEKapCTBEHHUS IPOAYKT, KOWTO MHXHOMpPA KOCTHATA pe30pOIus (T0-BUCOK PHCK
TIPU BUCOKO aKTUBHU ChCUHCHUS), HAYMH Ha TPUIOKEHUE (TI0-BUCOK PUCK MPU MAPSHTEPATHO
NPUIIOKEHHE) ¥ KYMYJIaTHBHA 71032 Ha KOCTHO-PE30pOTHBHATA Tepanusl.

J pak, NpuApyKaBaly 3a00IsIBaHus (Hamp. aHEMUsl, KOaryJIoNaTHH, HHPEKINH),
TIOTIOHOILYLIIEHE.

. CBHITBTCTBAIIH JICYCHHS: KOPTUKOCTEPOHIN, XUMHUOTEPAIINS, HHXUOUTOPH Ha aHTHOTE€HEe3aTa,
JTpYeTepanys Ha IJ1aBaTa U IusTa.

. Jiola yCTHA XUTHMEeHa, Tapo0HTO3a, JIOIIO MMOCTABEHU MPOTE3H, aHaMHE3a 332 CTOMATOJIOTMYHO

3a60J’IHBaHC, HWHBAa3UWBHU CTOMATOJIOTMYHU NPOLCAYPU (Har[p. CKCTpaKIus Ha 3"[:6).

ITo Bpeme Ha nedeHwne ¢ JeH03yMad BCHUKH MMAIMEHTH TPsIOBa a ObIaT HAChPUYaBaHU Ja MOTbPKAT
J00pa yCTHA XUTMEHa, Jia Ce MOJJIaraT Ha PyTUHHU CTOMATOJIOTUYHHM MPETJIe/IU ¥ He3a0aBHO Ja
CHOOIIaBaT 32 BCHYKH CHMIITOMH OT CTpaHa Ha yCTHAaTa KyXWHA, KaTo pasKiIamane Ha 350, 00JIKa WiTH
MIOAyBaHE, WM HE3a3[paBsBaIIH SI3BU WIN ceKperus. [1o BpeMe Ha JIeueHHEeTO NHBAa3UBHU
CTOMATOJIOTHYHH TPOIICIypH TPsSOBa Jla Ce U3BBPIIBAT CaMO CJIC]] BHUMATEIHA MIPELICHKA U TPsOBa Jia
ce n304rBa U3BBPIIBAHETO UM B HEMOCPEACTBEHA OJM30CT C MPUIIOKEHUETO Ha IEHO3YMao.

[InansT 3a MeyeHre Ha manueHTuTe, Konto pazsuat OHY, TpsadBa na Ob/1e U3rOTBEH B TSACHO
CHTPYTHUYECTBO MEXTYy JIEKYBAIIIXs JIeKap U JIeKap 0 IeHTaTHA MEIUIIMHA WK JHIIEBO-UYEITFOCTCH
xupypr ¢ onut B OHY. Tpsa6Ba 1a ce 0OMuCITN BpeMEHHO NMPEKHCBaHE Ha JICUCHUETO, TOKATO
CHCTOSTHHETO OTIIYMH H JONPHHACAIINTE PUCKOBU (haKTOpH OBAAT HaMaJIeHH, aKO € Bb3MOXKHO.

Ocmeonexkpo3a Ha 6bHWHUA CTIYX08 NPOX0O

Nma choOieHuns 3a OCTEOHEKPO3a Ha BHHIITHUS CITyXOB ITPOXOJI IIPH JICUEHHE C IECHO3yMal0.
BB3MokHHTE pUCKOBH (aKTOPHU 32 OCTEOHEKPO3a Ha BHHILIHMS CIIyXOB MPOXOJI BKIIOYBAT ynoTpeda
Ha CTEPOMIM U XUMHOTEpAINus 1/ UK JTOKAIHU PUCKOBU (PAKTOPH, KATO HApUMeEp WHPEKIMS WIN
TpaBMa. BeposiTHOCTTa OT pa3BUTHE HAa OCTEOHEKPO3a HA BBHILIHUS CIyXOB IPOXOA TpAOBa Jja ce uMa
MIpeBU/ IPH MaLMEHTH, IPUEMaIlX JeH03yMa0, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha yXOTo,
BKITIOUMTETHO XPOHUYHH YITHH WHPEKINH.

Amunuynu ¢oppaxmypu na 6eopenama Kocm

Hma cpobmenus 3a aTunuyHy GpakTypu Ha OeipeHaTta KOCT MPY MalMeHTH, [ToJyJyaBald IeH03yMao
(Bk. Touka 4.8). Atunuyante GpakTypu Ha OepeHaTa KOCT MOXeE J]a C€ MOSBAT MPU MUHUMAITHA
TpaBMa WiIH 0e3 TpaBMa B CyOTpOXaHTEepHHUTE U quadu3HUTE 00JIacTH Ha OempeHaTa KocT. Te3n
CHOUTHS CE XapaKTEpU3UpaT ChC CeHU(PUIHA PCHTTCHOJIOIMYHY HaX0KU. ATUITUYHU (PAKTYpH Ha
OelpeHaTa KOCT ce ChOOIIaBaT ChINO MPH MAMUEHTH C ONPEACICHN ChITHTCTBAIIN ChCTOSHHS (HATIP.
nedunuT Ha BUTAaMUH D, peBMaTouaeH apTpuT, Xunodocdarasus) u npu ynorpeda Ha HIKOH
JIEKapCTBEHU NPOAYKTH (Hamp. 6udochoHaTy, rMIOKOKOPTUKOUIN, MHXHOUTOPH Ha IPOTOHHATA
nomra). Te3n cbOUTHS ca HACTHIBAIH U 0e3 aHTUpe30pOTHBHA Tepanus. [logoOHu QpakTypH,
ChOOIIIEHU BBB Bph3Ka ¢ OudochoHaTy, yecto ca OMIIaTepatHu; MOPaJay TOBA IIPH MAIlUEHTH,
JIEKYBaHHU ¢ JeHO3yMa0, KOUTO ca MpeThpIenn (PppakTypa Ha TSIIOTO Ha OelpeHaTa KocT, TpsOBa 1a ce
u3cieBa KoHTpanarepainHara Oeapena Koct. TpsaoBa na ce 0OOMUCIN PeKpaTsIBaHe Ha TEpanuiTa ¢
JeHO3yMal MpH MAaIMeHTH, 32 KOUTO C€ TI0I03H1pa, Y€ UMAT aTHIUYHa PpakTypa Ha OelpeHara KocT, B
OUYaKBaHE Ha OIEHKaTa Ha MalHeHTa Bb3 OCHOBA HA HHIUBUAYAIHO OIMPEEICHOTO ChOTHOIICHNE
ro3a-puck. I[o Bpeme Ha IeYCHUETO ¢ ICHO3YyMa0, MAMEHTUTE TPSOBa 1a ObIaT MOCHBETBAHU J1a
ChOOINABaT 3a HOBA WJIM HeoOnUaliHa 0oika B OelpoTo, Ta300eApeHaTa cTaBa Wi CIAOMHUTE.
[larmenTH ¢ TakMBa CUMIITOMH TPSOBA J1a Ce M3CIIEABAT 3a HEMBIIHA (PpaKkTypa Ha OefpeHara KocT.

TIpoovascumento anmupe3opoOmueHo iedeHue
[IpoabmKUTETHOTO aHTUPE30POTUBHO JIeUeHHE (BKIIOYBAIIO JeHO3yMab u oudochonatn) Moxe aa
JIOBeJIe JI0 TIOBHIIICH PUCK OT HEXENIAaHW PE3yJITaTh, KATO OCTEOHEKPO3a Ha YeII0CTTa U aTHITHYHH



(dhpaxTypu Ha OeapeHaTa KOCT MOpaJau 3HAYMMO TOTHCKaHEe Ha KOCTHOTO peMojaenupane (BiK.
Touka 4.2).

Eonospemento neuenue ¢ Opyeu iekapcmeeru npooyKmu, co0bpicayl 0eHO3yMab

[ManuenTH, nexyBanu ¢ Bildyos, He TpsOBa 1a Obat JieKyBaHH €THOBPEMEHHO C IPYTH JICKAPCTBCHU
MIPOAYKTH, ChABPIKAILM IeHO3yMal (3a IpeIoTBpaTaBaHe Ha CHOUTHS, CBbP3aHH C KOCTHATA CHCTEMa
IIPU BB3PACTHU C KOCTHU METACTa3u OT COJUIHU TYMOPH).

Xunepranyuemust npu neQuampudnu nayueHmu

Jleno3yMa0 He TpsOBa Jia ce M3MOJI3Ba NPU MeAUATPUYHM NManueHTH (Bh3pact < 18). Crobiasa ce 3a
CepUO3Ha XUNepKaueMus. Hakou ciyvan B KIMHHYHA U3MUTBAHUS Ca YCIOKHEHU OT OCTPO
OBOpEeUHO yBpEKIaHE.

IIpedynpesicOenus 3a nomowHume gewecmsa

Toga nexapcTBo chabpka 47 mg copouton u 0,1 mg nmonucop6art 20 BB Bceku ml pa3rBop. TpsoBa

Jla ce B3eMaT MpeIBUA AAUTHBHUAT €(PEeKT Ha CHI'BTCTBAILO MPUIOKEHH MIPOAYKTH, KOUTO ChIBPIKAT
copouron (uwu GpykTo3a) u nonucopObaT 20, ¥ XpaHUTEIHUAT TIPUEM Ha COPOUTOI (WU PpyKTO3a) U
rosmcopbar 20.

To3u nexapcTBEH MPOIYKT ChABPKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 60 mg, T.e. MOXKe J1a ce
Kaxe, 4e IMPaKTHYECKHU HE ChABbPXKA HATPHH.

45 BzauMmopeiicTBHe ¢ IPYIrd JeKAPCTBEHH NPOAYKTH M APyru (hopMH Ha B3auMojaelicTBHe

B enno mpoyuBase 3a B3auMoeiicTBUATA, A€HO3yMa0 He NOBIMsIBA (hapMaKOKHMHETHKATa Ha
MUIa30J1aM, KOMTO ce Metabonusupa upe3 uuroxpom P450 3A4 (CYP3A4). Tosa mokasBa, ue
ZIeH03yMab He MpoMeHs (apMaKOKHMHETHKATa Ha JIEKapCTBEHH MPOAYKTH, KOUTO € METa0OIM3HpaT
gpe3 CYP3A4.

JlurcBar KTMHWYHY TaHHY 32 €THOBPEMEHHOTO MPUJIOKECHHE HA ICHO3YMa0 M XOPMOHO3aMeCTBaIa
Tepanus (HalmpuMep eCTPOTEeHN), CUnTa ce 00ade, ue Bh3MOKHOCTTA 33 (DapMaKOUHAMUIHO
B3aUMO/ICUCTBUE € MaJIKa.

ITpu »xeHU B HIOCTMEHOIIAy3a C OCTEON0po3a, (hapMaKkOKWHETHKATa U (apMaKkoJMHAMUKATA Ha
JeHO3yMal He ce MOBJIUABAT OT MPEAXOIHA Teparnus ¢ aleHApPOHAT, Ha 0a3aTa Ha JAHHH OT NIPOYYBaHE
C TIpexoHa Tepanus (0T aJeHIPOHAT KbM JeHO3yMao).

46 @epTHaUTET, )PEMEHHOCT H KbpPMeEHe

bpemenHoct

JlurcBar wiv uMa orpaHHYEHH JJTaHHH OT yrnoTpebaTa Ha AeH03yMal Ipu OpEMEHHH KEHH.
[IpoyuBaHusTa NpH )KUBOTHM MOKa3BaT PENpPOAYKTHBHA TOKCUYHOCT (BXK. Touka 5.3).

Bildyos me ce mpemoppuBa 3a ynorpeba npu OpeMeHHH KEHH U [IPH XKEHU ¢ JIeTEPOIEH MOTEHIHA,
KOWTO HE M3MOJI3BAT KOHTparenius. XXenure TpssoBa 1a Ob1aT MOCHBETBAHU J]a HE 3a0pEMEHSBAT 110
BpeMe Ha U Hail-MaJIKo 5 Mecelia ciiejl jieueHueTo ¢ aeHo3ymad. Edexrute Ha Bildyos e BepositHo na
ca 10-TOJIEMH 110 BPEME Ha BTOPHUS U TPETHSI TPUMECTHD Ha OPEMEHHOCTTA, Thil KaTO
MOHOKJIOHAJIHUTE aHTHTEJIa IIPEMHHABAT MPE3 [UIAIEHTATa [0 JIMHEEH MOJIEI C HATPEBaHe Ha
OpEeMEeHHOCTTa, KaTO HAal-TOJIsIMO KOJIMYECTBO PEMHHABA MPe3 TPETUSI TPUMECTBP.

Kspmene

He e u3BecTHO namu eHO3yMab ce eKCKpeTHpa B KbpMaTa. [Ipi reHeTHYHO MOJICTUPAHU MUIIKH, TPU
konto RANKL e 0wt u3KimroueH upe3 TeHHO oTcTpaHsaBaHe (,,knockout Mutmmkw’), mpoydBaHusITa
rmokasmart, ue juncara Ha RANKL (Ttaprera Ha 1eHO3yMa0 — BXK. Touka 5.1) o BpeMe Ha OpeMEHHOCT,
MOJKeE JIa TIOBJIUSC BbPXY Ch3PSIBAHETO HA MIICUHHTE XKIIC3U, BOJICIIO JI0 HAPYIIICHA JaKTaIUs CIIe]T



paxmane (BxK. Touka 5.3). TpsOBa ga ce B3eMe peleHne Jajd Ja ce MPEyCTaHOBH KbPMEHETO HITH Ja
ce npuinoxu Tepanusta ¢ Bildyos, karo ce B3emar npeBuj moszaTa 0T KbpMEHETO 3a
HOBOPOCHOTO/KbPMAYeTO M MoJ3aTa ot Tepanusta ¢ Bildyos 3a sxenara.

DepTUINTET

Hsama nannu 3a eexra Ha IeHO3yMa0 BbPXY GepTHUIuTeTa nNpu Xopa. [IpoyuBaHus Mpu >KUBOTHH HE
TTOKa3BaT JUPEKTEH WU HHAUPEKTEH BpeAeH ePeKT BhpXy depTrmuTeTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy crioco0HOCTTA 32 modupaHe u padoTa ¢ MAIIHHH
Bildyos He noBnusiBa Wi MoBJIKsABa MPEHEOPESIKUMO CIIOCOOHOCTTA 3a modupaHe U paboTa ¢ MAITHHH.
4.8 Hexenanm iekapcTBeH! peaKIHH

O0600611eH1Ee Ha npodwia Ha 6E30IaCHOCT

Haii-uecTure HeXXenaHu peakiuy Mpu JeHo3yMab (HabIrogaBaHy IpY OBEYE OT €IMH MMallieHT Ha
JIeCeT) ca MyCKYJIHO-CKeleTHa 0onka u Oonka B KpaitHuiute. [Ipu nanueHTH, npueMaiy aeHo3ymao,
ca HaOJIFOIaBaHU HEUECTH CITyYad Ha MENYJUT; PEAKH CIydYan Ha XATTOKAIIUEMHUS,
CBPBXYYBCTBUTEITHOCT, OCTEOHEKPO3a Ha YEIIOCTTa ¥ aTUITNYHA (PaKTypH Ha OeapeHaTa KocT (BixK.
ToukH 4.4 u 4.8 — onvcaHre HA N30PaHK HEXKETAHU PEAKIIHHN).

TabnuueH COUChK HA HEKEITAHUTE PECAKIINN

JannauTe B Tabnuna 1 mo-J00y ONMKMCBAT HEKENAHU PEaKIUU, ChOOIICHH TP KIIMHUYHU U3 TBAHUS
¢aza 11 u I1I mpu nanueHTH ¢ OCTEOMOPO3a U KapPIIMHOM Ha MJICYHATA JKJIe3a UK MPOCTaTaTa,
TTOJTy9JaBaIy XOpMOHAaTHA a0arus, W/HId OT CIIOHTAaHHU CHhOOIICHHUS.

W3mon3BaHa e cieiHaTa KOHBEHIHS 32 KIIaCH(HUKAINS Ha HEXKEIAHUTE JIEKAPCTBEHH PEakIiiuu (BiK.
tabymma 1): maOTO YecTH (= 1/10), gectu (= 1/100 mo < 1/10), Hewectu (= 1/1 000 mo < 1/100),
peaxu (> 1/10 000 mo < 1/1 000), muoro peaku (< 1/10 000) u ¢ Heu3BecTHA YeCTOTA (OT HATUYHUTE
JTAHHU HE MOXe Ja Objie HampaBeHa orieHka). [Ipu BCsSKO rpynupaHe B 3aBUCHMOCT OT 4eCTOTAaTa U
CHCTEMO-OPraHHHs KJIacC, HEXKEJIaHUTE JICKAPCTBEHH PEaKIIUK Ce N30pOsABAT B HU3XO AL PEJI 110
OTHOIIICHHE Ha TSXHATA CEPUO3HOCT.

Tabimuma 1 Hexenanu peaknuu, cbo0IeHH NPH NANUEHTH ¢ 0CTEONOPO3a U MALUEHTH ¢
KapIIHOM Ha MJIEYHATA KJIe3a HJIM MPOCTATATA, MOJy4YaBalll XOPMOHAJIHA a0Jiauust

MedDRA cucremo-opraseH Kareropus 4yecrora Hexenanu peakuuu
KJIac
WNudexun n uHbECTAITIN Yectu WNHDekus Ha TUKOYHAUTE ITHTUIITA
Yectu Wudexuus Ha TOpHUTE AUXATETHU
MI'BTUILA
Heuectn JuBepTHKyIUT'
Hewectn Hemymut'
Heuectn WNHpexmus Ha yX0TO
Hapyuienus Ha umyHHaTa Penku JlexapcTBeHa CBPBXUyBCTBUTEIHOCT'
cUcTeMa Penxu AnadunakTiuyHa peakuus'
Hapymenns na metabonm3ma u | Penku XUnmoxaammeMus '
XpaHEHETO
Hapyenus Ha HepBHaTa Yectu Nmnac
cucTeMa
CroManiHo-upeBHU HapyuieHusa | Yectu 3anex
Uectn AOGpoMHuHANIEH TUCKOM(OPT




MedDRA cucremo-oprasex Kareropus 4yecrora Hexenanu peakuuu
KJIac
Hapyienus Ha koxara u Yectu O06pus
MTOJIKOXHATa ThKaH Yectu Ex3ema
Yectun Anonenus
Heuectu JIMXEHONTHY JIeKAPCTBEHH MOy THHH'
MHoro penku XHIEPCEH3UTHBEH BACKYJIUT
Hapywmenus Ha MHoro yectu Bbonka B kpaliHunuTe
MYCKYJIHO-CKEJIETHaTa CUCTeMa | MHOIo 4ecTH MyckynHo-ckeseTHa 6oka’
U CbeJUHUTEIHATA ThKaH Penxu OcTeoHeKpo3a Ha 4esocTTa'
Penku ATunnaHu QpakTypH Ha OenpeHaTa
xoct'
C Hen3BecTHa yecToTa OcTeoHekpo3a Ha BHHILIHUS CITyXOB
npoxox’

! Buskre Toukara ,,Onucanne Ha n30paHU HEXKENAHH PEakiumn’”.
2 BuxTe Touka 4.4.

B cOopHus aHanu3 Ha JaHHU OT BCUYKH IUTalie00-KOHTponupanu u3nuTBanus ¢asa Il u daza [l e
CHOOIIEHO 3a TPUTIONIOA00HO 3abosiBane ¢ ob1mma yecrtora ot 1,2% 3a neno3ymabd u 0,7% 3a 1utarebo.
BroIpexu ue ToBa HECHOTBETCTBHE € YCTAaHOBEHO Ype3 COOpPEH aHalIn3, TO HE € YCTAaHOBEHO Ype3
cTpatuuIMpaH aHATH3.

Onucanyne Ha W30PaHN HEXEITAHH PEaKIIAN

Xunokanyuemus

[Ipu nBe mane6o-KOHTPOIUPAHH KIMHWIHA M3 TBanus (a3za I mpu skeHn B TOCTMEHOIIay3a ¢
octeomnoposa, mpubauzurenHo 0,05% (2 ot 4 050) OT NaIMEHTKUTE ca UMAJId HaMaJIeH! CEpyMHU
HUBa Ha Kanuii (mo-manko ot 1,88 mmol/l) cnen npunarane Ha qeHo3ymad. He ca cro0maBanu
HaMaJIeHW CEpyMHH HUBA Ha Kaimwii (o-manko ot 1,88 mmol/l), kakro npu nBere
Tane00-KOHTPOIMPAaHU KIMHIYHY W3nuTBanus ¢asa Il npu nanpeHTr ¢ XOpMOHaIHa abianus, Taka
U TIpH I1a1e00-KOHTPOIMPAHOTO KIMHUYHO m3nuTBaHe (aza Il mpu Mbxe ¢ ocTeonoposa.

IIpu nocTMapKEeTHHIOBH yCIIOBUS Ca ChOOIIABaHH PENIKU CIydyad Ha TEXKKa CUMIITOMaTHYHA
XHITOKAIMEMHS], BOJIEIIA IO XOCTHTAIN3AIHSL, )KUBOTO3aCTpaIIaBalli ChOUTHS U CIy4au C JeTaleH
W3XO0J, IPEAXMHO IPH MALHEHTH C TOBUILEH PUCK OT XUIIOKAJIIMEMHUs], IOIy4aBaliy AeHo3yMa0, KaTo
[IOBEYETO CIIy4aH ca HACTHIWIN B IIbPBUTE CEAMUIIM OT HAYaJIOTO Ha JieueHueTo. [lpumepu 3a
KJIMHUYHU TPOSIBU HA TEKKa CHMITOMAaTHYHA XUMTOKAIIINEMHS BKITIOYBAT yIbDKaBaHe Ha
QT-unrepBana, TeTaHus, I'bPUYOBE U HAPYLICHO MICUXUYHO ChCTOSIHUE (BXK. Touka 4.4). CuMnToMuUTE
Ha XUIMOKAIIUEMHs B KIMHUYHUTE U3IUTBAHUA C ICHO3yMa0 BKIIIOUBAT MAPECTE3UH WK MYCKyJTHA
CKOBaHOCT, TOTPENBAHMS, CIIa3MHU M MYCKYJIHU KPaMITH.

Kooicnu ungexyuu

[Ipu rane60-KOHTPOIMpaHUTE KIIMHMYHA U3MHTBaHMS ¢a3za I11, obmaTa gecToTa Ha KOXHHU
WH}EKIHU € Ouiia CXO/IHA TIPH IPYNHUTE HAa MJ1anedo u AeH03yMal: IpH JKEHH B TIOCTMEHOIIAY3a C
ocreornopo3a (miaredo [1,2%, 50 ot 4 041] cipsimo aeno3ymad [1,5%, 59 or 4 050]); npu mbxe ¢
ocreoroposa (mrarebo [0,8%, 1 ot 120] cipsimo nerozymad [0%, 0 ot 120]); mpu maruenTu ¢
KapIMHOM Ha MJIEUHATa JKJIe3a WM MPOCTaTaTa, MoJIyIaBaliu XopMoHaiHa admanus (tuame6o [1,7%,
14 ot 845] cpsimo neHo3ymad [1,4%, 12 ot 860]). KoxHu nH(pekuu, BOJCIIN 10 XOCITUTATH3AIINS,
ca cpobmasanu npu 0,1% (3 ot 4 041) oT KeHUTE B IOCTMEHOIIAY3a C OCTEONOP03a, NOTyYaBaIln
mwrane6o, cipsmo 0,4% (16 ot 4 050) ot xeHuTe, MoydaBamm AeHo3ymad. Tesu ciayyan ca mpeauMHO
uenynut. [Ipu npoyuyBaHusTa IPHU KapLMHOM Ha MIIEYHATA Jie3a U pocTaTaTa, KOKHUTE HH(EKINH,
CHOOIIEHU KaTO CEpUO3HU HEXeJIaHH JISKAPCTBEHU PEaKIiH, ca CXOIHH MPH IPyNHTE Ha Ianedo
(0,6%, 5 ot 845) u nernozymad (0,6%, 5 ot 860).

Ocmeonexpo3a Ha uenocmma
OHUY ce cvobmaBa psiako, npu 16 nanueHTH B KITMHUYHUTE U3NUTBAHUS [IPHU OCTEONOPO3a U MPU
NAIMEHTH C KaplIMHOM Ha MJIeYHaTa KJIe3a WU [IpOocTaTara, [1ojlyyaBaly XOpMOHaIHa abi1anus,




BKTFOUBAIIH 00110 23 148 manmentn (Bx. Touka 4.4). TpuHagecer ot Te3u cirydan ¢ OHY ca
HACTBIIWIN MIPH KEHH B TOCTMEHOIIay3a C OCTEONOpO3a M0 BpeMe Ha MPOABDKEHUETO Ha KIMHUYHO
uznutBane Qaza lll, cnen neuenne ¢ neHo3ymad B npoabinkenue Ha 10 roguan. Yecrorata Ha OHY e
0,04% na 3-Tara ronguna, 0,06% Ha 5-tata roguHa u 0,44% Ha 10-TaTa TOMHA OT JCYCHHETO C
nerozymab. PucksT or OHY HapacTBa ¢ MpoIBIDKUTETHOCTTa Ha €KCIIO3UIMA Ha I€H03yMal.

Puckbsr or OHY € o1ieHEH U B peTPOCIIEKTHBHO KOXOPTHO MpoyuBaHe mpu 76 192 xeHu B
ITOCTMEHOTIay3a C HOBO3aIoYBaIo JieueHne ¢ qeHosymad. Yecrorara Ha OHY e 0,32% (95%
noseputenieH uarepsai [Cl]: 0,26; 0,39) npu manueHTH, U3MOI3BAIIU ICHO3yMa0 10 3 TOJAUHU U
0,51% (95% CI: 0,39; 0,65) mpu nanueHTH, U3MOI3BAIIH JIEHO3YMal 10 5 TOJIMHU MPOCIeIIBaHe. .

Amunuunu ¢opaxmypu na beopenama Kocm
B nporpamara 3a KIMHUYHY U3MUTBAHUS IPU OCTEONIOPO3a, aTUIMYHU (PpakTypu Ha OeipeHara KoCT
ca chOOIIaBaHU PAIKO MPU MAIHESHTH, JIEKYBaHU C IeHO3yMal (Bk. Touka 4.4).

Jlueepmuxynum

B ennHo mutane60-KoHTpOIMpaHO KIMHIUYHO n3nuTBaHe ¢asa 1l npu manuenTn ¢ kapuuHOM Ha
IpocTarara, IoJyJaBaly aHApoTreH-nenpuBauonna tepanus (ADT), e ycranoBeH aucbanaHc 1Mo
OTHOIIICHUE Ha HEeXKEIaHUTe CHONTHS 3a quBepTuKyIuT (1,2% nerozymad, 0% miare6o). Yectorara
Ha IUBEPTHKYJUT € CPABHUMA MEXY JBETE TEPAlleBTUYHU I'PYIH PH KEHUTE B IIOCTMEHONIAY3a WITH
MBXKETe C OCTEONopo3a U MPH KEHUTE, JIEKyBaHH C apOMaTa3HH HHXUOUTOPH 32 HEMeTacTaTHIeH
KapIMHOM Ha MJICYHATA XKJIe3a.

Cevp3sanu c 1ekapcmeomo peakyuy Ha C8PLXUYECMEUMETHOCT

[Ipu mocTMapKETHHTOBY YCIIOBUS MPH MMAMEHTH, TTOTy4YaBally AeHO3yMa0, ca ChOOIIEeHH PeaKu
CHOHUTHUS Ha CBPBXUYBCTBUTEIHOCT, CBBP3aHa C JIEKAPCTBOTO, BKIIOUUTETHO OOPUB, YPTHKApHS,
MOJyBaHE Ha JIUIIETO, epUTEM M aHAQUIAKTUIHN PEaKIHH.

Myckyano-cxenemna 6oaxa

[Tpy MOCTMapKETHHTOBH yCIIOBUSI MMa ChOOIIECHHS 32 MYCKYJTHO-CKeJleTHa 00JIKa, BKIIFOYUTEIIHO
TEXKKH CJTy4Yau MPH NAUEHTH, MOJyJYaBaiy JeH03yMa0. B KIMHUYHUTE U3MHTBAHUS
MYCKYJTHO-CKeJIeTHa 00JIKa ce ChoOIIaBa MHOTO YECTO B TPYIIATE Ha JICHO3yMal | 1iareo.
MyckyHO-CcKeneTHa 00JKa, BO/IEIIa 10 MPEyCTaHOBABaHE HA M3MUTBAHOTO JIeYCHHUE, CE ChOOIIaBa
HEYecCTo.

JluxenouoHu nexapcmeenu peakyuu
Cro011aBa ce 3a JINXCHOUIHY JICKAPCTBEHH PeaKIinu (HampuMep peakiuu, IoJ00HH Ha JINXCH IUIaHyC)

IIpY NMMaJUE€HTU B TIOCTMAaPKETUHIOBH YCJIOBHS.

Jpyry crienuaiHy IoyJIaliiu

THeouampuuna nonynayus

Jlerno3zyma0b He TpsiOBa J1a ce U3II0JI3BA MPH MMeIUATPUIHHU NarueHTH (Bb3pacT < 18). Cpolimasa ce 3a
CepHO3Ha XUTepKaleMus (BxK. Touka 5.1). Hsikou ciyyan B KIIMHUYHU U3MUTBAHUS Ca YCIOKHEHH
OT OCTPO OBOPEUHO YBpEKIAHE.

bvopeuno yspescoane

[pu KIMHUYHY U3MUTBAHUS TAIMEHTH C TEXKKa CTETICH Ha ObOpEeYHO yBpexkIaHe (KpeaTHHUHOB
kiupbHC < 30 ml/min) uiu TakKBa Ha XeMOAUAIN3a, Ca U3JI0KECHU Ha MO-BUCOK PUCK OT
XUIMOKAIIMEMHUS TIPH JIMICa Ha 0OABKA HA KAIIUH. AJIEKBATHUAT MPUEM Ha KaJluii U BUTaMuH D ¢
Ba)KCH TPH MAICHTH C TEXKKA CTETNCH Ha ObOPEUHO YBPEKIAHE, MITH TAKMBA HA XeMOIUANTN3a (BK.
Touka 4.4).

CroO1iaBane Ha [OJO3UPAHU HEKETaHH PEaKIIUU

CpoOI11aBaHeTO Ha MOI03UPAHH HEXKETAHU PEaKIMU CIIe]] pa3pelaBaHe 3a ynoTpeda Ha JeKapCTBEHUsI
MPOAYKT € BaxkHO. TOBA MO3BOJISIBA a TIPOIBIIKK HAOIOICHUETO Ha ChOTHOIIICHUETO TI0JI3a/PUCK 3a



JIeKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
[0/I03UPaHa HeXKEJIaHa PEeaKIlMs Ype3 HAI[HOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 Ilpeno3upane

Hsma onut ¢ mpeao3upane Mpy KJIMHAYHUTE NPOYYBaHUS. B KIMHUYHUTE POYYBAHUS Ca TPUIIAraHu
nmo3u aero3ymat mo 180 mg Ha Bcekn 4 cemmunin (KyMynnatuBHA mo3a 10 1 080 mg 3a 6 Mecerna) u He
ca Ha0JII01aBaHu JOMBbIHUTEIHH HEXKeJIaHH JICKaPCTBEHU PEaKInu.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 d@apmakoaMHAMHYHHU CBOHCTBA

dapmakoTepaneBTHuHa rpyna: JlekapcTsa 3a JeyeHrne Ha KOCTHH 3a00isiBaHus — J{pyru iekapcTBa,
MOBJIMUSBALIM KOCTHATA CTPYKTypa 1 Munepaiuzauus. ATC koa: MO5SBX04

Bildyos e 6uonorunuto mogo6eH nekapeTBeH MpoaykT. [ToapodHa nHpopManus € mpeaocTaBeHa Ha
yeOcaiita Ha EBporieiickara areHIus 1o Jiekapcrsara https:/www.ema.europa.eu.

Mexanus3bsM Ha JIEUCTBUE

Jeno3ymMab e M3Lsy10 YOBELIKO MOHOKJIOHATHO aHTHTIO (1g(G2), KOeTo MPHLIENHO ce CBBP3Ba C BUCOK
aduaUTeT M cnenuduaHOCT ¢ RANKL, mpenoTBparsBaiiku akTHBUPAHETO Ha HETOBHUS PEIIECTITOP
RANK, pa3nonoxeH 1o moBbpXHOCTTAa HAa OCTEOKJIACTHUTE MPEKYPCOPH U OCTEOKIIACTHUTE.
[IpenorBpatsBaneTo Ha B3aumoeiictBuero RANKL/RANK naxubmpa o6pasyBaHeTo Ha
OCTEOKJIACTH, TSIXHATa (DYHKLUS U )KU3HECTIOCOOHOCT, HAMAJISIBAHKH 110 TO3M HA4YMH KOCTHATa
pe30pOIIHst B KOPTUKATHUTE U TpaOeKyJIapHUTE KOCTH.

dapMakoIHHAMUYHU e(DEKTH

JleyenueTto ¢ 1eH03yMad ObP30 HaMaisgBa CTENICHTa Ha KOCTEH 0OMeH, JOCTHIaliKu 3a 3 THU
Hall-HUCKaTa CTOMHOCT Ha MapKepa 3a KocTHa pe3opoums, cepymun 1 C-tenonentuan (CTX) (85%
HaMaJIsIBaHe), ChC 3ala3BaHe Ha HAMaJIEHUETO B paMKHTE Ha 030BUA WHTepBai. B kpas Ha Bcekn
J1030B HHTepBal HaMmansgBaHeTo Ha CTX e yacTH4HO 1mo-cnado, B CpaBHEHHUE C MAKCUMAaTHOTO
HamasieHue ot > 87% mo mpubnmsutenHo > 45% (nuanazon ot 45-80%), KoeTo oTpassiBa
obpaTuMoCTTa Ha e()eKTHTE Ha JCHO3YMa0 BHPXY KOCTHOTO peMOoeIipaHe Cclie]] IOHIKaBaHe Ha
cepyMHUTE HUBA. Te3n eeKTH ce MOJIbPKAT C HEMPEKBHCHATO JieueHue. MapKkepuTe 3a KOCTeH 00MeH
OOMKHOBEHO IOCTUTAT HUBaTa MPEr JISYCHHETo 9 Mecela ciel mocieaHara go3a. [Ipu moBTopHO
3armovBaHe Ha JleHo3yMa0, HamansiBaHeTo Ha CTX e cXoaHo ¢ ToBa, HAOI0JaBaHO TPY MAIIMEHTH,
KOHWTO 3aIl0YBaT JIEYCHHE C JIEHO3yMab 3a MbPBH ITBT.

HNmMyHOTreHHOCT
ITo Bpeme Ha nedeHne ¢ qeHo3yMad MOXKe Jla Ce pa3BUAT aHTH-IeH03yMal anTturena. He ce
Ha0JII0/1aBa SIBHA BPBh3Ka MEXKILy PA3BUTUETO Ha aHTUTENA U (DapMaKOKHMHETUKATA, KIIMHUYHUS OTTOBOP

WJIH HEXXEJIAHOTO CHOUTHE.

Kiauanuna Cd)I/IKaCHOCT u 0€30mMacHOCT OpH )KEHHU B IOCTMCHOIIAay3a C OCTCOIIOPO3a

EduracHoctTa 1 6€30macHOCTTa Ha IEHO3yMal, mpujlaral Ha BCEKH 6 Mecera 3a Iepro OT 3 TOIWHU,
€ u3cie/IBaHa Mpu *eHu B moctMeHonaysa (7 808 sxenu Ha Bb3pacT ot 60 1o 91 roaunu, 23,6% ot
KOUTO ca MMaJH rpeodiiagaBamo GppakTypu Ha MPENUICeHUTE), C U3X0AHU T-CKOpoBe 3a KOCTHA
MHHEpaHa MIbTHOCT (BMD) Ha ryMOaiTHY TIpeNieH! WIIH Ha Ta300eapeHa craBa Mexmy —2,5 u —4,0
U cpesiHa abCONI0THA BEPOSITHOCT 3a pakTypa B pamkute Ha 10 roaunam - 18,60% (auana3zoH:
7,9-32,4%) 3a TossiMa ocTeonopoTudHa Gpaktypa u 7,22% (nunamason: 1,4-14,9%) 3a dpaxrypa Ha
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TazobenpeHaTa cTaBa. JKeHu ¢ Ipyru 3a00sBaHusI MIIH KOWTO €a Ha JIYeHHEe, KOETO MOXE Ja TIOBJIHSC
KOCTHUTE, ca OMIIM U3KIIIOYEHHU OT TOBA Mpoy4BaHe. JKeHHTE ca moTydaBalid exKeTHEBHO I00aBKH €
kamuii (Haii-manko 1 000 mg) u Butamun D (Hati-manko 400 1U).

Egexm evpxy gppaxmypume na npeuiienume
JleHo3ymMa0 3HAYMTETHO HAMaJIsiBa PUCKA OT HOBH (DpaKTypH HA MpEUUICHUTE Ha 1-Ta, 2-Ta
u 3-ta ronuHa (p < 0,0001) (Bk. TabnmIa 2).

Taboauna 2 EdekThT HA 1eH03YyMad BbPXY PHCKA 0T HOBU (paKTypH HA NMpellJieHUuTe

IIpoueHnT Ha :kenure ¢ ppakrypu (%)

HamansiBane Ha

HamansiBane Ha

IInanedo JeHo3ymad abCcoII0THHSA OTHOCHTEJIHHUS
n=3906 n=3902 puck (%) puck (%)
95% CI) 95% CI)
0-1 ronuna 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 roaunn 5,0 1,4 3,52,7,4,3) 71 (61, 79)**
0-3 roguau 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*

*p <0,0001, **p < 0,0001 — ekcruIOpaTOpEeH aHATTU3

Egexm evpxy ¢ppaxmypume na mazobedpenama cmaea

Henozymab nmokazsa 40% otHocutenno HamassBaHe (0,5% HamansBaHe Ha aOCONIOTHHS PHUCK) Ha
pucka ot ¢ppakTypa Ha Ta300enpeHara cTapa 3a nepuox ot 3 roxuHu (p < 0,05). UectoTara Ha
(dpaxTypure Ha Tazobenpenara crasa € 1,2% B mnarnebo rpynara, B cpaBaenue ¢ 0,7% B rpymara Ha

neHo3ymab 3a 3 ToauHM.

B post hoc ananus npu xenu > 75 roauHu € HaOmogaBaHo 62% HaMansBaHe Ha OTHOCHTEIHUS PUCK
ipu neHo3ymab (1,4% namansBane Ha abcomoTHUS puck, p < 0,01).

Eghexm 6vpxy ecuuxu xrunuunu ¢ppaxmypu

Jleno3ymab 3HaYNMO HamasiBa GPakTypuTe IPH BCHUKH BHIOBE/TPYyIH (PpakTypu (BxK. Tabmura 3).

Tab6auna 3 EdexkTbT Ha 1eHO3yMad BbPXY PUCKA OT KIMHUYHU (PPAKTypH 32 3 roauHu

IIpoueHT Ha keHHUTE C HamansiBane HamansiBane
dpaxrypu (%)" HA HA
Inanedo lenozyma6é | adCoOMIOTHHA OTHOCHTEJHUS
n=3906 n=3902 puck (%) puck (%)
(95% CI) (95% CI)
KakBaTo u na ¢ KIIMHUYHA 10,2 7,2 2,9(1,6,4,2) 30 (19, 41)***
tpaxrypa’
Kimmanuana dpakrypa Ha 2,6 0,8 1,8 (1,2, 2,4) 69 (53, 80)***
MIPEIUICHUTE
Henpenuienna (bpaKTypa2 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)**
lonsima HenpenuieHHA 6,4 5,2 1,2 (0,1, 2,2) 20 (3, 34)*
pakrypa’
lNonmsima ocTeonmopoTudaHa 8,0 53 2,7 (1,6, 3,9) 35 (22, 45)**x*
tpaxrypa’

*p <0,05, **p = 0,0106 (6mopuuna Kpaiina mouxa, 8KIH0UEHA NPU KOPUSUPAHe 3d MHONHCECMBEHOC),

***p <0,0001
*Yecrora Ha chOuTHATa 110 Kaplan-Meier 3a 3 roaunu.

! Brirousa KIIMHUYHA QPaKTypH Ha MPEILICHUTE U HENPENUIEHHH (PaKTypH.
2 M3kimo4Ba Te3W Ha NPEIUIEHATE, Y€PENa, JULETO, MAaHAOYIaTa, METAKAPIIATHUTE KOCTH U (halaHTHTE Ha

IPBCTUTE HA PBIETE U KpaKara.

3 Brimousa Tasa, JucTanes (Gpemyp, IpoKcHMalHa THOus, pedpa, IpoKCHMAaleH XyMepyc, IPeAMULIHNAIA U

TazobenpeHa crapa.

4 Birousa KIMHWYHA (DPAKTYpH Ha NPENLIEHUTE, Ta300epEHa CTaBa, MPEJAMUIIHUIA U PPAKTYPH Ha XyMEPYC,

onpenenenu no C30.
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[Ipu sxenn ¢ uzxogra BMD < -2,5 Ha mmiikaTta Ha ¢pemMypa AeHO3yMa0 HamMasiBa pUcKa OT
HenpeuuieHHU Gpaktypu (35% HaMasiBaHe HA OTHOCUTENIHUS PUCK, 4,1% HamamnsBaHe Ha
abcomoTHUs puck, p < 0,001, ekcrutopaTopeH aHanm3).

HamasnsBaHeTo Ha yecToTaTa Ha HOBU (ppaKkTypH Ha MpENUICHUTE, PPaKTypH Ha Ta300eapeHaTa cTaBa
W HeTIPELUICHHN (paKTypH 4pe3 IeH03yMal 3a 3 TOAMHU € OCTOSHHO, HE3aBUCHMO OT M3XOAHUS PUCK
3a (hpakTypu B pamkute Ha 10 roauHU.

Edbexm 6vpxy kocmuama munepanua nivmHocm

Jenoszyma0 3HaunTenHo ypenudaBa BMD Ha BcHUKy KIMHHYHO U3MEPEHU MECTa, CIPSMO Iarnedo
Ha 1-Ta, 2-Ta u 3-ta roguHu. Jleno3ymab yBenmdaBa BMD c 9,2% na nymOanauTe npenniesn, ¢ 6,0%
Ha Ta3o0e/apeHara cTaea, ¢ 4,8% Ha mmiikara Ha pemypa, ¢ 7,9% Ha TpoxaHTepa Ha OeIpeHara KocT, C
3,5% nHa nucrannara 1/3 Ha paauyca u ¢ 4,1% Ha ISUTOTO TSUTO 32 EPHOJ OT 3 TOAUHU (BCUYKU

p <0,0001).

[Ipu KIMHUYHN U3MUTBAHUS, U3CIEBaAIIM e(DEKTUTE OT MPEKhCBAHETO Ha JeHo3ymad, BMD ce Bpbia
KBbM CTOWHOCTH, MPUOIU3UTEITHO IO HUBATA MIPEIN JICUCHHETO U 0CTaBa MO-BUCOKA OT Ta3H MPH
mare6o 3a mepuo ot 18 Mecema cie mocienHara 103a. Te3n JaHH! IoKa3Bar, Ue ce Hajara
MPOIBJDKUTEIHA TEPaIus ¢ IeHO3yMal 3a MoaAabpKaHe Ha epeKkTa Ha JIEKapCTBEHHS MTPOIYKT.
[ToBTOpHOTO 3ammO4YBaHe Ha JIeHO3yMad BoAM 10 yBennyaBane Ha BMD, cxoaHo ¢ ToBa npu
ITEPBOHAYATHOTO TIpHJIaraHe Ha JeHO3yMa0.

Omeoperno npoowvidiceHue Ha npoy4eaHemo npu jleyeHue Ha 0Cmeonoposd 8 NOCMMeEHONAay3a

0610 4 550 xenu (2 343 Ha neHo3yMab u 2 207 Ha 1utane60), KOUTO ca MPOITyCHAM He TIOBEeYe OT
€/IHa 71032 OT U3IIMTBAHU MPOTYKT B OCHOBHOTO MPOYYBaHE, OMMMCAHO MO-TOPE, U Ca 3aBbPIINIIH
MPOYYBAHETO C BU3UTATA HA 36-THS MECeIl, Ca BKJIIFOUEHH B 7-TOJIUIIIHO, MHOTOHAIIMOHAITHO,
MHOTOIIEHTPOBO, OTBOPEHO MPOJABIDKEHHE Ha TIPOYUYBAHE C €IHO paMo, 3a OIIEHKA Ha JIBJITOCPOYHATa
0e30macHOCT U €hUKACHOCT Ha IeHO3yMad. BCHYKY KeHH B MMPOABHKCHUETO Ha TPOYYBAHETO €
TpsIOBaIO Aa moxydaBat AeHo3ymad 60 mg Ha Bceku 6 Mecena, KaKTO M €KESTHEBHO KaJIIHi
(naii-manko 1 g) u BuTamuH D (naii-manko 400 [U). O6mo 2 626 yyactHunu (58% OT KeHHuTe,
BKJIFOUEHH B MIPOIBIDKEHUETO HA TIPOYYBAHETO, T.€. 34% OT KeHHTe, BKIFOYEHH B OCHOBHOTO
MIPOyYBaHe) ca 3aBbPIIMIN TPOABKEHUETO Ha MPOYYBaHE.

[Ipu manuenTw, JiekyBaHu ¢ JeHO3yMab B poabnkeHue Ha 10 roguan, BMD ce e yBenuumia cpsimMo
M3XOJTHOTO HUBO B OCHOBHOTO TpoyuBaHe ¢ 21,7% Ha mymOanHuTe penuieHy, 9,2% Ha
Tazo0enpenara craBa, 9,0% Ha mmiikara Ha Gpemypa, 13,0% Ha TpoxaHTepa Ha OeapeHaTta koctT u 2,8%
Ha nucranHata 1/3 Ha paguyca. Cpegausat BMD T-ckop Ha iymOanHuTe IpEeNUIeH B Kpast Ha
poy4BaHeTo € —1,3 mpu NalueHTuTe, JEKyBaHU B Ipoab/DKeHue Ha 10 roauHu.

UYecrorara Ha (ppakTypuTe € OlleHEeHa KaTo KpaifHa To4uKa 3a 0€30MacHOCT, HO epuKacHOCTTa pU
MpenoTBpaTsaBaHe Ha (PaKTypH HE MOXKe J1a O'bJie N3YUCIICHA TIOPAId BUCOKUS OpOil MPEeKbCBAaHUS U
OTKPUTHSI TU3aH Ha TTpoydBaHeTo. KyMynatuBHaTa 4ecTOTa HAa HOBH (PPAKTYpH HA MPEIUICHUTE U
HeTpenuieHH! QPaKkTypu € CbOTBETHO 0K0Io 6,8% 1 13,1% mnpu manueHTH, OCTaHAIN Ha JeYeHUE C
neHo3ymab B mpoabiokeHue Ha 10 rogunu (n = 1 278). [lanpeHTHTe, KOUTO HE Ca 3aBBPIININ
MPOyYBaHETO MOPAIN HIKAaKBa IPHUYMNHA, Ca UMAJTU TI0-BUCOKA YECTOTa Ha (PaKTypH IO BpeMe Ha
JIEUEHUETO.

ITo Bpeme Ha MPOABIHKEHHETO HA IPOYYBAHETO Ca BH3HUKHAIM TPHUHAAECET TOKAa3aHH ClTydas Ha
ocreoHekpo3a Ha yemoctta (OHY) u aBa mokaszaHu cirydas Ha aTHONYHU GpakTypu Ha OeapeHaTa
KOCT.

Knmanana eukacHOCT 1 6€301MacHOCT MPH MBKE C OCTEOopo3a
EdwukacHocTTa 11 Ge30macHOCTTa Ha IEHO3yMab, IpujlaraH BeIHBHK Ha BCEKU 6 Mecela 3a Iepruo.t OT
1 ronuHa, € IpoydeHa mpu 242 Mbxke Ha Bb3pacT oT 31 1o 84 roguan. Yuactaumute ¢ eGFR

< 30 ml/min/1,73 m? ca GuaM U3KIIOYEHH OT U3MUTBAHETO. BCHYKH MbiKe ca MoJTyyaBau exeIHEBHO
no0aBku ¢ kanui (Haii-manko 1 000 mg) u Butamun D (Haii-manko 800 IU).
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[IppBUYHATa MPOMEHIKBA 32 e(UKACHOCT € TpolieHTHATa TpoMsHa B BMD na mymbanaute
npenuieHy, erKkacHOCTTa 0 OTHOIIEHHE Ha QpaKkTypuTe He € oleHeHa. [leHo3yMad 3HaunMo
yBenmgaBa BMD Ha BCHYKH KIMHUYHO H3MEpPEHHU MecTa crpsiMo Tianebo Ha 12 mecena: ¢ 4,8% Ha
mymbanuauTe npenvieHw, ¢ 2,0% Ha 1510 6eapo, ¢ 2,2% Ha muiikara Ha demypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oenpenara koct u ¢ 0,9% Ha aucrannara 1/3 Ha paanyca (Bcuuku p < 0,05).
Heno3ymab ysennuasa BMD Ha mymOanHuTe NpenuieHd CupsMo H3XOAHOTO HUBO nipu 94,7% ot
MBXeTe Ha 1-Ta ronuHa. 3HaUYNTETHO yBenumdeHne Ha BMD Ha myMmOanHuTE NpenuieHH ,
Ta300epeHaTa cTaBa, muiikata Ha (heMypa ¥ TpoXaHTepa Ha OeJjpeHaTa KOCT € HaOJI0JaBaHO

1o 6-us mecer (p < 0,0001).

KocTHa XMCTOJIOTHS IIPH KESHU B TIOCTMEHOIIAY3a M MBKE C OCTEOI0p03a

KocTHaTa XHCTONOTUS € OlleHeHa NP 62 EHU B MOCTMEHOTAY3a ¢ 0OCTEONOPO3a HITH ¢ HUCKA KOCTHA
IUTBTHOCT, KOUTO HE ca OWIIM JISKYBaHH 32 OCTEOINOpO3a WK ca MPEMHHAIH OT IPEAIIecTBAIIA
Tepamnus ¢ aJieHAPOHAT KbM IOCIIEABAIA Tepans ¢ AeHo3yMa0 3a nepuon ot 1-3 rogunu. [letneceT u
JICBET JKEHH Ca YYaCTBAIH B MONPOYUBAHETO C KOCTHA Ouoricus Ha 24-us mecer] (n = 41)

n/unmu 84-us mecer] (n = 22) OT IPOIBDKEHUETO Ha MTPOYIBAHETO MIPH JKEHH B IIOCTMEHOIIAY3a ¢
ocreonopo3a. KocTHaTa XHCTOJIOTHS € OlIeHEHa ChIO U IPpH 17 MBkKe C 0CTE0Iopo3a cliej

e/IHa TOJIHA JICYCHHUE ¢ IcHO3yMab. Pe3yntaTure oT KOCTHUTE OMOTICHH MMOKAa3BaT KOCTH ¢ HOPMAaJTHA
CTPYKTypa B Ka4ecTBO, 0€3 TaHHU 3a MeHEeKTH B MUHEpATN3alniTa, 0e3 He3psiia KOCT Wik ¢huopo3a Ha
KOCTHHSA MO3bK. XI/ICTOMOp(bOMeTpI/IT-IHI/ITe HaXOAKH B NPOABJDKCHUETO Ha IMPOYYBAHETO IIPH KCHU B
MMOCTMEHOIIay3a C OCTEONOpO03a MOKa3BaT, 4e aHTUPE30POTHUBHUTE €PEKTH HA JACHO3yMal, U3MEPEHU
4pe3 aKTHBUPAHE HA YECTOTAaTa M CTENEHTA Ha KOCTHO 00pa3yBaHe, ce 3ama3BaT ¢ TCUCHUE Ha
BPEMETO.

Kinanuna edrkacHoCT ¥ 0€30MaCHOCT MPH MAIMEHTH ChC 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C
OTHEMAHE Ha aHAPOrE€HHU

EdwukacHocTTa 11 Ge30macHOCTTa Ha ICHO3YyMa0, IPUIOKEHA BEJHBK Ha BCEKH 6 Mecela 3a Mepuo| OT
3 rOAMHHU € U3CceBaHa IPU MBXKE C XUCTOJIOTMYHO JTOKa3aH HEMETACTaTUYECH KapIIMHOM Ha
npocrarara, nomy4dasamu ADT (1 468 mbxe Ha BB3pacT 48-97 ToauHM), KOUTO ca U3II0KCHH Ha
MTOBUINIEH PUCK OT (hpakTypH (ompeaencH karo > 70 rogunan, wim < 70 roguau ¢ BMD T-ckopoBe Ha
TyMOalTHUTE MPEeIUIeHH, Ta300eIpeHara cTaBa Win muikara Ha ¢pemypa < -1,0 uam anamHesa 3a
0CTEOIOpoTHYHA (PpakTypa). Bcruku Mbke eXeTHEBHO ca TOJTyJaBaid J00aBKa ¢ KaJIIHHd
(naii-manko 1 000 mg) u Buramun D (Haii-manko 400 IU).

Jleno3ymab 3raunMo yBennyaBa BMD Ha BcHUKHM KIIMHHYHO H3MEPEHH MECTa, B CPABHEHHE C
mare6o 3a mepuon ot 3 roaunwu: ¢ 7,9% Ha mymOamHUTE MpenuieHw, ¢ 5,7% Ha TazobeapeHara crapa,
¢ 4,9% Ha mmiikara Ha hemypa, ¢ 6,9% Ha TpoxaHTepa Ha OeapeHaTa KocT, ¢ 6,9% Ha nucranHara 1/3
Ha pazxuyca 1 ¢ 4,7% Ha 1sutoro Tsuto (Bcruku p < 0,0001). B npocniektuBHO miianupan
eKCIUIOPAaTOpPEH aHaJIN3 3HaYMMO yBennueHne Ha BMD Ha nmymGannuTe npemienn, Tazo0eapeHara
CTaBa, MIiKaTa Ha peMypa U TpOXaHTepa Ha OepeHara KocT ce HaOronaBa 1 Mecel| ciie/l HayaaHarTa
703a.

Jleno3ymMa0 noka3Ba 3Ha4MMO HaMalsiBaHe Ha OTHOCHTEIIHHUS PUCK OT HOBH ()paKTypH Ha
npenuienute: 85% (1,6% HamansBaHe Ha aOCOMOTHUS pHcK) 3a 1 ronuna, 69% (2,2% HamansBaHe Ha
abCcoMoTHUSA PUCK) 3a 2 ToauHu U 62% (2,4% HamaisiBaHe Ha aOCOJTIOTHHS PHCK) 32 3 TONWHU
(Bcuuku p < 0,01).

Kinanuna edrkacHoCT ¥ 0€30MacHOCT IPH MAIMEHTH ChC 3ary0a Ha KOCTHO BEIIECTBO, CBHP3aHO C
aJIFOBaHTHA TEpalus C apoMaTa3eH HHXUOUTOP

EduxacHoctTa 1 6e3omacHOCTTa Ha JeHO3yMal, IPHWIOKEH BEIHBXK Ha BCeKU 6 Mecela 3a 2 TOANHH,
ca U3CJIeBaHU IPH KCHH C HEMETACTaTH4EH KapIIMHOM Ha MJeyHaTa >xie3a (252 jxeHu Ha Bb3pacT
35-84 ropuun) u nzxogau BMD T-ckopose mexay —1,0 1o —2,5 Ha myMOaHUTE IPENUICHH,
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Tazo0eapeHara cTaBa WM MUHKaTa Ha 0eIpoTo. BCHUIKM KEeHH eKeTHEBHO ca IMOIyJaBail 100aBKa ¢
kanuui (Hait-manko 1 000 mg) u Buramun D (Haii-manko 400 1U).

[IspBUYHaTA MPOMEHIINBA 32 €PUKACHOCT € MPOMsHA B TIporieHTHTe Ha BMD Ha mymbananTe
MPENUIeHH, €(PUKACHOCTTA [0 OTHOIICHHE Ha (JPAKTYPHUTE HE € OllCHeHa. J[eHo3yMal 3HauuMo
yBennuaBa BMD Ha BCHUKH KIMHUYHO U3MEPEHH MECTa, B CpaBHEHHE C Mtanebo 3a 2 rogunu: ¢ 7,6%
Ha TyMOaJHHTE MpenuieHH, ¢ 4,7% Ha Ta3obeapeHara crasa, ¢ 3,6% Ha muiikaTta Ha pemypa, ¢ 5,9%
Ha TpoxaHTepa Ha OenpeHara Kocrt, ¢ 6,1% Ha nucramHata 1/3 Ha pagmyca u ¢ 4,2% Ha AIOTO TAIO
(Bcuuku p < 0,0001).

Jleuenure Ha 3ary0a Ha KOCTHO BEIIECTBO, CBbP3aHA ChC CHCTEMHA NIFOKOKOPTHKOUIHA Tepaus

EduxacHoctTa 1 6e3omacHOCTTa Ha AeHO3yMab ca nicieaBanu npu 795 nanuentu (70% xeHu u
30% mbxe) Ha Bb3pacT oT 20 1o 94 roauHu, JeKyBaHH ¢ > 7,5 mg AHEBHO NEepOpajieH NPeAHN30H
(WM HETOB €KBUBAJICHT).

[Ipoydenu ca qBe MoAMONyIaUy: TPOABIKABAIIH TITFOKOKOPTUKOUIHA Teparus (> 7,5 mg nHEeBHO
MIPEeTHU30H WJIM HErOB €KBHBAJICHT 3a > 3 Mecela Mpean BKII0YBaHe B IIpoydBaHeTo; n = 505) n
3ar0YBaIli TITIOKOKOPTUKOUAHA Tepanus (> 7,5 mg NTHEBHO MPEIHU30H WM HETOB €KBUBAJICHT

< 3 Meceria npey BKIOYBaHe B IpoyuBaHeTo; n = 290). [lanmentute ca pangomusupanu (1:1) na
ToJTy9aBaT WM JeHo3yMa0 60 mg MoaKOKHO BEAHBK HA BCEKH 6 Mecera, HITH TIEpOpaJieH pU3eapoHaT
5 mg BeJHBXK THEBHO (AKTUBHA KOHTPOJIA) 3a 2 TOAMHM. [laliMeHTUTE MOJIydaBaT eXEIHEBHO 100aBKH
¢ xanuii (Haii-manko 1 000 mg) u Butamun D (Haii-manko 800 IU).

Egpexm evpxy xocmnama munepanna nivmuocm (BMD)

B noamonynamnusTa, npoabirKaBalia rIIOKOKOPTHKOUAHA Tepamus, IeH03yMad MoKa3Ba Mo-TOIsIMO
yBenuueHre Ha BMD Ha iymbanHuTe npenuieHu, B CpaBHEHUE ¢ pU3epoHaT Ha | ronuHa (1eHo3ymab
3,6%, puzenponar 2,0%; p < 0,001) u ma 2 roguan (aerozymad 4,5%, puseaponar 2,2%; p < 0,001).
B noamonynamusta, 3amo4saiia TIFIOKOKOPTUKOHIHA TepaIHs, IEHO3yMal MoKa3Ba MMo-ToJIsiMO
yBenuueHne Ha BMD Ha mymOanHuTe npenuieHu, B CpaBHEHUE ¢ pu3eApoHaT Ha 1 ronuHa (neHyzomad
3,1%, puzenponar 0,8%; p < 0,001) u ma 2 rogunn (aero3ymad 4,6%, puzeaponar 1,5%; p < 0,001).

OcBeH TOBa J1eHO3yMal MOoKa3Ba 3HAYUTEIHO MO-TOJISIMO CPEAHO MPOLEHTHO yBenndenue Ha BMD ot
M3XOAHUTE CTOMHOCTH, B CPaBHEHHE C pU3EAPOHAT, Ha Ta300eIpeHara cTaBa, uiikaTa Ha peMypa 1
TpoxaHTepa Ha OepeHaTa KOCT.

IIpoy4BaHeTo HE € ¢ MOLIHOCT 32 IEMOHCTpHpaHe Ha pasnuka npu ¢paxrypute. Ha 1 roguna
YecToTaTa Ha HOBa peHTreHorpadcka QpakTypa Ha MpelnrieHnTe cpel] yaacTHUIuTe € 2,7%
(meno3ymab) cupsimo 3,2% (puzenponar). [Ipu yuacTHHIIMTE YecTOTaTa Ha HeBepTeOpanHa pakTypa
e 4,3% (neno3yma0) crpsimo 2,5% (puseaponar). Ha 2 roguau choTBETHUTE CTOWHOCTHU ca 4,1%
capsmo 5,8% 3a HOBU peHTreHorpad)cku BepTedpannu ¢paktypu u 5,3% cropsimo 3,8% 3a
HeBepTeOpanHu Qpaktypu. [loBedeTo oT GpakTypure ce HaOIIOaBaT B MOAIOITYIAIHATA,
NPOABJDKABAIIA C TIIOKOKOPTHUKOWIHA TEPAITHSL.

IlequarpudnHa momyaamms

[IpoBeneno e npoyuBane ¢ enHo pamo ¢asza Il 3a onenka Ha eukacHoCTTa, 0€30MACHOCTTA U
(hapmMaKkoKHHETHKATA TIPH JIela C osteogenesis imperfecta Ha BB3pact ot 2 1o 17 roaunu, 52,3% ot
MBXKKH 1101, 88,2% ot Ostmara paca. O0mo 153 ydacTHUIIM IThPBOHAYAIHO TIOTyYaBatT MOAKOKHO (S.C.)
nenozymab 1 mg/kg no makcumym ot 60 mg, Ha Bceku 6 Meceria 3a 36 mecena. [llectneceT yuacTHUIH
MIpeMHUHABAT Ha MpUJIaraHe Ha BCEKH 3 Mecela.

Ha mecent 12 mpu npuiarane Ha BCEKH 3 Mecela, MPOMSHA B CPETHUTE CTOMHOCTH IO METO/1a Ha

Hail-mankute kBagpatH (LS) (ctangaptaa rpemka, SE) cnpsimo uzxoanoro Huso Ha BMD
Z-cxopoBeTe 3a TyMOa HHS CeTMEHT Ha TphOoHauHusg cThHIO0 € 1,01 (0,12).
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Haii-gecture Hexenanu chONTHS, CHOOIIECHH ITO BpeMe Ha MpUIarane Ha BCEKH 6 Mecera, ca
aptpanrus (45,8%), Oonka B kpaitauk (37,9%), 6osika B repoa (32,7%) u xunepkanuuypus (32,0%).
XunepkanueMus ce ChoOIaBa 1o BpeMe Ha npuiiarane Ha Bceku 6 mecena (19%) u Bceku 3 mecena
(36,7%). Cepuo3nu HexxenaHu crouTHs Ha xunepkanuemus (13,3%) ce cpo0maBat o Bpeme Ha
MpUjaraie Ha BCeKH 3 Mecela.

B npoabmkenuero Ha npoyuBaHeTo (N = 75) ceprno3HU HexXelaHH ChOUTHS HAa XHUIIEPKATIUEMUS
(18,5%) ca HabmrogaBaHu 1O BpeMe Ha IIpHUJIaraHe Ha BCEKH 3 Mecerla.

ITpoy4BaHusATa ca MPEKPATCHU MPEKACBPEMEHHO MOPaJAN Bh3HUKBAHE HA )KUBOTO3aCTpaIlIaBaIIH
CHOWTHS W XOCTIMTATU3AIINN, IBJDKAIIH CE Ha XUIIePKATITHEeMUs (BXK. ToUuka 4.2).

B enHO MHOTOLIEHTPOBO, PaHIOMU3HUPAHO, ABOMHOCIISTIO, MJ1aed0-KOHTPOIUPAHO, apaieIHo-
IPYIIOBO MPOYYBaHE, IPOBEACHO NMpH 24 NeAUATPUYHHI MALMEHTH C NIIOKOKOPTUKOUI-UHAYLIUPaHa
0CTEOIOp03a Ha BB3PACT OT 5 10 17 roawHwM, OTICHIBAIIO MTPOMSIHATA OT U3XOHOTO HUBO HA BMD Z-
CKoOpa 3a JTyMOAJIHUS CErMEHT Ha rPBOHAYHUS CTHIO, 0€30MacCHOCTTa U e()UKACHOCTTA HE ca
YCTaHOBEHH U CJICJIOBATEITHO JICHO3yMal He TpsOBa J1a ce M3M0J3Ba 3a TOBA MTOKa3aHHe.

EBpomneiickaTa areHIys 1o JeKkapcTBaTa 0CBOOOK/1aBa OT 3a{bJDKEHHETO 3a IPEIOCTaBIHE Ha
pe3yaTaTUTe OT MPOYUYBAHUATA C ACHO3YMad BbB BCUUKH MOATPYIH HA MEeAUAaTPUYHATA MOy alus 3a
JedeHue Ha 3ary0a Ha KOCTHO BELIECTBO, CBBP3aHO C a0JaTHBHA TEPANHs C OJIOBH XOPMOHHU H B
MOJrPYITH HA MeAHaTPUIHATA MOIyJIAlKs Ha Bh3PACT MMOJI 2 TOAWHH 32 JICYeHUE Ha OCTEOIopo3a.
Bmxre Touka 4.2 3a uHGOpMAIHMI OTHOCHO yrnoTpeba B MeAUaTpHUITA.

5.2 @apMakoKMHETHYHH CBOiicTBA

AbGcopbuus

Cren monkoXxHO TpuitoskeHre Ha no3a 1,0 mg/kg, KosTo chOTBETCTBA Ha paspenieHaTa qo3a 60 mg,
excriozunusTa Ha 6a3ata Ha AUC e 78%, B cpaBHEHHE ¢ HHTPAaBEHO3HO MPUIIOKEHHUE MTPU CHLIOTO
J1030BO HUBO. [Ipu MojKkokHO puiiokeHue Ha 60 mg, MAaKCUMaJIHU CEPYMHH KOHIIEHTpaIllUU Ha
nero3yMad (Cmax) 6 pg/ml (rpanutm 1-17 ug/ml) ce nocturar 3a 10 auu (rparuiu 2-28 aHn).

Buorpanchopmars

Kato ecTecTBeH UMyHOTIIO0YINH, I€HO3YMa0 ChIbpikKa CaMO aMHUHOKHUCEIMHU U BBIVICXUAPATH U €
MAaJIKO BEpPOSATHO Ja Ob/ie eNMMMUHUPAH Ype3 YepHOoapoOeH MeTabomn3bM. OuakBa ce€ HETOBHST
MeTa0OoM3bM U STUMUHUPAHE JIa CJICIBAT IIBTHUINATA Ha KIUPHHC Ha UMYHOTJIOOYJIMHUTE, BOJICIITH 10
pasrpaxkiaHe 10 MaJK{ MENTHAN U OTACITHN aMUHOKUCEIIMHH.

Eanmunupane

Cren Crax, CEpyMHUTE HUBA HAMaJISIBAT C MOMYKUBOT 26 AHU (TpaHuLy 6-52 nHM), 32 IEpHOA OT
3 mecerna (rpanunu 1,5-4,5 mecena). [lpu netnecer u Tpu npouenra (53%) ot nanuenTuTe, 6 Mecena
CJIeNT TIOCIeTHATA 1032, HAMa U3MEPUMHU KOJTMIECTBa IeHO3yMa0.

[Tpu MHOTOKpPATHO MOAKOXKHO MpHiIokeHHe Ha 60 mg BeJHBXK Ha BCeKU 6 Mecela, He ce HaOIoaaBa
KyMyJIMpaHe WK IPOMsIHA BbB (DapMaKOKMHETHKATA Ha JICHO3yMad BbB BPEMETO.
dapMaKkOKHHETHKATa Ha IeHO3yMal He ce MOBJIHIBa OT 00pa3yBaHETO Ha CBHP3BAIIM aHTHUTENA C
JIeH03yMab U € CXOJlHa IIPHU MBXKe U skeHH. Bb3pacTra (28-87 rogunm), pacara u CTagusT Ha
3a00J1sIBaHETO (HUCKa KOCTHA Maca WM OCTEOII0pO3a, KapIMHOM Ha MPOCTaTaTa WK Ha MIICYHATa
JKJIe3a) He IMOKa3BaT 3HAYMMO BB3CHCTBUE BHPXY (papMaKOKHHETHKATa Ha JICHO3yMao.

HaGmonaBa ce TeHaeHIUS 3a Bph3Ka MEX/Ty TO-BUCOKOTO TEJIECHO TETJIO U MO-HUCKATa EKCIIO3UIIHS,
6asupana Ha AUC u Cmax. Taszu TeHaeHImsa odade He € OTYeTeHa KaTo KIMHUYHO 3HaYMMa, Thi KaTo
(hapmakoguHaMuYHUTE eeKTH, Oa3upaHu Ha MAPKEPHUTE 32 KOCTCH 00MeH M yBelndeHuero Ha BMD,
Ca TIOCTOSIHHU B IIIUPOKU IPAHUIIN HA TEIECHOTO TETJIO.
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JInHelHOCT/HEeNMHENHOCT

B npoyuBaHus 3a omnpeeNsHe Ha J103aTa, IeHO3yMal MoKa3Ba HeNWHEHHa, T0303aBUCHMA
q)apMaKOKI/IHeTI/IKa, C MIO-HUCBHK KIIMPBHC ITPU MMO-BUCOKHU JO3U WJIM KOHUCHTpAIIUU, HO
MPUOTU3UTETHO MPOMOPIIMOHATHO Ha /103aTa MOBHUIIABAHE Ha EKCIO3UIUSITA TIPH 1031 0T 60 mg u
MO-BUCOKH.

BuOpeuno yBpexaane

[Ipu mpoy4BaHe ¢ 55 manuenTy ¢ pa3ardHa cTereH Ha Ob0pedHa QyHKINS, BKIIOYUTEITHO U MMAITUEHTH
Ha JTUan3a, CTereHTa Ha ObOpevHo yBpeKJaHe He IOBJHsABA (hapMaKOKHHETHKATA Ha JIeHO3yMa0.

YepHoApOOHO YBPEKIAHE

He e npoBexk1aHO0 KOHKPETHO MPOYYBaHE MPH MALMEHTH ¢ YepHOAPOOHO yBpexkaaHe. Karo mso
MOHOKJIOHAJTHUTE aHTHUTENA HE C¢ SIMMMUHHUPAT MOCPEACTBOM YepHOAPOOeH MeTabonm3bM. He ce
odJakBa apMaKOKHHETHKATa Ha JeHO3yMal fa ObJe MOBIHHA OT YEPHOAPOOHO YBPEKIaHE.

[lemnaTpryna momyamus

Bildyos me Tpsi6Ba 1a ce n3mo3Ba MpH MeAUaTPUUHH Moy nauy (BK. Toukn 4.2 u 5.1).

B npoyuBane ¢aza Il mpu nequarpudHu NauieHTy ¢ osteogenesis imperfecta (N = 153)
MaKCHMAaJHUTE CEPYMHHN KOHIIEHTPALK Ha AeHO3yMal ca HaOmoxaBany Ha JieH 10 B paMKuTe Ha
BCUYKH BB3PacTOBH rpynu. [Ipu mpuiarane Ha BCEKH 3 Mecella M Ha BCEKH 6 Mecela ce Ha0ojasa,
4e CpeTHUTE Hal-HUCKH KOHIICHTPAIIMU Ha IEHO3yMald B cepyMa ca IO-BUCOKH IIPH JIela Ha Bb3pacT
oT 11 7o 17 roaunu, a nenara Ha Bb3pacT OT 2 J10 6 TOJIUHU ca C Hall-HUCKUTE CPEeIHU Hall-HUCKHU
KOHIICHTPAIIHH.

5.3 IlpenkIuHUYHM JaHHH 32 0€30MACHOCT

B npoyuBaHus 3a TOKCUYHOCT NMPU €AHOKPATHO M MHOTOKPATHO MpUJIATaHE MIPU ABITOONANIaTH
Makalu, J103u geHo3ymao, Bogenu 10 100 - 150 mbTH mo-ronsiMa cuCTeMHA €KCIIO3UIUS OT
MIpenopBIHNTEITHATA 1032 TIPH X0pa, HAMAT e(DEeKT BbPXY ChPACUYHOCHIOBATA (PU3HOJIOTHS,
(depTunrTeTa Py MBKKUTE WK )KEHCKUTE W HE TIOKa3BaT CrieU(pUIHA TOKCUYHOCT 3a TAPTeTHU
OpraHH.

CTaHJIapTHPITe TCCTOBEC 3a U3CJICABAHC HA TCHOTOKCHUYHHA ITIOTCHIIMAI Ha I[eHOSYMa6 HC Ca OLICHABAHU,
ThI KaTo TaKHMBa TECTOBE HE ca IMPUWJIOKHUMU NIPH Ta3U MOJICKYJIA. Bcee MakK, nmopaau €CTeCTBOTO My €
MaJIKO BEPOATHO ,Z[CHOBYMa6 Ja MMa HAKAaKbB MOTCHI WA 3a TCHOTOKCUYHOCT.

KapriuHoreHHUAT NOTEHIIMAT HA JIeHO3yMab He € OIeHsABaH MPU JBJITOCPOYHU IPOYUYBAHUS NPU
JKUBOTHHU.

[Ipu npenkmuHIYHN poy4BaHus, IpoBeaeHu npu knockout mumku 6e3 RANK nimn RANKL, e
HabJIr0IaBaHO HapyIIeHHe Ha 0Opa3yBaHeTo Ha TUMQHU BB3IU BEB (eryca. Habmonasana e cbio
JIMIICA Ha JIAKTALUs, B pe3yJITaT Ha MIOATHCKAaHe Ha Ch3PsIBAHETO HAa MJICYHATA XKJIe3a
(;100ymmo-anBeoIapHOTO Pa3BUTHE HA JKJIe3aTa M0 BpeMe Ha OpeMeHHOCTTa) pu knockout mumiku 6e3
RANK mmu RANKL.

[Ipu npoyuBaHe pu ABITOONAIIATH MAKaIM, HA KOUTO € IPUJIOXKEH IEHO3yMal 110 BpeMe Ha
nepuoja, eKBUBAJICHTEH Ha ITBPBHS TpUMecThbp Ha OpemenHocTTa, pu AUC ekcrio3nnuu 10 99 mbTH
MO-BUCOKH OT J1o3ata npu xopa (60 mg Ha Bceku 6 Mecela), HsIMa JaHHH 33 YBpeXKAaHe HAa MaliKaTa
nnu ¢eryca. Getanaure TUMQHN BB3IU HE Ca U3CIICABAHH IIPU TOBA IIPOYYBAHE.
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IIpu apyro npoyuBaHe Ipu ABJITOONAIIATH MaKally, Ha KOUTO € MPHIOKEH AeH03yMal o BpeMe Ha
6pemennoct npu AUC excriozuiiny, 119 mbTu mo-BUCOKH OT Jo3aTa mpu xopa (60 mg Ha Bceku

6 Mecela), € UMaJlo MOBUIIABaHE HA MBPTBUTE PAXKAAHHS U MIOCTHATAJIHATA CMBPTHOCT; HApyILIEH
KOCTEH pacTexX, BOJCII 10 HaMaJleHa 3[jpaBUHA Ha KOCTUTE, IIOHIDKEHA XEMaTOI0e3a ¥ HEIPaBUIIHO
noJipexkJIaHe Ha 350HTe; TUIca Ha nepudepHr TMMGHHN BB3JIH U 3a0aBeH HeoHaTaeH pactex. He e
YCTaHOBEHO HHMBO, IIPH KOETO HE ce HAaOIII0aBaT HeXXeJlaH! PeaKK M0 OTHOLIEHHE Ha
penponykuusTta. lllect Mecena ciex paxxaaHeTo IPOMEHUTE, CBBP3aHH C KOCTHTE, Ca IIOKa3aln
00paTHO pa3BHUTHE U HE ¢ HaOMoMaBaH e(heKT BbpXY IMIOHUKBAHETO Ha 350uTe. EdekTrure BEpXY
nUM(HUTE BB3JIM ¥ HEMPABIIIHOTO MOJpEkJaHe Ha 350UTe 00ade mepcrcTUpaT U € Hablfo1aBaHa
MUHHMMAJHA JI0 yMEPEHA MUHEPAIN3alsl B MHOTO ThKaHH IIPU €THO )KUBOTHO (BpB3Ka C JICYCHUETO HE
¢ ycraHoBeHa). Hsima naHHM 3a yBpe)kaaHe Ha MaliKkaTa Ipeay pa’kAaHeTo; HeXeJaH! eQeKTy Ipu
MaiikaTa Bb3HHKBAT HEUECTO 10 BpeMe Ha paxxiaHeTo. PazBuTHeTo Ha MailuMHaTa MiieuHa xkJie3a ¢
HOPMaJTHO.

HpI/I NPCAKIIMHUYHUTE MPOYYBaHHA 3a KA4Y€CTBO Ha KOCTUTC ITPU MaﬁMYHPI Ha IPOABIJIKUTCIIHO
TpEeTUpaHe C ICHO3yMal, HAMAJISIBAHETO Ha KOCTHHS OOMEH CE CBhP3Ba C IMOBUIIIABAHE HA 3JI[paBUHATA
Ha KOCTHTE M C HOpMaJlHa KOCTHA XucTosorus. Kannuesure HUBa ca BpeMEHHO HaMaJIeHH, a HUBaTa
HAa MapaTHPEOUIHUS XOPMOH ca BPEMEHHO YBEIUYCHH MTPU MAMYyHHU C OBAPHEKTOMHS, JIEKYBaHH C
JeHO3yMa0.

[Ipy MBKKH MUIIKH, TeHHO Moaenupanu Aa ekcnpecupaT huRANKL (knock-in Mutikm), KOUTO ca
MOJTO’KEHH Ha TPAHCKOPTHKAIHA (pakTypa, IeH03yMal 3a0aBs OTCTpaHsIBaHETO Ha XPyLIsiia U
PEMO/ICIIMPAHETO Ha Kalyca Ha (pakTypaTa, B CpaBHEHUE C KOHTPOJIM, HO OMOMEXaHUYHATA 3/IpaBUHA
He e OuIa 3acerHara HeOIaromnpusaTHO.

Knockout muriku (k. Touka 4.6) 6e3 RANK i RANKL neMoHCTprpaT HaMajIeHO TEJISCHO Tero,
MTOHIKEH KOCTEH PACcTek U JIUIca Ha MpoOuB Ha 360u. [Ipy HOBOPOIEHU TLTHXOBE HHXUOUPAHETO Ha
RANKL (uenta Ha Tepanwusita ¢ IeHO3yMal) ¢ BUCOKH JTO3M OCTEONpPOTEreprH, CBbp3aH ¢ Fc
(OPG-Fc), ce acormuupa ¢ nHXHOMpaHe Ha KOCTHHSI pacTeX u nmpodusa Ha 360u. Te3u mpoMeHu ca
OMIM YacTHYHO OOpaTHMH MPH TO3HM MOJEN clie]l IpeKpaTsIBaHe Ha mpuinokeHrnero Ha RANKL
naxuouTopu. [lompacTBamniy npumary, Ha KOUTO € Tpriiarad qeHo3ymab 27 u 150 mptr Hax
knuHngHaTa excriozumus (10 u 50 mg/kg Ha n03a), UMat HapymieHHe B pacTexHuTe Tiodkd. [lopaan
TOBA JICYCHUETO C JICHO3yMad MOXKe J]a HapyIId KOCTHHUS pacTeX IPH Aelia C OTBOPEHH PACTES:KHH
TUIOYKU M MOJXKE J1a MOTUCHE TpoOWBa Ha 360UTE.

6. DAPMAIEBTUYHHU JAHHHAU

6.1 Chnucbk Ha IOMOIIHUTE BellecTBA

Jlenena onerHa kucenuHa*

Hatpues xunpokenn (3a kopexmus vHa pH)*

Copburon (E420)

[Momucopobar 20 (E432)

Bopa 3a nHxexnuu

* [Ipu cMecBaHe Ha OIleTHA KHCETTMHA C HATPHUEB XUAPOKCH ce 00pa3yBa amerateH 0ydep

6.2 HecnbBMecTHMOCTH

[Tpu nunica Ha MpoyYBaHMUs 32 HECHBBMECTHMOCTH TO3H JICKAPCTBEH MPOIYKT HE TPsIOBa Jja ce CMecBa ¢
JPYTH JIEKapCTBEHU MPOIYKTH.

6.3 Cpok Ha rogHoct

18 mecena
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Cren xaro ce u3Bamd oT XnaamwiHnka, Bildyos moxe ma ce cpxpansBa Ha craiiHa TeMIiepaTypa

(mo 25 °C) no 30 nHM B OpUTHHATHATA KQpTOHEHA OMMakoBKa. Tps0OBa Ja ce U3MoJ3Ba B pAMKHUTE Ha
T03u 30-IHEBEH HNEPUO.

6.4 CroenmuajHu ycJ0BHSI HA CbXpaHeHHe

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

[a He ce 3ampassiBa.

CuxpaHsiBaiiTe KOHTEIfHEpa B KapTOHEHATa ONIAKOBKa, 32 J]a ce MpeJna3y OT CBETINHA.

6.5 Bwuau chabp:KaHHe HA ONMAKOBKATA

Bildyos 60 mg uHXeKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHEHA CITPUHI[OBKA

Enna ml pa3TBop B peABapUTEHO HAITBIIHEHA CIIPUHIIOBKA 32 €JHOKpaTHA YIOTpeda OT CTHKIIO
Tun | ¢ urna ot HepexAaeMa cromana pazmep 29G ¢ mpeanazuTes Ha Uriara.

OmnaxoBKa C eHa IMpeIBapUTEITHO HAITBITHEHA CIIPUHIIOBKA TIOCTaBeHa B OrcTep (TpeaBapruTEITHO
HaIThTHEHA CTIPUHIIOBKA C TIPEIA3UTEN Ha UTJIaTa).

Bildyos 60 mg nHkeKkmoneH pa3TBop

Enun ml pa3TBop BBB QuiakoH 3a eqHOKpaTHa ynotpeda (cTokiio tunl 1) cbe 3amymmaika ot
OpoMoOyTHIIOBa I'yMa U Karadyka oT alyMHHUH U IUlacTMaca, chabpikain 60 mg aeHosymao.

Bunose onakoBku ¢ eiMH (IIAKOH.
6.6 ChenmuajaHu nMpeana3Hu MEPKH MPH U3XBbPJIsiHE H padoTa

Bildyos 60 mg nHXkeKIIMOHEH Pa3TBOD B NIPEABAPUTEIHO HAITHIHEHA CIIPUHIIOBKA

o Ipenu mpunoxkenue, pa3tBopsT Bildyos tps6Ba na ce mpoBepu Bu3yaaHo. Pa3TBopbT MOXKe 1a
ChIBpPIKA CIIEIU OT IPO3PAYHH J10 OEJIU IPOTENHOBH YacTUIM. He MHKeKTHpaiTe pa3TBOpa, ako
€ MBTEH, WM C IPOMEHEH LIBSAT.

. Jla He ce paskiaina.

. 3a n1a ce uzberne TUCKOM(OPT Ha MACTOTO HA UHXKEKTHPAHE, OCTABETE MPEABAPUTETHO
HaITbJIHEHATa CIIPUHIIOBKA JIa TOCTHTHE cTaiiHa TeMiieparypa (1o 25°C) npenu HHKEKTUpaHe U
HWHXEKTHpaiiTe 0aBHO.

° MuxekTHpaiiTe IAI0TO ChbP/KAHNE HA IIPEIBAPUTEIHO HAIIBJIHEHATA CIIPUHIIOBKA.

Bildyos 60 mg nHkeKIHMOHEH PAa3TBOD

o Ipenu npunoxenue, pasrBopsT Bildyos Tps6Ba ma ce mpoepu BusyanHo. Pa3TBOpbT MOXKe aa
ChIBPIKA CIIEAN OT MPO3PAUYHH 10 O€JIM IPOTEUMHOBU YacTUIU. He MHKeKkTHpaiTe pa3TBOpa, ako
€ MBTEH WITH C TIPOMEHEH IBSIT.

o Jla He ce pasknaiia.

o 3a na ce u3berne TUCKOMMOPT HA MSCTOTO HA MHXKCKTHPAHE, OCTaBeTe (plakoHa J1a JTOCTUTHE
craitna Temmeparypa (o 25°C) nmpenn HHXEKTHpaHe ¥ HHKEKTHpanTe OaBHO.

. TpsaOBa ma ce MHKEKTUPA IISLTIOTO ChABPKaHKE Ha (prrakoHa.

. 3a mpuiokeHne Ha JIeHo3yMal ce mpemnopruBa uria 27 G.

. HWrnara He TpsOBa 1a ce BHBEXKIa OTHOBO BBB ()IAKOHA.

Hewusnon3padusT JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTEC MATCpHUATIN OT HET'O TpH6Ba Aa CC U3XBBPJIAT
B CbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.
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7. MPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Henlius Europe GmbH

Sternstralle 67

40479 Dusseldorf,
I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1978/001
EU/1/25/1978/002

9. JATA HA ITBPBO PA3PEINABAHE/IIOJJHOBSIBAHE HA PAZPEIIEHHUETO 3A
YIHOTPEBA

Jlata Ha THPBO pa3pelniaBaHe:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IMoapodHa nHbopMaIus 3a TO3M JEKAPCTBEH MPOAYKT € MpeJ0CTaBeHa Ha yebcaiita Ha EBpomneiickaTa
arceHIMS 110 JIeKapcTBaTa https://www.ema.europa.eu.
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MNPUJIOKEHHUE I1

HHPOU3BOAUTEJ HA BUOJIOT'NYHO AKTUBHOTO
BEINECTBO U NIPOU3BOJUTEJI, OTTOBOPEH 3A
OCBOBOXIABAHE HA ITAPTU AN

YCJIOBUSA NN OTPAHUYEHUSA 3A IOCTABKA 1
YIHOTPEBA

APYI'N YCJIOBUS N UBUCKBAHUS HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JJEKAPCTBEHMS
MPOJIYKT
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A.  NPOU3BOAUTEJI HA BUOJOI'NYHO AKTUBHOTO BEHIECTBO U
INPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTU/IU

HMe n aapec Ha MPOU3BOAUTENS HA OMOJIOTMYHO AKTUBHOTO BEIIECTBO

Shanghai Henlius Biologics Co., Ltd.
Building 1,

No. 182 Wenjun Road,

Songjiang District, Shanghai,

Kurait

HmMe 1 agpec Ha IPOU3BOIUTEIS, OTTOBOPEH 3a OCBO60)KZ[aBaHe Ha MapTuamTe

Cilatus Manufacturing Services Limited
Pembroke House, 28-32 Pembroke Street Upper,
Dublin 2,

D02 EK84,

Hpnangus

IleyaTHaTa nuCcTOBKA Ha JICKAPCTBCHUA MIPOAYKT TpH6Ba Aa CbAbprKa UMCTO U a/ipeCa Ha
IIPOU3BOAUTEIIA, OTTOBOPEH 3a OCBOGO)K,Z[aBaHeTO Ha CbOTBETHATA IapTuaa.

b. YCJIOBUSA NWJIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOJIYKT € OTITyCKa I10 JIEKAPCKO MpeIIUCaHue.

B. JPYI'U YCJIOBUS U N3UCKBAHUSA HA PASPELHIEHUETO 3A YIIOTPEBA
. IlepuoauyHu aKkTyaJau3npanm aqokjaaau 3a oezonacuoct (IIA/IB)

M3uckBanmsTa 3a nogaBane Ha [TAJIb 3a To3u TeKapCTBEH MPOAYKT ca MMOCOUEHHU B CITUCHKA C
pedepentaute natu Ha EBpomnetickus cbio3 (EURD cnuchk), npensuzaeH B wi. 1078, ain. 7 ot
Hupexrusa 2001/83/EO, 1 BbB BCUUKH CIIeIBAIIN aKTyJIM3aLHH, ITyOJIHMKYBaHH HA €BPOICHCKUS
yeOTopTal 3a JIeKapCcTBa.

r. YCJI0BUA NN OTPAHUYEHUS 3A BE3OITACHA 1 E@QEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUA ITPOAYKT

. Ilnaun 3a ynpasJjienue Ha pucka (ITYP)

[Ipurexarenst Ha pa3pemennero 3a ynorpeda (IIPY) tpsabsa na u3BbpIiBa H3UCKBAHUTE AEHHOCTH U
JeWCTBYSI, CBBP3aHH C MPOCICsIBaHEe Ha JIeKapcTBeHaTa 0€301MacHOCT, MocoueH! B oo00penus [1YP,
npencrased B Mozyn 1.8.2 Ha pa3perieHueTo 3a ynorpe0da, KakTo U BbB BCUUKHU CJICABALIN 0JJ00PEHH
akTyanuzanuu Ha [TVP.

Axryammsupas [1YP Tps6Ba na ce monasa:

. 10 UCKaHe Ha EBponelickara areHuus 1o JeKapcTBara;

. BUHArH, KOraTo ce U3MEHS CHCTeMara 3a yIpaBJleHHe Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
NOJy4aBaHe HAa HOBa HH(OPMaLs, KOSTO MOXKE /1a I0BeJle 10 3HAaYMMH IIPOMEHHU B
CHOTHOILEHUETO I0I3a-PUCK, WIIH CIIE]] JOCTUraHe Ha BaXKeH eTall (BbB BPb3Ka C IIPOCIIEAIBaHE
Ha JIeKapCTBEHAaTa 0€30I1aCHOCT WM CBEXJIaHe Ha PUCKA 10 MUHUMYM).
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L4 I[OH"])JIHI/ITC.]IHH MEPKH 3a CBECKAaHEe HA PUCKA 10 MUHUMYM

[IPY Tps6Ba na ocurypu BbBEXAaHETO Ha HAIOMHSIIA KapTa Ha MalMeHTa OTHOCHO OCTEOHEKPOo3a Ha
YEJIOCTTA.
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IMPUJIOKEHHME II1

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA IIPEABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Bildyos 60 mg mHKeKIIMOHEH pa3TBOP B MPEIBAPUTEIHO HAIIBIHEHA CIIPUHIIOBKA
JeHO03yMab

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHHIECTBO(A)

1 ml npeaBapuTEIIHO HAITBJIHEHA CIIPUHIIOBKA, Chabpxaiia 60 mg neHozymad (60 mg/ml).

3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

JIeJICHA OLIETHA KUCEMHA, HaTpueB Xxuapokcua, copouroin (E420), nomucopdar 20 (E432), Boaa 3a
WHKEKIUH

4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

HMuxexunoHeH pa3TBop
Enna npensapuTeHO HabJIHEHA CIPUHIIOBKA C aBTOMATUYEH NPEANa3uTes Ha UrjaTta

| 5. HAYUH HA ITPUWIOKEHUE U ITbT(MIIIA) HA BbBEK/IAHE

CaMo 3a MOAKOXKHO MPHUIIOKEHHE
[Ipenn ymoTtpeba mpodereTe TUCTOBKATA.
Ha He ce pa3kinania.

6. CHEHNUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA JTELIA

I[a CC CbXpaHsdBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. JAPYI'U CHEHNUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOJINUMO

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

T'onen no:
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| 9. CHHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpaHsBa B XJIQJUIHHK.
[a He ce 3ampassBa.
CobxpaHsiBaiiTe KOHTEHEpa B KApTOHEHaTa OMAaKOBKa, 3a /1a C€ IPENa3y OT CBETINHA.

10. CHEHNUAJIHM HNPEAITA3ZHU MEPKMU IIPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA TIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Henlius Europe GmbH
Sternstralle 67

40479 Dusseldorf,
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1978/001

13. TAPTHUJAEH HOMEP

ITapTuna:

| 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MHPOPMAIIMS HA BPAIJIOBA A3BYKA

Bildyos

| 17. YHUMKAJIEH WAEHTUH®UKATOP — IBYU3MEPEH BAPKO/L

JBym3MepeH 0apKoJl C BKIFOUEH YHUKAJICH UICHTU(DUKATOD

| 18. YHMKAJIEH WAEHTUH®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA ®JIAKOHA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Bildyos 60 mg umkeKkIroHeH pa3TBOp
neHo3ymMab

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bceku duakon chabpika 60 mg neHo3zymad B 1 ml pasrBop (60 mg/ml).

/3. CHOUCHK HA TOMOUIHUTE BEIECTBA

JIeJICHA OLIETHA KUCEMHA, HaTpueB Xxuapokcua, copouroin (E420), nomucopdar 20 (E432), Boaa 3a
WHKEKIUH

| 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WHxekIoHeH pa3TBop
1 ¢urakoH 3a emHOKpaTHA yIIoTpeda

| 5. HAYHNH HA ITPUWJIOKEHUE U ITbT(MIIIA) HA BbBEK/IAHE

ITonkoxxHO TIPUIIOKEHUE
[Ipenu ynoTtpeba mpodereTe TUCTOBKATA.
Ja He ce paskiaia.

6. CHEHONUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOT'VIEJA U JOCEI'A HA JEIIA

I[a C€ CbXpaHsiBa Ha MACTO, HEAOCTBHITHO 3a ACIA.

| 7. APYTI'U CIHEIMAJIHU ITPEAYIPEXKIAEHUSA, AKO E HEOBXOJUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

27



| 9. CHHELHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpaHsBa B XJIaJUIHHK.
a He ce 3ampassBa.
CoxpansBaiite prakoHa B KapTOHEHaTa KyTHS, 3a J]a c€ TIpe a3y OT CBETIHHA.

10. CHEHNUWAJIHM IPEAITA3ZHU MEPKMU IIPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA TIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Henlius Europe GmbH
Sternstrafe 67

40479 Diisseldorf,
I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1978/002

13. TAPTHUJAEH HOMEP

ITapTuna:

| 14. HAYMUH HA OTIIYCKAHE

| 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MHPOPMAIIMS HA BPAIJIOBA A3BYKA

Bildyos

| 17. YHUMKAJIEH HAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH UACHTH()HKATOP.

| 18. YHUKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

HNPEABAPUTEJ/JIHO HAITBJIHEHA CITPUHIHOBKA B BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Bildyos 60 mg umxexmms
neHo3ymMab

2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Henlius Europe GmbH

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot
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MHUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA IIPEJBAPUTEJIHO HAITbJIHEHA COPUHIIOBKA C IPEJIIA3UTEJ HA
WUTJIATA (B BJIUCTEP)

1. HNME HA JIEKAPCTBEHUS ITPOAYKT U IbT(MIIA) HA BBBEXK/JIAHE

Bildyos 60 mg
JeHO3yMab
s.C.

| 2. HAYUH HA TIPUJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

| 6.  JPYIroO
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TEKCT HA HAIIOMHSIIIATA KAPTA (BkJII0YeH B 0IIAKOBKATA)

Bildyos 60 mg

JICHO3yMao

Camo 32 TOIKOKHO MPUIIOKCHUE

Benupx Ha Bceku 6 mecena:

Wsmomnssaiite Bildyos TonkoBa abro, KOJIKOTO € mpeanucan BammsT gekap.
Jlata Ha clie/iBaIaTa MHKEKIHsL:
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MHUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HUME HA JIEKAPCTBEHUS NTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Bildyos 60 mg nmxexms
JeHo3yMab
S.C.

| 2. HAYHNH HA TIPUJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

| 6.  JPYIO

32



b. JUCTOBKA
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JlncroBka: uH(popmManus 3a norpeduTesst

Bildyos 60 mg uH:keKIMOHEH Pa3TBOP B MPeABAPUTETHO HAMbJIHEHA CIIPUHIIOBKA
nerno3ymab (denosumab)

vTOSI/I JIEKapCTBEH MPOIYKT MOJIICKH Ha JOMMBIHUTEIIHO HabromeHre. ToBa 1e mo3Boiii Obp30TO
YCTaHOBSIBaHE HAa HOBa MH(OPMAIUs OTHOCHO Oe30macHoCTTa. MOoKeTe /1a AaJieTe CBOsS IMPUHOC KaTo
CHOOIINTE BCSIKA HEXKENIaHa PeaKIns, KOSITO CTe TOMYJYWId. 3a HaunHa Ha ChOOIIaBaHEe HA HEXKeJaHH
peaKIuy BIKTE Kpas Ha TOUKa 4.

IIpoyeTere BHMMATENHO slJIaTa JIMCTOBKA MPEIH 1A 3alI04YHETe a M3I0JI3BaTe TOBA JIEKAPCTBO,

Thil KaTO T CbAbPKa BaskHa 3a Bac undopmanus.

- 3ama3zeTe Ta3u JMCTOBKA. MOXKe 1a ce HAJIOKH Ja S IPOYeTeTe OTHOBO.

- AKO MMaTe HSIKaKBH JIOMBIHUTEIHN BBIIPOCH, ONUTaiTe Bammus nekap unu gpapmanesT.

- ToBa nexapcTBo € mpeanucano Ju4Ho Ha Bac. He ro nmpeoTtcrenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIy, HE3aBUCUMO Y€ IPU3HALUTE Ha TAXHOTO 3a00JsiBaHE ca ChIIUTE KaTo Bammre.

- AKO TIOJyuYHnTe HAKAaKBH HEXEJIaHU peakiny, yBeaomeTe Bamus nexkap ninm GpapmarnenT. Tosa
BKJIIOYBAa U BCUYKH Bb3MOXHU HCKCJIAHU PCAKIUN, HCOIMMCAHU B Ta3U JIMCTOBKA. Buxre
TOUKa 4.

- Bammst nexap e Bu nane HanmoMHsIIa KapTa Ha MAIMEHTA, ChIbpIKaIla BakHa HHMOpMAIIHs
BBB BPB3Ka ¢ 0€30MaCHOCTTA, C KOSITO TPsOBa Aa ce 3alo3HaeTe MPeH U 10 BpeMe Ha
neuenuero Bu ¢ Bildyos.

Kakso ChbABbpPiKa Ta3u JIMCTOBKA

1. KakBo npencrasnsasa Bildyos u 3a kakBo ce u3nonssa

2. Kakso Tps0Ba 1a 3Haere, npeau aa usmoiassate Bildyos

3. Kak na nsmomnssate Bildyos

4. BB3MOXHH HEXENAHU PEaKLUU

5. Kak na cexpansate Bildyos

6. CpapprkaHne Ha OMaKOBKaTa M IOMBIHUTETHA HH(OpMAITUsI
1. Kakso npeacrasiasia Bildyos u 3a kakBo ce u3nosa3Ba

Kakso npeacrasiasiBa Bildyos u kak neiicrBa

Bildyos cbabpika geHo3ymad, 6enThK (MOHOKIOHATHO aHTUTSIIO), KOWTO Ce HaMecBa B ICHCTBHETO Ha
ApyT OeNTBK, 3a J1a JIeKyBa 3arybaTa Ha KOCTHO BELIECTBO U ocTeornopo3ara. Jleuenuero cwe Bildyos
[paBu KOCTHTE MO-3PaBU M IIO-MaJKO MOAATINBH Ha CUyIIBaHE.

KocTtTa € 1Ba ThKaH M HENPEKbCHATO CE Bb30OHOBSBA. XOPMOHBT €CTPOTCH ITOMara KOCTUTE Jia ca
3npasu. Ciiel MEHOIIay3aTa, HUBaTa Ha €CTPOTEH MMaJaT, B Pe3yJITaT Ha KOETO KOCTUTE MOXKE J1a CTaHaT
cabu ¥ yyruiuBy. ToBa BIOCIECTBUHE MOXKE JIa TOBEJIE 10 3a00JIIBAaHEHAPEUCHO OCTEOMOpO3a.
OcTteonopo3a MOKe Jia Ce TOSBU U MPU MBIKETE MOpaIH Peaulia MPUIUHHI, BKITFOUUTEIIHO OCTapsABaHe
I/I/I/IHI/I HHUCKO HUBO HA MBXKXKHUA XOpMOH TCCTOCTCpOH. TSI MOXK€E€ a C€ II0OABU U HpI/I IIaluCHTH,
MOJTyYaBaIlH TIFOKOKOPTUKOUIU. MHOTO MAaIMEHTH ¢ OCTEONOpo3a HAMAT CUMIITOMH, HO BBIIPEKU
TOBA Ca MOJIOKEHU Ha PUCK OT CUyIIBaHE Ha KOCTUTE, 0COOCHO Ha rphOHAaKa, Ta300eAPEHNUTE KOCTH U
KUTKHUTC.

XI/IpprI/I‘IHI/I OIepanvun Uiu JICKapCcTBa, KOUTO CIIUPAT MPOAYKIUATA Ha ECTPOI'CH UJIN TECTOCTEPOH,

H3II0JI3BAHU 34 JICHCHUC Ha MAIMCHTH C paK Ha I'bpJiaTa WJIM paK Ha IIpocTrarara, CbIl0 MOTaT aa
JoBEaaT a0 3ary6a Ha KOCTHO BemecTBo. KocTure craBar mo-cJiadu u ce YQymAT MMO-JICCHO.
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3a kakBo ce u3noassa Bildyos

Bildyos ce u3non3Ba 3a nevenue Ha:

o 0CTEOMOpPO3a MPH KEHHU CIIe MeHOTay3a (MOCTMEHOMAY3alTHH) U MbKE, KOUTO HMAT MOBHIIICH
PHUCK OT PpakTypa (cuynmBaHe Ha KOCTHTE), HaMaSIBAHKH PUCKa OT TpbOHAYHU ¥ HETPHOHATHU
(bpakTypu 1 GpakTypH Ha Ta300eIPEHUTE KOCTH.

) 3ary0a Ha KOCTHO BELIECTBO B pe3yJITaT Ha HaMaJIeHUe Ha HUBOTO Ha XOPMOH (T€CTOCTEPOH),
MIPUYUHEHO OT OIEpallvs WK JIEYSHHE C JIEKapCTBa MPH MalMEHTH C PaK Ha IpocTaraTa.
J 3ary0a Ha KOCTHO BELIECTBO B pe3yJTaT Ha MPOABIKUTEIIHO JICYCHUE C TIIFOKOKOPTUKOUIH MTPH

NalKEHTH C ITOBUIICH PUCK OT QpakTypa.

2. Kakso TpsioBa 1a 3HaeTe, npeau xa u3noJssare Bildyos
He uznousBaiite Bildyos

. aKo UMaTe HUCKU HUBA Ha KaJIUil B KPHBTA (XUMOKATIIUECMUS).
o aKo CTe aJIEPTUYHH KbM JICHO3yMal MM KbM HAKOS OT OCTAaHAIIMTE ChbCTABKH HA TOBA JIEKAPCTBO
(n306poeHu B ToUKa 6).

IMpenynpesxaeHust ¥ NpeaINasHd MEPKH
T'oBopere ¢ Bamms nekap win apMmareBT, mpeau aa usmoassate Bildyos.

Jokato cte Ha nedenue ¢ Bildyos, Moxe na ce mosiBu K0)kHA HHPEKIHS ChC CUMIITOMH KaTo MOJyTa,
3a4epBeHa 00JIACT OT KOXKAaTa, HAl-4ecTo B JIOJHATA YacT Ha Kpaka, KOSITO YyBCTBATE TOpeIa 1
Oone3HeHa (IIETyINT), ¥ MOKE Ja € IPUAPYKEHA OT CHMIITOMH Ha TTOBHUIIICHA TeMIiepaTypa. Mo,
choOIeTe Ha Bammust nekap He3a0aBHO, aKO Pa3BUETE HAKOU OT TE3U CUMITTOMH.

Tps6Ba 1a npremare 100aBKH ¢ Kanuii 1 BuTaMuH D, 1okaro cTe Ha jJeueHne cbe Bildyos. Bammwst
Jekap e oochbau ToBa ¢ Bac.

Bue mMoske 1a »MaTe HUCKM HUBA Ha KaJlHWii B KPBBTA, I0KaTo noiy4dasate Bildyos. Mouns kaxere
He3abaBHO Ha Bamms nexap, ako 3a0enexuTe HIKOU OT CIEIHUTE CHMIITOMH: CIIa3MH, MIOTPENBaHUS
WM KpaMIK Ha MYCKYJIMTE, U/WJIM U3TPBIIBAHE WM MpaByUYKaHe Ha MIPBCTUTE HA PBIIETE, KpaKaTa MK
OKOJIO yCTaTa, W/UiIU I'bpUoBe, 0ObPKBaHE WK 3ary0a Ha Cb3HAHHUE.

Psnko ce choOImaBa 3a TEKKH Cydan Ha HUCKM HUBA Ha KUl B KPBBTA, BOACIIH JI0
XOCTIMTANU3alUs, U JOPH KMBOTO3acTpalliaBaiiy peakuuu. [lopaau ToBa HUBaTa Ha Kaauil B KPbBTA
Bu e 6bp1aT mpoBepsiBaHu (Upe3 KPBBHO U3CIE/IBaHE) MPEAN BCAKA 11034, a TP MAIUEHTH C
MPEAPA3NOI0KEHNE KbM XUTOKAIIIMEMHS - B PAMKUTE Ha JIBE CEIMUIIN CJIe/ HaYaTHaTa J03a.

TpsabBa na kaxxere Ha Bamms nekap, ako MaTe WK CTe UMAaJTH TeXKH pobdiemu ¢ Ob0penuTe,
0b0peyHa HeZJOCTATHYHOCT HITH C€ HY)KIaeTe OT AUajn3a, WiH MpreMare JIEKapcTBa, HapeueHH
TIFOKOKOPTHKOUIU (KaTO MPETHU30JIOH WIH JIEKCAMETa30H), KOUTO MOTaT Jia YBeIU4aT pucka oT
criaJlaHe Ha HUBAaTa Ha KaJIid B KPbBTA, aKO HE IpueMaTe T0OOABKH C KaIHi.

[poGsiemu ¢ ycTara, 3b0MTE MU YEIIOCTTa

Hexenana peakiusi, HapedeHa OCTEOHEKPO3a Ha YENFOCTTa (KOCTHO YBPEXKIaHEe Ha YENIOCTTA), Ce
crobmaBa psiako (Moske ma 3acerde 1o 1 Ha 1 000 gymm), mpu manuieHTH, MOJTyJYaBaliy 1eH03yMal 3a
0CTeonopo3a. PUCKBT OT OCTEOHEKPO3a Ha YeNIOCTTa C€ yBeln4aBa MpH MallUeHTH, JIEKYBaHU
MIPOJIBIDKUTEIHO BpeMe (Moxke 1a 3acerHe 1o 1 Ha 200 mymru, ako ce JIeKyBar B MPOAbIDKEHHE Ha

10 romuam). OcTeoHEKpo3a Ha YETIOCTTa MOXKE Jla CE MOSBH U CJIE CIIMpaHe Ha JISYCHUETO. BaxkHo €
Jla ce HalpaBH OMHWT 3a MPEIOTBPATABAHE Pa3BUTHETO Ha OCTEOHEKPO3a Ha YEINIOCTTa, Thil KaTO TOBa
MOJKe 12 € O0JIE3HEHO ChCTOSIHUE, KOSTO MOJXKE JIa C€ OKaXKE TPYJIHO 3a JIeUueHHe. 3a Jla ce Hamallu
PHUCKBT OT pa3BUTHE Ha OCTEOHEKPO3a Ha YENOCTTa, B3EMETE CIICIHUTE TPEa3Hi MEPKH:
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[penau na 3amovyHeTe JeUeHUETO, YBEAOMETe Bammust nekap vy MeUIMHCKa cecTpa (MEAUITUHCKH
CIICITUAIIHCT), aKO:

o uMare HAKaKBH MPOOJIEMH C ycTaTa WK 3b0UTE, KaTo JIONIO CTOMATOJIOTHYHO 3/IpaBe,
3a00IsBaHe Ha BEHIIUTE WJIH IIAHUPAHO M3BaXKTaHE Ha 350.

o HE MOJTy4YaBaTe PEJIOBHHA CTOMATOJOTHYHY IPHKU HITH HE CTE MMM CTOMATOJIOTHYCH Tperie]
OT JBJITO BpEeMeE.

. cTe mymiay (TbI KaTo TOBa MOJKE J]a YBEIIMYH PUCKA OT MPOOIEMHU ChC 36OUTE).

. cTe OWJIM JIEKYBaHU TIpeau ToBa ¢ OudochoHat (M3M0I3BaH 3a JICUCHUES WK TPEJ0TBPaTSIBaHe
Ha KOCTHU HAPYIICHHUS).

o CTe MPUEMAITH JISKAPCTBA, HAPEUCHU KOPTUKOCTEPOU I (KAaTO MPETHNU30JIOH WU
JIEKCaMETa30H).

o umMare pax.

Barmst iekap Moxe Jia oucka oT Bac 1a ce moyToKUTe Ha CTOMATOJIOTHYEH MPETJIe, TPean 1a
3amo4Here Jeuenue cbe Bildyos.

JHoxkato ce nekyBate, TpsiOBa Jia O IbpIKaTe J0Opa YCTHA XUTHEHA U JIa ce TIoJIaraTe Ha peJloBHA
CTOMATOJIOTHYHH Mperiiein. AKO HOCUTE MPOTE3H, TPSAOBA Aa CT€ CUTYPHH, Y€ T€ IPUIIATAT MPABHIITHO.
AKO CTe IOJUI0KEHH Ha CTOMATOJIOTHYHO JIEYEHNE WM BH IpecTon CTOMaTOI0rMYHa ONEpanus
(Hamp. m3BaXkaAaHe Ha 350), HHPOpMupaiiTe Bamms sekap 3a BamreTo cToMaTonoruyHo JieueHHe U
yBemoMeTe Barms iekap 10 JeHTaIHa MEeIUIMHA, Ye ce JeKyBate che Bildyos.

Cepprkere ce ¢ Bamms nexap u Jiekap 1o JIeHTaJIHa MeIuIIHa He3a0aBHO, aK0 UMaTe po0IeMHu ¢
ycTara Win 350MTe, HaIpUMEp pa3KiIaTeHH 3b0H, 00JIKa WM OTOK, MM HE3a3APaBsBaIIH S3BU WU
CEKpelHrs, Thii KaTO TOBa MOXeE J]a ca MPHU3HAIM Ha OCTEOHEKPO3a Ha YEIFOCTTA.

HeoOwuyaiinu dhpakTypu Ha 6epeHaTa KocT

[pu HAKOM XOpa MOTaT Ja ce MOsIBIT HeoOn4yailHu PpakTypu Ha OeapeHara KOcT, JOKATo ce JIEKYBaT C
neHozymab. CBepikere ce ¢ Bamms siexap, ako moryynTe HOBa MM HeoOn4aifHa Ooika B
TazobeqpeHaTa craBa, clabMHUTE UITH O0eapoTo.

Jlena v oHOIIN

Bildyos He Tps0Ba na ce n3no3Ba mpH Aela U FHOUIM o 18-TouiHa Bh3pacT.

Jpyru gexkapcrea u Bildyos

TpsiOBa na kaxxere Ha Bamius iekap win papMareBT, ako IpueMare, HaCKOpo CTe MPUEMaIH UITH €
BB3MOXHO Jia preMaTe JApyru jJekapcTBa. OcoOeHO BaXHO € Jla KakeTe Ha Barms ekap, ako ce
JIEKYBaTe C JIPYTO JIEKApCTBO, ChABPIKAIIO ACHO3YMaO.

He tpsibBa na npuemate BildyossaemHo ¢ apyro jgekapcTBo, ChIbpiKaIio 1eHO3yMa0.

bpemMeHHOCT U KbpMeHe

Jleno3yma0b He € U3MUTBAH IpH OpeMeHHH keHH. BaxkHo ¢ ma nadopmupare Bamms nekap, ako cTe
OpemeHHa, cMsATaTe, 9e€ MOXKE J1a CTe OpeMeHHa; Wil MaHupaTe 6peMeHHocT. He ce mpenoppuBa
yrnotpebata Ha Bildyos, ako cte 6pemenna. JKenu ¢ meTepojieH MOTSHIIHAT TPSAOBA 1a H3MOI3BAT
e(eKTHUBHU METOJIH 32 KOHTPAIIEMIINs, TOKaTo ce JieKyBat che Bildyos u 3a Haii-manko 5 mMecena cien

CIMpaHe Ha JiedeHneTo cbe Bildyos.

Axo 3abpemeHeeTe 1Mo BpeMe Ha jieueHue che Bildyos win mo-manko ot 5 Mecena cies| crimpane Ha
neuyenuero cwe Bildyos, mons yBenomere Barmms nekap.

He e uzBectHO nanm neno3ymab ce oTnens B KbpMmarta. BaxxHo e 1a nHpopmupare Bamms nekap, ako
KbpPMUTE WIX TUTAHUpaTe Aa KbpMuTe. Bammsar iekap me Bu noMorHe ia pemmre nanu ia
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[pPEyCTaHOBUTE KbPMEHETO HITH JIa PEKbCHETE MprIokeHneTo Ha Bildyos, karo B3eme mpensus
noJjsara oT KbpMeHeTo 3a 6ebeto u mon3ara ot Bildyos 3a maiikaTa.

AKO KbpPMHTE TI0 BpeMe Ha jeuenue cwe Bildyos, moms yBemomere Bamus nexap.

[NocwBetBaiiTe ce ¢ Bammus nexap wiu gapmaneBT npeau ynoTpedaTa Ha TOBA JIEKapCTBO.

Hlopupane u padora ¢ MAIIMHH

Bildyos He noBnusiBa wiy noBiMsABa MPEHEOPEIKUMO CIIOCOOHOCTTA 3a IodupaHe U padoTa ¢ MalIHHHU.
Bildyos cbabpika copouTon u mosaucopoat 20

Tosa nexapcTBo chabpka 47 mg copburton u 0,1 mg monucopoOar 20 BBB Bceku ml pa3TBop.
[MonurcopbaruTe Morar jJia IPUUMHAT AIepruuHu peaknuu. TpssOBa Ja kaxere Ha Bamus nexap, ako
uMare yCTaHOBEHH aJlepTuu.

Bildyos cbabpaxa narpuii

ToBa ekapcTBO ChaBpKa MO-Majiko oT 1 mmol Hatpuit (23 mg) 3a 60 mg, T.e. MOXKe /1a ce Kaxe, ue
MIPAaKTUYECKU HE ChIbprKa HATPUil.

3. Kak na uznoassare Bildyos

[IpenopbunTenHaTa 103a € €AHA MPeIBAPUTETHO HAITbJIHEHA CIIPHUHLIOBKA 0T 60 mg, MpUIIoKeHa
BEIHBX Ha BCEKU 6 Mecela, KaTo eIMHUYHA HHXKEKIH [OJ] KOXKaTa (IOJKOKHA WHXKEKLIHS).
Haii-mongxomamuTe MecTa 3a HH)KEKTHPAHE ca TOpHaTa JacT Ha Oempara u kopema. YoBeKbT, KOWTO ce
rpuxu 3a Bac, Mo)ke 1a U310JI13Ba ChIllO BHHIIHATA YacT Ha MullHUIaTa Bu. Mons, nonuraiite Bamus
JIeKap 3a JjataTa Ha clie/iBaiara HHkekius. Beska onmakoBka Bildyos ceabpika HanomHsIa KapTa,
BKJIIOUEHA B KAPTOHEHATa KyTHs, KOATO Ce W3II0JI3Ba 3a 3allMCBaHE Ha JaTaTa Ha cieBallaTa

MHXCKIHA.

OcBeH TOBa 11I¢ TPsAOBA J1a MprueMaTe J00aBKH C Kaaluil 1 BUTaMUH D, T0KaTo CTe Ha JICYUCHHE ChC
Bildyos. Bammsr srexap e o6¢bau ToBa ¢ Bac.

Barmusit iekap Moske a peliy, de € Haili-noope Bue nim 4oBekbT, KO#TO ce rpmku 3a Bac, 1a
umkektupare Bildyos. Bamust nekap nim MEAUIIMHCKH CIIEIHATKCT e MOKaxat Ha Bac win Ha
4JoBeKa, IprrKel ce 3a Bac, kak ma usmonssare Bildyos. Mo, mpodereTe pasmena B Kpas Ha Ta3u
JIMCTOBKA 33 yKa3aHUs OTHOCHO TOBA Kak Ja nikektupate Bildyos.

Jla He ce pa3kJiamia.

AKo cTe mponycHaJu aa usnoiassare Bildyos

Axo e mporrycHara go3a Bildyos, nmkeknusara tps6Ba qa Ob/ae MpUIOKeEHA, KOJIKOTO € BE3MOKHO
no-ckopo. Cien ToBa HHXKEKITUUTE TPsIOBa ga ObAaT IIAHUPAHU HAa BCEKU 6 Mecella OT JaTaTa Ha
MOCJIeTHATA HHIKEKIIHS.

Ako cTe cipesin ynorpedarta Ha Bildyos

3a j1a ©Ma Haii-roJsiMa 1moJji3a ot Barrero jiedeHre 3a HaMaIsiBaHe Ha PUCKA OT CUyTIBaHHsI, BAXKHO € Jla

nsmonssare Bildyos Tomkosa abiro, koakoro e npeanucan Bammsr nmekap. He ciimpaiite Bamero
Jedenue, 6e3 1a ce CBbpkeTe ¢ Barust ekap.
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4. Bb3MoKHEN HeKeTaHH PeaKIuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia NPCAU3BHUKA HEKECIIaHU PCaKIINH, BBIIPEKU Y€ HC
BCCKH I' I1O0JIy4daBa.

Heuecro, nanuenture nonyvasaiy Bildyos, morar na pa3BusT koxxau HHGEKIMU (IPEIUMHO
uenynur). MoJisi, undopMupaiite He3a0aBHO Bammsa sekap, ako pa3BueTe HIKOU OT Te3U
CHMIITOMH, JJOKaTO cTe Ha jedenue ¢ Bildyos: momyra, 3auepBena o6acT oT KokaTa, Hali-uecTo B
JI0JTHATA YacT Ha Kpaka, KOsITO 4yBCTBATe ropemnia u 0ose3HeHa (IeIyInT) U ¢ Bb3MOXKHU CUMITTOMH
Ha MOBUILICHA TEMITepaTypa.

Psiaxo manmentute, nonxyvasamy Bildyos, morar ma passust 6oika B ycrara ¥/WiH 4eI0CTTa,

MO TyBaHe WV HE3a3/APaBSIBAIIH SI3BH B yCTATa MITH YEITIOCTTA, CEKPEINs, CKOBAHOCT WJIM YyBCTBO Ha
TEKECT B YEIIOCTTA, WIIK pa3Kiainiane Ha 360. ToBa MOe J1a ca MpU3HALK Ha YBPEKIaHE HA
YemrocTHATa KocT (ocTeoHekposa). Kaxkere Ha Baurus nexap u ekap mo AeHTAJTHA MeIHIMHA
He3a0aBHO, aKO MMOJTyYUTE TAKMBA CUMIITOMH, JIOKATO ce JeKyBaTe c¢he Bildyos nnu cien cnimpane Ha
JICYEHHUETO.

Psiiko manmenrture, nosydasamniu Bildyos, Mmoxe j1a iMaT HUCKU HUBA Ha KaJIHid B KPbBTA
(Xumokanuuemusi); TeKKUTE cIydad Ha HUICKH HUBA Ha KaJIlIM{ MOTaT J1a 1OBEeaT A0 XOCIUTAIH3aLus
U MOJXKE J1a ca JOPHU >KUBOTO3acTpanasamy. CUMITOMUTE BKIIFOUBAT CIIa3MH, HOTPENBAHUS WU
KpaMIIi Ha MYCKYJIHTE, H/HJI CKOBAHOCT WJIM M3TPBIIBAaHE Ha IIPHCTUTE HA PBIETE, MIPHCTUTE HA
Kpakara MM OKOJIO ycTaTa M/Wili I'bpuoBe, OObpKBaHe WM 3ary0a Ha ch3HaHHE. AKO HSIKOE OT
n30poeHuTe ce oTHacs 3a Bac, kaxkere Ha Bamus jekap He3a6aBHo. Huckute HUBa Ha Kanuuid B
KpPBBTa MOXKE /1a I0BENaT [0 IPOMSHA B ChbPACUYHUS PUTHM, HapedeHa yabrkaBane Ha QT-unrepsaia,
KOETO ce BIKJa Ha enektpokapauorpama (EKT).

Psiko Morar 1a ce mosiBAT HeoOn4yaiiHu (pakTypu Ha GepeHaTa KOCT [PH MAHEHTH, MOy IaBalli
Bildyos. Cebp:kere ce ¢ Bamus Jjiekap, ako MoJydyuTe HOBA MM HeoOnUaitHa 0oJka B
Tazo0eapeHaTa cTaBa, CllabMHNTE WK OeIPOTO, Thil KATO TOBA MOJXKE JIa € PaHEH IPU3HAK Ha
BB3MOKHA (pakTypa Ha GeapeHaTa KocT.

Psiiko ce HaOMI01aBaT aNeprudHy peakluy IPH ManueHTH, nony4asamu Bildyos. Cumnromute
BKJIFOYBAT [10{yBaHE Ha JIUIIETO, YCTHHUTE, €3UKA, IbPIOTO WITH APYTH YaCTH Ha TSJIOTO; O0PHB,
ChpOEXK MM YPTHUKH MO KOXKaTa, XpUIIOBE WK 3aTpyaHeHo auniaHe. TpsioBa 1a kaxere Ha Bamms
JieKap, ako MOJy4UTe HIKOH OT TE3U CUMIITOMH, TOKATO ce JiekyBate che Bildyos.

MHoro 4yecTH HeKeJIaHH peaKnuu (MoxXe Ja 3acerHar mosede ot 1 Ha 10 mymm):

o 0oJIKa B KOCTHUTC, CTABUTC n/unn MYCKYJIHWTE, KOATO ITOHAKOra € CUJIHA,
. 0oJka B phIETe WK KpakaTta (00IKa B KpaHHHUITUTE).

YecTH HexKeTaHU peakiuu (Moxe j1a 3acerHar jo 1 Ha 10 qymm):

o 00JIC3HEHO YPUHHUPAHE, YeCTO YPHHUPAHE, KPbB B YPUHATA, HEBH3MOXKHOCT 3a 33/bp)KaHe Ha
ypuHaTa,

WHQEKIUS Ha TOPHUTE AUXATCITHH ITHTHUINA,

0oJka, MpaBy4KaHe WM U3TPBIIBaHE, KOSTO C€ Pa3pOCTpaHsBa HA0Iy MO Kpaka (UIIHac),
3arekK,

KOpeMeH auckoMopr,

00puB,

KOHO 3a00JIsIBaHE ChC ChPOEK, 3aUepBIBaHE /WK CyX0Ta (eK3ema),

Kocomas (aromnerus).
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HeuecTn HesxkenaHu peakiuu (Moxke aa 3acerHar g0 1 ga 100 gymm):

J MOBHUIIIEHA TEMIIeparypa, MOBPhIaHe 1 KopeMHa 00JKa Win IMCKOM(OPT (IMBEPTUKYIIUT),

o UHQEKIUs Ha YXOTO,

J 00puB, KOWTO MOXKeE J1a ce MOSBHU 110 KOXKaTa, HiIH S3BU B yCTaTa (JIMXCHOHWHH JIEKapCTBEHH
NOJYTHHN).

MHoro peaku HexkeJlaHu peakium (Moxxe aa 3acerrar a0 1 Ha 10 000 xymn):

o aJleprUYHa PEakKIus, KOSATO MOXE JIa YBPEIH KPhbBOHOCHUTE ChJIOBE MPEAUMHO B KOXata (Harp.
JIWJIaBY WK KaGeHUKABO-YEPBEHHU TIETHA, YPTUKAPHSI IO KOXKATA WIN KOXKHH S3BH)
(XHIIepCEH3UTUBECH BaCKYJINT).

C Hen3BeCcTHA YeCTOTA (OT HAJIMYHUTC JaHHHW HC MOXKC Ja 6’[),[[6 HaIripaBCHa OLleHKa)Z

. roBopete ¢ Bamms nekap, ako mMmate 00JIKa B YXOTO, CEKPET OT YXOTO H/WIH HH(EKITHS Ha
yxoto. ToBa Mo>e J1a ca Mpu3HaIK Ha KOCTHO YBpPEXKJaHE Ha YXOTO.

Chol0maBaHe Ha He/KeJIAHH PeaKINU

AKO TIOJTy4YHUTe HIKAKBU HEXEJIAaHU JICKAPCTBEHU peaKIlny, yBeqoMeTe Baius nekap wim dapmanesT.
ToBa BKIItOYBA BCHYKH BE3MOYKHU HEOITMCAHH B Ta3H JINCTOBKA HEXKEJNaHU peaknu. MoxkeTe ChIIo Aa
CHOOIITUTE HEXKETIaHU PEaKINK TUPEKTHO Ype3 HAITMOHAIHATA CUCTEMA 3a ChOOIaBaHe, ITOCOYCHA B
[punoxenue V. Kato crobmaBare HexXellaH PEaKIliy, MOKETE Ja AJeTe CBOS MIPUHOC 3a
IoJTydaBaHe Ha MoBeue HHPOpPMAIHI OTHOCHO 0€30MIacHOCTTa Ha TOBa JIEKapCTBO.

5. Kaxk na coxpansiBate Bildyos
Jla ce cbXxpaHsBa Ha MSCTO, HEJOCTBITHO 32 Jelia.

He n3non3Baiite TOBa JIEKapCTBO CIIe]] CPOKA HA TOAHOCT, OTOENSI3aH BHPXY €TUKETa M KapTOHEeHAaTa
omakoBka, cien ,,EXP” u ,,'ogen mo:”. CpoKbT Ha TOTHOCT OTIOBaps Ha MOCICIHUS ICH OT
IIOCOYEHHS MECell.

a ce cpxpanssa B xmammrHuK (2°C — 8°C).
Ha He ce 3ampassiBa.
CoxpaHsiBaiiTe KOHTCIHHEpa B KApTOHEHATa ONIAKOBKA, 3a JIa C€ MPE/a3u OT CBETIINHA.

[IpeaBapurenHo HaITbTHEHATA CIPUHITOBKA MOXKE J1a ObJIe OCTaBeHA M3BHH XJIAMWITHUKA 33 JOCTUTaHE
cTaifHa Temnepatypa (10 25°C) npeau nHxKekTHpaHe. ToBa Ie HallpaBU MHXEKTHUPAHETO I10-MaJIKo
HenpuaTHO. CIiest KaTo CIPUHIIOBKATA € OCTaBEeHa Ja JJOCTUTHE CTaiHa Temieparypa (1o 25°C), 14
TpsIOBa Ja ce WU3I03Ba B pamkute Ha 30 qHU.

He u3xBbpnsiiTe gekapcTBaTa B KaHAIM3aLMUATA UM B KOHTEMHEPA 32 JOMAIIHU OTHAbIH.

[TormuraiiTe Bamms dapmareBT Kak Ja H3XBLPIATE JIeKapcTBaTa, KOUTO Bede HE W3Moa3Bare. Tes3n
MEpKH IIIe CIIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpefa.

6. Chbabp:kaHHe Ha ONAKOBKATA U J0MbJHUTEIHA HHGopManust

Kakso cbabpaxa Bildyos

- AKTHBHOTO BEIIECTBO € JIeHO3yMal. Besika mpeaBapuTesTHO HallbJIHeHA CpUHIIOBKa oT 1 ml
chabpka 60 mg nenozymad (60 mg/ml).

- Jpyrurte cbcTaBKH ca: JieieHa OLleTHA KHCEeNIMHa, HaTpueB Xuapokcua, copouton (E420),

nosmcopOar 20 (E432) u Boxa 3a MHKEKITHH.
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Kak m3raesxxaa Bildyos n kakBo ¢chabpika 0maKoBKaTa

Bildyos e 6ucThp 10 J€KO OmmaecenTe , Oe3BETEH 10 JIEKO KBJIT HHKEKIIMOHEH pa3TBOP B TOTOBA
3a ynortpeba npeBapuTeIHO HAaITbIHEHA CIIPHHIIOBKA. TON MOXeE J1a ChIbpKa CIEAM OT IPO3PAUYHH 10
OeJIM YaCTHIIN.

Bcesxka omakoBka CBAbpiKa €AHA IPCABAPUTEIIHO HAITBbJIHCHA CIIPUHIOBKA C IIPEATIA3UTEII HA UIjiaTa.

IIpuresxkaTtes Ha pa3pelIeHHETO 32 YNOTpeda

Henlius Europe GmbH
Sternstral3e 67

40479 Disseldorf,
'epmanus

IIpoussoaure

Cilatus Manufacturing Services Limited
Pembroke House, 28-32 Pembroke Street Upper

Dublin 2,
D02 EK 84,
Hpnanaus

3a JOIIBJIHUTCIIHA I/IH(bOpMaIII/I}I OTHOCHO TOBaA JIEKapCTBO, MOJI CBBPIKETE C€ C JIOKAJTHUA

MNPEACTABUTCII HA IPUTCIKATECIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe _gmbh@henlius.com

Bbbarapus

Henlius Europe GmbH
Sternstralle 67, 40479 Disseldorf
Germany
europe_gmbh@henlius.com

Ceska republika

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Danmark

Henlius Europe GmbH
Sternstralle 67, 40479 Dusseldorf
Germany

europe _gmbh@henlius.com

Deutschland
Organon Healthcare GmbH

Tel: 0800 3384 726 (+49 (0) 89 2040022 10)

dpoc.germany(@organon.com

Lietuva

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Luxembourg/Luxemburg
Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Magyarorszag

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Malta

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Nederland

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com
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Eesti

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

EALGoa

Henlius Europe GmbH
Sternstralle 67, 40479 Dusseldorf
Germany
europe_gmbh@henlius.com

Espaia

Organon Salud, S.L.

Tel: +34 91 591 12 79
dpoc.spain@organon.com

France
Organon France
Tel: +33 (0) 1 5777 32 00

Hrvatska

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Ireland

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Island

Henlius Europe GmbH
Sternstralle 67, 40479 Dusseldorf
Germany
europe_gmbh@henlius.com

Italia

Organon Italia S.r.1.

Tel: +39 06 90259059
dpoc.italy@organon.com

Kvmpog

Henlius Europe GmbH
Sternstralle 67, 40479 Disseldorf
Germany
europe_gmbh@henlius.com

Norge

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Osterreich

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Polska

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Portugal

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Romania

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Slovenija

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Slovenska republika

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Suomi/Finland

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe _gmbh@henlius.com

Sverige

Henlius Europe GmbH
Sternstralle 67, 40479 Disseldorf
Germany
europe_gmbh@henlius.com
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Latvija

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

JlaTta Ha nocJieAHO npepasriie:kaaHe Ha JUCTOBKaTa
Apyru uzrounuuu Ha uHGopMmanus

[MonpoOHa nHpopMaIus 3a TOBa JIGKAPCTBO € MPeAOCTaBeHa Ha yeOcaiita Ha EBporietickaTta areHius
1o nekapcerpara: https://www.ema.europa.eu.
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Ba:xuo

Ipeau na uznoaseare Bildyos npeaBapuTeiHo HAMbJIHEHA CIPUHIIOBKA ¢ ABTOMATHYEH
npeana3suTes HA UIJIaTa, MPoYeTeTe Ta3u BaKHA WHpopmanus:

x

BaxkHo e 1a He ce omMTBaTe /1a CH MMOCTABUTE CaMH WHXEKITUATA, OCBEH aK0O HE CTe 00yUeHH 3a
TOBa OT Bamms ekap win METUITMHCKH CTICIIHAITUCT.

Bildyos ce mpuara kato WHKEKIHsI B ThKAHUTE TOYHO MO/ KOKaTa (MMOJAKOYKHA MHKEKIINS ).
He cBansiiTe yepHara Kanadka Ha UIJaTa OT OPEJBAPUTEIIHO HAITbJIHEHATA CIPHUHIIOBKA, TOKATO
HE CTE TOTOBH 32 HHXKCKTHPAHE.

He u3non3BaiiTe npeBapuTeIHO HAITBIHCHATA CIIPUHIIOBKA, aKO € OWiia M3IyCHAaTa Ha TBbpa
MOBBPXHOCT. M3Mmon3BaiiTe HOBa MpeIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA H c€ 00aieTe Ha
Bams nexap wiv MEIUIIMHCKY CIIEUAIKCT.

He ce onuTBaiiTe Aa akTUBUpATE MPEABAPUTEIHO HAMBIHEHATA CIIPUHIIOBKA MIPEAH
UHXEKTHUPaHE.

He ce onuTBaiiTe Aa OTCTpaHsBaTe NPO3pAUHMs IPEAIa3UTEN HA IPEABAPUTEIIHO HAITbJIHEHATA
CIIPUHIIOBKA OT MPEABAPUTEITHO HAMBIHEHATA CIIPUHITOBKA.

AXo0 MMaTe HIKaKBU BBIIPOCH, O6aZ[€TC ce Ha Bamus JICKAp WJIK MCAUIMWHCKHU CIICHUAINCT.

Cromka 1: IloaroroBka

A

W3zBajere OnucTepa ¢ IpeIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA OT OMAKOBKAaTa U
chOepeTe MaTepualinTe, HEOOXOUMHU 32 MHKCKIIUSTA: HATIOCHU ChC CIIMPT KbPITUYKH,
MamMyueH TaMITOH WJIH Mapiis, JISICHKA ¥ KOHTSHHED 32 U3XBBHPJISHE HA OCTPH MPEIAMETH
(He ca BKJIIFOYCHH B ONTAKOBKATa).

3a no-TossM KoMGOPT IPU MHKEKTUPAHETO OCTABETE NPEIBAPUTEIHO HAIIbJIHEHATAa CIPUHIIOBKA Ha
cTaifHa TemnepaTypa 3a 30 MUHYTH Ipeau WHXeKIuATa. M3MuiiTe mareiaHo pbleTe CH ¢ BoAa U
CaImyH.

ITocTaBeTe mpenBapuUTEITHO HAITBIHEHATA CIIPUHIIOBKA U IPYTUTE MaTepUalu BbPXY YUCTa, 100pe
OCBETEHA NOBBPXHOCT.

x He ce ormTBaiiTe na 3aTOIUIsATE CIPUHIIOBKATA C U3IMOJI3BaHE HA M3TOYHUIIM HA TOTLTHHA KaTo
ropeiia BoJia Wi MUKPOBBJIHOBA I1€YKaA.

x He ocrapsiite npeaBapuTeTHO HAITbIHEHATA CIIPUHIIOBKA U3JI0KEHA HA MPSKa CIbHUEBA
CBETJIMHA.
He paszknaiaiite mpeaBapuTEIHO HATbJIHEHATA CITPUHIIOBKA.

° ChxpansBaiiTe npeIBapUTeTHO HATbJIHEHATA CHPUHIIOBKA HA MSACTO, HEJOCTBHITHO 32
Aeua.

OTtBoOpeTe OnHcTepa, KaTo OTIENHUTE TOKPUTHETO. 3a 1a U3BAUTE MPEIBAPUTEITHO
b HaIbJIHEHATa CIIPUHIIOBKA OT OJIIicTepa, XBaHEeTe Mpeana3uTess Ha IIpeIBapUTeITHO

HaIllbJIHCHATA CIPHUHIIOBKA.

H * N
===

XBaHeTe TyK

C ornen Ha 0e30macHOCTTA:

X
X

He xBamaiite OyTanoro.
He xBamaiite yepHaTa Kanayka Ha UrjarTa.
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C | [IpoBepeTe 1eKapCcTBOTO U MIPEIBAPUTEITHO HAITBJIHEHATA CIIPHHIIOBKA.

JlekapcTBO

- |

N’
XHXXX l

Lot EXP Egtitinn

x He u3non3BaiiTe npeaBapuTeIHO HATbJIHEHATA CIPUHIIOBKA, aKO:
° JIEKapCTBOTO € MBTHO WJIH C TIPOMEHEH IBAT. To TpsiOBa fga e GucThp 10 JIeKO
OTIaJIECIIEHTEH, O€3I[BETEH JI0 JIEKO XKBIT Pa3TBOP.
) HSKAaKBa 4acT M3IJICkKAA TyKHATA WIH CUyTICHA.
° YepHaTa Kalayka Ha WTJiaTa JIUICBa WIIH He € 3APaBO MPUKPETIeHa.
° € M3TEeKBJI IOCTIeTHUS IEH OT TIOCOYEHHS Mecell Ha CpOKa Ha TOAHOCT, OTIIEYaTaH BypXy
eTUKETA.

BbB Bcnuku CJIydau ce 068.,[[6T6 Ha Bamms JICKAp WJIM MCAUIUHCKHU CIICHUAINCT.

Crpika 2: Ilpurorssine

A | M3muiite pplieTe cu craparenso. [{oAroTBeTe 1 NoYruCcTeTe MSICTOTO Ha MH)KEKTUPAHE.

I'opua wact
Ha pbKaTa

—> Kopema

, T'opHa yacTt Ha

Oeapara
Moxxere 1a u3nos3Bare:
° TOpHAaTa YacT Ha OempoTo.
. KOpeMa, C U3KJIF0UEHUE Ha 00J1acTTa OT 5 ¢cm OKOJIO IThIa.
° BBHIIHATA CTPaHa HA TOpHATA YacT Ha phKaTa (caMo aKko HIKOW ApyT By mocTaBs MHKEKIUATA).
[louncreTe MACTOTO Ha MHKEKTHPAHE C TAMIIOH Che cIupT. OcTaBeTe KoXaTa Jja H3ChXHE.
x He Z[OKOCBafITe MSCTOTO Ha MHXXCKTHPAHE MMPEAN IMTOCTaBAHC HAa MHXKCKIUATA.

o He wumxekTHpaiiTe Ha MeCTa, KbJICTO KOXkara ¢ 00JIe3HeHa, HACHHEHA, 3a4epBEHA WU
BTBBpJIcHA. M30sTBaliTe MHJKEKTHpaHe B 00J1aCTH ¢ OeJIe31 WM CTPUH.
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b | BHumatenHo u3reriere 4YCpHaTa Karmadka Ha urjiarta HallpaBO M JaJI€Y OT TAJIOTO CH.

o Baxwno e na ABPIKUTC KOXKATAa 3aXBaHATA, KOraTO MHXXCKTUPATE.

Crerka 3: UH:KeKTHpPaHE

A | Jpwxre koxara 3axpanara. BbEJIETE urnara B koxkata moja wrei oT 45 g0 90 rpanyca.

x He nokocsaiiTe nmouncreHara o0JIacT OT KOKara.
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5 HATHUCKAWTE 6yTanoTo ¢ 6aBeH H MOCTOSHEH HATHCK, TOKATO YCETUTE HITH TyeTe
mipakBaHe. HatucHeTe 1okpai o BpeMe Ha IPaKBaHETO.
»IIIPAKBAHE*
o BaxHo e 1a HaTuckare OyTajoTo IO BpeMe Ha LIPAaKBAHETO, 3a 1a IPUIIOKUTE ITbIHATA [03a.
B | OTIIYCHETE nanena cu. Cnexq toBa OTCTPAHETE cnipuHiioBKaTa OT KoKaTa CH.

Cren kato oTmycHeTe 0yTanoTo, MPeANa3suTessaT Ha PEBAPUTEIHO HAITbIHEHATa CIIPUHIIOBKA I1Ie

nokprie 6e30MacHO UTjiaTa 3a HKEKTHPaHe.

x He mocraBstiiTe 00paTHO YepHaTa Karmadka Ha M3MO0I3BAHU MPEABAPUTEITHO HATBITHEHH
CITPUHIIOBKH.
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Crprka 4: 3aBbpuiBaHe

A I/I3XBT:»pHeTe H3Mo0JI3BaHaTa MMpEABAPUTEIIHO HAIIbJIHCHA CIIPUHIIOBKA U APYTUTE MaTCpHaIn
B KOHTCﬁHGp 34 UBXBBHPJIAHC Ha OCTpU NPECAMCTH.

JlexapcTBara TpsiOBa 11a ce U3XBBHPIAT B CHOTBETCTBUE C MECTHHUTE M3UCKBaHWs. [lomuraiite Bamms
(hapMaleBT KakK Jia U3XBBPJIATE JISKapCTBaTa, KOUTO Beue He u3Moii3Bare. Te3u MEepKH Iie CIIOMOTHAT
3a Oma3BaHe Ha OKOJHATA Cpefa.

CoxpansBaiiTe CIpUHIIOBKATa U KOHTEeHHEpa 3a U3XBBHPISHE Ha OCTPH MPEIMETH Ha MACTO,
HEJOCTBIIHO 3a Je1a.
x He n3non3saiiTe MOBTOPHO NpPEABAPUTEIIHO HATBJIHEHATA CIIPUHIIOBKA.

x He permxnmpaiite peBapUTETHO HATBIHEHUTE CIIPHHIIOBKY U HE TH U3XBBPISHTE ¢ OUTOBUTE
OTHAIBIIN.

b | IIpoBepeTe MACTOTO Ha HEDKEKTHPAHE.

AKO UMa KpbB, IPUTUCHETE TTAMYY€H WM MapJIeH TaMIIOH KbM MCTOTO Ha HHXekTHpaHe. He
pasTpuBalTe MACTOTO HA MHKCKTHUPAHE.
ITocTaBeTe nemneHKa, ako € HeoOXOIUMO.
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JlncroBka: uH(popmManus 3a norpeduTesst

Bildyos 60 mg nH:keKnnoHeH pa3TBOp
neno3ymab (denosumab)

vTOSI/I JIEKapCTBEH MPOIYKT MOJIICKH Ha JOMMBIHUTEIIHO HabromeHre. ToBa 1e mo3Boiii Obp30TO
YCTaHOBSIBaHE HAa HOBa MH(OpPMAIUs OTHOCHO Oe30macHoCTTa. MOoKeTe /1a AaJieTe CBOs IMPUHOC KaTo
CHOOIINTE BCSIKA HEXKENIaHa PeaKIns, KOSITO CTe TIOMYJYWId. 3a HaunHa Ha ChOOIIaBaHEe HA HEXKeIaHH
peaKIuu BIKTE Kpas Ha TOUKa 4.

IIpouyeTere BHMMATENHO IslJIaTa JIMCTOBKA MPEIH A 3al0YHETe A2 M3I0JI3BaTe TOBA JIEKAPCTBO,

Thil KaTO TH CbAbPKa BaskHa 3a Bac undopmanus.

- 3amazeTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH Ja S IPOUYETeTe OTHOBO.

- AKO MaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, IONUTaiTe Bamms nekap unu gpapmanesT.

- ToBa nexapcTBoO € mpeanucano Ju4Ho Ha Bac. He ro nmpeoTtcrenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIy, HE3aBUCUMO Y€ IPU3HALUTE Ha TAXHOTO 3a00JsiBaHE ca ChIIUTE KaTo Bammre.

- AKO TIOJTyuHMTe HAKAKBH HEXENaH! peakiuy, yBeaomeTe Bamus nexkap ninun Gpapmarnent. Tosa
BKJIIOYBAa U BCUYKH Bb3MOXXHU HCKCJIAHU PCAKIUN, HCOIMMMCAHU B Ta3u JIMCTOBKA. Buxre
TOUKa 4.

- Bammst nexap e Bu nane HanmoMHsIIA KapTa Ha MAMEHTA, ChIbpIKaIla BakHa HHMOpMAaIIHs
BBB BpB3Ka ¢ 0€30MaCHOCTTA, C KOSTO TPsOBa Aa ce 3alo3HaeTe MPeH U 10 BpeMe Ha
neuenuero Bu ¢ Bildyos.

Kakso ChbABbpPiKa Ta3u JIMCTOBKA

1. Kakso npencrasnsara Bildyos u 3a kakBo ce u3mnon3pa

2. Kakso Tps0Ba 1a 3Haere, npeau ga usmoiassate Bildyos

3. Kak na nsmomnssate Bildyos

4. BB3MOXHY HEXENAHU PEAKLIUU

5. Kak na cexpanssate Bildyos

6. CpapprkaHne Ha OMTAaKOBKATa M IOIBIHUTETHA HH(OpMAITUsI
1. Kakso npeacraBiasiBa Bildyos u 3a kakBo ce u3nosa3Ba

Kakso npeacrasiasiBa Bildyos u kak neiicTBa

Bildyos cbabpixa neHo3ymad, 6enThK (MOHOKIOHATHO aHTUTSJIO), KOWTO Ce HaMecBa B ICHCTBHETO Ha
ApyT OeNTBhK, 3a J1a JIeKyBa 3arybaTa Ha KOCTHO BELIECTBO U ocTeornopo3ara. Jleuenuero cwe Bildyos
[paBu KOCTHTE MO-3PaBU M IIO-MaJKO MOAATINBH Ha CUyIIBaHE.

KocTtTa € k1Ba ThKaH M HENPEKbCHATO CE Bb30OHOBSBA. XOPMOHBT €CTPOTCH ITOMara KOCTUTE Jia ca
3npasu. Criel MEHOIIay3aTa, HUBaTa Ha €CTPOTEH MajaT, B Pe3yJITaT Ha KOETO KOCTUTE MOJXKE JIa CTaHaT
cnabu ¥ uyruiiBY. ToBa BIOCECTBUE MOXKE JIa TOBeJIe 103200 sIBaHEe, HAPEUCHO OCTEOMOPO3a.
OcTteonopo3a MOKe Jia Ce TOSBU U MPU MBIKETE MOpaIH Peaulia MPUIUHHI, BKIFOUUTEIIHO OCTapsABaHE
I/I/I/IHI/I HHUCKO HUBO HA MBXXKHUA XOpMOH TCCTOCTCpOH. TSI MOXK€E€ a C€ II0ABU U HpI/I IMaluCHTH,
MOJTyYaBaIlH TIIFIOKOKOPTUKOUIU. MHOTO MAaIMEHTH ¢ OCTEONOpo3a HAMAT CUMIITOMH, HO BBIIPEKH
TOBA Ca MOJIOKEHU Ha PUCK OT CUyIIBaHE Ha KOCTUTE, 0COOCHO Ha rphOHAaKa, Ta300eAPEHNUTE KOCTH U
KUTKHUTC.

XI/IpprI/I‘IHI/I OIepanuun Uiu JCKapCcTBa, KOUTO CIIUPAT MPOAYKIUATA Ha ECTPOI'CH NI TECCTOCTEPOH,

H3II0JI3BAHU 3a JICUHCHUEC Ha MAIMMCHTH C paK Ha I'bpJaTa WM pakK Ha IIpocrarara, CbIlo MOTaT aa
JoBEaaT a0 3ary6a Ha KOCTHO BemecTBo. KocTure craBar mo-cJiabu u ce QyHAT MMO-JICCHO.
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3a kakBo ce u3noassa Bildyos

Bildyos ce u3non3Ba 3a nevenue Ha:

o 0CTEOMOpPO3a MPH KEHHU CIIeA MEHOTay3a (MOCTMEHOMAY3alTHH) U MBKE, KOUTO MMAT MOBHIIICH
PHUCK OT PpakTypa (cuynmBaHe Ha KOCTHTE), HaMaSIBAHKH PUCKa OT TpbOHAYHU ¥ HETPHOHATHU
(bpakTypu 1 GpakTypH Ha Ta300eIPEHUTE KOCTH.

) 3ary0a Ha KOCTHO BELIECTBO B pe3yJITaT Ha HaMaJIeHUe Ha HUBOTO Ha XOPMOH (T€CTOCTEPOH),
MPUYUHEHO OT OIEpallvs WK JISYEHHE C JIEKapCTBa MPH MalMeHTH ¢ PaK Ha IMpocTaraTa.
J 3ary0a Ha KOCTHO BELIECTBO B pe3yJTaT Ha MPOABJIKUTEIIHO JICYCHUE C TIIFOKOKOPTUKOUIH MTPH

NalKEeHTH C [TOBULICH PUCK OT QpakTypa.

2. Kakso Tpsi6Ba na 3Haete, npeau aa u3noJssare Bildyos

He uznousBaiite Bildyos

. aKo MMaTe HUCKH HMBA Ha KaJIUi B KPBBTA (XUIIOKAIIIHEMHS).

° aKO CTC AJICPTUYHU KbM I[eHO3yMa6 HJIU KbM HIAKOSA OT OCTaHAJIUTC CbCTAaBKU Ha TOBA JICKApPCTBO
(130poeHu B TouKa 6).

IIpexynpesxnenus u npeAnasHu MepKU
I'oBopete ¢ Bamust nekap wiu apmanesT, npeau aa usnonssare Bildyos.

Joxkaro cte Ha eueHue cbe Bildyos, Moxe na ce mosiBu Ko)kHa HH(EKIHS ChC CUMIITOMH KaTo
MOJyTa, 3a4epBeHa 00IacT OT KOXkKaTa, Hali-4eCTo B IOJIHATA YaCT Ha KpakKa, KOATO YyBCTBATE ropela
1 OoJie3HeHa (LeTyJIUT), 1 MOXKeE JIa € IPUIPYKEeHa OT CUMIITOMH Ha MMOBHUILIEHa Temreparypa. Mo,
croOmeTe Ha Bamms nexap He3a0aBHO, aKO Pa3BHETE HAKOH OT TE3W CUMIITOMH.

TpsiOBa na npuemare 100aBKM C Kaluid ¥ BUTaMuH D, 1okarto cre Ha neyenue cbe Bildyos. Bammsr
nekap mie oochau ToBa ¢ Bac.

Bue moxe 1a MMaTe HUCKM HHMBA Ha KaJlWil B KpBBTa, JOKaTo noiy4asare Bildyos. Mons kaxere
He3abaBHO Ha Bamms jekap, ako 3a0eexuTe HIKOHU OT CIIEHUTE CUMIITOMHU: CIIa3MH, TIOTPEIIBaHUS
WKW KpaMIIM Ha MYCKYJIMTE, /nim HU3TPBIBAHE WJIM MPAaBY4YKaHE Ha IIPBCTUTE Ha PHUCTE, KpaKaTa Uin
OKOJIO yCTaTa, W/WIU I'bpUoBe, 0OBbPKBAaHE WK 3ary0a Ha Ch3HAHHE.

Psinko ce cro0ImaBa 3a TEXKKHU CITydad Ha HUCKU HUBA Ha KAIIWH B KPBHBTA, BOJCIIH 10
XOCHUTaIU3alus, U JOPU KUBOTO3acTpalliaBay peakuuu. Ilopagu ToBa HUBaTa Ha KaJLUM B KPBBTA
Bu nie 6b1aT mpoBepsiBaHu (4pe3 KPBBHO U3CIEABAHE) MPEAN BCAKA 71034, a MPU MAIUSHTH C
MPEAPA3NOI0KECHUE KbM XUTIOKAIIUEMUS - B PAMKUTE Ha ABE CEAMHUIIN CJIE]T HAYaIHATa 1034.

TpsabBa na kaxxere Ha Bamus nekap, ako MaTe WK CTE UMAJTH TeXKKU pobdiaemu ¢ Ob0penuTe,
OBbOpeyHa HEeJJOCTATHYHOCT HITH C€ HY)KIAaeTe OT JAUaji3a, UK MprueMare JIEKapcTBa, HapeueHH
TTFOKOKOPTHKOWIN (KaTO MPETHU30JIOH WIIH JIEKCAMETa30H), KOUTO MOTAaT J]a YBEIWdaT prucka oT
CriaJiaHe Ha HUBATa Ha KaJIWid B KPbBTA, aKO HE IpUeMaTe TOOAaBKH C KaJIIUi.

IIpobuemu ¢ ycrara, 301TE MIM YEITIOCTTa

Hexenana peakiusi, HapedeHa OCTEOHEKPO3a Ha YENIOCTTa (KOCTHO YBPEXKIaHE Ha YENIOCTTA), Ce
crobmaBa psiako (Moske ma 3acerde 1o 1 Ha 1 000 gymm), mpu manueHTH, MoJTyvYaBaliy 1eH03yMal 3a
0cTeonopo3a. PUCKBT OT OCTEOHEKPO3a Ha YENIIOCTTa CE yBeJM4aBa IpH MaIllUeHTH, JIEKYBaHU
MIPOIBIDKUTEITHO BpeMe (Moxke 1a 3acerHe 10 1 Ha 200 mymum, ako ce JeKyBar B MPOIAbIDKEHHE Ha

10 romuam). OcTeoHeKpo3a Ha YETIOCTTa MOXKE Jla CE MOSBH U CJIE CIIMpaHe Ha JISYeHUEeTOo. BaxkHo €
Jla ce HalpaBH OMHWT 3a MPEIOTBPATABAHE Pa3BUTUETO HA OCTECOHEKPO3a Ha YEINIOCTTa, Thil KATO TOBA
MOJe 12 € O0JIE3HEHO ChCTOSIHUE, KOSTO MOJXKE JIa C€ OKaXKe TPYJIHO 3a JIeueHHe. 3a Jla ce Hamallu
PHUCKBT OT pa3BUTHE Ha OCTEOHEKPO3a Ha YENOCTTa, B3EMETE CIICIHHUTE TIPea3Hi MEPKH:
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[peau na nony4ure NeueHue, KakeTe Ha Bamms ekap win MeTUIMHCKa cecTpa (MeTUIHHCKH
CIICITUAIIHCT), aKO:

o uMare HAKaKBH MPOOJIEMH C ycTaTa WK 3b0UTE, KaTo JIONIO CTOMATOJIOTHYHO 3/IpaBe,
3a00IsBaHe Ha BEHIIUTE WJIH IIAHUPAHO M3BaXKTaHE Ha 350.

o HE MOJTy4YaBaTe PEIOBHHU CTOMATOJIOTHYHY IPYKU HITH HE CTE MMAJIA CTOMATOJIOTHYCH Tperie.t
OT JBJITO BpeMe.

. cTe mymiay (TbI KaTo TOBa MOJKE J]a YBEIIMYH PUCKA OT MPOOIEMHU ChC 36OUTE).

. cTe OWJIM JIEKYBaHU TIpeau ToBa ¢ OudochoHat (M3M0I3BaH 3a JICUCHUES WK TPEJ0TBPaTSIBaHe
Ha KOCTHU HAPYIICHHUS).

o CTe MPUEMAJTU JIEKAPCTBA, HAPEUCHU KOPTUKOCTEPOU U (KAaTO MPEITHU30JIOH HITU
JIEKCAaMETa30H).

o umMare pax.

Barmst iekap Moxe Jia oucka oT Bac 1a ce moyTo’KUTe Ha CTOMATOJIOTHYEH MPETJIe, TPean 1a
3amo4Here Jeuenue cbe Bildyos.

JHoxkato ce nekyBate, TpsiOBa Jia oA IbpiKaTe 100pa YCTHA XUTHEHA U JIa ce TIoJIaraTe Ha peJloBHA
CTOMATOJIOTHYHH Mperiieid. AKO HOCUTE MPOTE3H, TPSAOBA Aa CT€ CUTYPHH, Y€ T€ IPUIIATAT MPABHITHO.
AKO CcTe IOJUI0KEHH Ha CTOMATOJIOTHYHO JIEYEHNE WM BH ITpecTon CTOMaTOJI0rMYHA ONEpanus
(Hamp. m3BaXkAaHe Ha 350), HHPopMupaiiTe Bammms siekap 3a BaireTo cToMaTonoruyHo JieueHue U
yBemoMeTe Barus iekap 10 JIeHTaIHa MEIUIIMHA, Ye ce JekyBate che Bildyos.

Cepprkere ce ¢ Bamms jexap u Jiekap 1o JIeHTaJIHa MeIUITHa He3a0aBHO, aKO UMaTe Tpo0IeMH ¢
ycTara Win 350MTe, HalIpUMEep pa3KiIaTeHH 3b0H, 00JIKa WM OTOK, WK HE3a3APaBsBalIlH S3BU WU

CCKpeHus, THU KaTO TOBa MOJKE Ja Ca MpUu3Hal Ha OCTCOHCKPO3a Ha YCJIIOCTTA.

HeobOunuatinu dpaxtypu Ha OeapeHara KOCT

Ipu HsIKOM XOpa MOTaT Ja ce MOSIBIT HeoOMYaHu (ppakTypu Ha OeIpeHaTa KOCT, TOKATO Ce JICKYBAT ¢
neHo3ymab. CBepakeTe ce ¢ Bamms nekap, ako moxyduTe HOBa WM HeoOMJaitHa 00JiKa B
Ta300epeHaTa cTaBa, CIaOMHUTE WK OSApOTO.

Jeua u roHomu

Bildyos He Tpsi6Ba 12 ce u3mon3Ba MpH Jiera U FOHOMIH Mo 18-rouIiHa Bb3pacT.

Jpyru jgexapcrsa u Bildyos

Tps0Ba na kaxere Ha Bamus nekap wiu GapMareBT, ako IpueMare, HACKOPO CTE MPUEMANH HITH ©
BB3MOXKHO JIa preMaTte Jpyru JekapctBa. OcoOeHO BaXHO € Jla KakeTe Ha Barnms siekap, ako ce
JIEKyBaTe C IPYTO JIEKapCTBO, ChABPIKAIIO ACHO3yMao.

He tpsibBa ma npuemate Bildyos 3aemno ¢ apyro nmekapcTBo, ChabPIKAIIO AEHO3YMAO.

BpemMeHHOCT U KbpMeHe

Jeno3ymMal He e U3NHUTBaH Mpu OpeMeHHH xeHu. BaxkHo e 1a nHpopmupare Bamist nekap, ako cre
OpemeHHa, cMsITaTe, 4e MOXe Ja cTe OpeMeHHa; WK Ianupare OpemMeHHocT. He ce mpenopbuBa
ynotpebata Ha Bildyos, ako cte 6pemenna. JKenu ¢ neTepojicH MOTEHIIMA TPsOBA 13 U3MOI3BAT
e(eKTHBHI METOIH 3a KOHTpAIIEMIINs, TOKaTo ce JieKyBaT che Bildyos u 3a maii-manko 5 mecena cien

criupaHe Ha JieueHueTo che Bildyos.

Axo 3abpemMeHeeTe 0 BpeMe Ha Jieuenne ¢be Bildyos nmm mo-maiko ot 5 Mecena ciel| criupaHe Ha
neuerneTo cbe Bildyos, mons yBenomere Barmmst mekap.
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He e u3BecTHO namm neHo3ymab ce otmens B KbpMmata. BaskHo ¢ na nHopmupare Bamms nekap, ako
KbpMUTE WIH IJIAHUPATE J1a KbpMUTE. Bamudar nekap e Bu noMorae na pemmure gainu aa
MPEYCTaHOBUTE KbPMEHETO WIIH Ja TIPEKbCHETe NpuiioxkeHnero Ha Bildyos, kato B3eme npeaBua
moji3aTa OT KbpMeHETO 3a 6ebero u monsara ot Bildyos 3a maiikara.

Axo KbpMHTE IO BpeMe Ha JieueHue cbe Bildyos, mons yBenomere Bamms nekap.

ITochBeTBaliTe ce ¢ Bamms rekap niam GapMareBT mpeau yroTpedaTa Ha TOBa JIEKAPCTBO.
Hlopupane u padora ¢ MAIIMHU

Bildyos He noBnusiBa i moBiMsBa MPEHEOPESIKUMO CIIOCOOHOCTTA 32 modupaHe U padoTa ¢ MAITHHH.
Bildyos ceabpika copouTos n mosmcopoar 20

Tosa nekapcTBo cbabpka 47 mg copouron u 0,1 mg nonucopdat 20 BbB Bceku ml pa3TBOp.
[omucopbaTuTe MOraT aa MPUYUHAT ajJeprudHu peakiuu. TpsOBa ga kakeTe Ha Bamms jgekap, ako
“MaTe YCTAaHOBEHH aJIepTHH.

Bildyos ceabpika natpmii

Toga nexapcTBO chABpKa Mo-Manko otr 1 mmol Hatpuii (23 mg) 3a 60 mg, T.e. MOXKe Ja ce Kaxe, 4e
MPaKTUYECKU HE ChAbPKa HATPUH.

3. Kak n1a uznoassare Bildyos

[Ipenopruntennata x03a € equ gurakod 60 mg, MpuIoKeHa BEAHBK Ha BCEKH 6 Mecera, KaTo
eIMHIYHA WHYKEKITUS 10T KoKaTa (moaKo)kHa nikekmus). Bildyos mie ce nmkexktupa B 6e1poTo,
KOopeMa WM TopHaTa 4acT Ha pbkara. KoHcynrupaiite ce ¢ Bamus nexap oTHOCHO jaTara Ha

IMOTEHIIMAIHATA CJIEABAIA WHKEKIIHUS.

OcBeH ToBa Iie TpsIOBa J1a mpreMare J00aBKH ¢ KM ¥ BUTAaMUH D, TOKaTO CTe Ha JIEYeHHE ChC
Bildyos. Bamusr nekap e o6¢hau ToBa ¢ Bac.

AX0 UMare HIKaKBH JIOMIBIHUTEIHN BBIIPOCH OTHOCHO yroTpebara Ha TOBa JIEKapCTBO, IONHTaiTe
Bammis nekap, ¢papmaneBT UM MEAULUHCKA CECTPA.

[a He ce pa3kiamia.

AKo cTe mpomycHau 1a u3nouasBare Bildyos

Axko e nporrycHata f103a Bildyos, umkexiusra Tps6Ba 1a 0b/1€ MPUIOKEHA, KOJIKOTO € BE3MOYKHO
no-ckopo. Ciies1 TOBa MHXKEKIMUTE TPsOBa Ja ObJaT IUIAHUPAHU HA BCEKU 6 Mecela OT Jarara Ha
HOCJICIHATA HHIKCKIIHSL.

AKko cTe cipesin ynotpedarta Ha Bildyos

3a j1a ©Ma Haii-roJsiMa 1moji3a oT Baimero jiedeHne 3a HaMaJsiBaHE Ha PUCKA OT CUYIIBAaHHsI, BAXKHO € J1a
usnonsBate Bildyos TonkoBa qbiro, konkoto e npeanucai Bamust nexap. He cniupaiite Bamero
JedeHue, Oe3 1a ce cBbpikeTe ¢ Bamust ekap.

4. Bb3MOKHI He:KeJaHU peaknuu

KakTto Bcnmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia MPEAMN3BHUKA HEKCIIaHU PpE€aKIINK, BBIIPEKU Y€ HC
BCCKM I'l [1O0JTy4aBa.
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Heuecro, nanmenture nonyvasaiy Bildyos, morar na pa3Bust koxxau HHGEKIHU (IPEIAMHO
uenynur). Mouisi, nHdopMupaiiTe He3a0aBHO Bamms Jekap, ako pa3BueTe HIKOU OT TE3U
CHMITTOMH, JJOKaTO cTe Ha jedenue ¢ Bildyos: momyra, 3auepBena o6acT oT KokaTa, Hali-uecTo B
JIOJTHATa YacT Ha Kpaka, KOSITO 4yBCTBaTe ropeia 1 0ose3HeHa (LeIyIuT) U ¢ Bb3MOKHU CUMIITOMH
Ha TOBHIIEHA TeMIepaTypa.

Psinko marnmenTuTe, nony4asanu Bildyos, morar na pa3sust Gonka B ycrara W/WITH 4eIIOCTTa,
IMOAYyBaHC WUJIKM HE3a3ApaBsABAlll A3BU B yCTaTa UJIU YE€JIIOCTTA, CEKPEIHA, CKOBAHOCT WJIM YYyBCTBO Ha
TEXKECT B YENIOCTTA, WK pa3Kialiane Ha 360. ToBa MOXKe [ ca MpU3HAIM HA yBPEKIaHe Ha
YeIIF0CTHATA KOCT (0cTeoHekpo3a). Kaxere Ha Bamust j1ekap u jiekap 1o JeHTa/IHa MeIuIHHA
He3a0aBHO, aKO MOJTyYHTEe TAKMBa CUMIITOMH, JIOKaTo ce JiekyBare cbe Bildyos nim cien crimpane Ha
JICYCHUETO.

Psiiko manmenrture, nosydasamniu Bildyos, Mmoxe ja iMaT HEUCKU HUBA Ha KaJIHid B KPbBTA
(xumnoxanuemMus); TeKKUTE CIIydad Ha HUICKM HUBA Ha KaJIl[Uil MOTaT Ja JOBEaT IO XOCIUTATU3aIUs]
1 MOJKE J1a ca JOpH KUBOTo3acTpamasayd. CHMITOMHUTE BKJIIOUBAT CIIa3MH, IOTPETIBAHUS WIN
KpaMIli Ha MyCKYJIUTE, U/UIM CKOBAaHOCT WJIM N3TPBIIBAHE HA IPBCTUTE HA PhLIETE, IPBCTUTE HA
Kpakara HJId OKOJIO ycTaTa U/Hili I'bpuoBe, OObpPKBaHEe WIH 3ary0a Ha ch3HaHHE. AKO HSIKOE OT
n30poeHuTe ce oTHacs 3a Bac, kaxere Ha Bamus jekap He3a6aBHo. Huckute HUBa Ha Kanuuid B
KpPBBTa MOXKE /1a I0BEJaT [0 IPOMSHA B CbPACUHUS PUTHM, HapedueHa yabrkaBane Ha QT-unrepsaa,
KOETO ce BIKIa Ha enekrpokapauorpama (EKI).

Psiiko Morar Ja ce mosiBAT HeoOu4aiiHu GpakTypH Ha OepeHaTa KOCT IIPU MAlMEHTH, MOTyYaBaliy
Bildyos. Cebpikere ce ¢ Bamust Jekap, ako IOJIyYnTe HOBa MU HeoOHuaiiHa 6oJka B
Ta3o0epeHara cTaBa, CIabMHHUTE MK OeIpOTO, Thil KATO TOBA MOXKE J1a € PaHeH MPHU3HAK Ha
BB3MOKHA (h)pakTypa Ha GempeHara KocT.

Psiaxo ce HabroMaBaT aleprudHU peakivy TIPH MaruenTH, mony4dasamu Bildyos. Cummromure
BKJIFOYBAT T10/lyBaHe Ha JIUIETO, YCTHHUTE, €3UKa, THPJIOTO WK APYTH YACTH HA TAJIOTO; OOpPUB,
ChpOEK M YPTHKH TI0 KOXKATa, XPUITOBE WITH 3aTpyIHEHO nuimiane. TpsioBa qa kaxere Ha Bamus
JieKap, ako MOJy4UTe HIKOH OT TE3U CUMIITOMH, TOKATO ce JiekyBare che Bildyos.

MHoro 4ecTH HesKeJJAHH peaKnMu (MoxXe 1a 3acerHart nosede ot 1 Ha 10 xymm):

o 0O0JIKa B KOCTUTE, CTABUTE U/WIIH MYCKYJIUTE, KOSITO MOHSKOTa ¢ CUITHA,
. 0oJka B phIETe WK KpakaTta (00IKa B KpaHHHUITUTE).

YecTH HeKeaHU peakiuu (Moke 1a 3acerHar jo 1 Ha 10 gymm):

o 00JIe3HEeHO YpUHHpaHe, YeCTO YPUHUPAHEe, KPbB B ypHUHATA, HEBH3MOXKHOCT 32 3abp)KaHe Ha
ypUHAaTa,

I/IH(beKIII/ISI Ha TOPHUTE NUXATCIHU I'bTUILA,

0oJka, MpaBydYKaHe WM U3TPBIIBAHE, KOSTO CE pa3NpOCTpaHsIBa HAIOIY 0 Kpaka (Himac),
3arexk,

KOpeMeH JAUCKOM(OpT,

o0pus,

KOXKHO 3200J151BaHE ChC ChPOCIK, 3aUepBsIBAHE W/HITU CyXO0Ta (€K3eMa),

Kocomas (aJomertus).

HeuecTu He:xkeanu peakuuu (Moxe fa 3acersat 10 1 #a 100 mymmm):

° MOBHIIIEHA TEMIIEPATypa, MOBPBIIAHE U KOpEeMHA 00JIKa MIIN AUCKOM(OPT (IUBEPTUKYIINT),

. nH(EKIUA Ha yXOTO,

. 00pHB, KOWTO MOJKE /1a Ce MOSBY 10 KOXKaTa, WK A3BH B ycTaTa (JINXCHOUIHH JIEKAPCTBEHH
MOJTyTHHHN).

53



MHoro peaky HexkeJlaHu peakium (Moxxe aa 3acerrar a0 1 Ha 10 000 xymn):

J aJlepruyHa peakuus, KosTO MOXe /1a YBpeId KpPbBOHOCHUTE ChI0BE MPEIUMHO B KOXKaTa (Harp.
JWUJIaBY WK KadeHNKaBO-4EPBEHHU IIE€THA, yPTUKAPHSI 10 KOXKAaTa WIN KOXKHHU S3BN)
(XumepceH3UTUBEH BacKyJIUT).

C Hen3BeCTHA YeCTOTA (OT HAJIMYHUTC JaHHHW HC MOXKC Ja 6’[))16 HaIlipaBCHa OLICHKa)Z

. roBopete ¢ Bamms nekap, ako nmare 00Jika B yX0TO, CEKPET OT YXOTO W/WiK MH(EKIUs Ha
yxoto. ToBa Mo>xe J1a ca Ipu3HaIK Ha KOCTHO yBpPEXJaHEe Ha yXOTO.

Chol0maBaHe Ha HesKeJIAHH PeaKIMU

Axo MOJIYYUTE HAKAKBU HCIKCJIaHU JICKAPCTBCHU PCAKIINU, YBEIOMETC Bamus JICKap ujin q)apMaL[CBT.
ToBa BK/IIOYBa BCUYKHM BH3MOKHHM HEOIIMCAHU B Ta3H JIMCTOBKA HEXEJIaHHU peaKknuuu. MoxeTte CbIIIO Oa
C'I)O6IHI/ITG HCXKCJIAaHU PCAKIIUU JUPCKTHO YPE3 HAllMOHAIHATA CUCTEMA 3a C'bO6IIIaBaHe, IIOCOYCHA B
H[}I/IHO)KGHI/IC V. Kato C’bO6H.[aBaTC HEXKEJIaHU pe€aKlIuu, MOKETC Aa AaACTC CBOA IIPUHOC 3a
MoJIy4aBaHC Ha IMOBCUC I/IH(I)OpMaLII/ISI OTHOCHO 0€30IacHOCTTa HA TOBA JICKApCTBO.

5. Kak na csxpansiarte Bildyos

Jla ce cbxpaHsABa Ha MsCTO, HEJJOCTHITHO 32 JIela.

He n3non3Baiite TOBa JIEKapCTBO CIIE]] CPOKA HA TOAHOCT, OTOENSI3aH BhPXY €THKETa M KapTOHEHAaTa

onakoBka, cien ,,EXP” u ,,I'ogen 10:”. CpokbT Ha TOJTHOCT OTrOBapsi Ha MOCJIEIHUS IEH OT

IIOCOYEHHUS MECell.

a ce cexpanssa B xmammrHAK (2°C — 8°C).

a He ce 3ampassiBa.

CoxpansBaiite prakoHa B KapTOHEHATa OMAKOBKa, 32 Jla ce Mpe/a3u OT CBETINHA.

@akoHBT MOJe /1a ObJIe OCTaBeH M3BBH XJIQAWIIHIKA 32 IOCTUTaHE Ha CTallHa TeMIlepaTypa

(mo 25°C) npeau nnxexkTupaHe. ToBa 111e HaIPaBU WHXEKTUPAHETO MO-MaJIKo HenpHusATHO. Ciiel KaTo

(1akoHBT € OCTaBeH Aa AOCTUTHE cTaiiHa Temmeparypa (1o 25°C), Toil TpsOBa 1a ce U3Mo3Ba B

pamkute Ha 30 gHU.

He n3xBbpusiiTe iekapcTBaTa B KaHAIHM3AIMUATA WM B KOHTEHHEpa 3a JJOMAIIIHN OTHAIbIIH.

[TormuraiiTe Bamms ¢papmarieBT Kak 1a M3XBHPIIATE JeKapcTBaTa, KOMUTO BeUe HE H3MOoJ3BaTe. Te3n

MEpKH III€ CTIOMOTHAT 3a OIla3BaHe Ha OKOJHATa Cpefa.

6. CbabpxaHue HA ONMIAKOBKATA M IONbJIHUTEIHA HH(OpMaI U

Kakso cbabp:xa Bildyos

- AKTHBHOTO BeIIECTBO € MeHo3yMab. Beeku dmakon ot 1 ml ceaspika 60 mg menozymad
(60 mg/ml).

- Jpyrute chcTaBKY ca: JieJeHa OlleTHA KUCEITNHA, HaTpreB Xuapokcu, copouroin (E420),
nosicopOat 20 (E432) u Boa 3a HMHKEKITHH.

Kak m3raexnaa Bildyos n kakBo cbabpka onakoBkara

Bildyos e nmkekinone pa3rBop (MHXKEKIIHS).
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Bildyos e 6ucThp 10 J€KO OmmanecienTe , Oe3IBETEH 0 JEKO KBIIT pa3TBop. Toil MoXe 1a ChABpKa
CIIeIM OT TPO3PAYHH 10 OEITH YACTHUIIH.

Bcsika onmakoBka chabpika eIuH (IIaKOH 3a eTHOKpaTHA yIoTpeoda.

IIpuTe:kaTes HA pa3pelIeHHETO 32 yNoTpeda

Henlius Europe GmbH
Sternstraf3e 67

40479 Diisseldorf,
I'epmanus

Manufacturer

Cilatus Manufacturing Services Limited
Pembroke House, 28-32 Pembroke Street Upper

Dublin 2,
D02 EK&4,
Wpnannus

3a JOIIBJIHUTCIIHA I/IH(bOpMaHI/ISI OTHOCHO TOBa JICKApCTBO, MOJId CBBPIKETE CC C JIOKATHUA

NPEACTABUTCII HA IPUTCIKATCIIA HAa PAa3pCHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe _gmbh@henlius.com

Bbarapus

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Ceska republika

Henlius Europe GmbH
SternstralRe 67, 40479 Dusseldorf
Germany
europe_gmbh@henlius.com

Danmark

Henlius Europe GmbH
SternstralRe 67, 40479 Dusseldorf
Germany
europe_gmbh@henlius.com

Deutschland
Organon Healthcare GmbH

Tel: 0800 3384 726 (+49 (0) 89 2040022 10)

dpoc.germany@organon.com

Eesti

Henlius Europe GmbH
Sternstralle 67, 40479 Disseldorf
Germany

europe gmbh@henlius.com

Lietuva

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe _gmbh@henlius.com

Luxembourg/Luxemburg
Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Magyarorszag

Henlius Europe GmbH
Sternstralle 67, 40479 Dusseldorf
Germany
europe_gmbh@henlius.com

Malta

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Nederland

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Norge

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com
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EA\LGda

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Espaiia

Organon Salud, S.L.

Tel: +34 91 591 12 79
dpoc.spain@organon.com

France
Organon France
Tél: +33 (0) 1 57 77 32 00

Hrvatska

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Ireland

Henlius Europe GmbH
Sternstralle 67, 40479 Disseldorf
Germany

europe gmbh@henlius.com

Island

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Italia

Organon Italia S.r.1.
Tel: +39 06 90259059
dpoc.italy@organon.com

Kvmpog

Henlius Europe GmbH
Sternstrale 67, 40479 Disseldorf
Germany
europe_gmbh@henlius.com

Latvija

Henlius Europe GmbH
Sternstralle 67, 40479 Disseldorf
Germany
europe_gmbh@henlius.com

Osterreich

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Polska

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Portugal

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Romania

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Slovenija

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Slovenska republika

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Suomi/Finland

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Sverige

Henlius Europe GmbH
Sternstrale 67, 40479 Disseldorf
Germany
europe_gmbh@henlius.com
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I[aTa Ha MOCJECAHO NMpepasrjaekaaHe Ha JJUCTOBKaTa

JApyru u3roununu Ha nuHpopmanus

[Monpo6Ha nHpopMarlys 3a TOBa JSKapCTBO € IMpe0CTaBeHa Ha yeOcalita Ha EBporneiickara areHIust
1o JiekapcTBaTa: https://www.ema.europa.eu.

HNudopmanuaTa mo-moJ1y e npeJHa3HAYEHA CaMO 32 MEAUIMHCKH CIIEIAATUCTH:

[penn npunoxxenne pa3rBopsT Bildyos TpsOBa na ce ornena BuzyanHo. Pa3rBopbT Moske 1a
ChIbprKa CJIEAN OT MPO3payvHu [0 Oenu npoTenHoBY yactuly. He nmxextupaiite pa3rsopa, ako
€ MBTEH WU C IPOMEHEH IIBAT.

[a He ce pa3kiama.

3a u30arBane Ha JUCKOMQOPT Ha MSACTOTO HAa MHXKEKTHPAHE OCTaBeTe (JIaKoHa JIa IOCTUTHE
cTaiiHa Temmeparypa (1o 25°C), npean HHXEKTHPaHe U MHKEKTHpaiiTe 6aBHO.

Tps0Ba 1a ce MHXKEKTUPA LSIIOTO ChABbPXKaHKUe Ha (prakoHa.

3a npuiiokeHne Ha AeH03yMab ce mpenopbyBa uria pasmep 27.

Urnara He TpsOBa Ja ce BbBEX1a OTHOBO BbB (DIaKoHa.

Hewnsnon3saausT JICKaPCTBCH MPOAYKT WM OTHNAABYHUTE MaTCpHaIn OT HETO Tp$[6Ba ha CC U3XBBPJIAT
B CbOTBCTCTBUC C MCCTHUTC U3UCKBAHM.
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