INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vT031/1 JIEKapCTBEH MPOJIYKT MOJJISKN Ha JOIBIHUTEIHO HaOmoieHrne. ToBa Iie mo3Boiu 0bp30TO
YCTaHOBSIBaHE Ha HOBA MH(OpPMAIMs OTHOCHO O6e30macHOCTTa. OT METUITMHCKUTE CICIIHATUCTH Ce
M3KCKBa JIa ChOOIaBaT BCSIKA MO03MpaHa HeXellaHa peakius. 3a HaunHa Ha ChOOIaBaHe Ha
HEXeJIaHW PeaKINK BIDKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Stoboclo 60 mg MHXEKIMOHEH pa3TBOP B MIPEIBAPUTEIHO HAIBIIHEHA CIIPHHLIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika peiBapuTeIHO HAITBJIHEHA CIPUHIIOBKA ChABpika 60 mg nenozymad (denosumab) B 1 ml
pasteop (60 mg/ml).

JleHo3yMab € 9OBEIIKO MOHOKIIOHATHO aHTHTsUIO [g(G2, mpou3BeieHO B KIIEThYHA JIMHUSI OT 003aliHUK
(k71eTKH OT AWYHUK Ha KUTANCKU XaMcTep) upe3 pekomOunanTHa JJHK Texnomorus.

[MomomntHu BCIICCTBA C U3BECCTHO ﬂeﬁCTBHe

Tosa nexkapctBo cbabpka 47 mg copouroin (E420) u 0,1 mg nonucopOat 20 (E432) BeB Bceku ml
pasTBOD.

3a IBIHUA CIIMCHK HA ITOMOIIHUATE BEIECTBA BIIKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WmxexkunoneH pa3TBop (MHXEKIHSA)

Buctbp, 6e31BeTeH 10 0JeH0KBAT pa3TBop ¢ pH 5,2.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHU OKA3AHUS

JleyeHnue Ha OCTEONOPO3a IPH )KEHH B IIOCTMEHOMIAY3a U IIPH MbXKE, N3I0KEHH Ha TIOBHIIEH PHCK OT
¢paxtypu. [Ipu xeHn B HocTMEHOMAay3a IeHo3yMal 3HaYMMO HaMallsiBa PUCKa OT ppaKTypH Ha
MpeluieHUTe, HeNpenuIeHHn (pakTypu u GpakTypu Ha Ta300epeHara cTasa.

Jleuenne Ha 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C XOPMOHAJIHA a0JIalyst IPU MBXE C KapLUHOM Ha
npocTaTara, H3JI0’)KCH! Ha TIOBUIIIEH PUCK OT QpakTypu (Bxk. Touka 5.1). [Ipn Mbke ¢ KapIMHOM Ha
IpocTaraTa, Noay4aBalll XOPMOHAIHA abaanus, AeH03yMad 3HauMMO HaMaJlsiBa PpUCKa OT (hpakTypu
Ha MPELUICHUTE.

Jleyenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBbP3aHa C MPOABILKUTEIHA CUCTEMHA TIIIOKOKOPTUKOUIHA
Tepanus Py Bh3PaCTHU MAIMEeHTH C TMOBUIIICH PHUCK OT (ppakTypa (BXkK. Touka 5.1).

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

EOSI/IQOBKa

[Ipenoppunrennara go3a e 60 mg neHo3yMab, IPUIIOKEHA KaTo €THOKpaTHA IMOAKOKHA HHXEKIUS B
obxnactra Ha OepaTa, KOpeMa WM MUIITHUIIATA, BEAHBXK Ha BCEKU 6 Mecella.



[MarenTruTe TpsOBa J1a TOyYaBaT aJeKBaTHO KOJIUYECTBO TOOABKY C KUK 1 BUTaMuH D (BK.
Touka 4.4).

Ha MAalUCHTUTE, KOUTO CC JICKYBAT C ,Z[CHOBYM36, Tpi[6Ba Aa CC MpeAOCTaBU JIMCTOBKA 3a MAallUCHTA U
HalltOMHsAIIAa KapTa Ha ImaiyucHTa.

OnrtumarnHara o01a NPOABIDKUTSTHOCT Ha aHTHPE30POTHUBHATA TEPAITHUS HAa OCTEONOpO3a
(BKIrOYBaIIA JIeHO3yMa0 1 OudochoHaTh) He € yecraHOBeHa. Heo0X0oauMocCTTa OT MpoIbiKaBaHe Ha
JICYCHUETO TPsAOBA [1a Ce MPEOICHSABA IEPUOANIHO, B3 OCHOBA HA MOJI3UTE U MOTCHIIUATHUTE
PHCKOBE, CBbP3aHH C ACHO3yMald NP BCEKH OTAEJICH MAaIMeHT, 0COOSHO ClIe S5 WK NOBeYe FOAHHH
ynotpeba (Bx. Touka 4.4).

THayuenmu 6 cmapuecka 6v3pacm (6v3pacm > 65)
He ce nanara kopurupase Ha 703aTa IIpH NalUEHTH B CTapYecKa Bb3PacT.

bvopeuno yspescoane
He ce Hanara kopurupase Ha J03aTa Mpy NalMeHTH ¢ ObOpeUHO yBpekaane (BkK. Touka 4.4 3a
MPENOPbKH OTHOCHO NPOCIIEAsIBAHE HA KAIIIMEBUTE HHUBA).

JluncBat TaHHY MPU MAIMEHTH C TPOABIDKUTENTHA CHCTEMHA TIIFOKOKOPTUKOUIHA TePaIus U TEKKO
O0BOpeuHo yBpexkaane ckopoct Ha rioMmepynHa guiarpauus (GFR < 30 ml/min).

Yeproopobro yspedcoane
be3omacHocTTa M eprKacHOCTTA Ha AEHO3yMal He ca MPOYYBAHU MPH MAIIHEHTH C YePHOPOOHO
yBpexxaaHe (BxK. Touka 5.2).

Ileouampuuna nonynayus

Stoboclo He TpsiOBa Aa ce M3MOA3Ba NpH Aea Ha BB3pacT < 18 roguHu mopaau cho0paxeHws,
CBBp3aHU ¢ 0€30MaCHOCTTA — CEPUO3HA XUTIEPKANIIMEMHUS M TOTEHIIMATHO HHXUONpaHe Ha KOCTHUS
pacTex u Jurca Ha poOuB Ha 360 (BX. Touku 4.4 u 5.3). HannyanTte moHACTOAIIEM JaHHU 3a JeTa
Ha BB3pacT oT 2 10 17 roguHu ca onucasu B Touku 5.1 u 5.2.

HauuH Ha IpHIIOKCHHUE

3a TOIKOXKHO MPHIIOKEHUE.

HpI/IJ'IO)KCHI/IeTO Tp$16Ba Ja CC HaIllpaBH OT JIUIC, KOCTO € aICKBATHO O6y‘l€HO Ha TCXHHUKaTa Ha
HWHIKCKTHUPAHC.

VYkazanus 3a ynotpeda, paboTa 1 U3XBBPIISIHE Ca IaJIeHU B TOYKA 6.6.
4.3 IIporuBomoka3zaHus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT MOMOILHHUTE BEILIECTBA,
n30poeHu B Touka 6.1.

Xumnokanmuemust (BK. Touka 4.4).
4.4 Chneuuajanu mpeaynpeskaeHus U NpeAna3sHy MepKH NpHU ynoTpeda

[Ipocnenumoct

3a fa ce moxoOpH MpOoCIeTMMOCTTa Ha OMOIOTHYHUTE JIEKApPCTBEHH MPOIYKTH, UMETO U MMAPTHIHUSAT
HOMEp Ha MPUIIOKEHUS TPOYKT TPSOBA SICHO JIa CE 3aIrCBarT.



JIo0aBKY ¢ KaJalui ¥ BUTAaMUH D

AZ[CKBEITHI/I}IT IIpUcM Ha KaJ'II_II/Iﬁ 1 BuTamMuH D € BakKCH 32 BCHUKH aluCHTH.

IIpeana3sHyu MEPKY OPHU yooTpeda

Xunoxanyuemus

BakHo e 1a ce uaeHTUPHUIUPAT NAIUSHTUTE, U3JI0KCHH Ha PUCK OT XUIOKAIIIHEMHUSL.
XunokaigeMusTa TpsOBa 1a Oblie KOpUIHpaHa Ype3 aJeKBaTeH MPUEM Ha KalIlHui U BUTaMUH D
Mpey 3aroyBaHe Ha TepanusTa. [IpenopryBa ce KITMHUYHO MPOCIIE/IBaHE HA KaJIIIMEBUTE HIBA
MpeIy BCSAKA 7032 U IPU MAlMEHTUTE, TPEPa3oI0KEeHN KbM XUOKAIIUEMIS B PAMKUTE Ha

JIBE CEIMUIIH, CJIe] HauaHaTa J03a. AKO IPH HAKOH MalMEHT Ce MOSBAT MPEaojaraéMu CHMIITOMH
Ha XUTMTOKAIIMEMUS 110 BpeMe Ha JISYSHUETO (BXK. TOUKa 4.8 32 CHMITOMH), TpsiOBa J1a Ce M3CIIeABaT
KanueBuTe HUBa. [lanmenTrre TpsaOBa 1a ObJaT HAChPYABAHHM J]a CHOOIIABAT CUMIITOMH,
[TOKA3aTeJIHN 32 XUITOKAIL[HEMUSI.

HpI/I MMOCTMApKCTUHI'OBU YCJIOBUS CC C’LO6H_IaBa 3a TC)KKa CUMIITOMAaTHYHA XHUITIOKaJIITUCMUA (BO)_IGH_[a
0 XOCHIHUTAIN3alus, )XKUBOTO3acTpaliaBalinu CHOUTHA U CjIydau C JICTAJICH I/I3XOZ[). BBHpeKI/I (S
IMOBCYCTO Ciiydau HACTBIIBAT IMPE3 IMIbPBUTEC HAKOJIKO CEAMHUIN OT HAYAJIOTO HaA JICYCHUCTO, TS MOXKE J1a
CC MMOsABU U I10-KBCHO.

CBH’LTCTBaIlIa TJIIOKOKOPTUKOWJHA TE€PAIUA € JOIIBJIHUTCIICH PUCKOB q)aKTOp 3a XHIIOKaJIIUCMUSI.

bvopeuno ygpescoarne

[NanmenTHTE € TEXKKa CTENEH HAa OBOPEYHO YBpexkIaHe (KpeaTHHUHOB KiupbHC < 30 ml/min) nin
KOHUTO ca Ha AMaIn3a ca ¢ MO-TOJISIM PUCK OT pa3BUTHE Ha XHUITOKAIIHEeMHUs. PUCKBT OT pa3BUTHE HA
XUMOKAIIUEMUS U CHITBTCTBAIIO ITOBUIICHHUE HA MTAPATHPEOUIHUS XOPMOH C€ YBEIHYaBa C
HapacTBaHE Ha CTeIeHTa Ha ObOpedHOTO yBpekaaHe. ChoOImaBa ce 3a TeKKH U JIETATHU CIydau.
AJCKBaTHUSAT MIPUEM Ha KUK, BATaMUH D 1 peloBHOTO MpocCIieAsBaHe Ha KANIUCBUTE HUBA €
0CcO0CHO BOKHO TIPH TE€3M MALEHTH, BIKTE ITO-TOPE.

Kooicnu ungpexyuu

[ManmenTHTe, MOMyYaBaln AEHO3yMab, MOXKE /1a pa3BUAT KOXKHUA MHOEKINU (OCHOBHO EITYJTUT),
BOJIETIN JI0 XocTinTanm3anys (Bk. Touka 4.8). [lanmmenture TpsiOBa ga ObIaT MOCHBETBAHU Aa
MOTHPCAT JICKApCKa MMOMOII, aKO IIPH TAX CC MOABAT MPU3HAIHN UJIW CUMIITOMHU HA LHCITYJIUT.

Ocmeonexposa Ha yenocmma (OHY)
OHU ce cro011aBa psAKO MpY NAIMEeHTH, IMOyYaBali JeHO3yMa0 3a JIedeHne Ha 0CTEe0nopo3a (BK.
Touka 4.8).

HadanoTo Ha Ie4eHneTo/HOB KypC Ha JieueHHe TPsOBa 1a ce OTIIOXKH NPH MAIUSHTH ¢ He3apacTHAIN
OTKPHWTH JIC3UH HA MEKUTE ThKaHU B ycTarta. [Ipy manueHT che ChITbTCTBAIIN PUCKOBH (DakTOpH ce
MPernopbYBa CTOMATOJIOTHYCH MPErJie]] C MPO(QHUIAKTUYHO 3b00JICUCHNE U MHIUBUIyaJIHA OIICHKA Ha
CBHOTHOIIIEHUETO TOJI3a/PUCK TIPEIH JISYeHHE C IEHO3yMao.

CnenHuTe pUCKOBHU (PakTOpH TPsIOBA J]a ce UMaT MPEIBU/I IIPH OICHABAHE HA PUCKA 32 MAI[UCHTa OT

paseutre Ha OHY:

. AKTUBHOCT Ha JICKAPCTBEHUS MPOAYKT, KOWTO NHXHOWPA KOCTHATA pe30pOIHus (TI0-BHCOK PHCK
MPpU BUCOKO aKTUBHH ChEMHCHIS), HAUMH Ha MPUIOXKEHHE (TI0-BUCOK PUCK MTPH MAPEHTEPATHO
MPIWIOKEHUE ) U KyMYJIaTHBHA /1032 Ha KOCTHO-PE30pOTUBHATA TEPAITHS.

. pax, npuapy>kaBaly 3a00JsIBaHUs (HAIp. aHEMHS, KOAaryJIonaTuy, HHPEKInn),
TIOTIOHOITYIIICHE.

. CBITBTCTBAILH JICUCHHSI: KOPTUKOCTEPOUIH, XUMHOTEpanusl, THXUOUTOPH HA aHTHOTeHe3ara,
JpUETEpaIvs Ha TJ1aBaTa U IusTa.

. JIOlIa yCTHA XUTHEHA, 1apOJI0OHTO34, JIOLIO IOCTABEHHU NIPOTE3H, aHAMHE3a 33 CTOMATOJIOTUYHO

3360J’I${BaHe, HWHBAa3UWBHU CTOMATOJIOT'MYHU NPOUCAYPHU (Har[p. CKCTpaKI g Ha 3’56).



Mo BpeMe Ha siedeHue ¢ JeH03yMab BCHUKH MAIUCHTH TPsiOBa J1a ObIaT HAChpPUYaBaHHU J1a TIOJIBPKAT
no0pa yCTHa XUTHEHa, JIa Ce TIOJIaraT Ha pyTHHHYA CTOMATOJIOTUYHU MPETJICAN U He3a0aBHO Ja
ChOOINaBaT 32 BCHYKH CHMIITOMH OT CTpaHa Ha yCTHATa KyXHHA, KaTo pa3kiallaHe Ha 360, 00iKa i
MoTyBaHe, WK He3a3/IpaBsIBally S3BU Win cekpenus. [1lo Bpeme Ha ieueHHeTo HHBa3UBHH
CTOMATOJIOTHYHH MPOIICTypH TPOBA J]a ce M3BBPIIBAT CaMO Clie/l BHUMATellHA [TpelieHKa U TpsiOBa aa
ce u30sTBa U3BBPIIIBAHETO UM B HEITOCPEICTBEHA OJIM30CT € MPIIOKCHUETO Ha JICHO3yMao.

[InasbT 32 eyenne Ha manueHTHTE, KONTO pazsuat OHY, TpsOBa na Ob/Ie 3rOTBEH B TSICHO
CHTPYIHUYECTBO MEXY JIEKYBaIIHA JeKap U JIeKap 1o IeHTaIHA MEeIUIIUHA WK JINIIEBO-UYEIIOCTeH
xupypr ¢ onut B OHY. TpsabBa na ce oOMHUCIN BpeMEHHO MIPEKbCBAHE HA JICUCHUETO, TOKATO
CHCTOSIHUETO OTIIYMH M AONPHUHACAIINTE PUCKOBU (PaKTOpH ObJAT HAMAJICHU, aKO € Bh3MOXHO.

Ocmeonexpo3a Ha 8bHWHUS CTYX08 NPOX0O

Nma cpo01ienns 3a OCTEOHEKpO3a Ha BRHIIHUS CIIyXOB [IPOXOJ IPH JICUEHHE C IEHO3yMal.
BB3MokHHTE pUCKOBH (DaKTOPHU 332 OCTEOHEKPO3a Ha BHHIIHUS CIIYXOB MPOXOJI BKIIIOYBAT yoTpebda
Ha CTEPOUIN U XUMHUOTEPAITHs U/WITH JIOKaJTHA PUCKOBU (PaKTOPH, KATO HApuMep HHMEKIIUS HITH
TpaBMa. BepoaTHOCTTa OT pa3BuUTHE Ha OCTEOHEKPO3a HA BBHHIIHMS CIyXOB IPOX0J TpsiOBa J1a ce uMa
MIpeBU/ IPH TMALMEHTH, IPUEMAIH JeH03yMab, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha yXOTo,
BKITIOYHUTEIIHO XPOHUYHH YIITHH WHEKIIHH.

Amunuunu ¢hpaxmypu na 6edpenama Kocm

Nma crolOuieHns 3a atuninyHe (pakTypu Ha OeJpeHara KOCT MPH NAIUeHTH, MOJIyYaBaly J1eH03yMao
(Bk. Touka 4.8). AtunmanuTe QpakTypu Ha OeIpeHaTa KOCT MOXKE J1a C€ TOSIBIT IPH MHUHUMAJTHA
TpaBMa uiu 0e3 TpaBMa B CyOTpoXaHTepHUTe U Auadu3HuTe 001acTy Ha OenpeHara KocT. Te3u
CHOMTHS CE XapaKTePH3UPAT ChC CCHM(DUYIHN PEHTTCHOIOTUYHI HAXOAKH. ATHIINYHH QPaKTypu Ha
OenpeHara KoCT ce ChOoOIIaBaT ChIIO MPU MAMEHTH C OTPEIEIEHH ChITHTCTBAIIN ChCTOSIHUS (HArp.
nedunuT Ha BUTaMuH D, peBMaTtouieH apTput, xumodocdarasus) u Mpu ynorpeda Ha HIKOU
JIEKapCTBEHU POAYKTH (Hamp. 6udochoHaTH, IITFOKOKOPTHKOHUIN, HHXHOUTOPH HA IPOTOHHATA
nomra). Te3u cbONTHS ca HACTHIBAIK U 0e3 aHTUpe30pOTHBHA Tepans. [logoOoHu QpakTypu,
CHOOIIEHU BBB Bph3Ka ¢ OudochoHaTu, 4ecTo ca OMaTepaIHy; MOpaay TOBa IIPH MAIUeHTH,
JIEKyBaHM ¢ AeHO3yMal, KOUTO ca peThpIienn (pakTypa Ha TSIIOTO Ha OefpeHara KOoCT, TpsOBa /1a ce
M3cle/iBa KOHTpajlaTepaiiHaTa OeipeHa kocT. TpsiOBa aa ce 0OMUCIIN IpeKpaTsIBaHe Ha TepamusTa ¢
JeH03yMal MpY MallMeHTH, 32 KOUTO Ce MOI03Upa, Ye MMaT aTUludHa QpakTypa Ha OeJpeHara KocT, B
OYaKBaHE Ha OIIEHKATa HA MMAIMEHTAa Bb3 OCHOBA HA MHIMBHAYAITHO ONPEIEICHOTO ChOTHOIICHHE
non3a-puck. [1o Bpeme Ha JieueHHETO ¢ AeH03yMa0, ManueHTHTe TpsOoBa Aa ObAAT MOCHBETBAHM A2
chOOIIaBaT 3a HOBa WM HeoOnYaiiHa 0oJka B OeipoTo, Ta3o0eApeHaTa cTaBa Win clabuHHTE.
[TanmeHnTH ¢ TaKMBa CHMITOMH TpsIOBa Ja ce U3CIEIBAT 3a HelrbJIHAa (pakTypa Ha OexpeHara KocT.

Ipoovroicumento anmupe3o0pomMusHo aeyenue

[TponbmKUTETHOTO aHTHPE30POTHBHO JieueHHe (BKIIOUBAIIO JeHO3yMab n 6udochonaTn) Moxe ga
JIOBEJIE JI0 TIOBUIIICH PUCK OT HEXKEJaHU PEe3YJITATH, KATO OCTEOHEKPO3a Ha YEIFOCTTa M ATHITHIHU
(bpakTypu Ha OeJpeHaTa KOCT opaay 3HAYMMO IOTUCKaHE Ha KOCTHOTO PeMojIerpaHe (BxK.

Touka 4.2).

Cvnvmcesawo neuenue ¢ opyau 1eKapCmeeHy npooyKmu, CbObpiucayil 0eHO3yMad

[MaruenTH, IeKyBaHU C ICHO3yMa0, He TPpIOBa J1a ObJaT JICKyBaHH ¢AHOBPEMEHHO C IPYTH
JICKapCTBEHHU MPOIYKTH, ChbPIKAIIH A€HO3yMa0 (3a peI0oTBpaTsIBaHe Ha CHOUTHS, CBhP3aHH C
KOCTHATa CUCTEMa MPH Bb3PACTHH C KOCTHH METAcTa3H OT COJUIHH TYMOPH).

Xunepranyuemust npu neQuampudHu nayueHmu

Jleno3ymMa0 He TpsiOBa J1a ce M3IOJI3Ba MPH TeIMaTpUIHK nanueHTy (Bp3pact < 18). Chobiasa ce 3a
Ccepro3Ha XuIepKanuemMus. Hakou ciryuan B KIIMHUYHA U3MUTBAHUS Ca YCIIOKHEHH OT OCTPO
OBOpeUHO yBpEKIAHE.



IIpedynpesicoenus 3a nomowHume geuecmaa

Tora nekapcTBO chabpka 47 mg copOUTON BHB Bceku ml pa3tBop. TpsaOBa ma ce B3eMaT npeaBu
aJIUTUBHUAT €(DEeKT Ha CHITBTCTBAILO MIPHUIIOKEHHU MPOAYKTH, KOUTO CHIBPKAT COPOUTON (MK
($pyKTO32a), U XPaHUTETHHUAT MPHEM Ha copOuTon (mnu Gpykrosa).

To3u iekapcTBEH NPOAYKT ChIbprka Mo-Majiko oT 1 mmol Hatpuii (23 mg) Ha 60 mg, T.e. MOXeE 1a ce
Kake, 4e TPAKTUIECKH HE ChIbpKa HATPHIA.

Toga nekapctBo chappika 0,1 mg monucop6ar 20 BbB BCsKA CHPUHIIOBKA, KOUTO Ca €KBUBAJICHTHHU Ha
0,1 mg/ml. IlonucopOaTure MOraT fa MPUUYMHAT ajepruvyHu peakuuu. TpsaodBa na kaxxere Ha Bamms
JIeKap, ako MMaTe YCTAHOBEHU aJIepruu.

4.5 BzamMmopeiicTBHe ¢ IPYI'H JIeKAPCTBEHH NPOAYKTH M APYTrH (p)OPMH HA B3auMojAelicTBHe

B enno mpoyuBaHe 3a B3aMMOJICHCTBUsATA, AeHO03yMal He MOBMHsiBa (hapMaKOKHMHETHKATa Ha
MHJIa30J1aM, KOUTO ce MeTabomm3upa upe3 ruToxpoM P450 3A4 (CYP3A4). Tosa mokasBa, 4e
JIEHO3yMa0 He mMpoMeHsT (hapMaKOKHHETHUKATA Ha JICKApCTBEHU MPOAYKTH, KOUTO C€ MeTabOIU3UpaT
ype3 CYP3A4.

Jluncear KIMHUYHYU JTaHHU 32 €THOBPEMEHHOTO MPHUIIOKEHUE Ha JeHO3yMald U XOpMOHO3aMeCTBAaIlla
Tepanus (HampuMmep eCTPOTeHH ), CUnTa ce o0ade, 4Ye Bh3MOXKHOCTTA 32 (hapMaKOJMHAMUYIHO
B3aHMOJICIICTBHE € MaJIKa.

I[Ipu >xeHu B OCTMEHOMAY3a ¢ OCTEON0po3a, hapMakOKMHETHKATa U (papMaKoAWHAMUKATA HA
JeH03yMal He ce MOBIMABAT OT NPEIXOJHA Tepanus C aJICHIPOHAT, Ha 0a3aTa Ha JaHHU OT IIPOyYBaHe
C IpexojiHa Tepanus (0T aleHIPOHAT KbM A€HO3yMal).

4.6 @epruianrer, )peMEHHOCT U KbpMeHe

Bpemennoct

JlumicBat WM ©Ma orpaHWYCHU JaHHM OT YIIoTpeOaTa Ha IeH03yMab Mmpu OpeMeHHH KEHH.
[IpoyuBaHusATa MPU )KUBOTHU MMOKA3BAT PEMPOAYKTUBHA TOKCUYHOCT (BXK. TouKa 5.3).

JleHo3yma0 He ce mpenophyBa 3a yrnorpebda npu OpeMEeHHH JKEHU U MPH JKEHH ¢ JCTEPOICH
MTOTEHITHAI, KOUTO HE M3TOI3BaT KOHTparenus. JKeHure TpsoBa ga ObaaT MOCHBETBAHU Ja HE
3a0peMeHsBaT 10 BpeMe Ha M Hal-MaJIko 5 Mecella ciief| JiedeHneTo ¢ feno3ymad. Edexrure Ha
JIEHO3yMab € BEPOSATHO J1a ca MO-TOJIEMH 110 BpeMe Ha BTOPHS U TPETHUS TPUMECTHP Ha OPEMEHHOCTTA,
ThH KaTO MOHOKJIOHAJIHUTE aHTUTEJIa IPEMUHABAT MPe3 IUIAlEHTATa 10 JIMHEeEH MOJIEII C HallpeIBaHe
Ha OpPEMEHHOCTTA, KaTO HAN-TOJIIMO KOJIMYECTBO IPEMUHABA MPE3 TPETUS TPUMECTHP.

Kbpmene

He e m3BecTHO nanu neHO3ymMab ce eKCKpeTrupa B KbpMmara. [Ipy reHeTHYHO MOACTUPaHU MUIIKH, TIPU
konto RANKL e 6wt u3KIII04eH upe3 TeHHO oTcTpaHsBaHe (,,knockout mumku’), mpoydBaHusTa
rmokassart, Je juncara Ha RANKL (taprer Ha neHo3yMa0 — BK. Todka 5.1) mmo BpeMe Ha OpeMEHHOCT,
MOJKeE Jia TIOBJIUSAC BHPXY Ch3PSIBAHETO HA MIICUHHUTE XKIIC3H, BOJICIIO JI0 HAPYIIICHA JTaKTAIHsI CIIE]T
paxnane (Bxk. Touka 5.3). TpsOBa na ce B3eMe pellieHne Aalu Jia Ce IPEYCTaHOBU KbPMEHETO WIIH Ja
ce NMPeyCTaHOBH JISYEHUETO C JIEHO3yMal, KaTo ce B3eMaT MPEBH]] 10J13aTa OT KbPMEHETO 32
HOBOPOJICHOTO/KhPMAYETO U MOJI3aTa OT TepaNusITa ¢ IeHO3yMal 3a JKeHaTa.

DepTUauTeT

Hsma nannm 3a edexra Ha 1eHO3yMad BbpXY (epTuiuTeTa npH xopa. [IpoyuBaHus npu >KWBOTHHU HE
MOKa3BaT AUPEKTHU WM WHAWPEKTHHU BpenHU e(eKTH BhpXY (epTunurera (BXK. Touka 5.3).



4.7 EdexTu BpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

Jleno3yMa0 He MOBIHUBA WK TIOBJIHSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a mIopupaHe U padboTa ¢
MaIluHH.

4.8 Hexeganu JeKapcTBeHH PeaKINU

O06001menre Ha npodriia Ha 6€30ACHOCT

Haii-uectute HexxenaHu peakUuy MpH AeHo3yMal (HabIogaBaHy [IPU MOBEYE OT €IUH MAllMEeHT Ha
JieceT) ca MyCKYJIHO-CKeneTHa 0onka u Oomnka B kpaitnunure. [Ipu nanueHTH, npueMaiy aeHo3ymao,
ca Ha0OJr01aBaHU HEUECTH ClIyyal Ha LIeNTyJIUT; PEIKU CIydayd Ha XUIIOKAJILUEeMUs],
CBPBXUYYBCTBHUTEIHOCT, OCTEOHEKPO3a Ha YETIOCTTa U aTUITMYHH (QpakTypu Ha OegpeHara KocT (BXK.
Touku 4.4 1 4.8 — onrcanue Ha M30paHN HEXKETaH! PEaKIIH).

TabuuyeH CIMCHK HA HEXKEIAHNUTE PCaAKIINN

Jananre B Tabnuna 1 mo-q01y onucBaT HEXKENaH!U PEaKIUY, ChOOIIEHH MTPH KIMHIYHN U3MUTBAHUS
¢aza 11 u 11l mpu marueHTH ¢ 0CTE0nopo3a M KapIMHOM Ha MJICYHATA JKJIe3a WK IIpoCcTaTaTa,
MOJTy4aBaIiy XOPMOHATHA abJaIusl, W/ WK OT CIIOHTAaHHH ChOOIICHUSI.

M3non3BaHa e cieaHaTa KOHBEHIMS 32 KJIaCH(UKANNS Ha HEKEJIAHUTE JIEKApPCTBEHH PEAKIHU (BXK.
tabmuna 1): mHoro vectu (> 1/10), wectu (> 1/100 no < 1/10), vewectu (= 1/1 000 no < 1/100),
penku (= 1/10 000 o < 1/1 000), maoro penku (< 1/10 000) 1 c Heu3BeCTHA YeCTOTA (OT HAIUYHUTE
JIAaHHU He MOXe Jia ObJie HarpaBeHa olleHKa). [Ipu BCsAKo rpynupaHe B 3aBUCUMOCT OT YeCTOTaTa U
CUCTEMO-OPTaHHHS KJ1ac, HeXKEIaHUTE JIEKAPCTBEHH PEAKIIMU ce M30POsSBaT B HU3XOJISIL PE/I 110
OTHOIIICHNE HA TSIXHATA CEPHO3HOCT.

Tab6auua 1. Hexxenanu peakuuu, cb001eHU NP NAIMEHTH ¢ 0CTEONOPO3a U NAIUEHTH €
KaApIUHOM Ha MJIEYHATA KJIe3a WM MPOCTATaTAa, MOJy4aBalld XOPMOHAJHA a0Jianust

MedDRA cucTeMo-opraHeH Kareropus yecrora He:xenann peakunu
KJIac
WNudexkunu u nadecramnum Yectn Wudekuns Ha MTMKOYHUTE THTUIIA
Yectu Wudekuns Ha ropHUTE TUXATSITHA
MTBTHINA
Heuectn JuBepTuKyuT!
Heuecrtu [emymur!
Heuectu Wudekuns Ha yX0TO
Hapymenus nHa nmyHHata Penku JlekapcTBEHA CBPBXYYBCTBUTEIHOCT!
cUcTeMa Penxu AnadunakTuyHa peakuus'
Hapymienns Ha Mmerabonusma u | Penku XunokanuueMus'
XpaHEHETO
Hapymenns Ha HepBHaTa Yectn Nmmac
cucTeMa
CromantHo-4peBHH HapymIeHus | Yectn 3amnek
Yectu AbpomuHasIeH TUCKOMGOPT




MedDRA cucremo-opranes Kareropus gecrora Hexenanm peaknuu
KJIac
Hapymienns Ha koxaTa u Yectu O6puB
MOJKOYKHATA ThKaH Uectn Ek3zema
Uectn Anonenust
Heuectu JINXCHOMIHY JIEKAPCTBEHHU PEAKIMH '
MHoro peaku XUNEPCEH3UTUBEH BaCKYJIUT
Hapymienus Ha MHoro yectn boika B kpaitHunure
MYCKYJHO-CKEJIeTHaTa cucteMa | MHoro yectu MyckynHo-ckeneTHa 6oka'
U ChbCIMHUTECIHATA ThKAH Penxu OcTeoHeKpo3a Ha yenocTTal
Penxu Atunmaau GpakTypu Ha OempeHaTa
koct!
C Heu3BecTHa 4ecToTa OcTeoHeKkpo3a Ha BHHILHUS CIIYXOB
npoxox’

! Buxre Toukata ,,Onucanyie Ha M30paHK HEXKEIAHH PEAKIUK.
2 Buxte Touka 4.4.

B cOopHus ananu3 Ha JaHHU OT BCUYKH TU1ane00-KOHTponupanu u3nutBanus ¢asza Il u gaza [l e
CHOOIIEHO 3a IPUMONOA00H0 3a00sIBaHe ¢ obmia yectora ot 1,2% 3a nerno3zymad u 0,7% 3a mianeoo.
BrbIpeku ue ToBa HECHOTBETCTBUE € YCTAHOBEHO Upe3 COOPEH aHaNIM3, TO HE € YCTAHOBEHO 4pe3
CTpaTUUIMPAH aHATH3.

Onucanue Ha U30paHU HEXKEIIAHU PEAKLINU

Xunoxanyuemus

[Ipu aBe nnane0o-KOHTPONMMPaHU KIMHUYHY n3nuTBanus ¢asa Il mpu keHu B mocTMeHonaysa ¢
octeonoposa, mpuommurenso 0,05% (2 ot 4 050) oT maIMEHTKUTE ca IMaJTd HAMAJICHH CEPyMHH
HUBa Ha Kanui (mo-manko ot 1,88 mmol/l) cnen npunarane na neHosyma6. He ca cpo0maBanu
HaMaJICHU CEpyMHH HUBA Ha KaJuii (mo-manko ot 1,88 mmol/l), kakto npu nBere
TIae00-KOHTPOIMPAHN KIIMHIUYHY n3nuTBanus ¢asa 1l npu nanuenT ¢ XopMOHaTHA abnalms, Taka
W TIpH U1a1e00-KOHTPOJIMPAHOTO KIMHIYHO m3nuTBaHe ¢aza Il npu mbxe ¢ octeonopo3sa.

[Ipu mocTMapKeTHHTOBH YCIOBUS ca ChOOIIABAHU PEIKHU CITydan Ha TEXKKA CHMIITOMAaTHYHA
XHUIOKAJIMEMHUs, BOJIEIIA IO XOCIUTAIU3AIH, )KUBOTO3aCTpaIlIaBallld ChOUTHS U CITydau C JeTaleH
W3XO0, IPEeAUMHO NPH MALMEHTH C TOBUILEH PUCK OT XUMOKAJIIMEMHUS], OIy4aBally AeH03yMa0, KaTo
MOBEYETO CIIy4au Ca HACTBHIWIN B IBPBUTE CEAMUIIM OT HA4aJIOTO Ha JiedyeHuero. [Ipumepn 3a
KJIMHUYHU TPOSIBU HA TE)XKAa CHMIITOMAaTUYHA XUITOKAIIIMEMUS BKIIIOYBAT yAbDKaBaHE Ha
QT-unrepBana, TeTaHus, F’bPYOBE U HAPYIICHO IICUXUYHO CHCTOSIHUE (BXK. ToUKa 4.4). CumnromMure
Ha XUMOKIIUEMHUS B KIIMHUYHUTE U3MUTBAHMSA C IEHO3yMad BKIIIOYBAT MAPECTE3UH WIH MYCKYyJTHA
CKOBaHOCT, TIOTPETIBAaHUS, CTIa3MH U MYCKYJTHH KpaMIIH.

Kooicnu ungpexyuu

[Mpu nnane6o-KOHTPOIIMpPaHUTE KIMHUYHY H3NuTBaHus ¢asa IIl, odmara yectora Ha KOXKHU
WHQEKIHUH e Oula CXOHA IPH IPYNUTe Ha Iianedo u AeH03yMal: Py JKeHH B TIOCTMEHOIIay3a ¢
octeonopo3a (tumare6o [1,2%, 50 ot 4 041] cupsimo neHO3yMab [1,5%, 59 ot 4 050]); mpu MBxe C
octeonopo3a (tutanebo [0,8%, 1 ot 120] cnpsmo nenozymad [0%, 0 ot 120]); mpu marueHTH ©
KapIMHOM Ha MJICYHATa JKJIe3a WM MMpocTaTara, ojlyJyaBaild XOpMoHaiHa aomanus (miaredo [1,7%,
14 ot 845] cnpsimo neno3ymao [1,4%, 12 ot 860]). Koxxuau nH(EKIIH, BOACIIH IO XOCTUTATH3AIIH,
ca crobmasanu npu 0,1% (3 ot 4 041) oT ’)KeHHUTE B IOCTMEHOTAY3a C OCTEONOPO3a, [TOTyYaBaLIH
mwiane6o, cupssmo 0,4% (16 ot 4 050) ot skeHuTE, MONTyyaBalu AeHo3ymad. Te3u ciaydau ca npeauMHO
uenynut. [lpu npoyuBaHusiTa Py KapIUHOM Ha MIIEYHATA XKJIe3a M POCTaTaTa, KOXKHUTE HH(EKIINH,
CHOOIIEHN KaTO CEPUO3HH HEXKETaHU JICKAPCTBCHU PEAKIINH, Ca CXOJHH ITPU TPYIHUTE Ha TUIare0o
(0,6%, 5 ot 845) u nernozymab (0,6%, 5 ot 860).

Ocmeonexpo3a Ha uenocmma
OHUY ce cpo0masa psaaxo, npu 16 manueHTy B KIMHUYHATE U3MIUTBAHKS IIPH OCTEONOPO3a U IPU
MALMEHTH ¢ KapLIMHOM Ha MJIeYHATa KJIe3a WX IPOocTaTara, oJIyyaBallyd XOpPMOHaIHA abarus,



BKJTFOUBAITH 001110 23 148 manmentn (BXK. Touka 4.4). Tpunazgecer ot Te3u ciydan ¢ OHY ca
HACTBITUJIN TIPH KEHH B IOCTMEHOIIay3a C OCTEONOopo3a 10 BpeMe Ha MPOABIDKEHUETO Ha KITMHUIHO
nznutBane ¢asa IlI, cnen neuenue ¢ neHozymabd B nponbinkenue Ha 10 rogunu. Yectorara na OHY e
0,04% na 3-tata ronuna, 0,06% na 5-rata rognHa u 0,44% na 10-taTa roguHa OT JICYUSHHETO C
nenozymad. Puckbt or OHY HapacTBa ¢ MpOABIKUTEIHOCTTA HA €KCITO3UIINS Ha JIeH03yMao.

Puckbst or OHY € o11eHEH 1 B peTpOCIIEKTUBHO KOXOPTHO IIpoy4yBaHe npu 76 192 sxenu B
ITOCTMEHOIIay3a ¢ HOBO3aIouBaIIo JieueHue ¢ neno3ymad. Yecrorata ma OHY e 0,32% (95%
noseputeneHn natepsai [Cl]: 0,26; 0,39) npu nanueHTy, H3MOI3BAIIM 1eHO3yMal 10 3 TOIUHU U
0,51% (95% CI: 0,39; 0,65) mpu marueHTH, U3MOI3BAIIH JEHO3YMa0 /10 5 TOJWHU MIPOCIeIIBaHE. .

Amunuynu ppaxmypu na beopenama Kocm
B nporpaMaTta 3a KTMHUYHHU U3MUTBAHUS IPH OCTEOINIOPO3a, aTUITMYHH (PPaKTypu Ha OegpeHara KocT
ca chOOIABaHM PAIKO MPU MALMEHTH, JIEKYBaHH € A€HO3yMal (BX. Touka 4.4).

Jusepmuxyium

B enHo murane6o-KoHTpOIMpaHO KIMHUYHO m3nuTBaHe ¢a3za Il npu manueHTr ¢ KapiHOM Ha
npocTarara, mojlyJaBaly aHaporeH-aenpuanuonna tepamnus (ADT), e ycranoBen aucbananc o
OTHOIIICHHE Ha HeXeJaHUTe ChOUTHUS 3a nuBepTHKYIHT (1,2% neno3ymad, 0% miare6o). YectoraTta
Ha JINBEPTUKYJIUT € CPABHUMA MEXY JBETE TEPAIEBTUYHU TPYIH MIPH KEHUTE B TIOCTMEHOTIAY3a WITH
MBIKETE C OCTEOIopo3a U MPH KEHHUTE, JIEKyBaHHU ¢ apoMaTa3H! HHXHUOWTOPH 32 HEMETaCTaTH4YeH
KapIMHOM Ha MJIe4HaTa KJie3a.

Cevpzanu c rekapcmeomo peakyuu Ha C8PbX4Y8CMEUMENTHOCH

[Tpu mocTMapKETHHTOBH yCIIOBUS TIPH MAIIMEHTH, TOIy4aBallly 1eHO3yMa0, ca ChOOIEHH PEIKU
CHOUTHA Ha CBPBXUYBCTBUTEIHOCT, CBHP3aHa C JIEKAPCTBOTO, BKIIFOYUTEIHO O0OPUB, YPTUKAPUS,
MOyBaHE Ha JIULETO, EPUTEM U aHADUIAKTHYHH PEAKLIUH.

Myckynno-ckenemna 6oaka

Ipu MOCTMAapKETHHTOBH YCJIOBHSI Ma ChOOIIIEHHS 32 MyCKYJTHO-CKEJIETHA 00K, BKIIFOYUTETHO
TEXKKHU CITydaH MPH MaIUeHTH, TOJIy4YaBalliy [eH03yMa0. B KIMHUIHNTE U3NUTBAHKS
MYCKYJIHO-CKEJIETHA O0JIKa ce ChOOIaBa MHOTO Y€CTO B IPYIUTE HA JICHO3yMal u 1uiane0o.
MyckynHo-ckeneTHa 00JKa, BOJCIIA 10 MPEYCTaHOBSBAHE HA M3ITUTBAHOTO JICUCHHUE, CE ChOOIIaBa
HEYEeCTo.

Jluxenouonu nexapcmeenu peaxyuu
CroOraBa ce 3a TMXEHOWIHH JICKAPCTBEHH PEaKIIuy (HapruMep PeaxIiu, MoJ00HN Ha JMXEH TUIaHyC)

IIpY MaUCHTU B TIOCTMAPKETUHIOBH YCJIOBU.

JIpyTH cieMaiHu MONYIalil

Teouampuuna nonynayust

Jleno3ymab He TpsOBa /1a ce M3IONI3BA IIPH MeIUATPUIHHU MareHTH (Bh3pacT < 18). Cpob1masa ce 3a
cepuo3Ha xunepkainuemus (Bx. Touka 5.1). Hakou ciaydyan B KIMHUYHN U3MUTBAHUS Ca YCIOXKHCHH
OT OCTPO OBOPEUHO YBpEKIAHE.

Bvbpeuno yepeoscoane

[Ipy KIMHUYHYU IPOYYBAHMS MALMEHTH C TEKKO OBOPEUHO yBpexkIaHe (KPeaTHHUHOB KIUPBHC

< 30 ml/min) uM TakuBa Ha XeMOUAIIN32a, Ca N3JI0XKEHHU Ha TI0-BHCOK PUCK OT XHITOKAIIHEMHS MPH
JUrca Ha 100aBKa Ha KaJdluid. AZCKBAaTHUAT IPUEM Ha KaJIIUK U BUTaMUH D € BakeH NpH MalueHTH ¢
TEXKO0 OBOpPEUHO YBpEKAaHe, WM TaKMBa Ha XeMoauanu3a (Bxk. Touka 4.4).

Cro0I11aBaHe Ha IMOA03UPAHHU HEKETAHU PEAKIIAH

C’BO6H_IaBaHeTO Ha IoAO03MpaHn HEKCIAaHNU pCaKIUU CIICA pa3pelllaBaHe 3a y'HOTp€6a Ha JICKaApCTBCHUSA
IIPOAYKT € BAXKHO. ToBa nmo3BossiBa 1a IIPOABIIKHU Ha6HIOI[eHI/ICTO Ha CbOTHOHICHUETO I10JI3a-pUCK 3a
JICKApCTBCHHUA NPOAYKT. Or MCIUIIMHCKUTC CIICHUAIIMCTHU CC€ N3HUCKBA aa C’BO6H_IaBaT BCiAKa



MOI03MPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B
IMpunoxenue V.

4.9 IIpeno3upane

Hsma omut ¢ mpeno3upane npu KIMHAYHATE TPOyYBaHus. B KIIMHUYHNTE TPOYYBaHUA Ca TPUIaraHu
no3u ieHo3yMab o 180 mg Ha Bceku 4 cenmuiy (kymynaTuBHa qo3a 10 1 080 mg 3a 6 Mecena) u He
ca HaOJIr0OaBaHU AOMBJIHUTEITHN HEXKEIaH! JIEKAPCTBEHH PEaKIIH.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 ®apmakoAUHAMHYHM CBOIiCTBA

dapmakoTepaneBTHYHa rpymna: JlekapcTsa 3a JeueHue Ha KOCTHH 3a00isiBaHus — J[pyru gekapcTsa,
MOBJIMSBAIIN KOCTHATA CTpyKTypa U Munepanuzanusi, ATC koxa: M05SBX04

Stoboclo e 6ronornvHo Mo o0eH ekapcTBeH npoaykT. [logpodHa nHpOpMaIus € mpeaocTaBeHa Ha
yeOcaiita Ha EBponeiickaTa areHIus 1o jekapcteaTa https://www.ema.europa.eu.

MexaHu3bLM Ha IeHiCTBUE

JleHozyma0 e 4oBemnko MoHOKIOHATHO aHTUTsUI0 (Ig(G2), KoeTo TapreTupa u ce CBbp3Ba C BUCOK
aduauTeT U cienupuaHoct ¢ RANKL, npenoTBparsiBaiiku akTHBUPAHETO HA HETOBUSI PEICTITOD
RANK, pa3noiioxeH 1no nmoBbpXHOCTTa Ha OCTEOKIACTHUTE MPEKYPCOPHU U OCTEOKIACTHUTE.
[IpenorepatsaBaneTo Ha B3aumoaciictBuero RANKL/RANK unxubupa oOpa3syBaHeTo Ha
OCTEOKJIACTH, TAXHATA (DYHKIIHS U KUIHECTIOCOOHOCT, HAMAJISIBAMKY 110 TO3W HAYWH KOCTHATA
pe30pOIHs B KOPTHKAITHUTE U TPaOeKyJIapHUTE KOCTH.

q)aDMaKOHI/IHaMI/I‘lHI/I edJeKTI/I

JlegenmeTo ¢ geHO3yMab ObpP30 HaMasIBA CTETICHTa Ha KOCTEH 0OMEH, JOCTUTAlKY 3a 3 THH
Hal-HHCKaTa CTOWHOCT Ha MapKepa 3a KocTHa pe3opbuus, cepyman 1 C-renonentuau (CTX) (85%
HaMaJIsIBaHE), ChC 3alla3BaHe Ha HAMAJICHUETO B paMKHTE Ha JT030BHUS WHTepBajl. B kpas Ha Bceku
J1030B HHTepBaI HamasiBaHeTo Ha CTX e 9acTHYHO 1Mo-ci1a0o, B CpaBHEHHE C MAKCUMAITHOTO
HamaseHue ot > 87% o npubnusutenHo > 45% (nuanazon ot 45-80%), KoeTo oTpassiBa
oOparuMocTTa Ha ehekTuTe Ha IEHO3yMad BEPXY KOCTHOTO PEMOJICIIMPAHE CIIe]] IOHMKaBaHe Ha
cepyMHUTE HUBA. Te3n eeKTH ce MOIIbPIKAT C HENPEKHhCHATO JieueHue. MapKkepuTe 3a KOCTEH OOMEH
OOMKHOBEHO JIOCTUTAT HUBATA MPEI JICUSHHETO 9 Mecena cie mocienHara jgo3a. [Ipu moBTopHO
3aro4BaHe Ha JIeH03yMa0, HamansBaneTo Ha CTX e cXoaHO ¢ TOBa, HA0JI0JTaBAaHO TIPU MAIMEHTH,
KOUTO 3aII04YBaT JICUCHHE C ICHO3yMal 3a ITbPBU ITBT.

HNmyHOreHHOCT

[To Bpeme Ha nedeHme ¢ AeHO3yMald MOXeE J1a Ce pa3BUAT aHTU-AeHO3yMa0 anTtutena. He ce
Ha0II0/1aBa sIBHA BPBh3Ka MEXK/IY PA3BUTHUETO Ha aHTUTeNA U (papMaKOKWHETHKATa, KITMHUYIHHS OTTOBOP
WJIM HEXENaHUTE ChOUTHSI.

Knunnyna erKacHOCT M 0€30IMacHOCT HPH KEHHM B TOCTMEHOIIAy3a ¢ 0CTEe0opo3a

EduxacHocrra 1 6e30macHOCTTa Ha JeHO3yMal, TIpUJIaraH Ha BCEKH 6 Mecena 3a Mepuos OT 3 TOIUHH,
€ M3cJIe[IBaHa MMpH >KeHH B mocTMeHomnay3a (7 808 xenn Ha Bb3pacT ot 60 1o 91 roaunu, 23,6% ot
KOWTO Ca MMaJIK IIpeodIranaBaimo GpakTypy Ha IPEIMUICHUTE), C I3XOTHU T-CKOpOBE 3a KOCTHA
MuHepanHa wIsTHOCT (BMD) Ha mymOannu npenuieHn wim Ha Ta3o0eapeHa ctaBa Mexay —2,5 u —4,0
U cpesiHa a0COMIOTHA BEPOSATHOCT 3a (pakTypa B pamkute Ha 10 roaunu - 18,60% (auanazoH:
7,9-32,4%) 3a ronsima octeonopotuyna ppaxrypa u 7,22% (auamnazon: 1,4-14,9%) 3a ¢pakrypa Ha
tazo0eapenara craBa. JKeHu ¢ apyru 3a00JsBaHMs MM KOUTO ca Ha JICYCHHE, KOETO MOJKE J1a TTIOBJIUsIE
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KOCTHUTE, Ca OWJIN M3KITIOYEHU OT TOBA IIpoy4BaHeE. Kenure ca ImoJjrydaBaJi €KCIHEBHO ,Z[O6aBKI/I C

kammi (Haii-manko 1 000 mg) u Butamun D (Hait-manko 400 IU).

Egexm svpxy eepmebpannume paxmypu
JleHo3ymab 3HAYMTEIIHO HaMAJIsBa PUCKa OT HOBH (D)pakTypH Ha MpenuieHuTe Ha 1-ta, 2-Ta
u 3-ta roguHa (p < 0,0001) (Bx. Tabnuta 2).

Tabéanua 2. E¢pexThT Ha JeH03yMa0 BbPXY PUCKA OT HOBH (pPaKTypH Ha NpellJIeHnTe

[IpouenT Ha >xeHute ¢ ppaxrypu (%) Hamanssane Ha | HamansBaHne Ha
[Tnane6o HeHnozymab a0comoTHUSA OTHOCUTEITHUS
n=3906 n=3902 puck (%) puck (%)
(95% CI) (95% CI)
0-1 roguna 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 roguHU 5,0 1,4 3,5(2,7,4,3) 71 (61, 79)**
0-3 rogunn 7,2 2,3 4,8 (3,9,5,8) 68 (59, 74)*

*p <0,0001, **p < 0,0001 — excruIOpaTOPECH aHATHU3

Egexm svpxy ¢ppaxmypume na mazobedpenama cmasa
JHeno3ymab nokassa 40% otHocuTenHo HamassiBane (0,5% HamansBaHe Ha aOCONIOTHHS PHUCK) Ha
pucka ot ¢ppakTypa Ha Tazo0eapeHarTa cTapa 3a nepuox ot 3 roauuu (p < 0,05). UectoTaTa Ha
¢dpakTypute Ha Tazo0enpeHara ctasa e 1,2% B mianedo rpymnara, B cpaBHenue ¢ 0,7% B rpymnara Ha

JIeHO3yMao 3a 3 rouHMU.

B post hoc ananu3s nipu xeHu > 75 roauHu € HaOmronaBano 62% HamalsiBaHe Ha OTHOCHUTEITHUS PUCK
npu aeHo3ymao (1,4% HamansiBaHe Ha aOCOMIOTHUS pHCK, p < 0,01).

Eexm 6vbpxy ecuuxu KIUHUYHU Gpakmypu
Jleno3ymab 3HaunMO HaMmaisiBa (pakTypuTe PU BCHUKH BUOOBE/TpYyNHU PpakTypH (BxK. Tadbmuna 3).

Tabéanua 3. E¢pexThT Ha JeH03yMa0 BbPXY PUCKA OT KJIMHUYHHA (PaKTypH 3a 3 roquHu

HpOI_IeHT Ha )KCHUTC C

Hamangsane Ha

Hamanasane na

bpakrypu (%)" a0COIOTHHSA OTHOCHUTETHUS
[Tname6o Ienozymad | puck (%) puck (%)
n=3906 n=3902 (95% CI) (95% CI)
KakBaTo u fga ¢ KIIMHUYHA 10,2 7,2 2,9 (1,6,4,2) 30 (19, 41)***
¢paxrypa!
Knuuunana ¢pakTypa Ha 2,6 0,8 1,8 (1,2, 2,4) 69 (53, 80)***
MpeUICHUTE
Henpemuienna ¢pakrypa’ 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)**
[NonmsiMa HempeneHHa 6,4 5,2 1,2 (0,1, 2,2) 20 (3, 34)*
(paxTypa’
lonsima ocTeonopoTuvHa 8,0 5,3 2,7(1,6,3,9) 35 (22, 45)***
¢pakrypa*

*p <0,05, **p = 0,0106 (smopuuna Kpatina mouxa, KIHOUEHA NPU KOPUSUPAHE 30 MHONICECMBEHOCH),

*xkp < 0,0001

*Yecrora Ha crOuTHATA 10 Kaplan-Meier 3a 3 roaunm.
! BkrouBa KIMHAYHYE (PaKTypH Ha OPEIICHUTE U HENPEUUICHHN GPaKTypH.
2 Y3kimrouBa Te3| HA IpellIeHUTE, Yepena, JIMLIETo, MaHIu0yI1aTa, MeTaKapIaJlHUTE KOCTH M (aJaHruTe Ha

MPBCTUTE HA PBIETE U KpaKara.

3 BrmrouBa Tasa, JUCTaIeH GpeMyp, MPOKCHMaIHa THOHs, peOpa, ITPOKCHMAJIEH XyMEPYC, TIPEAMUIIHATIA 1

Tazo0epeHa cTapa.

4 BKirouBa KIMHAYHYA (PaKTypy Ha NPEILIEHATE, Ta300€IpeHa cTaBa, IPEAMUIIHALA U (PAKTypH Ha XyMEpYC,

onpeneneny o C30.

11




[Ipu sxern ¢ m3xogra BMD < -2,5 Ha mmiikara Ha ¢peMypa AeHo3ymMa0d HaMaIsIBa PUCKa OT
HenpenuieHHn Gpakrypu (35% HaMansiBaHe HAa OTHOCHUTEIHUS pHCK, 4,1% HamansBaHe Ha
abcomroTHHA puck, p < 0,001, ekcrutopaTopeH aHaNm3).

HamansBaneTo Ha yectoTaTta Ha HOBH (pakTypH Ha IpElUIeHUTE, GPaKTypH HA Ta300epeHaTa cTaBa
U HeTIpeNUICHHH (hpaKTypH upe3 AeHo3yMal 3a 3 TOANHM € OCTOSHHO, HE3aBHCUMO OT MU3XOJHUS PHCK
3a (pakTypH B pamkute Ha 10 roguHu.

Egexm 6vpxy kocmnama munepamia naibmHoCH

Jenoszymab 3HauntenHo yBenuyasa BMD Ha BCUUYKM KIMHHYHO U3MEPEHH MECTa, CIIPSMO I1are0o
Ha 1-ta, 2-ta u 3-Ta rogunu. Jleno3zymad ysennuaBa BMD ¢ 9,2% na nym6anaute npeuuier, ¢ 6,0%
Ha Ta300eapeHaTa cTaBa, ¢ 4,8% Ha mmwmiikara Ha Gpemypa, ¢ 7,9% Ha TpoxaHTepa Ha OeapeHara KOocT, C
3,5% Ha muctanHara 1/3 Ha paauyca u ¢ 4,1% Ha ISTOTO TSUTO 32 MEPHO OT 3 TOAWHU (BCHUKU

p <0,0001).

[Ipy KIMHUYHY U3MUTBAHMUS, H3CTIeIBAIIM ePEeKTUTE OT IPEKBCBAHETO Ha AeH03yMad, BMD ce BpbIna
KBbM CTOMHOCTH, IPUOTU3UTETHO 10 HUBATA IPEIU JICUCHUETO U OCTaBa MO-BUCOKA OT Ta3H MPH
wiane6o 3a nepuon ot 18 Mecena ciexn nocnenHara 103a. Te3n 1aHHU [TOKa3BaT, 4e ce Hajara
HPOIBIDKUTENIHA Tepanus ¢ IeHo3yMal 3a HoAIbpKaHe Ha e(heKTa Ha JIEKApCTBEHUS MPOAYKT.
[ToBTOpHOTO 3am04BaHe Ha AeHO3yMab Boau 10 yBeinndaBane Ha BMD, cxonHo ¢ ToBa pu
I'bPBOHAYATIHOTO MPHUJIaraHe Ha JIeHO3yMal.

Omeopeno npoodvidiceHue Ha NPOYY8aHemo nPu JiedeHue Ha OCMeonopo3a 8 NOCMMeHONAy3a

0610 4 550 sxenu (2 343 Ha meno3ymab u 2 207 Ha TuTane0o0), KOUTO ca MPOITyCHAITN HE MTOBeYe OT
€Ha J03a OT U3NMUTBAHUA IPOAYKT B OCHOBHOTO IIPOYYBaHEC, OIMCAHO I10-rOpe, U Ca 3aBbPIININ
MMPOY4YBAHCTO C BU3UTATA Ha 36-THs MEC€Il, Ca BKIIFOYCHHU B 7-FOI[I/IHIHO, MHOI'OHalfMoOHaJIHO,
MHOTOIIEHTPOBO, OTBOPEHO MPOABIDKECHHE HAa IPOYYBAHE C €THO PAMO, 32 OI[CHKA Ha JIBITOCPOYHATA
Oe3omacHOCT ¥ e(pUKacHOCT Ha IeHO3yMal. Bcuukn xeHn B POABIDKEHUETO Ha MIPOYIBAHETO €
TpsOBAJIO J1a MOJTy4aBat AeHo3ymMabd 60 mg Ha BCeKU 6 Mecela, KaKTO M €XKETHEBHO KaJlUi
(mait-manxo 1 g) u Butamue D (Haii-manko 400 IU). O6mio 2 626 ygactaumm (58% ot xKeHure,
BKJIFOUEHH B MPOIBIDKEHUETO HA IPOYUYBAHETO, T.€. 34% OT KeHHUTE, BKIFOYCHH B OCHOBHOTO
MIPOyYBaHe) ca 3aBbPIIMIA IPOABIHKEHUETO Ha MMPOYYBAHETO.

[Ipu manmenTH, TeKyBaHU C eHO3yMao B mpoabibkenne Ha 10 rogman, BMD ce e yBenmamia cripsiMo
M3XO0JIHOTO HMBO B OCHOBHOTO TpoyuBaHe ¢ 21,7% Ha nymOanuuTe npenvienu, 9,2% Ha
tazobenpeHara craBa, 9,0% Ha mmiikara Ha pemypa, 13,0% Ha TpoxaHTepa Ha OeapeHarta koctT u 2,8%
Ha auctanHara 1/3 Ha paguyca. Cpegaust BMD T-ckop Ha myMOamHUTE MPENIUICHH B Kpast Ha
mpoy4dBaHeTo € —1,3 mpu manueHTHuTe, JIEKyBaH! B IPoIbDKeHne Ha 10 roquHu.

YecroraTa Ha (hpakTypuTe € OLIEHEHA KaTo KpailHa Touka 3a 0€30I1acHOCT, HO epUKACHOCTTA IIPU
IIPEeJOTBpaTsABaHe Ha (PPAKTypu HE MOXKeE Aa ObJe N3UHUCIICHA IOpaaAn BUCOKUS OpOil IPEKbCBaHUA U
OTKPUTHS AW3aiiH Ha poyuBaHeTo. KyMyaTuBHATa yecToTa Ha HOBU (PpakTypH Ha MPELUICHUTE U
HenpelrieHH! QpakTypu € CbOTBETHO 0K0JI0 6,8% 1 13,1% mnpu nanueHTH, ocTaHalu Ha JICUSHHE C
neHo3ymab B mpoabbkerue Ha 10 roquau (n = 1 278). IlaruenTHTe, KOWTO HE Ca 3aBBHPIIAIN
MIPOYYBAHETO NOPaIH HAKAKBa IPUYMHA, Ca UMAJIM M0-BUCOKA YECTOTa Ha PpaKTypu MO BpeMe Ha
JIEYEHUETO.

Ilo Bpeme Ha IPOIBIKEHUETO Ha IPOYUYBAHETO Ca Bb3HUKHAIN TPHHAAECET JOKA3aHU Cilydas Ha
ocreoHekpo3a Ha yemoctTa (OHY) u aBa goKa3aHu cirydast Ha aTUIMYHU (QpakTypu Ha OegpeHara

KOCT.

Knnanyna ed)I/IKaCHOCT 1 0€30IMacHOCT IIpH MBKE C OCTCOIOPO3a

Eduxacnocrra 1 6e30macHOCTTa Ha JeHO3yMal, IIpUJlaraH BeJHbX Ha BCEKH 6 Mecela 3a epuoJi OT
1 roguHa, e mpoydeHa nmpu 242 Mbxe Ha Bb3pacT oT 31 1o 84 rogunn. YuactHunure ¢ eGFR

<30 ml/min/1,73 m? ca GuIK M3KJIIOUYEHU OT U3IIMUTBAHETO. BCUUKK MBkKe ca MOIy4aBalld eXKeTHEBHO
no6aBku ¢ xanuuit (Haii-manko 1 000 mg) u Buramun D (Hait-manko 800 1U).
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[IppBrYHaTa IPOMEHIMBA 3a €()UKACHOCT € MpolieHTHaTa mpomsiHa B BMD Ha rymOasnauTe
npenuieH:, eUKacHOCTTa 0 OTHOLIECHUE Ha (ppakTypuTe He € oueHeHa. JleHo3yMab 3HauuMo
yBennuaBa BMD Ha BcHYKH KJIMHUYHO H3MEPEHHU MecTa crpsMo manedo Ha 12 mecena: ¢ 4,8% Ha
nyMmOanmHuTe npenuieH, ¢ 2,0% Ha 1o 6epo, ¢ 2,2% Ha muiikara Ha pemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oenpenara kocT u ¢ 0,9% Ha nmucrannata 1/3 Ha paguyca (Bcuuku p < 0,05).
Heno3ymab yBenruaBa BMD Ha mymOanHuTe NpenuieHd cpsaMo U3XOAHOTO HUBO nipu 94,7% ot
MBXeTe Ha 1-Ta roguHa. 3HaunTeHO yBenudenne Ha BMD Ha mymOanHnTe npeniesu,
tazobeapeHara craBa, mMiKkaTa Ha peMypa U TpoxaHTepa Ha OeJjpeHarTa KOCT € HaOJIt0JaBaHo

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

KocTHa XMCTOJIOTHS IIPH KSHU B TIOCTMEHOIIAY3a M MBKE C OCTEOIIOp03a

KocTHara xuctosorus € olieHeHa ipu 62 KeHU B IIOCTMEHOTIAYy3a C OCTEOMOp03a WU C HUCKA KOCTHA
IUTBTHOCT, KOUTO HE ca OWITM JIEKYBaHU 32 OCTEOIIOPO3a WM ca IPEMHUHAIH OT TPeIIIecTRAIIa
Tepamus ¢ aJCHIPOHAT KbM ITOCJIeIBAIA TepaIus ¢ AeH03yMa0 3a repuos ot 1-3 rogunu. [letnecer u
JICBET JKEHU Ca yJacTBAJIM B MOANPOYYBAHETO C KOCTHA Ouoricust Ha 24-us mecell (n = 41)

n/vnm 84-ust mecerr (n = 22) OT NPOABHKEHUETO Ha MPOYYBAHETO MPH JKEHHU B IIOCTMEHOIIAY3a C
ocreornopo3a. KocTHata XUCTONOTHSI € OlleHeHa ChINO U NMpH 17 MBXKe ¢ 0CTeonopo3a ciej

€/IHa TOJMHA JIeUeHHe ¢ AeH03ymMal. Pedynrarure oT KOCTHUTE OMOIICHY TIOKa3BaT KOCTH C HOpMAJTHA
CTPYKTypa ¥ Ka4ecTBo, 0€3 JaHHU 3a JeeKTH B MUHEpATU3aIuaTa, 0e3 He3psiia KocT miu ¢pudpo3a Ha
KOCTHHS MO3bK. XI/ICTOMOpq)OMeTpI/I‘IHI/ITe HaXOAKH B MPOABJDKCHUETO HA ITPOYYBAHETO IIPH XKCHU B
MMOCTMEHOTIIay3a C OCTEO0Nopo3a MoKa3Bar, 4e aHTHPE30pOTHBHATE €hEKTH HA JEeHO3yMal, N3MEPEeHU
Ype3 aKTHBHpaHE HA YeCTOTaTa M CTETIICHTa Ha KOCTHO oOpa3yBaHe, ce 3ama3BaT ¢ TeUeHUE Ha
BPEMETO.

Kinuanana ed)I/IKaCHOCT 1 0€30IMacHOCT OpHy NalMCHTH ChC 3arv6a Ha KOCTHO BEIICCTBO, CBHP3dHO C
OTHEMAHC HAa aHAPOICHHU

EdwukacHocTTa 11 6e30macHOCTTa Ha JIEHO3yMa0, IPUIOkKEHa BETHBK Ha BCEKH 6 Mecela 3a Iepuo/| OT
3 rouHY € U3CcieBaHa MPU MBXKE C XMUCTOJIOTUYHO JIOKa3aH HEMETACTaTUUEH KapIIMHOM Ha
npocrarara, moimydasamu ADT (1 468 mbxe Ha BB3pacT 48-97 ToauHM), KOUTO ca U3IIOKCHH HA
MOBHILIEH PUCK OT (QpakTypH (omnpeaeicH kato > 70 rogunu, uiu < 70 roguau ¢ BMD T-ckopore Ha
myMOaTHUTE TpeNuUIeHH, Ta300eJpeHaTa cTaBa Wiy Iuiikara Ha pemypa < -1,0 wim aHamHe3a 3a
ocTeornopoTudHa ppaktypa). Bcruuku Mbike €XeTHEBHO ca TOTydaBalid J00OaBKa ¢ KaJIIIHA
(mait-manko 1 000 mg) u Buramun D (Haii-manko 400 IU).

Jeno3ymab 3HaunmMo yBenuuaBa BMD Ha BCHUKH KIMHUYHO U3MEPEHH MECTa, B CPABHEHHUE C
iane0o 3a nmepuox ot 3 roauuu: ¢ 7,9% Ha mymOanHUTE NpeNuieHH, ¢ 5,7% Ha Ta3o0eapeHara cTara,
¢ 4,9% na mmiikata Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha OeapeHara KocT, ¢ 6,9% Ha aucranHara 1/3
Ha pazauyca u ¢ 4,7% Ha 1smoto Tsu1o (Beuuku p < 0,0001). B mpocniekTuBHO miaHupan
EKCIIOPaTOpEeH aHAIM3 3HAYUMO yBenndeHrne Ha BMD Ha nym06anauTe npenuieHu, TazodepeHara
cTaBa, Iuiikara Ha (heMypa U TpoxaHTepa Ha OeipeHaTa KocT ce Habro1aBa 1 Mecel ciej] HayajaHaTa
J03a.

JleHo3yMa0 rmokaspa 3HaYMMO HamallsiBaHe Ha OTHOCUTEIHHS PUCK OT HOBH (DPaKTypH Ha
npenutennte: 85% (1,6% HamansBaHe Ha aOCONIOTHHS PHCK) 3a 1 roquHa, 69% (2,2% HamansBaHe Ha
abCOFOTHUSA PUCK) 3a 2 ToauHA U 62% (2,4% HamalsiBaHe Ha aOCOJFOTHHS PHCK) 32 3 TOMHU
(Bcuuku p <0,01).

Kinnanuna edrkacHOCT 1 0€30aCHOCT IPH MMAIMEHTH ChC 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C
aJIFOBAHTHA TEpamnus ¢ apoMaTa3eH HHXUOUTOD

EdwukacHocTTa 11 6€30macHOCTTa Ha JIEHO3YyMa0, IPUIIOKEH BETHBK HA BCEKU 6 Mecena 3a 2 TOJUHH,
ca M3CJICJIBaHM ITPY KEHH C HEMETAaCcTaTHUCH KapIIMHOM Ha MIICYHATa kJie3a (252 )xeHU Ha Bh3pacT
35-84 roquan) n m3xogau BMD T-ckopose mexay —1,0 mo —2,5 Ha rymMOaTHATE TIPEIICHH,
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Tazo0epeHara ctaBa WK IUiKaTa Ha 0epoTo. Benuky eHn exxeTHEBHO ca MOTyvaBain J100aBKa C
kammi (Haii-manko 1 000 mg) u Butamun D (Hait-manko 400 IU).

[IppBrYHaTa TPOMEHIIHBA 32 e()UKACHOCT € MPOMsiHA B TiporieHTUTe Ha BMD Ha mymbanauTe
npenuieH:, epUKacHOCTTa 0 OTHOIICHHE Ha QpakTypuTe He e olleHeHa. JleHo3yMal 3HauuMOo
yBenuuaBa BMD Ha BcHYKH KJIMHUYHO WU3MEPEHH MECTa, B CpaBHEHHME C Iianebo 3a 2 roaunu: ¢ 7,6%
Ha JiyMOaTHHUTe TpenuieHy, ¢ 4,7% Ha TazobeapeHaTa crasa, ¢ 3,6% Ha muiikaTta Ha demypa, ¢ 5,9%
Ha TpoXaHTepa Ha Oenpenara Koct, ¢ 6,1% Ha nuctanHata 1/3 Ha paguyca u ¢ 4,2% Ha LIAI0TO TAIO
(Bcwukwm p < 0,0001).

Jledenue Ha 3arv6a Ha KOCTHO B€IICCTBO, CBbpP3daHa CbC CUCTEMHA INTIOKOKOPTHKOWHA TEpaIns

Eduxacnocrra 1 6e3omacHocTTa Ha JeHO3yMab ca nicneaBanu npu 795 nanuents (70% xeHu u
30% mbxe) Ha Bb3pact oT 20 10 94 ronuHy, 1eKyBaHu ¢ > 7,5 mg AHEBHO NEpOpaieH NPEeAHU30H
(WM HETOB €KBUBAJICHT).

[Ipoy4enu ca ABe MOANOMyNALUK: IPOABIDKABALIH TTIIOKOKOPTUKOUIHA Tepanus (> 7,5 mg AHEBHO
TIPEIHU30H WM HETOB €KBHUBAJICHT 3a > 3 Mecella Mpean BKIII0YBaHE B IpoydBaHeTo; n = 505) u
3armo4BaIy IIIFOKOKOPTUKOHUIHA Tepanus (> 7,5 mg AHEBHO MPEAHU30H WM HETOB €KBUBAJICHT

< 3 Mecela npeny BKJIOYBaHE B mpoyuBaHeTo; n = 290). [lanuenture ca pannomusupanu (1:1) na
MOJTy4aBaT Wi JeHo3yMad 60 mg MoJKOKHO BEIHBK Ha BCEKH 6 Mecela, i NepopalieH pU3eIpoHaT
5 mg BeIHBXK THEBHO (aKTHBHA KOHTpPOJIA) 3a 2 ToauHU. [laneHTrTe momyyaBar exxXeIHEBHO 100aBKH
¢ xanmwmii (Hait-manko 1 000 mg) u Buramun D (Haii-manko 800 1U).

Egexm svpxy kocmnama munepanna niemuocm (BMD)

B nmoamomnysamnusra, mporbiixkagaiia IJIIOKOKOPTHKOUIHA Tepamus, 1eH03yMa0 [MoKa3Ba Mo-rojisiMo
yBennueHre Ha BMD Ha q1ym0OanHuTe MpenuieHy, B CpaBHEHHNE ¢ pu3eIpoHaT Ha 1 roguHa (neHo3ymad
3,6%, puzenponar 2,0%; p < 0,001) u Ha 2 ronunu (nero3ymab 4,5%, puszenponar 2,2%; p < 0,001).
B moamomnysanusra, 3ano4saiiia riIlOKOKOPTUKOUIHA Teparus, JeH03yMa0 moka3sa mo-roJisiMo
yBenmueHre Ha BMD Ha q1ymOanHuTe MpenuieHy, B CpaBHEHNE ¢ pu3eIpoHaT Ha 1 roguHa (nenyzomad
3,1%, puzenponar 0,8%; p < 0,001) u Ha 2 ronuxu (nero3ymab 4,6%, puzenponar 1,5%; p < 0,001).

OcBeH TOBa IeHO3yMa0 MOKa3Ba 3HAUYMTENIHO MO-TOISIMO CPEIHO MPOLIEHTHO yBenndenue Ha BMD ot
W3XOAHUTE CTOWHOCTH, B CPABHEHHE C PU3EAPOHAT, Ha Ta300eIpeHarTa cTaBa, IuiiKkara Ha ¢peMypa 1
TpoxaHTepa Ha OefipeHaTa KOcT.

[IpoydBaHeTO HE € ¢ MOIITHOCT 3a IEMOHCTPUpaHe Ha pa3nuka rnpu (ppakrypute. Ha 1 rognna
YyecToTaTa Ha HOBa peHTreHorpadceka GpakTypa Ha OpeluIeHuTe cpel ydacTHuIuTe € 2,7%
(meno3ymab) crpsimo 3,2% (pusenponar). [Ipu ydacTHHIIMTE YecTOTaTa Ha HeBepTeOpanHa (pakTypa
e 4,3% (neno3ymab) cpsimo 2,5% (pusexnponar). Ha 2 ronuau ceorBeTHUTE CTOMHOCTH ca 4,1%
capsmo 5,8% 3a HOBU peHTreHorpadcku BepreOpanau ¢ppaktypu u 5,3% cupsamo 3,8% 3a
HeBepTeOpanau ¢ppaktypu. [loBedero ot PppakTypure ce HaOMIOIABAT B OATIOMYIALMSTA,
MPOABIDKABALIA C TITIOKOKOPTUKOUAHA Teparusl.

IlenpaTpyyHa DOMyJIaus

[IpoBeneHo e nmpoyyBaHe ¢ eqHO pamo ¢asa 3 3a oleHKa Ha eUKaCHOCTTa, 0€30MacHOCTTa U
(hapMaKOKMHETHKATa IPH [ella C osteogenesis imperfecta Ha Bb3pact ot 2 1o 17 ronunn, 52,3% ot
MBXKKH 11011, 88,2% ot Ostmata paca. O6mo 153 yyacTHHITM MbPBOHAYAIIHO [TOJTy4aBaT MOAKOXKHO (S.C.)
neHozymab 1 mg/kg mo makcumym ot 60 mg, Ha Bceku 6 Mecena 3a 36 mecerna. lllectaecer yyactHUIN
MMPEeMHUHABAT Ha MPUJIaraHe Ha BCEKH 3 Mecela.

Ha mecenr 12 mpu nmpuiarane Ha BCEKH 3 Mecelia, MpoMsSHa B CPETHATE CTOMHOCTH TI0 METO/Ia Ha

Hail-mankute kBagpatu (LS) (cranmaprHa rpemka, SE) cnpsmo nzxoanoro auso Ha BMD
Z-cKOopoBeTe 3a TyMOaJTHUsl CErMEeHT Ha rpbOHauHus cTbi0 e 1,01 (0,12).
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Haii-gecture HexxenaHu CHONTHS, CHOOIICHH 110 BpeMe Ha MpHIarane Ha BCEKH 6 Mecerla, ca
aptpanrus (45,8%), 6onka B kpaitHuk (37,9%), 601ka B repba (32,7%) u xunepkanuypust (32,0%).
XunepkanuueMus ce choOIaBa 1o BpeMe Ha npuiarane Ha Bceku 6 Mecena (19%) u Bceku 3 mecena
(36,7%). Ceproznu Hexenanu crOuTHs Ha xunepkanuuemus (13,3%) ce cpo0mmiaBaT o Bpeme Ha
MIpUIarale Ha BCEKH 3 Mecera.

B nponbmkenne Ha npoyuBaneTo (N = 75) cepno3Hy HexXeNaHu CbOUTHS Ha XUIIEPKaTIAEMHUS
(18,5%) ca nabmogaBaHu 10 BpeMe Ha MpHUJIaraHe Ha BCEKH 3 Mecera.

Hpoy‘lBaHI/IHTa Ca MPCKPATCHU MPEIKACBPEMCHHO IMMOPAaAH Bb3HUKBAHC HA KMUBOTO3acCTpalllaBalin
CHLOUTHUS U XOCHHUTAIN3alH, ABJDKAIIKW CC Ha XUIICPKAJTIIHUCMUS (B)K. TOYKa 42)

EBpomnelickaTa areHIus 1o JiekapcTBaTa 0CBOOOXKIaBa OT 3aABIDKCHUETO 3a MPEJOCTaBsIHE Ha
pe3yATaTUTE OT NPOYUYBAHUATA C ACHO3YMad BbB BCUUKH MOATPYIH HA MEAUAaTPUIHATA MOMyIalus 3a
JieueHHe Ha 3ary0a Ha KOCTHO BEIeCTBO, CBbP3aHo ¢ a0JaTUBHA Tepalus C 10JIOBU XOPMOHU U B
MOATPYIH Ha NleiMaTpUYHAaTa MOITyJIalisl Ha Bb3pacT MoJl 2 TOAMHHU 3a JIeUeHHe Ha OCTEOoNopo3a.
Bmxre Touka 4.2 3a nHpOpMAIK OTHOCHO yrnoTpeOa B eAUATPUSITA.

5.2 @®apmakoKMHETHYHHU CBOIiCTBA

AOcopbuus

Crnen mokoXHO MprIokeHue Ha fo3a 1,0 mg/kg, kosTo ChOTBETCTBA Ha pa3pemnieHara go3a 60 mg,
excrio3urusTa Ha 6azara Ha AUC e 78%, B cpaBHEHHE C HHTPABEHO3HO MPHIIOKEHUE TIPU CHIOTO
1030BO HHUBO. [Tpu moakokHO TIpritokeHune Ha 60 mg, MAKCUMATHA CEpyMHH KOHIICHTPAITUH Ha
neHo3yMad (Cmax) 6 pug/ml (rpanuiu 1-17 pg/ml) ce nocrurar 3a 10 guu (rpanunm 2-28 aHH).

Buorpanchopmanus

Karo ecrecTBeH HMyHOTIIOOYIIHMH, IEHO3YMa0 ChAbPKa CAaMO aMUHOKHUCEITHMHU U BBIJICXUIPATH U €
MAaJIKO BEpPOSATHO Jia Ob/Ie eNMMUHUPAH Ype3 YepHOAPOoOeH MeTabomm3bM. OuakBa c€ HETOBHAT
MeTabO0JIN3bM U STUMUHUPAHE JIa CJICIBAT IIBTUINATA HA KIIUPHHC HAa UMYHOTJIOOYJTHHUTE, BOJICIITH 10
pasrpakIaHe 10 MaJK{ MENTHAN U OTACITHA aMUHOKUCCITHHH.

Enumunupane

Cnen Ciax, CEpyMHUTE HUBA HAMAJISIBAT C MMOMYXXHUBOT 26 AHU (TpaHULM 6-52 OHM), 32 IEPHOA OT
3 mecena (rpanui 1,5-4,5 mecena). [lpu netnecet u tpu nporenra (53%) ot namueHTute, 6 Mecena
CJIe TociIeTHaTa 103a, HAMa U3MEPUMHU KOJTMIEeCTBa IEHO3yMa0.

[Ipy MHOTOKpaTHO MOAKOKHO MpuiIokeHue Ha 60 mg BeJHBX Ha BCEKH 6 Mecela, He ce Ha0oaaBa
KyMyJIMpaHe WU IpOMsIHA BbB (PapMaKOKMHETHKATa Ha IEHO3yMad BbB BPEMETO.
dapMaKOKHMHETHKATa Ha IEHO3yMal He ce IOBJIMsABA OT 00pa3yBaHETO Ha CBbP3BAllU aHTUTENA C
JeHO3yMal U € CXO/IHa MPH MbKe U )keHU. Br3pactra (28-87 rogunn), pacara u ctaausT Ha
3a00J1s1BaHETO (HUCKA KOCTHA Maca WM OCTEONOpOo3a, KapLIMHOM Ha IIpocTaTaTa Wi Ha MiIeYHaTa
KJIe3a) He IMOKa3BaT 3HAYMMO BB3JICHCTBHE BbPXY (PapMaKOKWHETHKATA Ha JIEHO3yMal.

HaGmoaBa ce TeHaeHIus 3a Bpb3Ka MEXKIY TO-BUCOKOTO TEJIECHO TETJIO U MO-HUCKATa EKCIIO3UITHS,
0asupana Ha AUC 1 Cmax. Ta3u TeHaeHIIMA 00aue HEe € OTYSTeHA KaTo KIIMHUYHO 3HaunuMa, Thil KaTo
(hapmakoguHaMuyHUTE e(heKTH, Oa3upaHu HA MapKEePHUTE 3a KOCTEH 00MeH U yBenndeHneto Ha BMD,
ca MOCTOSIHHYU B IIUPOKY TPAHUIIA HAa TEJIECHOTO TETJIO.

JIMHEeHHOCT/HETMHEHHOCT

B MMpOoy4BaHUs 3a ONIPCACIIAHC Ha 1034aTa, Z[CHO3yMa6 IIoKa3Ba HCHHHGP’IHa, JA0303aBHCHMaA
q)apMaKOKI/IHCTI/IKa, C IIO-HUCBK KIIMPBHC IIPHU MMO-BUCOKHU JO3U WJIN KOHLOCHTpaluu, HO
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MPHOIM3UTEITHO MPOMOPIIMOHAIHO Ha J03aTa MOBUIIABaHE HA eKCIO3UIHATA TP 1031 oT 60 mg u
MTO0-BHCOKH.

B’B6D€‘IHO YBPEKAAHE

[Tpu npoy4BaHe ¢ 55 manyeHTy ¢ pa3InyHa cTereH Ha 0b0peyHa (QyHKINS, BKIFOYUTEIHO U MAIUCHTH
Ha Jiajn3a, CTeNeHTa Ha OBOPEYHO YBpEkKIaHe He TOBIMsIBa (papMaKOKWHETHKATa Ha ICHO3yMa0.

YepHO1poOHO YBpEXKIaHE

He e nmpoBexaaH0 KOHKPETHO MPOYYBaHE MPU MANUEHTH C YePHOAPOOHO yBpexkaaHe. Karo mso
MOHOKJIOHAJTHUTE aHTHTEJA HE CE€ eMMHUHUPAT MTOCPEACTBOM YepHOApoOeH MeTabonmm3bM. He ce
ouakBa (hapMaKOKHMHETHKATa Ha JIeHO3yMab Ja ObJ/ie IOBIUSHA OT YEPHOAPOOHO YBPEKTaHE.

IleguaTpryHa IOMyJIAIHS

Jeno3ymab He TpsOBa [a ce M3I0JI3Ba PU MeJUaTPUYHM OMyIaund (BxK. Touku 4.2 1 5.1).

B npoyuBane ¢a3a 3 mpu neAMaTpUYHU MALUEHTH ¢ osteogenesis imperfecta (N = 153) MakcUMaIHHUTE
CEepyMHHU KOHIICHTPAIUH Ha JIeHO3yMal ca HaOmoaBaHu Ha ficH 10 B paMKHUTE Ha BCUYKU Bh3PaCTOBU
rpynu. [Ipu nmpunarane Ha Bceku 3 Mecela 1 Ha BCEKU 6 Mecella ce HaOJro/1aBa, 4e CPeIHUTE
Hall-HUCKM KOHIIGHTpAIMX Ha JICHO3yMal B cepyMa ca I0-BUCOKH TPH Jielia Ha Bb3pact ot 11 10

17 ronuHu, a neuarta Ha Bb3pacT OT 2 10 6 TOAUHU ca ¢ Hal-HUCKUTE CPEITHU Hal-HUCKU
KOHIICHTPAIUH.

5.3 IIpenkJMHUYHHU JAHHU 32 0€30MACHOCT

B mpoy4BaHus 3a TOKCHYHOCT MPH €THOKPATHO U MHOTOKPATHO TIpUJIaraHe MpH IBJIT00TAIIATH
Makally, 1034 eH03ymao, Boaen 10 100 - 150 mbTH mo-rojisiMa CHCTEMHA €KCITO3UIUS OT
MperopbYUTETHATA 032 TIPU X0Pa, HAMAT e(heKT BhPXY ChPJAYHOCHI0BATa (PU3HNOIIOTHS,
(hepTUnUTETa IPU MBKKUATE WK )KEHCKHUTE M HE TIOKA3BaT CHEU(PUIHA TOKCUIHOCT 32 TapTeTHH
OpraHu.

CTaH,I[apTHI/ITe TCCTOBC 3a U3CJICABAHC HA TCHOTOKCHUYHHA ITIOTCHIIMA Ha ,Z[GHO3YM3,6 HC Ca OLICHsABAHU,
THU KaTO TaKWBa TECTOBE HE ca IIPUJIOKHUMU IIPU Ta3u MOJICKYJIA. Bce Iak, rnmopajgun €CT€CTBOTO My €
MaJIKO BEPOATHO I[eHOSYMaG Ja UMa HAKaKbB IIOTCHIHAJI 3a TCHOTOKCHYHOCT.

KapI_II/IHOl"eHHI/IHT IDOTCHIIMAJI Ha ,I[eHOSYMa6 HE € OLICHABAH IIPpU ABJITOCPOYHHA MTPOYIBAHUS ITPU
KHUBOTHH.

[Tpu penkMMHUYHN TpoyuBaHwust, mpoBeaeHn mpu knockout mumkn 6e3 RANK mmu RANKL, e
HabJroaBaHO HapyIlIeHHe Ha 00pa3yBaHeTo Ha IMM(HHU Bb3IU BEB (eTyca. HabmonaBana e cbio
JIMIICA Ha JIAaKTallus B Pe3yJITaT Ha MOJATUCKAHE Ha Ch3PSABAHETO HA MJIEYHATA JKiIe3a
(;100yI10-amBEONAPHOTO pa3BUTHE HA JKJle3aTa Mo BpeMe Ha OpeMeHHOCcTTa) ipu knockout mumrkn 6e3
RANK wmmu RANKL.

[Ipu npoyuBaHe Npu ABITOONAIIATH MAKalM, HA KOUTO € IPWIOXKEH JIeHO3yMal 1o BpeMe Ha
nepuoja, eKBUBAICHTEH Ha IbPBHSI TpUMECThP Ha OpemenHocTTa, pu AUC excriozunmu 10 99 nbtu
HO-BUCOKH OT Jj03aTa IpH Xxopa (60 mg Ha BcekH 6 Mecela), HsIMa JaHHH 3a YBpeKIaHe Ha Maiikarta
wnu ¢peryca. GeranHure TUMPHN BB3JIN HE Ca U3CIEABAHU IIPU TOBA IPOYYBAHE.

[Ipu apyro npoyduBaHe MpH ABITOONANIATH MaKaly, Ha KOUTO € IPUIIOKEH JeH03yMal Mo BpeMe Ha
opemennoct npu AUC ekcno3uuuy, 119 mbTH mo-BHCOKH OT A03aTa mpu xopa (60 mg Ha Bcekn

6 Mecena), € UMaJIO [IOBUIIABAHE HA MbPTBUTE Pa’KAAHUS U IIOCTHATAJIHATa CMBPTHOCT; HAapyILEeH
KOCTEH pacTex, BOJIEIL 10 HaMaJIeHa 3[jpaBUHA Ha KOCTUTE, IOHI)KEHA XeMaToII0€3a M HEIPaBUIIHO
noJpexIaHe Ha 3p0uTe; urca Ha nepudepHu TMMGHU BB3H 1 3a0aBeH HeOHaTaJleH pacTex. He e
YCTaHOBEHO HHUBO, IIPH KOETO HE ce HaO/II01aBaT HEXKEJIaHU PEAKLIUY 110 OTHOILLCHUE Ha
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penponykuusta. [llect Mecena cire paxaaHeTo MPOMEHUTE, CBBP3aHH € KOCTHTE, Ca TIOKa3aJIn
00paTHO pa3BUTHUE M HE € HaOJII01aBaH ePeKT BbPXY MOHUKBAHETO Ha 360uTe. EdexTute BhpXy
JTUMGHUTE BB3ITH ¥ HEMPABUITHOTO MOAPEXKIaHEe Ha 350UTe 00aue MEPCUCTUPAT U € HaOIro1aBaHa
MUHUMAITHA JI0 YMEPEeHa MUHEPAIU3aIlUs B MHOTO ThKaHU IIPH €THO KUBOTHO (BPB3Ka C JICUCHUETO HE
¢ ycraHoBeHa). Hsma janHM 3a yBpeKIaHe Ha MalikaTa Ipeiu paKIaHeTo; HeXKellaHu eeKTH Tpu
MaiikaTa Bb3HHKBAT HEUECTO M0 BpeMe Ha paxkiaHeTo. Pa3BuTHETO Ha MailuMHaTa MJleuHa KIe3a ¢
HOPMAJTHO.

HpI/I NMPECAKIIMHNYHUTE IMTPOYUYBAHHNA 3a KaUCCTBO HAa KOCTUTE ITIPHU MaﬁMyHPI Ha IPpOABJIKUTCIIHO
TpeTupaHe ¢ JAeHo3yMald, HaMalIBaHETO Ha KOCTHHS OOMEH Ce CBbP3Ba C MOBHIIIABAHE HA 3/[paBUHATA
Ha KOCTHTE ¥ ¢ HOpMaJTHa KOCTHA XUCTosorusi. Kasuesure H1UBa ca BpeMEHHO HAMAJICHH, a HUBATa
Ha [apaTUPEOUTHMS XOPMOH Ca BPEMEHHO YBEIUYEHHU IIPU MAIMYHH ¢ OBapUEKTOMUSL, JIEKYBaHH C
JeHO3yMao.

[Tpu MBxKK MUTIKH, TeHHO Mozenupanu aa ekcrpecupat huRANKL (knock-in mumiku), kouro ca
HOJIOKEHH Ha TPAaHCKOPTHKAJIHA (PPakTypa, IeH03yMad 3a0aBs OTCTPaHIBAHETO HA XPYyILsia U
peMoJIenpaHeTo Ha Kalyca Ha ()paKTypara, B CpaBHEHHE C KOHTPOJIHTE, HO OMOMEXaHMYHATa
37paBHHA He e Omia 3acerHara HeOIaronpusaTHO.

Knockout mumku (k. Touka 4.6) 6e3 RANK nin RANKL nemoHCcTpupar HamaneHo TellecHO TeTJIo,
MOHM)KEH KOCTEH PACTeX M JIMIICa Ha MPoOUB Ha 3601. IIpu HOBOPOAECHHU MITbXOBE HHXUOMPAHETO HA
RANKL (uenTa Ha TepanusiTa ¢ I€HO3yMad) ¢ BUCOKH JI03U OCTEOIPOTEreprH, CBHp3aH ¢ Fc
(OPG-Fc), ce aconmmpa ¢ mExuOUpaHe Ha KOCTHUS PacTeX U podrBa Ha 3p0uTe. Te3n mpomMeHu ca
OWIM YacTHYHO OOpaTHMU MPH TO3HM MOJEN cliel IpeKpaTsBaHe Ha nmpuioxeHneto Ha RANKL
nHXuouTOopH. KOBEHIITHM PUMAaTH, Ha KOUTO € Mpuiarad AeHo3yMad 27 u 150 mbTH Haj KITMHUYHATA
excnozunmst (10 u 50 mg/kg Ha mo3a), UMaT HapylIeHHEe B pacTeXHUTE MI04ku. Cle0BaTeHo,
JICUEHHETO C IEHO3yMad MOJKE J1a HapyIlu KOCTHHS PACTeK IPH Jela C OTBOPEHHU PACTEKHU IJIOUKH U
MOJKe Ja IOTHCHE MpoOrBa Ha 360UTeE.

6. OAPMALIEBTUYHU JAHHU

6.1 CnoucbhbK HAa NIOMOILIHUTE BelleCTBA

OnerHa kucenuHa™

Hatpues anerar Tpuxunpar (3a kopekmus Ha pH)*

Copouron (E420)

[Momucopbat 20 (E432)

Bopna 3a nnxkexkuuu

* [Ipu cMecBaHe Ha OIleTHA KHCEJIMHA C HATPUEB alleTaT TPUXHUIPAT ce 0OpasyBa aneraTeH Oydep

6.2 HecrBMeCTHMOCTH

[Ipu nurica Ha MpoyYBaHMA 32 HECHBMECTUMOCTH TO3H JIEKApPCTBEH MPOAYKT HE TPSIOBa Ja ce CMecBa ¢
JIPYTH JIEKAPCTBEHU MPOTYKTH.

6.3 Cpoxk Ha roaHocT

4 roauHU

Cren xaTo ce U3BaJIM OT XJIJMIHHUKA, Stoboclo Moxke /1a ce chxpaHsBa Ha cTaiiHa TeMIlepaTypa
(o 25 °C) no 30 nHU B OpUTMHAIHATA KapTOHEHA onakoBKa. TpsaOBa 1a ce U3MoiI3Ba B paMKUTE Ha
TO3U €IHOMECEUYEH MEPHO/.

6.4 CrnenuajaHu ycJ10BHA Ha CbXpaHeHUe

Jla ce cexpanssa B xmaguwiauk (2°C — 8°C).
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[a He ce 3ampa3siBa.

CpxpaHsBaiiTe IpeIBapUTETHO HATBJTHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 J1a Ce
npeAnasy oT CBETIUHA.

6.5 Buau chabp:KaHHe HA ONIAKOBKATA

Enun ml pa3tBop B peBapUTEITHO HAITBIHEHA CIPUHIIOBKA 32 €HOKpaTHA ynoTpeda oT
OOPOCHIIMKATHO CTHKJIO THII [, (OpoMOOYTHIIOBA) TYMEHA 3alyliaiKa U UIJia OT HephXKJaeMa CTOMaHa
pasmep 27G ¢ mpeAma3uTe Ha uriarTa.

OnakoBKa ¢ CIHa NPCABAPUTCIIHO HAITBbJIHCHA CIIPUHIOBKA C MPCANIA3UTCIT HA UTJlaTa.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHE H padoTa

° [Ipenu npunoxenne pa3TBOPHT TPsIOBa aa ce mpoBepu. He nmkekTupaiite pa3rBopa, ako
ChABPKA BUAMMHE YaCTHUIU WIIH € MBTEH, WU C TIPOMEHEH IIBSIT.

) He pazknamaiite.

° 3a na ce nzberne AUCKOMMOPT Ha MACTOTO HA MHXKEKTHPaHE, OCTABETE TPEABAPUTEITHO

HaIThJTHEHATa CIIPUHITOBKA Jla TIOCTUTHE cTaiiHa Temmeparypa (1o 25°C) mpenu nHXKEKTUpaHe ’
WHXEKTUpaiTe 0aBHO.

. WmxexTupaiite 15U10TO ChABbPKAHUE HA NPEIBAPUTETHO HAIIBJIHEHATA CIIPUHIIOBKA.
J W3yepnarenHu HHCTPYKIMH 3a IPUTOTBSHETO U NPUWIIOKEHHETO Ha Stoboclo ca BKiItoYeHH B
OIIAKOBKATA.

Hewusnomn3BanusT gexkapcTBeH NPOLYKT WIK OTHAIbYHUTE MAaTEepUaIM OT HETO TPAOBa Ja c€ U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHMUSL.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony

YHrapus

8. HOMEP(A) HA PASPELHIEHHUETO 3A YIIOTPEBA

EU/1/24/1905/001

9. JATA HA ITbPBO PA3SPEIIABAHE/ITIOJJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha epBO paspemaBane: 14 dpespyapu 2025

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Toapo6Ha mHpOpPMAaIKA 3a TO3U JEKAPCTBEH MPOIYKT € MPEAoCTaBeHa Ha yebcaiita Ha EBporielickaTta
arcHIMs 10 JieKapcTBaTa https:/www.ema.europa.eu.
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MNPUJIOKEHHUE 11

IMPOU3BOJUTEJIN HA BUOJIOI'MYHO AKTUBHOTO
BEILIECTBO U NIPOU3BOJUTEJIN, OTTOBOPHHU 3A
OCBOBOXJABAHE HA ITAPTUIHN

YCJIOBUA NN OT'PAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA U U3UCKBAHMUS HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OT'PAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHMUA
INPOAYKT
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A.  HPOU3BOAUTEJIN HA BUOJIOT'MYHO AKTUBHOTO BEIIECTBO 1
IMPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKJIABAHE HA ITAPTU/ A

Hme n aJpeC HA MPOU3BOAUTCINTEC HA OHOJIOTUYHO AKTUBHOTO BCIICCTBO

CELLTRION, Inc.

20, Academy-ro 51 beon-gil,
Yeonsu-gu, Incheon, 22014
Pemry6mka Kopest

Hme u aJpeC HAa MPOU3BOAUTCINTE, OTTOBOPHH 3a OCBO60)K,Z[aBaH€ Ha OTapTHAUTEC

Nuvisan France S.A.R.L
2400 Route des Colles,
Biot, 06410

®paHuus

Midas Pharma GmbH
Rheinstrasse 49, West,
Ingelheim Am Rhein,
Rhineland-Palatinate, 55218
I'epmanus

Kymos S.L.

Ronda de Can Fatj6, 7B
Parc Tecnologic del Vallés,
Cerdanyola del Vall¢s,
Barcelona, 08290
Hcnanus

IleyaTHaTa nTMCTOBKA Ha JICKApCTBCHUSA MPOAYKT TpSIGBa Ja CbAbpiKa UMETO U aipeCa Ha
MMPOU3BOAUTEIIA, OTTOBOPEH 3a OCB060)K[IaBaHeTO Ha CbOTBETHATA MapTrUaa.

b. YCJI0OBUSA NWJIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOAYKT CE€ OTIIYCKa IO JIEKApCKO MPEANMCAaHHUE.

B. JPYI'M YCJIOBHUSA U N3NCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. Ilepuoguynu akTyaJau3npanm aokaaau 3a oezonacuoct (ITAIB)
WsuckBanusTa 3a nogasane Ha [TAJIb 3a To3u JeKkapcTBEH MPOAYKT Ca MOCOUYEHHU B CIIUCHKA C
pedepentaute natu Ha EBpomnetickus cpio3 (EURD crucek), mpensuaen B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCHUKH CIICABALIH aKTyaIU3alUH, TyOJIUKYBaHU HA €BPOIICHCKHS
yebrmopTain 3a JieKkapcTaa.

r. YyciaoBusi WJid OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[Mpurexatensat Ha pa3pemenunero 3a ynorpeda (IIPY) tpsOBa na n3BbpiiBa H3UCKBAHUTE JCHHOCTH H
IIEWCTBHSI, CBBP3aHU C TIPOCIeIsIBaHE Ha JIGKapCTBEHATa O€30IIacHOCT, TOCOYeHH B o00peHus [TYP,
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npeactaBeH B Moy 1.8.2 Ha pa3perieHneTo 3a ynmorpebda, KakTo ¥ BbB BCHUKH CIICABAIIH OA00PCHH
akTyanuzanuu Ha [TYP.

Axrtyanusupat [IYP tpsiOBa na ce noaasa:

. 10 UCKaHe Ha EBpormelickata areHIus 1o JeKkapcTBara;

. BUHArW, KOraTo ce U3MeHs CUCTeMaTa 3a YIpaBJeHUE Ha PUCKa, 0COOEHO B pe3yiTaT Ha
noJTy4aBaHe Ha HOBa HH(OpMaIIUsi, KOSTO MOXe Ja JOBEJIe JI0 3HAYMMHU TIPOMEHH B
CHOTHOILEHHUETO IOJI3a-PUCK, UJIH CJIE]] JOCTUraHe Ha BaXKEeH eTall (BbB BPb3Ka C [IPOCIIE/IIBaHE
Ha JIeKapCcTBeHaTa 0e30MaCHOCT WJIM CBEXJaHE Ha PUCKA IO MUHUMYM).

. JlonbJIHUTEIH MEPKH 32 CBeXKIaHe HA PUCKA 10 MUHUMYM

1Py Tpﬂ6Ba Ja OCUTYPH BBBCIKIAHCTO HAa HAIIOMHSIIIA KapTa Ha MallTUCHTA OTHOCHO OCTCOHCKPO3a Ha
YCIrCTTA.
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INPHUJIOKEHMUE 111

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

BBbHIIHA KAPTOHEHA KYTHUS HA IIPEJIBAPUTE/IHO HAIIBJIHEHA CIIPUHIIOBKA
C IPEAITABUTEJ HA UTVIATA

| 1. NUME HA JIEKAPCTBEHUS TPOAYKT

Stoboclo 60 mg HHKEKIIMOHEH Pa3TBOP B IPEABAPUTEIIHO HAITbJIHEHA CIPHUHIIOBKA
JIeHO03yMao

2. OBABABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

1 ml npeaBapuTEIIHO HAITBIIHEHA CIIPUHIIOBKA, ChIbpxaina 60 mg neHozymao (60 mg/ml).

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

[TomornHM BelecTBa: OIIETHA KUCENIMHA, HATPHUEB alleTaT Tpuxuapat, copouron (E420),
noncop6ar 20 (E432), Boga 3a MHKEKIHH.
BmkTe MHMCTOBKATa 3a AOMBJIHUTEIIHA HHPOPMAIIHS.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

WHXeKIMOHEH pa3TBOp

| mpenBapUTENHO HAITBIIHEHA CIPUHIIOBKA C TIPEAIa3uTeN Ha UIjaTa.
60 mg/1 ml

| 5. HAYYH HA ITPUJIOKEHUE U TBbT(MLIA) HA BBBEXK/IAHE

[ToaxoxxHO MpHIIOKEHUE

Baxkno: npenu paboTa C MpeIBApUTEITHO HAITBJTHEHATA CIIPUHIIOBKA TIPOYETETE JIMCTOBKATA.
[a He ce paskinamia.

[Ipenu ynmoTpeba mpoderere TMCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT INPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUA, AKO E HEOBXOJUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

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

Ja ce cpxpaHsaBa B XJIaAWITHUK.

[a He ce 3ampa3siBa.

CobxpansBaiiTe IpeIBapUTEIHO HAIIBJIHEHATA CIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a Ce
npeAnasy oT CBETJIUHA.

10. CHELUAJIHU NPEAITAZHA MEPKU I1PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
VYHrapus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1905/001 1 mpenBapuTeIHO HATBIHEHA CIIPUHIIOBKA

13. TTAPTHUJIEH HOMEP

[TapTugen No

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HUH®OPMAIMSA HA BPAMJIOBA A3BYKA

Stoboclo 60 mg

| 17. YHUMKAJIEH WJIEHTH®UKATOP — JIBYU3MEPEH BAPKO/J

JIByn3mepeH 6apKoJI ¢ BKIFOYEH YHUKAJICH HICHTH(DHUKATOD

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

PC
SN
NN
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MUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EIUHNYHHU
II'bPBUYHH OITAKOBKH

ETUKET HA TIPEJABAPUTEJIHO HAITBJIHEHA CITIPUHIHOBKA C ITPEAITASUTEJI HA
HUI'JIATA

1. HUME HA JIEKAPCTBEHUA INTPOAYKT U II'bT(MIIA) HA BBBEKJIAHE

Stoboclo 60 mg uHKeKIHs
denosumab
s.C.

| 2. HAYMH HA ITPUJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJIHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBbABPXKXAHUE KATO MACA, OBEM WJIN EJUMHUIIN

60 mg/1 ml

| 6. JPYIO
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TEKCT HA HAITIOMHSIIATA KAPTA (BrkjI04eH B 0IIAKOBKATA)

Stoboclo 60 mg HHXKEKITHs
JIEHO3yMa0

s.C.
CrnenBaia nHXeKIus cief 6 Mecena:
Uznonseaiite Stoboclo ToiIKOBa JIBJITO, KOJIKOTO € onpeneinui Bammsar exap

Celltrion Healthcare Hungary Kft.
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B. IUCTOBKA
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JlucroBka: nngopmanusi 3a noTpeduTENsA

Stoboclo 60 mg nHKeKIMOHEH Pa3TBOP B NPeABAPUTE]HO HAITbJIHEHA CIIPHHIOBKA
neHozymab (denosumab)

vTosu JICKApCTBEH MPOIYKT MOJICKH Ha JOMBIHUTEHO HabmoeHre. ToBa 1ie mo3Bou 6bP30TO
yCTaHOBSIBaHE Ha HOBA MH(GOPMAIUs OTHOCHO Oe3omacHocTTa. MoxeTe Jia 1ajieTe CBOs IPHHOC KaTo
CHOOIIHTE BCSIKA HEXENAaHA PEAKIINs, KOATO CTE MONYYMIN. 3a HauWHa Ha ChoOIaBaHe Ha HEKETaH!
peakiMy BIKTE Kpasi Ha Touka 4.

IIpoueTteTe BHMMAaTEIHO LSLJIATA JIMCTOBKA MPeIN 12 3aM04YHeTe 1A U3M0JI3BaTe TOBA JEeKAPCTBO,

Thil KaTO T CbAbP KA BaxkHa 32 Bac nudopmanus.

- 3amasere Ta3u JUCTOBKA. MOXe /1a ce HAJIOXKH Ja S MPOYETETE OTHOBO.

- AKO UMaTe HAKAaKBH JIONBJIHUTEIIHA BBIPOCH, onuTaiiTe Bamus jiekap win GpapMariesT.

- ToBa nekapcTBo € mpeanucano 1uyHO Ha Bac. He ro mpeotcrrmBaiite Ha Apyru xopa. To Moxe
Jla IM HaBpelv, He3aBHCHMO Ue TIPU3HAIIMTE Ha TAXHOTO 3a00sIBaHe ca ChITUTE KaTo BammuTe.

- AKO TIOJIyYUTe HAKAKBH HEXEJIAaHU peakilny, yBeaoMeTe Bamus nexap win papmaiiet. ToBa
BKJIFOYBA ¥ BCUYKH Bh3MOXKHU HEXKEJIAHH PEaKIINH, HEOMTMCAHH B Ta3H JINCTOBKA. BrokTe
TouKa 4.

- BamusT nexap me Bu nage HanoMHsIa KapTa Ha MAIMEHTa, ChAbpKallla BakKHA HHPOpMaIus
BbB BpPb3Ka C 0€30I1aCHOCTTA, C KOATO TPSOBA Jla Ce 3all03HACTe MPEIU U 10 BpeMe Ha
nedyenuero Bu cue Stoboclo.

KakBo cbabp:ka Ta3u JUCTOBKA

KakBo npenctaBinsaBa Stoboclo 1 3a kKakBO ce H3MOJI3Ba
Kakso Tpsi6Ba na 3Haere, mpeau na u3non3sate Stoboclo
Kaxk ma usmomnssare Stoboclo

BB3MOKHU HEXETaH! Peakiuu

Kak na cexpansBare Stoboclo

ChabppikaHue Ha ONIAKOBKATA U JIOIBJIHUTEIHA HH(DOPMAITUs

AN S e

1. Kakso npencrasisBa Stoboclo u 3a kakBo ce H3M0JI3Ba
Kakso npeacraBiasBa Stoboclo u kak aeiicTBa

Stoboclo ceabpxa qeHO3yMa0, O0eNThK (MOHOKIIOHATIHO aHTUTSIIO), KOWTO C€ HAMECBA B JICHCTBUETO
Ha Jpyr OENThK, 3a Jia JeKyBa 3arybaTa Ha KOCTHO BEIIECTBO M OCTeonopo3aTa. JIeueHnero cbe
Stoboclo mpaBu KocTHTE TIO-3APaBH U IMO-MAJIKO IMOAATINBH HA CIyIIBaHE.

Koctra e %1Ba ThKaH ¥ HEMPEKHCHATO CE€ BH30OHOBABA. XOPMOHBT €CTPOTEH IMoMara KOCTHUTE Ja ca
3npaBu. Criel MEHOTIay3aTa, HUBaTa HA €CTPOreH MaJIaT, B Pe3yJiTaT Ha KOETO KOCTHTE MOXKE J1a CTaHAT
cJ1abm ¥ uyIuiMBY. ToBa BIOCIIEICTBHE MOXKE JIa JIOBEJIE 10 3a00JIsIBaHe, HApEUYEeHO OCTEONopo3a.
Octeomnopo3a MOXKe J1a ce TOSIBH U TIPH MBIKETE MOPaId peniia MPUIUHHI, BKIIIOYUTEITHO OCTapsABaHe
W/WJIN HUCKO HUBO Ha MBXKKHS XOPMOH TECTOCTEPOH. Tl MOJKe Jia ce TIOSIBU U NP TTallUeHTH,
MOJTyYaBally TIFOKOKOPTUKOUIU. MHOTO MAIeHTH ¢ OCTEOTIOp03a HIMAT CUMIITOMH, HO BBIIPEKU
TOBa ca MOJJIOKEHH Ha PUCK OT CYYIBAHE HA KOCTUTE, 0COOEHO Ha rpbhOHaKa, Ta300€PEHUTE KOCTH U
KHUTKHUTE.

XI/Ipypl" HWYHHA OIICpally WIHA JICKAPCTBA, KOUTO CIMPAT NPOAYKIHATA HAa CCTPOTCH UJINU TECTOCTCPOH,

H3MO0JI3BAHU 34 JICYHCHUC HA MAIlMCHTHU C paK Ha I'bpJdaTa WIN paK Ha OIpoCTaTaTta, CbIlOo MOraT Ja
J0BCaaT 10 3ary6a Ha KOCTHO BemiecTBo. KocTure craBar o-cj1abu u ce YYIIAT MO-JICCHO.
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3a xkakBo ce n3noJ3sa Stoboclo

Stoboclo ce n3nosn3Ba 3a neueHUE Ha:

. 0CTEOIOpO3a TPH KEHHU CIIe/I MEeHOTay3a (MOCTMEHOIay3allHi) ¥ MbKEe, KOUTO HMaT MOBHIIICH
pHCK OT (hpakTypa (CUyNBaHE HA KOCTUTE), HAMAIABANKH PUCKA OT TPhOHAYHM U HETPHOHAYHM
(dpakTypu 1 GpaKTypH Ha Ta300€APESHUTE KOCTH.

° BHFY63 Ha KOCTHO BCHICCTBO B PE3YJITAT HA HAMAJICHUC HAa HUBOTO Ha XOPMOH (TeCTOCTGpOH),
MPUYIXHCHO OT oIl€panuAa Uin JICUCHHUE C JICKAapCTBa IIPpU MalMCHTU C PaK Ha IpocTaTara.
° 3ary6a Ha KOCTHO BEHICCTBO B PE3YJITAT HA MMPOABIDKHUTEIIHO JICUCHUE C TIIFOKOKOPTUKOU AU TTPU

MAIUEHTH C TIOBUIICH PUCK OT (PpaKTypa.

2. Kakso Tps0Ba na 3Haete, npeau Aa usnouassare Stoboclo
He u3noua3saiite Stoboclo

. aKo MMaTe HUCKHU HHMBA Ha KaJIIWH B KPbBTA (XUIOKAIITUEMHUS).
. aKo CTe aJeprUYHU KbM JICHO3yMal MM KbM HSKOSI OT OCTaHAIIUTE ChCTABKU Ha TOBA JIEKAPCTBO
(130poenu B TOUKA 6).

IpexynpesxaeHns U NpeanasHu MepKU
I'oBopere ¢ Bamus jiekap wiu apMarieBT, npeau aa usmnoispare Stoboclo.

JHoxkato cte Ha nedeHune cbe Stoboclo, Moke na ce mosBr K0HA WHPEKINSA ChbC CUMIITOMH KaTo
MOyTa, 3a4epBeHa 00IacT OT KO)KaTa, Hall-4ecTo B JOJTHATA YaCT Ha KpaKa, KOSTO YyBCTBATe ropemnia
u OonesHena (LEIyJIUT), ¥ MOXKE Jia € IPUAPYKEeHA OT CUMIITOMHU Ha MOBHIIEHA Temreparypa. Mo,
cpoliere Ha Bamms niexkap He3a0aBHO, aKO pa3BHETE HAKOU OT T€3H CHMITTOMH.

Tps6Ba xa mpueMate 100aBKY ¢ Kajluii U BUTaMuH D, ToKaTo CTe Ha JiedeHue cbe Stoboclo. Bammsr
JieKap 1e o0chau ToBa ¢ Bac.

Bue mMoke 1a uMaTe HUCKW HMBA Ha KaJllWi B KPBBTa, OKATO Moiy4asate Stoboclo. Moust kaxere
He3abaBHO Ha Bammst nekap, ako 3a0enexuTe HIKOH OT CIICAHUTE CUMIITOMU: CTIa3MH, OTPEIBAHUS
WM KpaMITH Ha MYCKYJIUTE, ¥/MJIM U3TPBIIBAHE WM MpaBydKaHEe Ha IIPBCTUTE Ha PBIIETE, KpaKaTa M
OKOJIO yCTaTa, /Uil I'bpUYOBe, OObPKBAHE WIIH 3ary0a Ha Ch3HAHHE.

Psnko ce cpo01mIaBa 3a TEXKH CIydan Ha HICKH HABA Ha KANIWK B KPHBTA, BOJEIIHN JI0
XOCTIMTAJIN3AIHS, ¥ JJOPH KHBOTO3acTpariaBamy peaknun. [lopaan ToBa HIBaTa Ha KaJIIHA B KPBBTA
Bu e 0b1aT ipoBepsiBaHU (Ype3 KPBBHO M3CIICABAHE) MPEAH BCAKA 71032, a IIPU MAIUEHTH C
NpeApa3noNoKeHUE KbM XUMOKAIIUEMUS - B PAMKHUTE Ha JBE CEAMMUIIM CIIE] HaJaIHaTa 103a.

HNudopmupaiite Bamms nekap, ako ©MaTe WIN CTE IMAJIA TEXKH MpodiIeMu ¢ 0p0pernTe, 6p0pedna
HEJ0CTAaThYHOCT WK CE HYXKJAeTe OT JUalin3a, WM IprueMare JeKapCcTBa, HapeueHH
[IIFOKOKOPTHKOWIY (KAaTO MPEAHNU30JIOH WK JIEKCAaMETa30H), KOUTO MOTaT Jia yBelln4uaT pricka 3a Bac
OT TI0sIBa Ha HUCKH HHBA Ha KaJIIM{ B KPHBTA, aKO HE IpUeMare JI0OaBKHU C KaJIni.

[Ipobnemu c ycraTa, 3501Te WIK YETIOCTTa

Hexenana peaknus, HapeueHa octeoHekpo3a Ha yentoctra (OHY) (kocTHO yBpekaaHe Ha YeliocTTa),
ce cpobmIaBa psako (Moke ga 3acerae 1o 1 Ha 1 000 mymmw) mpu HarueHTH, MoTydaBariy 1eH03yMao
3a ocreonoposa. Puckst or OHY ce yBenuvasa npu NanueHTH, JIEKyBaHU IPOIBbIDKUTEIIHO BpeMe
(moxxe ma 3acerre A0 1 Ha 200 gymm, ako ce JeKyBat B npogbbkenue Ha 10 ronuan). OHY moxe na
ce MOSBU U CIIE/l CIUpaHe Ha JeueHNeTo. BaxkHo € 1a ce HampaBu ONUT 3a MPENOTBPATIBAHE
pasButrero Ha OHY, Thii KaTO TOBa MOKE J1a € O0JIE3HEHO ChCTOSTHUE, KOETO MOXKE /1a CE OKaXKe
TPYJHO 3a JeueHHe. 3a Jja ce Hamalli pUCKBT OT pazsutue Ha OHY, B3eMeTe cneaHuTe NpeanasHu
MEpKHU:
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[penu na 3amouyHeTe JieueHUETO, YBEAOMeTe Barus nekap wiv MeIUITUHCKA cecTpa (MEAUIINHCKH
CIIEITHAJINCT), aKo:

. uMare HJIKaKBH NIPOOJIEeMHU C ycTaTa WK 3b0UTe, KaTo JIOLIO CTOMATOJOIMYHO 3/paBe,
3a00JsIBaHE Ha BEHIIUTE WK TNIAHUPAHO U3BaXKIaHE Ha 350.

. HE TMOoJTyyaBaTe peAOBHH CTOMATOJIOTMYHH IPHKH WIIM HE CTE€ UMAaJIF CTOMATOJIOTHYEH MTPEeTJIe]
OT IBJTO BpEME.

. cTe mymay (Tbi KaTo TOBa MOKE J]a YBEJIMYM PUCKa OT IPOOJIEMH ChC 3b0HTE).

cTe OWIM JIEKYyBaHU Iped ToBa ¢ OudochoHat (M3110a3BaH 3a JICUCHHUE WM MTPEI0TBpaTsIBaHe
Ha KOCTHU HapyIIICHUs).

o CTC IMpUeMalin JICKAapCTBa, HAPCYCHU KOPTUKOCTECPOUIN (KaTO MPEAHNU30JIOH UITN
JIEKCaMETa30H).
o uMare pax.

BamusaT nexap Moke Ja morcka ot Bac a ce moajiokuTe Ha CTOMATOIOTHYEH MPerie/, Ipeay aa
3alo4yHeTe JeueHne cse Stoboclo.

Jlokato ce nekyBare, TpsiOBa Ja MoAbprKaTe 100pa yCTHAa XUTHUEHA U J1a ce MoJylaraTe Ha peloBHU
CTOMATOJIOTHYHH IIperyiein. AKO HOCUTE NPOTE3H, TPAOBaA Jja CT€ CUTYPHH, Y€ T€ IPUIIATaT IPAaBUIIHO.
AKO CTe MOJJI0KEHH Ha CTOMATOJIOTMYHO JieueHre Ui By npecTon cTOMaTOIOTMYHA Ollepanus
(Hamp. U3BaKIaHe Ha 350), MHPopMHupaiiTe Bamus inekap 3a Barero cToMaTonoruyHo JiedeHue u
yBeIIOMETe JieKaps CH 110 IeHTaIHa MEeUIIMHA, Ye ce JIeKyBaTe che Stoboclo.

CebprxeTe ce ¢ Bamus nekap u jgekap Mo JeHTalHa MeJULIHA He3a0aBHO, ako UMaTe MpoOJIeMH C
ycTaTa Win 3601Te, HalpuMep pa3KJIaTeH! 360H, O0JIKA WM OTOK, MU He3a3/IpaBsiBaIllH SI3BH WIH
CeKpelus, Thil KaTo TOBa MOXe Aa ca npu3Hauu Ha OHY.

HeoOuyaitnu dhpakTypu Ha OepeHaTa KocT

[Ipu HsAKOM XOpa MoTaT Ja ce MOSIBAT HeoOWYaitHu (pakTypH Ha OeapeHaTa KOCT, IOKATO ce JISKyBaT ¢
neHo3ymab. CBepikeTe ce ¢ Bamms nekap, ako MmoyduTe HOBa WM HeoOUJaiitHa 0oJKa B
Tazo0eapeHara craBa, CIabMHUTE WITH OSIPOTO.

Jeua u roHomu

Stoboclo He TpsiOBa Aa ce U3M0/3Ba PH JCla U FOHOIIM 1Mo 18-roauiiHa Bb3pacT.

JApyru nexapcrBa u Stoboclo

Wudopmupaiite Bamus nexap win papmaneBT, ako npueMaTe, HACKOpO CTe IPHEMalIi U €
BB3MOJXKHO JIa TpUeMate Apyru Jiekapcra. OcoOeHo BaXKHO € Ja KakeTe Ha Bamus siekap, ako ce
JIEKyBate ¢ IPyro JIEKapCTBO, ChABPXKAIIO JCHO3YMa0.

He tpsi6Ba na npuemare Stoboclo 3aemHo ¢ qpyro JeKapcTBO, ChABPIKAIIO AEHO3yMao.
BpeMeHHOCT 1 KbpMeHe

Stoboclo He e u3nuTBaH Mpu OpeMeHHY KeHu. BaxxHo e 1a nHpopmupare Bamust nekap, ako crte
OpeMeHHa, cMsTaTe, 4e MOXKe Jia CTe OpeMeHHa; WK IuaHupare OpemeHHocT. He ce nmpenopbusa
ynorpebara Ha Stoboclo, ako cte OpemenHa. JKeHu ¢ ieTepoieH NOTEHIMA TPsAOBa J1a U3I0JI3BaT
e(eKTUBHU METO/IM 3a KOHTPAIICIIIIHs, JOKATO Ce JIEKyBaT chC Stoboclo u 3a Hai-Manko 5 Mecena

cJIeX CIIMpaHe Ha JICUSHUETO ¢he Stoboclo.

Axo 3abpeMeHeeTe 10 BpeMe Ha JiedeHue ¢be Stoboclo mimi mo-Manko ot 5 Mecena ciel CnupaHe Ha
JIeYeHneTo ¢be Stoboclo, Mo yBegomere Bamms iekap.

He e m3BecTHO manm neHo3ymab ce oTaens B KkbpMaTa. BaxkHo e ma napopmupare Bamms nekap, ako
KbpPMHUTE WX IUIAaHUpaTe Aa KbpMuUTe. Bamusr nekap me Bu nmomorse na pemure ganu na
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MPEeyCTaHOBUTE KHPMEHETO MIIH JIa IPEKbCHETE MPUIIOKEHUETO Ha Stoboclo, kaTo B3eMe MmpeIBu
10J13aTa 0T KbPMEHETO 3a 0e0eTo 1 moj3aTa oT Stoboclo 3a Malikara.

AKO KppMHTE TIO BpeMe Ha JiedeHrne ¢bc Stoboclo, Mons yBegomere Bamus nekap.
ITockBeTBaliTe ce ¢ Barms nekap win ¢papManeBT Opeau yrnorpedaTa Ha KOSTO | Ja € JIEKapCTBO.
lodupane u padoTa ¢ MAIIUHU

Stoboclo He MoBMHsIBa WK MOBJIKSABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a IodupaHe U padoTa ¢
MaIluHH.

Stoboclo cbabp:axa copourtoa (E420)
Tosa siekapcTBO ChIbpka 47 mg copOUTON BHB Bceku ml pa3TBop.
Stoboclo cbabpika HaTpHI

ToBa nekapcTBO Chabpka Mmo-Manko ot 1 mmol Hatpuii (23 mg) 3a 60 mg, T.e. MOXKE Ja ce Kaxe, 4e
MPAaKTUYECKU HE ChIbPIKa HATPUH.

Stoboclo chabpixa nonucopodar 20 (E432)

Tosa nexkapcrBo chabpka 0,1 mg monucopbat 20 BbB BCSKa CIPUHLIOBKA, KOUTO Ca €KBUBAJICHTHH Ha
0,1 mg/ml. IlomucopOaTuTe MoraT 1a MPUIHHAT ANEPTUIHA peakimn. TpsoBa na kaxere Ha Bamms
JIeKap, ako UMaTe YCTAHOBEHU aJIepruu.

3. Kak na n3nos3Bare Stoboclo

[IpenopprunTennata A03a € €Ha NPeJBAPUTEIHO HATbJIHEHA CIIPUHIIOBKA 0T 60 mg, mpuiioKeHa
BEIHBX Ha BCEKU 6 Mecela, KaTo eIMHIYHA WHXKEKLH [0 KoXaTa (IIOIKOKHA HHXKEKLIUS).
Haii-nogxonsmure MecTa 3a HHKEKTHPaHE ca TOpHaTa 4acT Ha Oeapara 1 kopema. YoBEeKbT, KOHTO ce
rprku 3a Bac, Moke 1a M3M0M3Ba ChIO BHHITHATA YacT Ha MUIIHUIIATa Bu. Moss, monuraiite Bamms
JIeKap 3a JlaTaTa Ha clie/iBamaTa nmkekus. Beska omakoBka Stoboclo chapprka HanoMHsIIa KapTa,
BKJIIOYEHA B KAPTOHEHATA KyTUs, KOATO CE€ U3II0JI3Ba 3a 3alIUCBAHE Ha JjaTaTa Ha CieBallaTa
WH)KEKIIHS.

OcBeH TOBa I1Ie TPsAOBa /1a MprUeMaTe J00aBKH ¢ KaJluil 1 BUTaMUH D, JT0KaTo CTe Ha JICYCHHE ChC
Stoboclo. Bamust nexap me o0chau ToBa ¢ Bac.

Bammsit nexap Moke fa perny, ge e Hail-noope Brue nim 9oBeKbT, KOWTO ce rprku 3a Bac, ma
uHXeKTHpate Stoboclo. Bamust nekap niu MEAUIIMHCKY CISIIHAIUCT IIe MOKakaT Ha Bac uiu Ha
4yoBeKa, rpuken ce 3a Bac, kak na nusnonssate Stoboclo. Mo, mpoyereTe paszzena B Kpasi Ha Ta3u
JINCTOBKA 3a YKa3aHUs OTHOCHO TOBa Kak J1a HHKekTupate Stoboclo.

Ja He ce pa3kiamia.

AKo cTe mpomycHaJM aa u3nojssare Stoboclo

Axo e iporrycHaTa fi03a Stoboclo, HHXeKnusTa TpsOBa 1a 0bJie MPUI0KEHA, KOJIKOTO € Bh3MOXKHO

mo-ckopo. Cien ToBa MHKEKITUUTE TpsIOBa 1a ObIaT IIIaHWPaHU Ha BCEKU 6 Mecela OT Jarara Ha
MOCJIEIHATA UHKEKIHSL.
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AKo cTe cnpesiu ynotpedara Ha Stoboclo

3a 1a uMma Hail-romsMa moinsa ot BameTo nedeHne 3a HaMalsiBaHe Ha pUCKa OT CUYNBaHUs, BXKHO € Aa
usnomn3Bate Stoboclo ToakoBa ABATO, KOJAKOTO € mpeanucan Bammsar nexap. He cnimpatite Bamero
JeueHue, 0e3 1a ce cBbp)keTe ¢ Baus nexap.

4. Bb3MOKHH HeKeJTaHH Pe€aKkuuun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAN3BHUKA HCKCIIAHNU PCAKIUH, BBIIPECKU Y€ HC
BCCKU I' 1IOJIy4aBa.

HeuecTo, manuenture nomyyasaiy Stoboclo, Morat fa pa3BuAT KOKHH WHPEKIHUHU (IPEIUMHO
uesrynut). MoJs, uHpopmupaiite HesadapHO Baumus nexap, ako pa3BueTe HAIKOH OT Te3U
CHMIITOMH, JOKATO CTe Ha jiedeHue ¢ Stoboclo: momyTa, 3auepBeHa 001acT OT Ko)kaTa, Haif-4ecTo B
JIOJIHATA YacT Ha Kpaka, KOSITO YyBCTBATe Topelna u 0ose3HeHa (IIeTyIIHuT) U ¢ Bb3MOXKHH CUMIITTOMH
Ha MOBHILEHA TEMIIEPaTypa.

Psnko manmenTure, noiayyasaiu Stoboclo, Morar aa pa3susT 0oJika B ycTaTa W/WId YEIIOCTTa,
MO/lyBaHe WM He3a3/paBsIBallly sI3BU B yCTaTa MJIH YEIOCTTa, CEKPEIUs, CKOBAHOCT MJIM 4yBCTBO Ha
TEKECT B YEJFOCTTA, WK paskiiaiane Ha 360. ToBa MOXKe Jia ca MpU3HAIIK HA YBPEKIaHE HA
YeI0CTHATA KOCT (0cTeoHeKkpo3a). Kaskere Ha Bamusi 1exap u jiekap mo qeHTaJHa MeIHIIHHA
He3a0aBHO, aKO MOJyYHTE TAKHBAa CUMIITOMH, JIOKATO Ce JIeKyBaTe Che Stoboclo witu ciresr ciupaHe Ha
JICYCHHUETO.

Psnko manmenture, nonayyaeamu Stoboclo, MOXke Ja UMaT HUCKYM HHMBA Ha KaJIIIUH B KPbBTa
(Xumokanuuemus); TEKKUTE CIydad Ha HUCKH HUBA Ha KaJLMid MOTaT Ja A0BeIaT A0 XOCTIUTaIH3aus
1 MOJXKE /1a ca JOPHU >KHBOTO3acTpamasaniy. CHMITOMUTE BKIIIOYBAT CIIa3MHU, TOTPETIBAHUS WIN
KpaMIli Ha MYCKYJIUTC, H/WIH CKOBAaHOCT WU HU3TPBIIBAHE HA MIPBCTUTE HA PBUETC, IPHCTUTE HA
KpakaTa WM OKOJIO yCcTaTa M/MiI I'bpuoBe, OObPKBaHE WM 3ary0a Ha Ch3HaHHE. AKO HSKOE OT
n30poeHuTe ce oTHacs 3a Bac, kaxeTe Ha Bammus jexkap He3adaBHo. Huckute HUBa Ha KaJIuii B
KpBBTa MOXKE JIa IOBEIAT 0 MIPOMSHA B ChPACUHUS PUTHM, HapeueHa yabibkaBane Ha QT-untepBana,
KOETO ce BIKJa Ha enekrpokapauorpama (EKTD).

Psnko morar fa ce nosBIT HeoOMYaliHU (pakTypy Ha OeApeHaTa KOCT MPH MalUeHTH, T0TyYaBalln
Stoboclo. CebpakeTe ce ¢ Bamus jiekap, ako MOJyYUuTe HOBA MITM HEOOMUaitHa 0oJIKa B
Ta3zo0eapeHara ctaBa, CIabMHNATE WM OEPOTO, Thil KATO TOBA MOJKE JIa € paHEH IPH3HAK Ha
BB3MOXKHA (hpaKTypa Ha OepeHara KocT.

Psanxo ce HabmogaBaT ajJepruyHy peakilny Py MalnueHTH, nony4daBamu Stoboclo. CumnromuTte
BKITIOYBAT T1OIyBaHE Ha JIMIETO, YCTHUTE, €3UKa, THPJIOTO MU JIPYTH YacTH Ha TSIIOTO; OOPHB,
ChpOEK MM YPTUKHU IO KOXKaTa (KOTPUBHA TPECKa), XPUIIOBE WK 3aTpyAHEeHO nuiiane. TpsaoBa na
KakeTe Ha Bammms nekap, ako noixy4ynuTe HIKOU OT T€3U CUMIITOMH, JIOKAaTO CE JICKYBaTe ChC
Stoboclo.

MHoOro yecTH He:KeJIaHU peakuu (MOKe J1a 3acerrat noseue ot 1 Ha 10 gymm):
. 00JIKa B KOCTUTE, CTABUTE U/HIIN MYCKYJIHTE, KOSTO MOHAKOI'a € CUIIHA,
. OoJika B pblieTe WK Kpakata (00JKa B KpalHULHUTE).

YecTu HexeJaHU peaknnu (Moxe na 3acersHat a0 1 Ha 10 gymm):

. 00JIe3HEHO YpHHUPAaHE, YeCTO YPHHUPAHE, KPbB B YPHHATA, HEBE3MOXKHOCT 3a 3aJbpKaHe Ha
ypuHarTa,

WH(pEKIN Ha TOPHUTE TUXATEIHU ITBTUIIIA,

0oJKa, MpaByYKaHe WM U3TPBIIBaHE, KOSTO Ce Pa3lpoCTpaHsABa HA/IONY 110 Kpaka (uImac),
3ariex,

KOpEMeH JUCKOMQOPT,

00pus,
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. KOXKHO 3a00JIsIBaHE ChC ChPOEIK, 3aUepBsBaHE U/UIIK CyXO0Ta (eK3eMa),
. Koconaz (ajJonenus).

HeuecTn HexxenaHu peakuuu (Moxke aa 3acerrar 10 1 Ha 100 qymm):

. MOBHUILICHA TEMIIEpaTypa, MOBPBINAHE U KOpeMHa O0JIKa MM AUCKOM(OPT (ANBEPTHUKYIINT),

. nH(pEKIHg Ha YXOTO,

. 00pUB, KOWTO MOXKE J1a Ce MOSBYU 110 KOXKATa, HIIH SI3BH B yCTaTa (JJMXCHOUIHH JICKapCTBEHU
MOy THHH).

MHOro peaku HexkeJIaHu peakuuu (Moxe fa 3acersar 10 1 #a 10 000 gymm):

. aJIeprUYHa PeaKiys, KOSTO MOXKeE J1a yBpeld KPbBOHOCHUTE CHJIOBE TIPEAUMHO B KOKata (Harp.
JIVJTaBH WK KaQeHUKaBO-UePBEHU ITETHA, YPTUKAPHS IO KOYKaTa UM KOXKHHU SI3BH)
(XUTIepCEeH3UTHUBEH BaCKYIIUT).

C HeH3BeCTHA 4eCTOTA (OT HATUYHUTE TaHHU HE MOJXKeE J1a ObJIC HAallpaBeHa OIICHKA):
) roBopete ¢ Baius nekap, ako umate 00JIKa B YXOTO, CEKPET OT yXOTO W/HIIM UHPEKIUS Ha
yxoTo. ToBa MOXe J1a ca MpU3HAILN 32 YBpEXAaHe Ha KOCTTa B yXOTO.

Chol01aBaHe HA HesKeJIAHH PeaKINu

AKO TIONTyYuTe HAKAKBU HEXKEJIaHU JICKAPCTBEHH PEeaKIny, yBenoMere Barmst nexap nin hapmarieBT.
Tora BKIIIOYBa BCUYKH BH3MOYKHH HEOITMCAHU B Ta3W JINCTOBKA HEXKETIAHU peakIuu. MoxeTe ChIo aa
ChOOIIUTE HEYKEJIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAJIHATA CHCTEMa 3a ChoOIIaBaHe, II0COUeHa B
[punoxxenue V. Kato cho0IIaBaTe HeXKEIAHN PEeaKIMU, MOXKETE Ja aIeTe CBOS MIPUHOC 32
MoJIy4aBaHe Ha IMoBeue HHPOpMaIHs OTHOCHO 0€30MacHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiate Stoboclo
I[a CC ChXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

He usnon3BaiitTe TOBa JIGKAPCTBO ClIe]] CPOKa HA TOAHOCT, OTOEIsI3aH BbPXY €THKETa M KapTOHEeHATa
omakoBka, cien ,,EXP” u ,,'ogen mo:”. CpoKbT Ha TOTHOCT OTTOBaps Ha MOCIEIHIS ICH OT
IMOCOYCHUS MECEII.

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

[a He ce 3ampaszssa.

ChxpaHsBaiiTe MpeIBapUTEITHO HAITBITHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 JIa Ce
Mpe/na3y OT CBETIIMHA.

[IpenBapuTenHo HarbJIHEHATa CHPUHIIOBKA MOXKE /1a Ob/ie OCTaBeHA U3BBH XJIaJMITHHKA 32 JOCTUT'AHE
cTaifHa Temnepatypa (10 25°C) npeau nHxekTHpaHe. Toa Ie HallpaBu WHKEKTHPAHETO MO-MaJIKO
HenpuatHo. Cries1 KaTo CIpUHIIOBKATa € OCTaBeHa Ja JOCTUTHE cTaiiHa Temnepatypa (10 25°C), T4
TpsiOBa J1a ce U3M0JI3Ba B PAMKUTE HA €THOMECEUEH EPHO.

He u3xBbprsiiTe nekapcTBaTa B KaHAIU3AMATA WM B KOHTEHHEPA 32 IOMAIIHUA OTHAbIIH.
[TonuTaiite Bamms hapManeBT Kak Aa U3XBBPIIATE JIeKapcTBaTa, KOUTO Bede He u3noi3sare. Te3u
MEpKH II[€ CIIOMOTHAT 3a ONa3BaHE Ha OKOJHATA Cpefa.

6. ChabpskaHue HA ONIAKOBKATA M J0NbJIHUTEIHA HH(pOpMAaLus

KakBo cbpabpixa Stoboclo

- AKTHBHOTO BEIIECTBO € AeHo3ymMal. Besika mpeBapuTetHO HAaITbJIHEHA CIIPUHIIOBKA OT 1 ml
chabpxka 60 mg neHozymad (60 mg/ml).
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- JlpyruTe chCTaBKH ca: OlleTHA KUCETWHA, HATPUEB areTaT Tpuxuapart, copouron (E420),
nosmcop6ar 20 (E432) n Boga 3a MHKEKITUH.

Kak n3raexnga Stoboclo n kKakBo cbABpKa ONAKOBKATA

Stoboclo e GuCTBp, Oe31BETEH 10 OJICI0KBIT HHKESKIIMOHEH Pa3TBOP B OTOBA 3a ynorpeda
MPEBAPUTEITHO HATBIHECHA CITPUHIIOBKA.

Bcsaka omakoBka ChbAbpiKa €IHa NMPEABAPUTECIIHO HAITbJIHEHA CIIPUHIIOBKA C IIPEAIIaA3UTEI Ha UIjiaTa.

IIpurexkaTes Ha pa3pelIeHHETO 32 yIOTPeda
Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
VYHrapus

IIpousBoaure
Nuvisan France S.A.R.L
2400 Route des Colles,
Biot, 06410

Opanus

IIpousBoaure

Midas Pharma GmbH
Rheinstrasse 49, West,
Ingelheim Am Rhein,
Rhineland-Palatinate, 55218
Iepmanus

IIpousBoaure

Kymos S.L.

Ronda de Can Fatjo, 7B
Parc Tecnologic del Vallés,
Cerdanyola del Valles,
Barcelona, 08290
Hcnanusa

3a mompHUTETHA WHGOPMAIHS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPIKETE C€ C JIOKATHUS
MPeICTaBUTEI Ha MIPUTEkKATEIS Ha pa3pellieHUeTo 3a ynorpeoa:

Belgié/Belgique/Belgien Lietuva

Celltrion Healthcare Belgium BVBA Celltrion Healthcare Hungary Kft.

Tél/Tel: +32 1528 7418 Tel: +36 1231 0493

BEinfo@celltrionhc.com

Bbbarapus Luxembourg/Luxemburg

Celltrion Healthcare Hungary Kft. Celltrion Healthcare Belgium BVBA

Ten.: +36 1 231 0493 Tél/Tel: +32 1528 7418
BEinfo@celltrionhc.com

Ceska republika Magyarorszag

Celltrion Healthcare Hungary Kft. Celltrion Healthcare Hungary Kft.

Tel: +36 1 231 0493 Tel.: +36 1 231 0493
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Danmark

Celltrion Healthcare Denmark ApS
TIf.: +45 3535 2989
contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 303 464 941 50
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

E\rada
BIANEZ AE.
TnA: +30 210 8009111

Espaiia

CELLTRION FARMACEUTICA (ESPANA)
S.L.

Tel: +34 910498478

contact _es@celltrion.com

France
Celltrion Healthcare France SAS
Tél: +33 (0)1 71 25 27 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026
enquiry_ie@celltrionhc.com

Island

Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493

contact fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247927040
celltrionhealthcare_italy@legalmail.it

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
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Malta
Mint Health Ltd
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: +31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
contact no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL LDA
Tel: +351 21 936 8542

contact pt@celltrion.com

Roménia
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact_fi(@celltrionhc.com

Sverige
Celltrion Sweden AB
contact se@celltrionhc.com




I[aTa Ha MOCJECAHO MpepasrjacikaaHe Ha JIUCTOBKaTa

Apyru u3roununu Ha uHpopmanus

[Nonpo6Ha mH(OpMaIMs 3a TOBa JICKAPCTBO € peJ0CTaBeHa Ha yeOcaiita Ha EBporietickara areHIus
10 JiekapceTBara: https://www.ema.europa.cu

Yka3zanus 3a ynorpeoda:

ITpoueTeTte U cna3BaiiTe ykazaHusTa 3a ynotpeda, KOUuTo ce J0cTaBat ¢ Barara Stoboclo
MPEABAPUTECIIHO HAITBJIHEHA CIIPUHIIOBKA, IIPEAN Ja 3allOYHETC Aa A U3I10JI3BATE, U BCCKU ITBT, KOraTo
M0JIy4aBaTe HOB IIbJIHUTEN. Bb3M0OXKHO € 1a nma HoBa uH(popmanus. Stoboclo Moxe f1a ce mpuara ot
MeauiHckn crenanucta (MC), oOrprKBaliy JIUIA WK J1a Ce TPUiara OT CaMUTe MAIUeHTH, aKko ca
mpeMuHaiu mpe3 obyuenne. ['oBopere ¢ Barms jtekap, ako nMarte HIKaKBH BBIIPOCH 3a TOBA KaK CaMH
Ja CHU IIOCTAaBATC MHKCKIIUA.

Baxxna undopmanust

Stoboclo ce mpuiiara KaTo HHXXEKIUS B ThKaHTa TOYHO MO KoxKaTa (MIOAKOKHA HHKEKIIUA).
He otBapsiite 3ane4yaraHata KapTOHEHA KyTHs, I0OKaTO HE CTE TOTOBU Ja U3I0JI3BaTe
MpeIBapUTEIHO HATBJIHEHATA CIIPUHIIOBKA.

He maxaliTe kanaukaTa Ha UIJIaTa Ha [IPEJBApUTEIHO HATBJIHEHATA CIPUHIIOBKA, JOKATO HE
CTE TOTOBH 32 MOCTABSHETO Ha MHXKEKIIMATA.

He ce onutBaiiTe 1a akTHBHpAaTe NPeIBAPUTEHO HAIIBJIHEHATA CIIPUHIOBKA Ipean
WHXEKTHPAHETO.

He ce onutBaiiTe Aa cBaJIMTE NPO3pavHUs MPEANA3UTEN HA UIJIaTa Ha MIPEJBAPUTEITHO
HaIbJIHEHATa CIIPUHIIOBKA.

He u3non3BaiiTe npeaBapuUTeTHO HATbTHEHATa CIPUHIIOBKA, aKO € OMiIa U3ITyCHATa BbPXY
TBBpJIa HOBBPXHOCT. M3n0n3BaliTe HOBA MPEABAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA.

He pasknamaiitTe npeaBapUTEIHO HATbIHEHATa CIIPUHLIOBKA. CHITHOTO pasKiIaliaHe MOXKe
J1a TIOBpPE X JIEKapCTBOTO.

[IpenBapuTenHO HabJIHEHATA CIIPUHIIOBKA HE MOXKE JIa CE€ U3I0JI3Ba MOBTOpHO. M3xBbprere
[IPEBapUTEIHO HAITbJIHEHATA CIPUHIIOBKA BeHAara cjej ynorpebara 1 B KOHTeHHeEp 3a
W3XBBPIISIHE HA OCTPH MpeaMeTH (BIKTe cThnKa 15 ,,U3xBbpasine Ha Stoboclo®).

Cobxpanenue Ha Stoboclo

CobxpaHsiBaiiTe NpeIBAPUTETHO HANTBJIHEHATA CIIPUHIIOBKA HA MSICTO, HeOCTHITHO 32
aena. Cbabp:ka ApeOHHN YacTH.

CpxpaHsiBaiiTe peABAPUTEIHO HAITbJIHEHATA CIIPHHLIOBKA B XJIAIWJIHUK TIPH TEMIIepaTypa
Mexay 2 °C u 8 °C. He 3ampassBaiite.

Cren n3BaKaaHe OT XJaauiHuka Stoboclo He TpssOBa aa ce u3ara Ha TeMIIepaTypy Hal
25 °C. Stoboclo Tpsi6Ba na ce cbxpaHsiBa B OpUTMHAIHATA My KapTOHEHA OMaKOBKa U J1a ce
U3M0J3Ba B paMkuTe Ha 30 THU. AKO He ce M3I0JI3Ba B PAMKHUTE Ha €AHOMECEUHUS TIEPUO/L,
Stoboclo TpsiOBa fa ce U3XBBPIIH.

CoxpaHsiBaiiTe 3aneyaTaHaTa NpeABAPUTEIHO HATbJIHEHA CIIPUHIIOBKA B KApTOHEHATA M
OIIAaKOBKA, 32 J1a e MpPEeIa3y OT CBETIINHA.
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YacTn HA peBAPUTEIHO HAITbJIHEHATA CIPUHIOBKA (BUKTe urypa A)

Mpean ynotpeba Cnepn ynotpeba

JlekapcTBO]

Byrtano Fl

Msacto3a—
=)

XBallaHe
Mpo3opue
3a
Ha6nioaeH

@

=]

————— Kanauka —E

—— I Mpepnasuten—

Wrna

durypa A

IloaroroBka 3a MHKEKTHPaHe

ALCOHOJ
WIPE

o
G

KapToHeHa KyTus,
cbabpxallia
npeasapuTenHo
HambNHeHa
CMPVHLIOBKA

HanoeH cbc cnupTt
TaMnoH

Mapye namyk unm
mapns

JleneHka

KoHTenHep 3a
U3XBBPISHE Ha
OCTpuY NpegmeTn

®urypa b

1. Cn0epere MaTepuaIuTe 32 HHKEKTHPAHETO.

la. [lonroTeeTe yncTa, paBHAa MOBBPXHOCT KaTO Maca WX TUIOT Ha
JI00pe OCBETEHO MSICTO.

16. 3BageTe kapTOHEHATA KyTHS C MPEABAPUTEITHO
HaIThJIHEHATATA CIIPUHIIOBKA OT XJIJHITHHKA.

1B. ¥YBepere ce, ue pasmoiarate CbC CICTHUTE MaTepUaIH (BUKTES

¢urypa b):

Kapronena xyTus ¢ mpeaBapuTeNIHO HATbJIHEHATA
CIIPUHIIOBKA

B xapToHeHaTa KyTHs He ca BKIIOYEHH:

TaMIIOH ChC CITUPT;

namMy4eH TaMIIOH WJIA Mapiis;

JICTICHKA;

KOHTEWHEp 32 U3XBBHPIISHE Ha OCTPH MPEIMETH.
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IToaroroBka 3a HHIKEKTHPaHEe

2. IIpoBepeTe CPOKa HA TOIHOCT, OTIEYATAH HA KAPTOHEHATA
KyTHA (BUKTe purypa B).

e He m3non3Baiite, ako CPOKBT Ha TOAHOCT € U3TEKBJI. AKO
CPOKBT Ha TOJHOCT € U3TEKbJI, BBPHETE I[5J1aTa OMAaKOBKa B
anTeKara.

e OTtneyaTaHUsT CPOK HA TOIHOCT CE€ OTHACS 3a IMOCIEIHUS
JICH Ha Mecela.

FopeH po: MM ITTT

NN\

. opeH go: MM ITIT

3. U3BajieTe npeBapuTeIHO HAITbJIHEHATA CIPHHIOBKA OT
KAPTOHEHATA KyTHSI.

3a. OtBOpeTe KapToHeHaTa KyTus. Kato nppkuTe HUIMHIbpA HA
CIPUHIIOBKAaTa, U3BaJIeTe [IPEBAPUTEIHO HallbIHEHATA
CIPUHIIOBKA OT KapToHeHaTa KyTus (BrwxTe purypa I).

e He s npwxTe 3a rmaBata Ha OyTanoro, OyTaioTo,
IpEeara3uTesis Ha Uriara, 3a Kpuiara Wil 3a Kaladkara Ha
uriara.

e He HaTuckaliTe OyTaOTO B HUTO €IMH MOMEHT.

®@urypa I’

4. OrnenaiiTe npeABapUTEJHO HANTbJIHEHATA CIPUHIIOBKA.
4a. Ornenaiite mpenBapyUTETHO HAITBJIHEHATA CIIPUHIIOBKA U C&
yBepeTe, 4e ChAbpIKa MPABUITHOTO JiekapcTBo (Stoboclo).
46. OrnepaiiTe MpeABapUTETHO HAITBJIHEHATA CIIPUHIIOBKA U CE€
yBepeTe, ue He € MyKHaTa Wi MoBpeIeHa.
4. [IpoBepeTe cpoka HA TOIHOCT HA €TUKETA Ha MPEIBAPUTETHO
HaIThTHEHATa CIIPUHITOBKA (BIOKTE purypa ).
e He u3non3Baiite, ako Karaykara Ha UIriiaTa JUICBA WK HE
€ 3ApaBo MPHUKpPETICHA.
e He uznon3gaiite, ako CpOKBT HA TOJHOCT € U3TEKBIL.
e He pa3kiaiaiite npeBapUTEIIHO HaITbJIHEHATA
CIPUHIIOBKA.

FopgeH po: MM ITTT

®urypa ]
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IToaroroBka 3a HHKEKTHPAHE

5. Ornenaiite JiekapcTBOTO.

Sa. OrnepaiiTe I€KapcTBOTO U CE yBEpeETe, Ue TEUHOCTTa € OucTpa,
Oe31BeTHa 710 OJI€I0KBITA HA IBAT U Y€ HE CHIBPKA BUAUMHU
yacTulM Win Jitocnu (Buwxte purypa E).

e He usnon3paiiTe npeABapUTEIHO HAIIbIHEHATA
CIIPUHLIOBKA, aKO TEYHOCTTA € C IPOMEHEH LIBAT, MbTHA WU
ChABPKA BUANMH YaCTUIM WITH JIFOCITH.

e BB3MOXKHO € 1a BUINUTE BB3AYIIHN MEXYpUYETa B TEUHOCTTA.
ToBa € HOpMaJIHO.

®urypa E
6. M3uakaiite 30 MUHYTH.
6a. OctaBeTe MpeABAPUTEIHO HAITBITHEHATA CIIPUHIIOBKA CIIE]]
HU3BAXAAHETO M OT KapTOHEeHaTa KyTus 3a 30 MUHYTH Ha cTaiiHa
Temnepartypa (20 °C go 25 °C), 3a na ce 3aTomau (BIKTE
30 MUHYTH patypa ( A ), 381 (

®urypa K

¢urypa X).
e He 3aromsiiTe mpeBapuTEIHO HAITbIHEHATA CIIPUHIIOBKA
C MOMOILTA Ha U3TOYHUIIM Ha TOIIMHA KaTO ropeuia Bojaa
WJIM MUKPOBBITHOBA (hypHa.
e AKO CIIpUHIIOBKATa HE JOCTUTHE CTallHa TeMIlepaTypa, TOBa
MOJKe JIa MPUYMHNA HEKOM(POPTHO yCelllaHe MpH
WH)XEKTUPAHETO.

I - CAMO 3a nonaratuo
rpvxu nuue n MC

3a camocTosiTenHo

1] T UHXeKTupaHe 1
nonarawio rpuxm nuue

7. N30epeTe moaxoasilio MACTO 32 HHAKEKTUPaHe (BUAKTE
¢urypa 3).
7a. Moxe 1a MOCTaBUTE UHXKEKIIUATA B:

- TopHara 4acT Ha Oejpata.

- KOpeMma, C M3KJII0UYeHHE Ha 30HaTa Ha Pa3CTOsTHUE 5 cm
OKOJIO ITBIIA.

- BBHIIIHATA CTPaHa Ha TOPHA YacT Ha PhIETe (CaMo aKo CTe
oOrpwxkBaro nuue uim MC).

e He unxexTupaiite B O¢Hky, Oee3u, CHHUHY WIH 00JIaCTH,
KBJIETO KOJKaTa € HeXXHa, 3a4epBeHa, TRhP/a WIIN aKo
KO>KaTa € HallyKaHa.

e He unxexktupaiite npes Jpexure.

76. N30upaiiTe pa3iuyHO MACTO HA HHXKEKTUPAHE 32 BCSKA HOBA
WHXEKIIVSI, Ha Pa3CTOsSHUE HA-MaJiKko 2,5 cm OT MSCTOTO,
W3IO0JI3BAHO 32 MOCIIeIHATA HHKEKITHS.
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IToaroroBka 3a HHKEKTHPAHE

8. U3mmiiTe pbuere cH.
8a. M3MuiiTe phleTE CH ChC CallyH U BOJA U TPIKIIUBO TH
nojacymete (BwkTe purypa N).

®urypa

9. ITouucreTe MACTOTO HA HHIKEKTHPAHE.
9a. [TouncTeTe MICTOTO Ha MHKEKTHPAHE C HAIIOEH ChC CITHPT
TaMIIOH Ype3 BhPTEIHBO JABIKCHUE (BIKTE Urypa fI).
96. OcraBete KOKaTa J1a U3ChXHE, PN J1a HHKEKTHPATE.
e He gyxaiiTe BbpXY U HE JOKOCBaiTE MICTOTO HA
WHXEKTHpPAHE OTHOBO, IPEIH J1a TOCTABUTE MHXKEKITUATA.

ITocTaBsiHe HA MHIKEKITUATA

Qurypa K

10. CBasieTe kanmaukara.
10a. XBaHeTe MWIMHABPA HA IPEABAPUTEITHO HAITbJTHEHATA
CIIPHMHIIOBKA C Tajiella U TIoKa3aliela Ha efqnara prka. C apyrarta
phKa BHUMATEITHO U3AbpIaiiTe KaravykaTa Ha uriara 6e3 ja s
oreBare (BmwkTe (purypa K).
e He npwexTe OyTanoTo, TOKaTO CBAIITE KalaykaTa.
e BB3MOKHO € J1a 3a0enexnuTe Kanka TeYHOCT Ha BbpXa Ha
urnara. ToBa € HOpMaJIHO.
106. UszxBbprieTe BeqHara Karnavykara B KOHTEHHEpa 32 U3XBBPIISTHE
Ha OCTpH mpenMeTH (BrxkTe cThiika 15 u ¢purypa K).
e He m3non3BaiiTe npenBapuTeTHO HATBITHEHATA CIIPUHIIOBKA,
aKo ¢ OmJIa u3IyCcHaTa ChC CBAJICHA Kalavka Ha urjiara. AKo
TOBA C€ CITy4H, U3MOJ3BalTE HOBA MPEIBAPUTEITHO
HaIbJTHEHA CIIPUHIIOBKA.
e (CpaseTe Karmaykara Ha UTJIaTa CaMo KOraTo CTe TOTOBH Ja
MOCTABUTE MHIKEKIIUATA.
e He cnaraiiTe OTHOBO Kallaykara Ha IPEJBAPUTEIHO
HaI'bJIHEHATA CIIPUHIIOBKA.
e He nokocaiite uriarta. ToBa MoXKe /1a I0BeNE 10
HapaHsBaHE OT YOOXKIIaHE C UTJiaTa.
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IToaroroBka 3a HHKEKTHPAHE

11. BbBenete uriiata Ha NpeIBAPUTETHO HAalTbJIHEHATA
CIIPUHIIOBKA B MSICTOTO HA HH:KEKTHPAHeE.
11a. JIpmkTe MUIWHIBbPA HA TIPEIBAPUTEITHO HAIThJIHCHATA
CIPUHITOBKA C TMaJela U MoKasajella Ha eIHaTa PhKa.
116. C manena u nmokasalela Ha ApyraTa pbKa JIEKO 3aXBaHETe
rno4McTeHara koxa. He ctuckaiite cuiaiHO KoxaTa.
3abenesicka: BaxxHo e 1a TpKUTE KOXKaTa 3aXBaHATA, KOTaTo
BBBEXKJIATE UTJIaTa, 3a Ia CTe CUTYPHH, Y€ WHKEKTUPATE MOJT
KO’kaTa (B MacTHA ThKaH), a He MO-TBI00KO (B MyCKYJI).
11B. C O0Bp30 IBIWKEHHE, TIOTOOHO HA XBBPJISTHE HAa CTPEIHUKA,
BBBEJIETE UTJIaTa M3ISLTO B KOXKHATA T'bHKA TIOJT BI'bJI OT 45 Tpamyca
(BmwxTe urypa JI).

e He HaTuckaiite 0yrasnoro.

durypa M

12. ITocTaBeTe HHKEKIUATA.
12a. Cnen kaTo BbBE/IETE UrjIaTa, OTIYCHETE 3aXBaHaTaTa KOXKa.
126. baBHO HaTHCHETE OYTAIOTO AOKPAM, JOKATO HHKCKTHPATE
1sj1aTa J03a Ha JIEKapCTBOTO U CIPUHIIOBKATA C€ U3IPa3HU (BHKTE
¢purypa M).
o He npoMeHsiiTe Mo3uIMATa HA IPEIBAPUTEIIHO HAIThIHEHATA
CIIPUHIIOBKA CIIE]] 3aTI0YBaHE HA MHXKEKTUPAHETO.
e AKko OyTaJloTO HE € HATHCHATO JOKpail, Mpena3uTesaT Ha
urjaTta HIMa Ja ce YIbJDKHM U HsMa J1a TIOKPUE MIJIaTa Clie]
HW3BaXKIAHETO .

durypa H

13. OTcTpaHeTe NpeIBAPUTEIHO HAITbJIHEHATA CIPHHIOBKA OT
MSICTOTO HA MHIKEKTHPaHe.

13a. Cnen u3npa3BaHeTo HA MPEABAPUTEITHO HAIThIHCHATA
CIPUHIIOBKA ¥ U3BAXKJAHETO HA UTJIaTa 0ABHO OTCTPAaHETE Uriara
gpe3 MaxaHe Ha Tajera oT OyTanxoTo, TOKATO UIiiaTa He Oble
M3ISUI0 TIOKPHUTA OT mpeanazurens (BmkTe ¢purypa H).

e AKO Hurjara He € MOKPUTa, IPEMHHETE KbM BHIMATEIHO
U3XBBPJISTHE HA CIIPUHIIOBKATA (BUXKTE CThIKA 15
»A3XBBpasiHe Ha Stoboclo®).

e He cnaraiiTe 0THOBO Kamaykara Ha WTJiaTa Ha
MMPEABAPUTCIIHO HAITbJIHCHATAa CIIPUHIIOBKA.

e He usnon3BaiiTe 0THOBO NPEABAPUTEITHO HATbJIHEHATA
CIIPUHLIOBKA.

e He ThpKaiiTe MACTOTO HAa MHKEKTHPAHE.

42




Cnen HHKCKTHPAHE

14. I'pnzxn 3a MACTOTO HA HHIXKEKTHPaHe.

14a. Ako ce MosIBU KbpPBEHE, IPUTUCHETE JIEKO MICTOTO Ha
MHKEKTHPAHEe C TaMy4YeH TaMIIOH WIIK Mapiid, 0e3 1a ro
pa3ThpKBaTe, U CIOXKETE OTrOpe JICNIEHKA, aKO € HE00X0IUMO.

durypa O

15. M3xBBpJIsiHe HA NIPEABAPUTEIHO HAIIbJIHEHATA
CIIPUHIIOBKA.

15a. 3xBBprieTe npenBapuTENHO HATbIHEHATA CIIPUHIIOBKA B
KOHTEIHEp 3a U3XBBPJIHE HA OCTPU NMPEAMETH BEAHAra Ciex
M3M0I3BaHeTO ¥ (BIKTE purypa O).

15b. He u3XBbpIsiiTe MIpeJBApUTEIHO HATBJIHEHATA CIIPUHIIOBKA B
KOHTelHepa 3a OMTOBHUTE OTMAIbLIH.

e JlpwmXTe COPUHIOBKATa U KOHTEHHEPA 32 OCTPH NMPEAMETH
Jlajeye OT MOTJIe/ia U T0Ccera Ha JeTia.

e AKO HAMaTe KOHTEHHED 32 U3XBBPISTHE HA OCTPH MIPEIMETH,
MOJKE J1a U3II0JI3Ba TOMAKHHCKH ChJ, KOWTO ce 3aTBaps U €
YCTOMYMB HA MPOOHUBAHE.

e C ornex Ha Ge30MacHOCTTA U 3ApaBeTo Ha Bac u apyrure,
UTJIMTE ¥ U3IMON3BAaHUTE CIIPUHIIOBKM HUKOTA He TpsiOBa J1a
ce M3M0J3BaT MOBTOPHO. Beekn HEen3Mmoa3BaH JeKapCcTBEH
NPOAYKT WIH OTHAIbYHUTE MaTEpUAIN OT HEro TpsiOBa 11a ce
U3XBBPISIT B CHOTBETCTBHE C MECTHUTE U3UCKBAHUSL.

e He u3xBBpIsiiTe ekapcTBaTa B KaHATH3ALUATA WX B
KOHTeIHepa 3a joMaliiy otnaabiu. [lonuraiite Bamus
(hapManeBT Kak Aa U3XBBPILITE JIEKapCcTBaTa, KOUTO Beue HE
usnoinspare. Te3n MepKH Iie CIOMOTHAT 3a OIla3BaHE Ha
OKOJIHaTa cpeja.
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