IMPNJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JICKaPCTBEH IPOAYKT IOICKH Ha JOMBJIHUTEIIHO HaOoaeHe. ToBa 1i1e o3B0oIH OBP30TO
YCTaHOBSIBaHE Ha HOBA MH(OpPMAIMs OTHOCHO O6e30macHOCTTa. OT METUITMHCKUTE CIICIIHATUCTH Ce
M3HCKBA JIa ChOOIIIaBaT BCSAKA IMOAO3MPaHa HEXETaHa peakins. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXEeJIaHW PeaKINK BIDKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Izamby 60 mg WHXEKIIMOHEH Pa3TBOP B MPEJABAPUTEIHO HAITBIIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika npeaBapuTeNHO HaITBJIHEHA COPUHIIOBKA chabpka 60 mg nenozymabd (denosumab) B 1 ml
pa3tBop (60 mg/ml).

JleHo3yMab € 4OBELIKO MOHOKIIOHAIHO aHTHTI0 [g(G2, npou3BeneHo B KIIEThYHA JIMHUS OT 003aiiHUK
(k7IeTKH OT AWYHHK Ha KMTANCKU XaMcTep) upe3 pekomOunanTHa JJHK TexHomorus.

ITOMOIITHO BEIECTBO ¢ U3BECTHO JICHCTBUE
Toga nekapctBo chappika 46 mg copouron (E 420) u 0,1 mg nonmucopbat 20 (E 432) BbB Beceku ml
pasTBoD.

3a IBJIHUS CIUCHK Ha IIOMOIIIHUTEC BCIICCTBA BHIKTC TOUYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA
NnxexmoneH pa3TBop (MHKEKIINs)

besiBeTreH 10 )KbJITEHUKAB pa3TBOP.

4. KJIMHUYHU JAHHU

4.1 TepaneBTUYHHU MOKA3ZAHUS

Jleuenue Ha ocTeomopo3a Npy KEHU B TOCTMEHOIIAY3a U MPU MbXKe, U3JI0KEHH Ha MIOBUIIIECH PUCK OT
¢dpaxtypu. [Ipu xeHu B MOCTMEHOIAy3a ICHO3yMa0 3HAaYMMO HaMaJlsiBa pUCKa OT ()paKTypH Ha
MPENUICHUTE, HEMTPEIUICHHU (PpaKkTypy U PpaKTypu Ha Ta300eIpeHara cTapa.

Jleuenne Ha 3ary0a Ha KOCTHO BEIIECTBO, CBHP3aHO C XOPMOHAIIHA a0JIaIs P MBXKE C KapIIUHOM Ha
MpocTaTaTa, M3JI0KeH! Ha MOBHIIIEH PUCK OT (ppakTypH (BXK. Touka 5.1). [Ipu Mbke ¢ KapIHOM Ha
MpocTaTara, MoTyJYaBally XOpMOHaIHa a0marus, [zamby 3HaunMo HamalsBa pucka oT (paKTypH Ha

MIpEelIeHNTE.

Jleuenue Ha 3ary0a Ha KOCTHO BEIIIECTBO, CBhP3aHa C MPOIBIKUTEIIHA CUCTEMHA TIFOKOKOPTHKOWTHA
Tepanus MpH Bh3PaCTHU MAIIMEHTH C IMOBUIIICH PUCK OT PpakTypa (BXK. Touka 5.1).

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

203H[!0BK3

[MpenopruntenHara go03a e 60 mg Izamby, npunokeHa KaTo eTHOKpATHA ITOJAKOXKHA WHKCKITHS B
obnacTtra Ha OepoTO, KOpeMa HIIM MUIITHUIIATa, BEIHBX Ha BCEKH 6 Mecera.

[TanmenTute TpsOBa Aa MOMyYaBaT CHOTBETHO JOOABKH C KaJIIUHA 1 BUTaMHUH D (Bxk. Touka 4.4).



Ha manmenTuTe, KOUTO ce JieKyBat ¢ [zamby, TpsOBa ga ce mpeaocTaBy JIMCTOBKA 3a MAITHEHTa U
HaITOMHSIIA KapTa Ha MaIieHTa.

OnTrManHaTa 00I1a MPOIBIIKUTETHOCT Ha aHTUPE30pOTHUBHATA TEpaITis Ha OCTEONOpo3a (BKITIOYBAIIA
neHo3yMa0 u oudocdonarn) He ¢ yctaHoBeHa. HeoOxoquMocTTa OT Mpoab/ikKaBaHe Ha JICYCHHETO
TpsiOBa J1a ce peolleHsIBa IEPUOMYHO, B3 OCHOBA Ha MOJI3UTE U MMOTECHIIMATHUTE PUCKOBE, CBhP3aHU
C IeHO3yMal TP BCEKHU OT/EIICH MAIMeHT, 0COOCHO CIIe/T 5 Ui MOBeYe TOAMHHU yroTpeda (BxK.

Touka 4.4).

Cmapuecka év3pacm (8v3pacm > 65)
He ce nanara kopurupase Ha 703aTa Ipy NalUEHTH B cTapyecKa Bb3PacT.

bvopeuno ygpescoane
He ce nanara xopurupase Ha 03aTa [Ipy NalUEHTH ¢ ObOpEUHO yBpexaaHe (BX. Touka 4.4 3a
MPENopPbKH OTHOCHO MPOCTE/IIBaHE Ha KAJIIIMEBUTE HUBA).

JluncBat TaHHY NIPYU MAIMEHTH C TPOABIDKUTETHA CUCTEMHA TITFOKOKOPTUKOUIHA Teparus U TeXKKa
creried Ha 0b0peuHo yBpexaane (GFR < 30 ml/min).

Yeproopobro yspedcoane
besonacHocTTa M eprKacHOCTTA Ha AEHO3yMald He ca MPOYYBAHU MPH MAIIUEHTH C YEPHOPOOHO
yBpexxaaHe (Bx. Touka 5.2).

Ileouampuuna nonynayus

Izamby He TpsiOBa 1a ce U3MOI3Ba IpH Aelia Ha Bb3pacT < 18 ToAnHU Mmopaau cho0pakeHus,
CBBp3aHU ¢ 0€30MaCHOCTTA — CEPUO3HA XUTICPKANIIMEMHS M TOTEHIIMATHO HHXUOMpaHe Ha KOCTHUS
pacTex u Jurca Ha IpoOuB Ha 360 (BX. Touku 4.4 u 5.3). HannyanTte moHaCTOAIIEM JaHHU 3a Je1ra
Ha BB3pacT oT 2 10 17 roguHu ca onucaHu B Touku 5.1 u 5.2.

HauuH Ha npuioxxeHue

3a TMOIKOKHO TIPHIIOKEHUE

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

VYkazanus 3a ynorpeba, padoTa 1 U3XBBPISHE ca JaJIeH! B TOUKa 6.6.

4.3 IIporuBomokazanus

CBp’[)X‘IYBCTBI/ITeHHOCT KBbM aKTHBHOTO BCIICCTBO HUJIM KbM HIAKOC OT IIOMOIIHUTEC BCIICCTBA,
n30poeHu B Touka 6.1.

Xunoxanuuemus (BXK. Touka 4.4).
4.4 ChnenuajaHu npeaynpeskAeHust U NMpeANa3sHi MEePKH NPH ynoTpeda

IIpocaenumoct

3a na ce moto0pH MPOCISTUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHU MPOYKTH, UMETO U MMAPTHIHUAT
HOMEp Ha MPUIOKEHUS MPOTYKT TPSOBaA SICHO J1a CE 3aIrCBar.

JloGaBkH ¢ Kajauuil U BuTamMud D

AJIeKBaTHUAT TIPUEM Ha KaJITHi ¥ BUTAaMUH D ¢ BakeH 3a BCUYKH TAITUCHTH.



IIpenna3uu MEpKH Ipu ynoTpeda

Xunoxanyuemus

BaxxHo e 1a ce uneHTHGUIMpPAT MAIUSHTHTE, H3JI0KSHU Ha PUCK OT XUTTOKAIIITUEMUSL.
XunokangeMusaTa TpsOBa Aa Oblie KOpUTHpaHa Ype3 aJeKBaTeH MPUEM Ha KalIlHui U BUTaMUH D
MpeIy 3amoyBaHe Ha TepanusaTa. [Ipenopbysa ce KIMHUYHO IPOCIEAsIBaHe Ha KaJIIIMEBUTE HUBA
MpeIy BCSKA 7032 U, PH MalUEHTHTE, PEAPA3IIONIOKEHN KbM XUIIOKAIIMEMHS B PAMKUTE HA JIBE
CEIMHMIIH, CJIC/ HavyajaHaTa 103a. AKO MMPH HAKOW HAIIMEHT CE MOSBAT MPEANoJiaraeMyd CUMIITOMH Ha
XUIOKAJIIIUEMHS 110 BpEMe Ha JIeUeHHETO (BXK. Touka 4.8 3a CUMIITOMH ), TPSAOBA J1a CE& U3CJICABAT
KalueBuTe HUBa. [lanmenTrre TpsOBa 1a ObJaT HAChPYABAHHM J]a CHOOIIABAT CUMIITOMH,
ITOKA3aTeITHH 32 XUITOKATIIUCMUSL.

HpI/I MMOCTMApKCTUHI'OBU YCJIOBUS CC C’LO6H_[aBa 3a TC)KKa CUMIITOMAaTHYHA XUIIOKAJIITNCMUA (BOI[eI]_Ia
A0 XOCHHUTAJIn3anus, )KUBOTO3aCTpallaBain CHLOUTHUS U CJIydau C JICTAJICH I/ISXOI[). B’BHpeKI/I k(]
IMOBCYCTO Ciiydau HACTBIIBAT IMMPE3 IIbPBUTEC HAKOJIKO CEAMUIN OT HAYAJIOTO HaA JICYCHUCTO, TS MOXKE J1a
CC IIOSABU U I10-KBCHO.

CT)H’I:TCTBaIIIaTa TJIFOKOKOPTUKOMJHA TEPAIUA € JOMIBJIHUTCIICH PUCKOB (I)aKTOp 3a XHUITOKaJIITUCMUSI.

bvopeuno ygpescoane

[laruenTuTe Cc TexKa cTereH Ha OBOpPEeUHO yBpeXkaaHe (KpeaTHHHHOB KiaupbhHC < 30 ml/min), wim
KOHUTO ca Ha AMaIn3a, ca C [O-TOJISIM PUCK OT pa3BUTHE Ha XHUITOKAIIHeMus. PUCKBT OT pa3BUTHE Ha
XHMOKAIIHEMUS U CHITBTCTBAIIO ITOBUIICHHUE HA MAPATHPEOUIHUS XOPMOH C€ YBEIHYaBa C
HapacTBaHE Ha CTeleHTa Ha ObOpedHOTO yBpekaaHe. ChoOImaBa ce 3a TeKKH 1 JIETATHU CIyJau.
AJIeKBaTHUSAT MIPUEM Ha KUK, BATaMUH D 1 peloBHOTO MpOCIieAsBaHe Ha KANIUCBUTE HUBA €
0c00eHO BaKHO MPU TE€3H NAIMEHTH, BIKTE MO-TOpeE.

Koowcnu ungpexyuu

[ManmenTHTe, MOMyYaBaln AEHO3yMab, MOXKE /1a pa3BUAT KOXKHU MH(OEKINU (OCHOBHO LENTYJTUT),
BOJICTIN JI0 XocTinTanm3anys (Bx. Touka 4.8). [lanmmenture TpsiOBa ga Ob1aT MOCHBETBAHU Ja
MOTHPCAT JIEKAPCKa MOMOII, aKO TPH TAX CE MOSIBSIT MPU3HAIN HITH CHMITOMH Ha [ETYITUT.

Ocmeonexposa na yemocmma (OHY)
OHU ce cro011aBa psAKO MpY NAIMEeHTH, IMOYYaBali JeH03yMal 3a JIedeHne Ha 0CTeornopo3a (BK.
Touka 4.8).

HauanoTo Ha JIe4eHueTO/HOB KypcC Ha JieueHHe TPSAOBa 1a ce OTII0XKH NPH MAIUSHTH C He3apacHaH
OTKPUTH JIG3UW Ha MEKHTE ThKaHU B ycTaTa. [Ipy ManyeHT ChC ChITbTCTBAIIN PUCKOBU (PaKTOPH ce
MPernopbYBa CTOMATOJIOTHYCH MPErJie]] C MPO(QHUIAKTUYHO 3b00JICUCHNE U MHIUBUIyaJTHA OIICHKA Ha
CHOTHOIIIEHUETO TIOJI3a/PUCK, TIPEH JIeYeHHE ¢ JeH03yMao0.

Cnenaure puckoBu GakTopu TpsiOBa Aa ce MMAT NpeABU/ IIPH OLICHSIBAHE Ha PUCKa 3a MallMeHTa OT

passutue Ha OHY:

. AKTHBHOCT Ha JIEKapCTBEHUsI IPOAYKT, KOMTO MHXHOHpa KOCTHATa Pe30pOLHs (II0-BUCOK PHCK
IIPY BUCOKO aKTUBHU ChEIUHEHUs), HAUMH Ha MPUIOKEHHE (I10-BUCOK PUCK IIPU APEHTEPATHO
NPUIOKEHHUE) U KyMyJIaTUBHA 7032 Ha KOCTHO-PE30pOTHBHATA TEparusl.

. pax, IpuapysKaBaliy 3a00Ji1BaHus (HAIIP. aHEMUS, KOAryJI0naTHH, HHPEKIIUH),
TIOTIOHOMYTIICHE.

. CHITHTCTBAIIX JICUCHHS: KOPTUKOCTEPOUIN, XUMUOTEPAIIHS, HHXUOUTOPU Ha aHTHOT€HE3AaTa,
JIpUYCTCpAIivA Ha rjiaBaTta v HIysTa.

. JIOIIA YCTHA XUTHEHA, MapoJ0HTO34, JOIIO TOCTAaBEHH IIPOTE3U, aHAMHE3a 32 CTOMATOJIOTUYHO

3a00IsBaHe, MHBa3UBHU CTOMATOJIOTUYHHM MIPOLEAYPH (Hamp. eKCTpaKus Ha 360).

[To BpeMe Ha JieUeHHUE ¢ ACHO3yMa0 BCUUKH MMAlMEHTH TPsIOBa Ja ObIaT HaChpUYaBaHU Jia TOAIbPIKAT
no0pa yCTHa XMIMEHa, 1a Ce MOJIaraT Ha pyTHHHH CTOMATOJIOTMYHM MPETJIeId U He3a0aBHO Ja
ChOOIIaBaT 32 BCHYKH CHMIITOMH OT CTpaHa Ha yCTHATa KyXMHA, KaTo pa3KiallaHe Ha 360, 00iKa Wi
MOAYBAaHE, WU HEe3a3/IpaBsBally S3BU WK cekpenus. 1o BpeMe Ha JeueHneTo, MHBa3UBHU



CTOMATOJIOTHYHH MPOIICTypH TPSOBA J]a ce M3BBPIIBAT CaMO Clie/l BHUMATelTHA ITpelieHKa U TpsiOBa jaa
ce n30sTBa U3BBPIIBAHETO UM B HEITOCPEICTBEHA OJIM30CT € MPIIOKCHUETO Ha JICHO3YMao.

[TnanbT 32 IeyeHWe Ha ManuMeHTHTE, KouTo pazeuBat OHY, TpsOBa na Ob/ie U3TOTBEH B TSICHO
CHTPYIHHUYECTBO MEXIY JIEKYBAIINA JeKap U CTOMATOJIOT WIIH JIMIIEBO-YEITIOCTEH XUPYPT C OIUT B
OHUY. Tps6Ba na ce 0OMHUCIIM BPEMEHHO NMPEKbCBAHE Ha JICYCHUETO, JOKATO ChCTOSHUETO OTIIYMHU U
JOTIPUHACSIIUTE PUCKOBH (DaKTOpU OBJIaT HAMAJICHH, aKO € Bh3MOXKHO.

Ocmeonexpo3a Ha 6LHWHUA CTYX08 NPOX00

Nma cpo01enns 3a OCTEOHEKpO3a Ha BBHILHUS CITyXOB [IPOXOJ IPH JICUeHHE C IEHO3yMal.
BB3MoskHNTE pUCKOBH (aKTOPH 332 OCTEOHEKPO3a Ha BHHILIHUS CIIyXOB MIPOXO0Jl BKIIOYBAT ynoTpeda
Ha CTEPOMIN U XUMHUOTEPAITHs U/WITH JIOKAJTHA PUCKOBU (PaKTOPH, KATO HapuMep HHMEKIIUS HITH
TpaBMa. BepoaTHOCTTa OT pa3BuTHE Ha OCTEOHEKPO3a HA BBHHIIHMUS CIyXOB IPOX0J TpsiOBa J1a ce uMa
MpeaBHU P NALMESHTH, IPUeMaly AeH03yMa0, KOUTO pa3BUBAT CUMIITOMH OT CTPaHa Ha yXOTO,
BKITIOYHUTEIIHO XPOHUYHH YITHH HHEKIIHH.

Amunuunu ¢hpaxmypu na b6edpenama Kocm

Nma crobuieHns 3a atnninyHu (ppakTypu Ha OeJpeHara KOCT MPH MAIUeHTH, IOJTyYaBaly JeH03yMao
(Bx. Touka 4.8). ATunnyaute QpakTypn Ha OepeHaTa KOCT MOXKeE Jia Ce MOSBST MPH MUHUMAITHA
TpaBMa MM 0e3 TpaBMa B CyOTpoXaHTepHHUTE U Auadu3HUTE 00sacT Ha OeapeHara Koct. Te3n
CBHOUTHS CE XapaKTEePU3UPaT ChC CIIEUUPUIHN PEHTTEHOJIOTUYHN HAXOAKH. ATUITMYHH (paKkTypu Ha
OenpeHara KOCT ce ChOoOIIaBaT ChIO MPU MAMEHTH C OTPEIeIeHH ChITHTCTBAIIN ChCTOSIHUS (HATIp.
neduuT Ha BUTaMuH D, peBMaTouieH apTpuT, xumodocdarasus) v Mpu ynorpeda Ha HIKOU
JICKapCTBEHU NPOAYKTH (Hamp. 6udocdoHaT, rMOKOKOPTUKOUAN, HHXUOUTOPH HA IPOTOHHATA
nomra). Te3u cbOUTHS ca HACTHIBAIK U 0e3 aHTUpe30pOTHBHA Tepanus. [logoOoHu QpakTypu,
CHOOIICHN BBB Bpb3Ka ¢ OudochoHaTH, 4ecTo ca OuiaTepaiHy; IOpaay TOBA MPH MAllUEHTH,
JIEKyBaHU ¢ AeHO3yMal, KOUTO ca TpeThpIienu (paKTypa Ha TSIIOTO Ha OefpeHara KOocT, TpsIOBa /1a ce
n3cienBa KOHTpanaTepainHara OeapeHna Koct. TpsOBa a ce 0OOMUCIN NPEKpaTsABaHe Ha TEPaIusTa C
JeH03yMal MpY MalMeHTH, 32 KOUTO Ce MOI03Upa, Ye UMAT aTuluHa QpakTypa Ha OeJpeHara KOCT B
OYaKBaHE Ha OIIEHKAaTa Ha MAIEeHTa Bb3 OCHOBA HA HHINWBUAYAJIHO OIIPEAEICHOTO ChOTHOIIEHHUE
non3a/puck. [lo Bpeme Ha edeHneTo ¢ 1eH03yMal, MarueHTuTe TPsOBa 1a ObJaT MOCHhBETBAHH J1a
cboOLIaBAaT 32 HOBA WM HeoOWYaliHa 0oska B OeapoTo, Ta3o0eIpeHaTa cTaBa Wiu claOuHHTE.
[TanmeHTH ¢ TakuBa CUMITOMU TpsiOBa Ja ce U3CIeBar 3a HellbJIHA ()pakTypa Ha OepeHara KocT.

Ipoovnoicumento anmupe30pomMusHo ieyenue

[TpoabIKUTETHOTO aHTUPE30POTUBHO JIeueHHE (BKITIOUBAIIO JeHO3yMab 1 oudochonaTtn) Moxke 1a
JIOBEJIC JI0 TIOBUIIIECH PHCK OT HEXENIaHHW PE3YJITaTH, KATO OCTEOHEKPO3a Ha YEIFOCTTa M aTHITUYHU
(dbpaxTypu Ha 6eIpeHaTa KOCT Opaar 3HAYMMO TOTHCKaHe Ha KOCTHOTO PeMo/IeTipaHe (BXK.

Touka 4.2).

Covnvmemesauo nevenue ¢ Opyeu aekapcmeeni NPoOyKmu, CobObpacaylt 0eHo3yMad

[Naruentu, nekyBanu ¢ Izamby, He TpsOBa qa OBAAT JIEKYBAaHU CHI'BTCTBAIIO C IPYTH JICKAPCTBEHU
MPOJYKTH, ChIIbpPXKAIU JCHO3yMa0 (3a MpeIoTBpaTsABaHEe Ha ChOUTHS, CBbP3aHU ¢ KOCTHATA CUCTEMa
MPU BB3PACTHU C KOCTHUA METACTa3H OT COJIUIAHU TYMOPH).

Xunepranyuemusi npu neouampudny nayueHmu

Izamby He TpsOBa J1a ce U3IOJI3BA MIPH MMEAUATPUUHHU HaMeHTH (Bb3pacT < 18). CpobimaBa ce 3a
cepuo3Ha XunepKanueMus. HIkou ciyvan B KIMHAYHA U3MUTBAHUS Ca YCIOKHEHU OT OCTPO
OBOpedHO yBpEKIaHE.

TloMoIHu BemecTna

To3n nexapctBen mpomykT chabpxka 0,1 mg mommcopdbar 20 (E 432) BBB BCcSKa CIIPUHITOBKA.
[MomucopbaruTe MoraT jga MPUYUHAT AJCPTUYHHM peakiuuu. ToBa TpsOBa Ja ce WMa MPEIBUI TPH
MAIUeHTH C YCTAHOBEHHU aJICPTHH.

Tosa nexkapcTBO chIbpka 46 mg copOuTon BbB Beceku ml paztBop. TpsadBa qa ce uMa npenBua



aJIMTUBHUAT €EKT Ha CHITBTCTRAILIO MPUIIAraHH MPOAYKTH, ChIbpKALIU cOpOUTON (MK PpyKTO3a),
KaKTO ¥ XPaHUTEIHUAT TIPHUEM Ha copOuTo (mim GppykTo3a).

To3u nekapcTBeH MPOAYKT ChABPAKA MO-Manko oT 1 mmol Hatpwuii (23 mg) Ha 60 mg, T.e. MOKe 11a ce
KaXke, 4e IPaKTHUECKH HE ChABbPAKA HATPH.

4.5 BzamMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH NPOAYKTH M APyTrd (p)OpMH Ha B3auMoAelcTBHe

B enno mpoyuBaHe 3a B3auMOJeiicTBHATA, IeHO3yMa0 HE MOBIKABA (hapMaKOKHMHETHKATa Ha
MH/1a30J1aM, KOITO ce metabonu3upa upe3 uutoxpom P450 3A4 (CYP3A4). Tosa nokassa, ye
JeHO3yMa0 He nmpoMeHsl hapMaKOKMHETHKATa Ha JIEKapCTBEHHU NMPOAYKTH, KOUTO c€ MeTabOIu3upaT
ype3 CYP3A4.

Jlunce-at KIMHAYHY TAaHHY 32 €THOBPEMEHHOTO MIPHUIIOKEHUE Ha JICHO3yMa0 M XOPMOHO3aMECTHTETHA
Tepanus (HampuMmep eCTPOreH ), CUnUTa ce 00ade, 4Ye Bb3MOKHOCTTA 33 (hapMaKOJMHAMUYIHO
B3aHUMOJICHICTBHE € MaJIKa.

[pu >xeHU B MOCTMEHOTAY3a C OCTEONOpo3a, (hapMakOKMHETHKATa U (papMaKoHAMUKATA HA
JIeH03yMal He ce MOBIMABAT OT NMPEIXOJHA Tepanus C aJICHIPOHAT, Ha 0a3aTa Ha JaHHU OT IIPOyYBaHE
C mpexoJiHa Tepanus (OT aJeHAPOHAT KbM JIEHO3yMal).

4.6 ®DepTUauTeT, )PpEMEHHOCT U KbPMeHe

Bpemennoct

JluticBat WM WMa orpaHWYEHU JTaHHM OT YIIoTpeOaTa Ha IeHo3yMab 1mpu OpeMeHHH KEHH.
[Ipoy4uBaHusATa P )KUBOTHU MTOKA3BAT PEIPOAYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).

Izamby He ce npenopbUBa 32 ynotpeda npu OpeMeHHH KEHU U TIPH KEHH C JIETePOJICH TOTeHITHAT,
KOUTO HE M3MO0N3BaT KOHTparenus. JKeHnuTe TpsoBa ja Ob1aT MOCHBETBAHM JIa HE 3a0peMEHsIBAT 110
BpeMe Ha M Hal-MaJKo 5 Mecela ciefl ieueHHeTo ¢ neHo3ymad. EdexTure Ha neHo3ymal e BeposTHO
J1a ca Mo-TOJIeMH IO BpEMe Ha BTOPHS B TPETUS TPUMECTHP Ha OpeMEeHHOCTTa, Thil KaTo
MOHOKJIOHAJTHUTE aHTHTEJa TPEeMHUHABAT Mpe3 MUIalleHTaTa Mo JMHEEH MO/IEN ¢ HallpeIBaHe Ha
OpeMEeHHOCTTa, KaTO Hal-TOJIIMO KOJMYECTBO ITPEMHUHABA NIPE3 TPETUS TPUMECTHP.

Kbpmene

He e u3BecTHO nanu neHO3yMab ce eKCKpeTHupa B KbpMmara. [Ipy reHeTHIHO MOACTUPaHU MUIIKH, TIPU
konto RANKL e 6wt U3KIII04eH upe3 TeHHO oTcTpaHsBaHe (,,knockout mumke’), mpoydBanusTa
nmokasBar, ge yimricata Ha RANKL (Taprera Ha neH0o3yMa0 — Bxk. Touka 5.1) 1o Bpeme Ha OpeMEHHOCT,
MOJKeE Jia TIOBJIUSAC BbPXY Ch3PSIBAHETO HA MIICUHUTE XKIIC3H, BOJICIIO JI0 HAPYIIICHA JTaKTAIHsI CIIe]T
paxmaane (Bxk. Touka 5.3). TpsOBa ga ce B3eMe pemeHre JaJd Ja ce MPEyCTaHOBH KbPMEHETO WU Ja
ce MpeycTaHOBHU TepanusTa ¢ [zamby, kaTo ce B3emMaT MpeJIBUI 10JI3aTa OT KbPMEHETO 32
HOBOPOJICHOTO/KhPMAYETO U MOJI3aTa OT TepamusITa ¢ IEHO3yMal 3a JKeHaTa.

DepTUunuTer

Hsma nannm 3a edexra Ha 1eHO3yMal BbpXy depTmwinrera npu xopa. [I[poyduBaHus mpu )KUBOTHU HE
MOKAa3BaT AMPEKTEH MM MHIUPEKTEH BpeacH eekT Brpxy (epTrnuTera (BK. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 mo¢upaHe n padoTa ¢ MAIINHA

[zamby He moBIMsIBa WK NOBJIHSABA PEHEOPEKMMO CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIIHHH.



4.8 Hexeganu JeKapcTBeHH PeakKMU

O06006111eHMEe Ha ipodwia Ha OE30IaCHOCT

Haii-uectute HexxenaHu peakluy IpH AeHo3yMad (HaO01aBaHy IIPH TIOBEYE OT €JTUH MAIMEeHT Ha
JIeceT) ca MyCKYJTHO-CKeJeTHa 0oika u Oomnka B Kpaitaumure. [Ipyu nanueHTH, nprueMariy JieHo3ymao,
ca HaOJIF0TaBaHU HEUESCTH CITyYad Ha IeITyJIUT; PEAKH CIydYau Ha XUITOKAIIIUEMUS,
CBPBXUYYBCTBUTEIIHOCT, OCTEOHEKPO3a Ha YEIIOCTTa U aTUITUYHU QpakTypu Ha OeqpeHara KocT (BXK.
ToukH 4.4 u 4.8 — onricaHye Ha U30paHK HEKEIaHH PEAKIUH).

TabauyeH CIHUCHK HA HEXKETAHUTE PCAKIINN

JlanauTe B Tabnuia 1 mo-100y OMMCBaT HEKENAHU PEaKIUY, ChOOIICHH MTPY KIIMHUYHU U3MTUTBAHUS
¢aza Il u 11l mpu marueHTH ¢ 0OCTEOMOPO3a U KApIIMHOM Ha MIICYHATA JKJIe3a WU MpocTaTaTa,
MOJTy4YaBally XOPMOHAIHA a0JIalusl, W/UIH OT CIIOHTAHHH ChOOIICHHUS.

HW3non3BaHa e cieHaTa KOHBEHIMS 32 KiIacH(UKALUS Ha HEXKEJIAHUTE peakiuu (BK. Tadiuua 1):
MHOro yecte (> 1/10), uectu (> 1/100 mo < 1/10), Heuectr (> 1/1 000 mo < 1/100), peaxu (= 1/10 000
1o < 1/1 000), muoro peaku (< 1/10 000) u ¢ Hen3BecTHA YecToTa (OT HATMYHKUTE IAHHH HE MOXKE J1a
Ob/ie HanpaBeHa oreHka). [Ipu Besiko rpynupaHe B 3aBUCUMOCT OT Y€CTOTaTa U CUCTEMO-OpTaHHUS
KJIac, HEXKEeJIAaHUTE PeaKIMy ce N30pOsBaT B HU3XOAII peJl 0 OTHOIICHHE HA TSIXHATA CEPUO3HOCT.

Tab6umna 1. Hexenann peakuum, Cb001eHN NPH NALMEHTH € 0CTEONOPO3a U MALHEHTH €
KAPIMHOM Ha MJICYHATA JKjIe3a MJIN NMPOCTATATa, OJIy4aBalld XOPMOHAJHA adaanust

MedDRA cucTeMo-opraHeH Kareropust no yectora |Hexenanu peakuuu
KJIac
Wndexnum u nndecranuu Uectn WHpeknus Ha TUKOYHUTE IBTUIIA
Yectn WHbeknus Ha TOPHUTE TUXATEITHA
MHTHINA
Heuectn JuBepTUKyIUT!
Heuectn Llemymut!
Heuectu WHdbeknus Ha yXOTO
Hapyuienust Ha uMyHHaTa Penxu JlekapcTBEHa CBPbXUyBCTBHTEIHOCT!
cucTema
Penku Anadunaktuuna peakips’'
Hapymenus Ha Metabonm3ma u | Penxu Xunokanuemus'
XpaHEHETO
Hapyuienust Ha HepBHaTa Yecrtu Nmmac
CHUCTEMA
CromamHo-4peBHU HapyueHus |Yectu 3amek
Yectn AOGpoMuHaJIeH TUCKOMGOPT
Hapymenus Ha xoxaTa u Yectn Oo6pus
MOAKOXKHATA ThKaH Yectu Exzema
Yectu Anonenus
Heuectn JIMXEHOUIHY JIEKAPCTBEHH PEAKIHH'
MHoro peaku XUnepceH3UTUBEH BaCKYJIUT
Hapyuienust Ha MycCKyTHO- MHoro yecTn Bbosika B kpaitHuure
CKeJIeTHaTa MHoro yectn MyckyJHO-CKeneTHa Gosika'
CUCTEMA U ChCAMHUTCIIHATA Penxu OcreoHekpo3a Ha yenocTTa
TbKaH Penxu Atunuunu GpakTypu Ha OeapeHaTa
Koct!
C Heu3BecTHa 4ecToTa OcTeoHekpo3a Ha BBHILIHUS CIIyXOB
poxox?

! Buskre Touka ,,Onucanue Ha W30PaHU HEXKEIaHH PEaKIK .

2 BuxTe Touka 4.4.




B cOopHus aHanM3 Ha JaHHU OT BCUYKH IUIalie00-KOHTpoInpanu rmpoyuBanus ¢asza Il u daza Il e
CHOOIIEHO 3a IPUMONoA00H0 3abosiBaHe ¢ ooma yecrora 1,2% 3a nerno3zymad u 0,7% 3a mane6o.
BrIpeku ge ToBa HECHOTBETCTBUE € YCTAHOBEHO Upe3 COOPEH aHANIM3, TO HE € YCTAHOBEHO 4pe3
CTpaTUUIMPAH aHATHU3.

Onucanue Ha I/I36DaHI/I HCXKCJIaHW pCaKIIMH

Xunokanyuemus

[Ipu nBe m1a1e00-KOHTPOIMPAHH KIMHUYHA u3nuTBaHus (asa Il mpu KeHu B MOCTMEHOMay3a ¢
ocreonoposa, mpuonuzutenHo 0,05% (2 ot 4 050) oT mauKMeHTKUTE ca UMali HaMaJIeH! CEPYMHH
HUBA Ha Kayui (mo-Maiko ot 1,88 mmol/l) cien nmpunarane Ha qeHo3yMa0. He ca choOimaBanu
HaMaJICHH CEpyMHHM HUBA Ha KaJiuii (mo-manko ot 1,88 mmol/l), kakto npu nBere miaredo-
KOHTPOJIMPaHH KIMHUYHYU m3nuTBanus (aza 1l nmpu nanuenTn ¢ XopMoHanHa abialus, Taka u mpu
1ae00-KOHTPOIMPAHOTO KIMHUYHO u3nuTBaHe (asa Il mpu mbke ¢ ocTeonopo3sa.

[Ipy HOCTMapKETHHTOBH YCIIOBUS Ca ChOOIIABaHU PEIKU CIIyyaH Ha TEXKa CUMIITOMaTHYHA
XHITOKAJIIIUEMUS, BOJICIIA 10 XOCIUTAIN3ALHS, )KUBOTO3aCTpaIlaBallly ChOUTHS U CIIydaH C JieTajJeH
W3XO/l, MPEANMHO MPH MaLKMEHTH ¢ TIOBUIIEH PUCK OT XUIMOKAIIIMEMHUS, TTOJTydaBaIly J1eH03yMab, KaTo
MOBEYETO CIy4au ca HACTBHIIIN B TbPBUTE CEAMHUIIA OT HA4aJIOTO Ha JeyeHuero. [Ipumepn 3a
KJIMHUYHU TPOSIBY HA TEXKKAa CHMIITOMAaTHYHA XUITOKAIIMEMUS BKIIOYBAT yAbKaBaHe Ha QT-
WHTepBaja, TEeTaHHUA, ThPUOBE U HAPYIICHO IICUXUYHO ChCTOSTHUE (BXK. Touka 4.4). CumnToMuTe Ha
XHUIMOKATIIMEeMHs B KIMHUYHUTE U3MUTBAHUS C IEHO3yMal BKIIIOUBAT MapecTe3uH WiIH MyCKyJTHA
CKOBAHOCT, IIOTPENBAHUS, Ca3MH U MYCKYJIHHA KPaMITH.

Kooicnu ungpexyuu

[Mpu nnane6o-KOHTPOIMPaHUTE KIMHUYHY H3nuTBanus ¢asa II1, odbmara yectora Ha KOXKHU
nH(peKInY e Onira CXoHa PU TPYNHTE Ha IU1anedo 1 AeH03yMal: IpH )KeHU B TIOCTMEHOIIay3a ¢
octeonopo3sa (trane6o [1,2%, 50 ot 4 041] cnpssmo neHo3ymao [1,5%, 59 ot 4 050]); mpu MBKe C
octeonopo3a (trare6o [0,8%, 1 ot 120] cnpsmo neno3ymad [0%, 0 ot 120]); npu narueHTH ¢
KapIIMHOM Ha MJIEYHATa JKJIe3a Wi MpocTaTara, MoTyJdaBanlyd XOpMoHainHa abmanus (mamedo [1,7%,
14 ot 845] cnpsimo neno3ymao [1,4%, 12 ot 860]). Koxxau nH(EKIIH, BOACIIH IO XOCTUTATH3AIIH,
ca crobmaBanu npu 0,1% (3 ot 4 041) OT >)KeHHUTE B MOCTMEHOTIAY3a C OCTEONOPO3a, TOTyYaBallH
wane6o, cupsamo 0,4% (16 ot 4 050) ot xeHuTe, noaydaBaiy AeHo3yMa0. Te3u ciaydan ca npearuMHO
nerynut. [lpu npoyuBaHusITa TP KapIIMHOM Ha MJIedHaTa JKJie3a U MPOocTaTrara, KOXKHUTE WHEKIINH,
CHOOIICHU KaTO CEPUO3HU HEIKEIAHN PEaKIluH, Ca CXOAHH IpH rpynute Ha miarebo (0,6%, 5 ot 845)
u neno3ymad (0,6%, 5 ot 860).

Ocmeonexposa na uemocmma

OHUY ce cho0OmiaBa psako, npu 16 ManueHTH B KIIMHUYHATE U3MUTBAHUS TIPU OCTEOTIOPO3a U TIPU
MAIMEHTH ¢ KApIIMHOM Ha MJICYHATA JKJIe3a WM MPOCTATaTa, MOJTyYaBallid XOpMOHAITHA a0Ialvs,
BKITFOUBaIIy 00mo 23 148 mamuenty (Bx. Touka 4.4). Tpuramecer ot Te3u ciryvyan ¢ OHY ca
HACTBITJIM IIPH KEHHU B IOCTMEHOIIay3a C OCTEONOopo3a 10 BpeMe Ha MPOAB/DKCHUETO Ha KIIMHUYHO
m3nutBaHe ¢aza I, cnen mewenne ¢ neno3ymad B npoapinkerne Ha 10 roguan. Yectorata Ha OHY e
0,04% na 3-tata ronuHa, 0,06% Ha 5-taTta roguHa u 0,44% Ha 10-TaTa TOIHHA OT JICYCHUETO C
neHo3yMab. PucksT or OHY HapacTBa ¢ IpOIbIKUTEITHOCTTA HA €KCITO3UITHS Ha ICHO3yMao0.

PucksT o OHY € o1ieHeH U B pETPOCTIEKTHBHO KOXOPTHO Mpoy4BaHe mpu 76 192 xeHu B
MMOCTMEHOITay3a C HOBO3aI0oYBaIllo JieueHue ¢ qeHosymad. Yecrorara na OHY e 0,32% (95%
noeeputenieH untepsai [CI]: 0,26; 0,39) npu narenTy, U3MoI3BaIM JeH03yMal 10 3 TOIUHH U
0,51% (95% CI: 0,39; 0,65) npu manueHTyH, U3MON3BAIIHN JIEHO3yMal 10 5 TOJAMHU MPOCIIE/IsIBaHE.

Amunuunu ¢ppaxkmypu na 6edpenama Kocm
B mporpamara 3a KIMHUYHY U3MUTBAHMS [IPH OCTEONIOPO3a, aTUIMHYHU (PpakTypu Ha OepeHara KoCT
ca chOOIaBaH! PSAKO MPH MAIMEHTH, JIEKYBaHU C ACHO3YMa0 (BX. Touka 4.4).



Jusepmuxyium

B ennHo mnane60-KOHTPOIUPaHO KIMHUYHO H3nuTBaHe ¢a3za Il npu manueHTs ¢ KapIlUHOM Ha
npocTaTara, mojlyyaBally aHAporeH-aenpuBanronna Tepanus (ADT), e ycranosen aucbananc no
OTHOLICHUE Ha HEeXeNaHuTe chOuTHs 3a AuBepTUKyIuT (1,2% nenosyma0, 0% mnane6o). Yectorata
Ha UBEPTUKYJIMUT € CPaBHUMA MEXIY ABETE TEPANCBTUYHU I'PYIIH IIPU )KEHUTE B IIOCTMEHOIIAYy3a WU
MBIKETE C OCTEOIOPO3a U IIPH KEHUTE, JIEKYBaHU C apOMaTa3HU UHXUOUTOPU 3a HEMETACTaTUYCH
KapIMHOM Ha MJICYHATa JKJIe3a.

Cevpsanu c 1exapcmeomo peakyuu Ha CPvLXUYECMEUMENHOCT

[Ipy HOCTMapKETHHTOBH yCIIOBUS, TP NALMEHTH, ITOJTyYaBally IeHO3yMa0, ca ChOOILECHH PEAKI
CbOUTHS Ha CBPBXUYBCTBUTEIHOCT, CBBP3aHa C JEKapCTBOTO, BKIIOYUTEIHO OOPUB, YPTUKAPHS,
MOJTyBaHe Ha JIUIETO, EPUTEM U aHAPUIAKTHYHH PEaKIIUH.

Myckyano-ckeremna 601xa

[Tpy MOCTMapKETHHTOBH yCIIOBHUS IMa ChOOIICHUS 32 MYCKYJIHO-CKEJIETHa OO0JTKa, BKIIFOUUTEITHO
TEXKH CIIy4au MPH MaIKUeHTH, MOJTyYaBally JeHo3yMal0. B KIIMHUYHUTE U3NUTBaHMSI, MYCKYITHO-
CKeneTHa 0oJIKa ce choOIIaBa MHOTO YECTO B IPYIUTE HA JIeHO3yMal H 1iane0o0. MycKyTHO-CKelleTHa
Ooska, BOJEIIa 10 IPEYCTaHOBSABaHE HA U3MIUTBAHOTO JICUCHHE, Ce ChOOIaBa HEUECTO.

Jluxenouonu nexapcmeeHu peaxyuu
Cpob1aBa ce 3a JTMXCHOUIHH JIeKapCTBEHU peakuy (HanpuMep peakyy, Mo100H! Ha JIMXEH IJIaHycC)

IIpU Ma¥uCHTU B IIOCTMAPKETUHI'OBU yCIIOBHA.

JIpyru crienraaHy IIONyJIalinu

Teouampuuna nonynayust

JleHozyma0b He TpsiOBa J1a ce W3II0JI3BA MPH MEeIUATPUYHHN HarueHTH (Bh3pacT < 18). Cpobiasa ce 3a
cepro3Ha xunepkainuemus (Bx. Touka 5.1). Haikou ciaydyan B KIMHUYHU U3MUTBAHUS Ca YCIOXKHCHH
OT OCTPO OBOPEUHO YBPEKIAHE.

bvopeuno yepeacoane

[Ipu KIMHUYHY U3MUTBAHMS, TAIIMEHTH C TEXKa CTEIECH Ha ObOPEUHO yBpeXKaaHe (KpeaTHHUHOB
kiupbHC < 30 ml/min), WM TaKWBa HA XEMOIMAIN3, Ca U3JI0KEHH Ha MTO-BUCOK PUCK OT
XUIOKAIMEMHS TIPH JIUICca Ha T00aBKa HA KaNIUNA. AJIEKBAaTHUAT IPUEM HA KaJluii 1 BUTaMuH D e
Ba)KCH MPH MAIUEHTH C TSKKA CTEICH Ha ObOPEYHO YBPEKIaHEe, MM TaKWBa Ha XeMoauanusa (BxK.
Touka 4.4).

C’BO6H_IaBaHe Ha 1Imoa03upadH HCXCIIaHU PCAKITNN

Cro0m1aBaHeTo Ha MOJI03UPAHU HEXKEIIAHN PEaKIIUU CIIel] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOJYKT € BaXKHO. TOBa MO3BOJISIBA J]a MPOIBJIKKM HAOIIOIECHUETO Ha ChOTHOIIICHUETO I0JI3a/PUCK 32
JIeKapCTBEHHS MPOAYKT. OT MEIUIIMHCKUTE CIICITHAINCTH CE M3MCKBA J1a ChOOIaBaT BCIKa
[OI03WPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B

[Mpunoxenue V.

4.9 Ilpeno3upane
Hsma omuT ¢ peno3upane npy KIMHAYHUTE MPOyYBaHus. B KIMHUYHATE POYYBaHHS Ca TpUIaraHu

1031 eHo3yMao 1o 180 mg Ha Bceku 4 cenMuiy (KymyaTuBHa qo3a 10 1 080 mg 3a 6 Mecena) u He
ca HaOJIr01aBaHU JAOMBIIHUTEITHU HEXKEIIaH! PEaKIInU.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoAUHAMHYHM CBOIiCTBA

dapmakoTepaneBTHuHa rpyna: JlekapcTa 3a JeueHne Ha KOCTHH 3a00isiBanus — Jpyru nexapcTsa,



TIOBJIMSABAITN KOCTHAaTa CTPyKTypa u muHepanuzanmsi, ATC kox: M0SBX04

Izamby e Ouonorn4Ho MoK00CH JiekapcTBeH NpoayKT. [logpoOHa nHpOpManus e npeocTaBeHa Ha
yeOcaiita na EBpomneiickara areHuus o nexapctsara https://www.ema.europa.eu.

MexaHU3bM Ha JIEHCTBUE

Jleno3ymab e goBemko MOHOKIIOHATHO aHTUTsI0 (IgG2), KoeTo TapreTrpa 1 ce CBhp3Ba C BUCOK
apunutet U cieuupuaroct ¢ RANKL, npenoTBparsBaiiki aKTHBUPAHETO HA HETOBHS PEIICIITOD
RANK, pasnonosxeH 1o moBspXHOCTTa Ha OCTEOKIIACTHUTE MPEKYPCOPU M OCTEOKIIACTHUTE.
[IpenotBpatsaBanero Ha B3aumoeiictBueto RANKL/RANK unxubupa odpazyBaneTo Ha
OCTEOKIIACTH, TAXHATA (DYHKIIHS U KUIHECTIOCOOHOCT, HAMAJISIBAMKY 110 TO3W HAYWH KOCTHATA
pe30pOLus B KOPTUKAIHUTE U TPaOEKyIapHUTE KOCTH.

dapmakoauHaMu4HU eHEKTH

JlegenuneTo ¢ geHO3yMad Obp30 HaMasIBa CTETICHTa Ha KOCTEH OOMEH, JOCTUTANKH 3a 3 THU Hal-
HHCKaTa CTOMHOCT Ha MapKepa 3a KocTHa pe3opouwus, cepymun 1 C-tenonentuan (CTX) (85%
HaMaJIsIBaHE), ChC 3ara3BaHe Ha HAMAJICHUETO B paMKHTE Ha JT030BHUS WHTepBajl. B kpas Ha Bceku
J1030B WHTepBaja HaMansiBaneTo Ha CTX € yacTHYHO 10-Ci1a00, B CpaBHEHUE C MAKCUMAITHOTO
HamaseHue ot > 87% mo npubnusutenHo > 45% (nuanazon ot 45-80%), KoeTo oTpassiBa
o0paTMOCTTa Ha epeKTHTE Ha IEHO3yMad BbPXY KOCTHOTO PEMOJISIIUPAHE CIIe]] IOHM)KaBaHe Ha
cepyMHuTe HUBA. Te3u eheKTH ce MoAIbpKAT C HEMPEKHCHATO JIeYeHne. MapkepuTe 3a KOCTeH 00MeH
O0OMKHOBEHO JOCTUIAaT HUBATA MIPEIH JICYCHHETO 9 Mecelia clie Ioc/eaHara 103a. [Ipu moBTopHO
3aro4yBaHe Ha AeH03yMa0, HamamsiBaHeTo Ha CTX e cxoaHO ¢ ToBa, HAOIIOJaBaHO P MAITUEHTH,
KOHWTO 3aIl04YBaT JICUCHHE C ICHO3yMal 3a MTbPBH ITBT.

HNmyHOreHHocT

[To BpeMe Ha JeUEHUETO C IEHO3YyMad MOTaT Jia ce 00pa3yBaT aHTU-IeHO3yMa0 anTuTena. He e
HaOMro/1aBaHa Mpsika Bpb3ka MEXKy 00pa3yBaHETO Ha aHTUTeNA ¢ (hapMaKOKHHETHKATA, KITMHHIHHUS
OTTOBOP WJIM HEXEJIAaHO CHOUTHE.

Knunnyna erKacHOCT M 0€30IMaCHOCT MPH KEHHM B TOCTMEHOIIAay3a ¢ 0CTEe0opo3a

Eduxacnocrra 1 6e3omacHOCTTa Ha JeHO3yMa0, TIpUJIaral Ha BCEKH 6 Mecena 3a MepruoJl OT 3 TOIUHH,
€ u3cieIBaHa Mpy >keHH B ocTMeHomnaysa (7 808 sxenu Ha Bp3pact oT 60 1o 91 roaunm, 23,6% ot
KOWTO Ca MMaJu NpeodiiaiaBamio GpakTypH Ha MPENUICHHUTE), ¢ U3XOAHU T-CKOpOBE 3a KOCTHA
MuHepanHa wIsTHOCT (BMD) Ha mymOannu npenuieHn wim Ha Ta3o0eapeHa ctaBa Mexay —2,5 u —4,0
U cpesiHa a0CONI0THA BEPOSTHOCT 3a (pakTypa B pamkute Ha 10 ronunu - 18,60% (aunanaszon: 7,9-
32,4%) 3a ronsiMa octeonopoTuuHa ¢dpakrypa u 7,22% (nuanaszos: 1,4-14,9%) 3a ppakrypa Ha
Tazobenpenara crasa. JKenu ¢ apyru 3a00IsIBaHHS WM KOUTO Ca Ha JIeUeHHE, KOETO MOXeE J1a TIOBJIHsIe
KOCTHTE, ca OMJIM M3KIIIOYEHHU OT TOBa NpoyuBaHe. JKeHuTe ca mosyyaBaliv eXeIHEBHO JOOaBKH C
kanuii (Haii-manko 1 000 mg) u Butamue D (Haii-manko 400 IU).

Egpexm svpxy ¢ppaxmypume na npewinenume

JleHO3yMa0 3HaYUTEITHO HaMaJIsiBa PUCKa OT HOBU ()paKTypH Ha TpenuieHuTe Ha 1-ta, 2-Ta u 3-Ta
ronuHa (p < 0,0001) (Bx. Tabnuma 2).
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Ta6auna 2. E¢ekTbT Ha 1IeHO3yMa0 BLPXY PHCKA OT HOBH (DpaKTypH HA NpelLJIeHUTe

[porieHT Ha xenute ¢ Gpaxrypu (%) HamansBane Ha HamansBane Ha
[Tname6o Henozymab aOCOIIIOTHHA PUCK | OTHOCUTEIHHUS PUCK
n=3906 n=3902 (%) (%)
(95% CI) (95% CI)
0-1 roguHa 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 roguan 7,2 2,3 4,8 (3,9; 5,8) 68 (59; 74)*

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

Eghexm svpxy ¢hpaxmypume na mazobedpenama cmasa
Henoszymab moxaspa 40% otHocutenno HamamsBaHe (0,5% HamansBaHe Ha aOCONIOTHHUS PHUCK) Ha
pucka ot ¢ppakTypa Ha Tazo0eapeHara cTasa 3a nepuox ot 3 roaunu (p < 0,05). UectoTara Ha
¢dpaktypute Ha TazobenpeHara crapa e 1,2% B mianedo rpymnara, B cpaBHenue ¢ 0,7% B rpymnara Ha

JIEHO3yMal 3a 3 roauHu.

B post-hoc ananusa npu >xeHu > 75 ronunu e HabMoAaBaHO 62% HamMalsiBaHE HAa OTHOCHUTEITHHS PHCK
nipu geno3ymad (1,4% HamansiBaHe Ha aOCONMIOTHUS prck, p < 0,01).

Eghexm evpxy ecuuxu xnunuunu gppaxmypu

JleHo3yMab 3HauuMoO HamalisiBa (PPaKTYPHUTE MPH BCUYKU BUIOBES/Tpynu GhpakTypu (Bxk. Tadmuia 3).

Tab6umna 3. EpexTsT Ha feH03yMa0 BbPXY PHCKA OT KINHUYHHA (PAKTYpPH 32 3 rOTUHHA

[IponienT Ha xenute ¢ ppaktypu | Hamansgsane | Hamansasane
(%)* Ha Ha
ITnane6o HeHozymab a0COMIOTHUS | OTHOCUTEIHUS
n=3906 n=3902 puck (%) puck (%)
(95% CI) (95% CI)
KakBaTo u fa ¢ KIMHUYHA 10,2 7,2 2,9 (1,6;4,2) |30 (19; 41)***
¢pakrypa'
Knuanana ¢paktypa Ha 2,6 0,8 1,8 (1,2;2,4) |69 (53; 80)***
MpeNuIeHATE
Henpemutenna ¢pakrypa’ 8,0 6,5 1,5 (0,3; 2,7) |20 (5; 33)**
lNonsiMa HempeneHHa 6,4 5,2 1,2 (0,1; 2,2) |20 (3;34)*
dpaxrypa’
lNonmsiMa ocTeonmopoTHIHA 8,0 5,3 2,7 (1,6; 3,9) |35(22; 45)***
dpaxrypa’

*p <0,05, **p = 0,0106 (6mopuuna Kpaiina mouxa, 6KI04EHA NPU KOPUSUPAHE 3a MHONCECMBEHOC),

*xkp < 0,0001

*YecroTa Ha chOuTHsaATa 10 Kaplan-Meier 3a 3 roauHu.
! BkirouBa KIMHAYHYA (BPaKTypy Ha NPEIUIEHHTE U HENPENUICHHN QPaKTypH.
2 U3kimrouBa Te3W Ha IPENUICHATE, Yepena, JIUIETO, MaHIu0yJIaTa, METAKapIaJIHHTE KOCTH M (haTaHruTe Ha

MPBCTUTE HA PBIETE U KpaKara.

3 BrmrouBa Tasa, JUCTaleH GpeMyp, MPOKCHMaHa THOWS, peOpa, ITPOKCUMAJIEH XyMEPYC, TIPEAMUIITHATIA 1

Ta3o0epeHa cTapa.

4 BxirouBa KJIMHHYHA (bpaKTypI/I Ha MpCHIJICHUTE, Ta306eapeHa CTaBa, MpeAMHUIIHNLIA U (l)paKTypI/I Ha XyMepyc,

onpenenenu no C30.

[Ipu >xern ¢ m3xogaa BMD < -2,5 Ha mmiikara Ha ¢peMypa, IeHO3yMa0 HamMaJsiBa pUcKa OT
HenpenuieHHn ¢paxrypu (35% HaMansiBaHe HAa OTHOCHTEIIHUS pHCK, 4,1% HamamnsBaHe Ha
abcomroTHUA puck, p < 0,001, ekcrutopaTopeH aHanm3).

HamansBanero Ha decToTaTa Ha HOBU (hpakTypH Ha MpennieHUuTe, PpakTypHu Ha Ta3o00eapeHarTa cTaBa
Y HeTIpenuieHHH (pakTypu upe3 IeH03yMal 3a 3 TOAWHU € MMOCTOSHHO, HE3aBUCUMO OT U3XOTHUSI PUCK

3a ¢pakTypH B pamkute Ha 10 roguHu.
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Egexm 6vpxy kocmuama munepaina nibmocm

Jleno3ymab 3HaunTeTHO yBeandIaBa BMD Ha BCHYKH KIMHUYHO U3MEPEHU MECTa, CIIPSMO Tutaredo Ha
1-ta, 2-Ta u 3-ta ronuHu. JleHozymab yBennuasa BMD c 9,2% na mymOannute npeuwieny, ¢ 6,0% Ha
tazo0eapeHara crasa, ¢ 4,8% Ha muniikaTta Ha hemypa, ¢ 7,9% Ha TpoxaHTepa Ha OeapeHara KocT, ¢
3,5% na muctanHata 1/3 Ha paguyca u ¢ 4,1% Ha ISUI0TO TAJIO 32 MEPHOJ OT 3 TOMUHH (BCHUKU

p <0,0001).

[Ipu KIMHUYHY U3MUTBAHUS U3CIEABAIIN €PEeKTUTE OT IPEKbCBAHETO HA JIeH03yMa0, BMD ce BpbIa
KbM CTOMHOCTH, PUOIU3UTETHO JI0 HUBATA TIPEJ/IN JICYCHHETO U OCTaBa MO-BHCOKA OT Ta3u MPH
tane6o 3a nepuof ot 18 Mecena cien nmocaenHara 1o3a. Te3u JaHHU 1OKa3BaT, Y€ ce Hajlara
MPOABIDKUTENHA TepaIus ¢ AeHo3yMal 3a moaabpkaHe Ha eeKTa Ha JIEKapCTBEHUS TPOIYKT.
[MoBTOpHOTO 3am04YBaHe Ha JAeHO03yMab BoIH 10 yBeinmdaBane Ha BMD, cxomHO ¢ ToBa ipu
I'bPBOHAYATIHOTO MPHJIaraHe Ha JeHO3yMal.

Omeopero npoovidiceHue Ha NPOyY8aHemo npu iedenue Ha 0CMeonopo3a 8 NOCMMEHONay3d

006110 4 550 sxenu (2 343 Ha neHo3yMab u 2 207 Ha iane0o0), KOUTO ca MPOMyCHAIU HE MOBEYE OT
€/IHa 71032 OT M3MUTBAHUS MPOIYKT B OCHOBHOTO IIPOYYBaHE, OMICAHO ITO-TOPE, U Ca 3aBBbPIIIIN
MIPOYYBAHETO C BH3UTAaTa Ha 36-THs Mecell, ca BKIIIOUEHH B 7-TOJIUIITHO, MHOTOHAITMOHAITHO,
MHOTOIICHTPOBO, OTBOPEHO MPOIBDKEHIE Ha MTPOYYBAHETO C €HO pamo, 3a OIIEHKA Ha JBJITOCPOYHATA
Oe3omacHOCT U e(pUKacHOCT Ha JIeHO3yMal. Bcuuku xeHn B IPOABIDKEHUETO Ha POYYBAHETO ©
TpsOBaJIO J1a moy4asar AeHo3ymabd 60 mg Ha Bceku 6 Mecela, KaKTo M eXeJTHEBHO Kani (Hai-
manko 1 g) u Buramud D (Haii-manko 400 IU). O6mio 2 626 yuactauim (58% OT jkeHHUTE, BKIIIOUCHU B
MPOJBIHKEHUETO HA TIPOYYIBAHETO, T.€. 34% OT KEeHHTE, BKIIOYEHN B OCHOBHOTO MTPOYYBaHE) ca
3aBBPIIAIN MMPOIBIKEHUETO HA TIPOYIBAHETO.

[Tpu naumenTy, neKyBaHu ¢ AeHo3ymad B npoabkenue Ha 10 roquan, BMD ce e yBennunna cpsimo
H3XOAHOTO HHUBO B OCHOBHOTO IpoyuBaHe ¢ 21,7% Ha nmymOannuTe mpenuiesy, 9,2% nHa
tazo0eapenara craBa, 9,0% Ha muiikata Ha Gpemypa, 13,0% Ha TpoxaHTepa Ha GenpeHaTa KocT U 2,8%
Ha nuctanHata 1/3 Ha paguyca. Cpegaust BMD T-ckop Ha iymOanHUTE TIpENUICHH B Kpas Ha
npoy4BaHeTo € —1,3 npu nanueHTUTe, JEKyBaH! B MpoaAbkeHue Ha 10 rogqunu.

YecroraTa Ha (hpakTypuTe € OLlEHEeHa KaTo KpaifHa Touka 3a 0€30MacHOCT, HO ePUKACHOCTTA MPU
MpeoTBpaTsBaHe Ha (PaKTypu HE MOXKe Aa ObAe N3UHCIICHA TOPaaAN BUCOKHUS Opoil MpeKbCBaHUS U
OTKpUTHS IW3aliH Ha npoy4dBaHeTo. KyMynaTuBHATa 4ecTOTa HAa HOBHM (DpaKkTypH Ha MPENUICHUTE H
HeTpelIeHH! (PaKTypu € CbOTBETHO O0K0IIo 6,8% 1 13,1% mpu manmeHTH, OCTaHAIN Ha JICYCHHUE C
JeHo3yMa0 B npoabnkeHue Ha 10 rogunau (n = 1 278). [lanmeHTUTe, KOUTO HE Ca 3aBhPIINIH
MIPOYYBAHETO MOPAIN HAKAKBA MPUYMHA, Ca UMAIIM TI0-BUCOKA YeCTOTa Ha (PaKTypH MO BpeMe Ha
JICYSHUETO.

Mo BpeMe Ha IPOIBIDKEHUETO HA MPOYYBAHETO Ca Bh3HUKHAIIM TPUHAIECET JOKAa3aH! CIyvas Ha
octeoHekposa Ha yemoctta (OHY) u 1Ba mokazaHu cirydast Ha aTHIUYHU GpakTypu Ha OeapeHaTa

KOCT.

Kinnanuga edbrkacHOCT 1 0€30HaCHOCT IPU MBXKE C OCTEOOP03a

EduracHoctTa 1 6e30macHOCTTa Ha ICHO3YMa0, Mpujlarad BeIHEK Ha BCEKH 6 Mecela 3a mepuo ot 1
roJMHa, € Mpoy4eHa npu 242 MbxKe Ha Bb3pacT oT 31 10 84 roguHu. YJacTHULUTE C

eGFR < 30 ml/min/1,73 m? ca GuiIi U3KITFOYEHU OT U3MUTBAHETO. BCHUKM MbXKe ca MosydaBaiy
exeTHeBHO M00aBku ¢ Kanmuid (Hai-manko 1 000 mg) u Butamun D (mait-manko 800 IU).

[IppBHYHAaTa MpOMEHINBa 32 e(UKACHOCT € IpolLeHTHaTa npoMsaHa B BMD na mymGanuute
HpenuieH:, e(UKacCHOCTTa 110 OTHOIIEHHE HA (ppaKTypHuTe He € oreHeHa. JleHo3yMald 3HauMMO
yBennmgaBa BMD Ha BCHYKH KIIMHUYHO H3MEPEHHU MecTa crpsimo 1ianebo Ha 12 mecena: ¢ 4,8% Ha
mymOanmHuTe penuieHH, ¢ 2,0% Ha 1s1o 6eapo, ¢ 2,2% Ha muiikara Ha pemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oeapenata kocT u ¢ 0,9% Ha nucrannata 1/3 Ha paguyca (Bcuuku p < 0,05).
Jeno3zyma06 yeennyapa BMD Ha nmymOanHuTe HpeluieHH CIpsMO U3X0HOTO HUBO ripu 94,7% ot
MBKeTe Ha 1-Ta roguHa. 3HauuTeaHo yBennueHue Ha BMD na nmymOannute npenuieH,
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Tazo0eIpeHara cTaBa, IMiikaTa Ha peMypa U TpoxaHTepa Ha OelpeHara KOCT € HaOJIro1aBaHo 10 6-us
Mmecet (p < 0,0001).

KocTHa XMCTOI0THS IIpH JKEHU B IOCTMEHONAY3a ¥ MBXKE C OCTEOIIOp03a

KocTtHaTa XHCTONOTHS € OlleHeHa TIpU 62 KEHU B IOCTMEHOIIay3a ¢ 0CTEONOop03a HiTH ¢ HUCKa KOCTHA
IUTBTHOCT, KOUTO HE ca OWJIM JICKYBaHM 332 OCTEOIIOPO3a WK Ca IMPEMHUHAIN OT IpeAIISCTBAINA
Tepamus ¢ aJCHIPOHAT KbM ITOCJIeIBAIA Tepaus ¢ AeHo3yMal 3a repuon ot 1-3 rogunu. [letnecer u
JICBET JKCHH Ca yJacTBaJIM B MOANPOYYBAHETO ¢ KOCTHA OHoricus Ha 24-us mecell (n = 41) u/vunu 84-ust
Mecer (n = 22) OT IPOABIDKEHUETO Ha MMPOYYBAHETO MIPH KEHH B MTOCTMEHOIIAay3a C OCTEONOpo3a.
KocTHara X#ucTonorus € oleHeHa ChIo U Ipu 17 MBXkKe ¢ OCTE0TIOpO3a CIe]] €IHA TOINHA JISYCHHUE C
neHo3yMa0. Pe3ynraTuTe OT KOCTHUTE OMOIICHH [TOKa3BaT KOCTH C HOPMaJiHa CTPYKTYpa U KaueCTBO,
0e3 naHHU 3a e)eKTH B MUHEpAIU3aNuATa, 0e3 He3psiia KocT win (hudpo3a Ha KOCTHHS MO3bBK.
XuctoMopPOMETPUIHHUTE HAXOAKH B ITPOABIDKCHUETO HA MPOYYBAHETO MPH JKEHU B IOCTMEHOMAY3a C
0CTEOIOopO3a TIOKAa3BaT, Ye aHTUPE30POTHBHUTE ePEKTH Ha ICHO3yMad, U3MEPEHH Ype3 aKTHUBUPAHE Ha
YyecToTaTa U CTEIICHTa Ha KOCTHO 00pa3yBaHe, ce 3ara3Bar ¢ TeUeHHe Ha BPEMETO.

Knuanyna ed)I/IKaCHOCT 1 0€30I1aCHOCT NPH MAIUEHTU ChC 3arv6a Ha KOCTHO B€HICCTBO, CBHP3aHO C
OTHCMAHC HAa aHAPOIrCHU

EdwukacHocTTa 11 6e30macHOCTTa Ha JIEHO3YyMa0, IPUIIOkKEHA BETHBK Ha BCEKH 6 Mecela 3a TIepuo/| OT
3 rouHM € U3CcielBaHa MPU MBXKE C XICTOJIOTUYIHO JI0Ka3aH HEMETACTaTHUeH KaplIHOM Ha
npocrarara, nonydasamy ADT (1 468 Mmbke Ha Bb3pacT 48-97 TofuHM), KOUTO Ca U3JI0KCHH Ha
MOBMIIIEH PUCK OT (hpakTypH (ompezaeneH kato > 70 roqunu, wim < 70 roguau ¢ BMD T-ckopoe Ha
JyMOaTHUTE MpelUIeHH, Ta300eqpeHaTa cTaBa Ui Inuiikara Ha Gpemypa < -1,0 win aHamHe3a 3a
octeornopoTudHa ppaktypa). Bcuuku Mbke eXeTHEBHO ca MOJIyYaBaJid JOOABKa C KaIIui (Ha-
Masiko 1 000 mg) u Butamun D (maii-manxo 400 IU).

Jleno3ymab 3HaunMo yBenanmyaBa BMD Ha BCHUKM KIIMHHYHO M3MEPEHU MECTa, B CPaBHEHHE C
iame0o 3a mepuoA ot 3 ronuHu: ¢ 7,9% Ha mymOanHUTE IpenuieHw, ¢ 5,7% Ha Tazo0eapeHara cTasa,
¢ 4,9% na mmiikata Ha hemypa, ¢ 6,9% Ha TpoxaHTepa Ha OeapeHara KocT, ¢ 6,9% Ha auctannara 1/3
Ha paguyca u ¢ 4,7% Ha usnoTo Tsu1o (Benuku p < 0,0001). B npocniekTuBHO miaHupaH
EKCIUIOPaTOpEeH aHaAIIN3 3HAYUMO yBenndeHue Ha BMD Ha nymOanauTe nmpenuieHn, Tazodeapenara
CTaBa, IIMiKaTa Ha (eMypa 1 TpoxaHTepa Ha OefpeHaTa KocT ce HabronaBa 1 Mecer| cie HayajaHaTa
103a.

JleHo3yMa0 moka3Ba 3HAYMMO HaMaJIIBaHE HA OTHOCHTEITHUS PUCK OT HOBU (PPAKTypH HA MPEIIJICHUTE:
85% (1,6% nHamansBane Ha aOCOMOTHUS PHUCK) 32 1 ToguHa, 69% (2,2% HamansBaHe HA aOCOTIOTHHS
puck) 3a 2 ronunu u 62% (2,4% namansgBaHe Ha abcomoTHUA pUcK) 3a 3 roguau (Becuuku p < 0,01).

Kiouanana ed)I/IKaCHOCT 1 0€30IMacHOCT OpH NanMCHTH ChC 3arv6a Ha KOCTHO BEMICCTBO, CBHP3dHO C
aJIOBaHTHA TEPAIHs C aApOMAaTa3eH HHXUOUTOPD

EdukacHocTTa 11 6e30macHOCTTa Ha JIEHO3YyMa0, IPUIIOKEH BETHBK HA BCEKU 6 Mecena 3a 2 TOJUHH,
ca M3CJIeABaHU MPH KEHU C HEMETACTaTHUeH KapIIMHOM Ha MJIeYHATa *Jie3a (252 KeHu Ha Bb3pacT 35-
84 roqunan) u m3xoaan BMD T-ckopose mexay —1,0 mo —2,5 Ha rymMOaTHUTE TIPEIIICHH,
Ta300eIpeHaTa CTapa WiK MIMiKaTa Ha 0epoTo. BCUYKY KeHH eKEeTHEBHO ca MOoJy4YaBaid J00aBKa C
kamuit (Haii-manko 1 000 mg) u Butamun D (Haii-manko 400 [U).

[IppBUYHATa TPOMEHINBA 32 €(pUKAacHOCT € mpoMsiHa B npoueHTuTe Ha BMD Ha nymOanaute
npenuieHy, epuKacHOCTTa 0 OTHOLIEHUE Ha (ppakTypuTe He € oueHeHa. JleHo3ymab 3HaunuMo
yBennuaBa BMD Ha BcHYKH KJIMHUYHO HU3MEPEHH MeCTa, B CpaBHEHHME C Iianedo 3a 2 roaunu: ¢ 7,6%
Ha JIyMOaJIHHUTe TpenuieHy, ¢ 4,7% Ha Ta300eapeHaTa crasa, ¢ 3,6% Ha muiikaTa Ha demypa, ¢ 5,9%
Ha TpoxaHTepa Ha OeapeHata KocT, ¢ 6,1% Ha nuctannara 1/3 Ha paguyca u ¢ 4,2% Ha ISAIOTO TSUIIO
(Bcuukwm p < 0,0001).
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JleueHwne Ha 3ary0a Ha KOCTHO BEIISCTBO, CBbpP3aHa ChC CUCTEMHA TIIIOKOKOPTUKOW/IHA TEPAITHS

Eduxacnocrra n 6e30macHoCTTa Ha JeHO3yMab ca uciensanu npu 795 manuentu (70% >xern u 30%
MB3ke) Ha Bb3pacT oT 20 10 94 roauHu, JeKyBaHH ¢ > 7,5 mg AHEBHO NepOpajieH NpeAHN30H (HITH
HETOB CKBUBAJICHT).

[Ipoy4enu ca ABe MOANOMYNALUK: IPOABIDKABALIH TTIIOKOKOPTUKOUIHA Tepanus (> 7,5 mg AHEBHO
TIPETHU30H WM HETOB €KBHUBAJICHT 3a > 3 Mecella Mpean BKIII0YBaHE B IpoydBaHeTo; n = 505) u
3armoyYBaIy TITFOKOKOPTUKONUIHA Tepanus (> 7,5 mg AHEBHO NMPEAHU30H MM HETOB €KBUBAJICHT < 3
Mecela Ipean BKIoYBaHe B npoyuBaHeto; n = 290). [lanuenture ca pangomusupanu (1:1) na
MOJy4aBaT Wi JeHo3yMad 60 mg MoJK0KHO BEIHBK Ha BCEKH 6 Mecela, i NepopaieH pu3eIpoHaT
5 mg BeHBXK THEBHO (aKTHBHA KOHTpPOJIA) 3a 2 ToAuHU. [laneHTrTe momyyaBar exxXeIHeBHO 100aBKH
¢ xanmwmii (Haii-manko 1 000 mg) u Buramua D (Haii-manko 800 1U).

Egexm svpxy xocmnama munepanna niemuocm (BMD)

B moamonysanusra, nporbiixkagaiia IJIIOKOKOPTHKOUIHA Tepamus, 1eH03yMa0 IMoKa3Ba Mo-rojisiMo
yBenmueHre Ha BMD Ha 1yMmOanHuTe NMpenuieHy, B CpaBHEHHE ¢ pu3eIpoHaT Ha |1 roguHa (1eHozymad
3,6%, puseaponar 2,0%; p < 0,001) u Ha 2 ronunu (nerHozyma6d 4,5%, puszenponar 2,2%; p < 0,001).
B moamomnysamusra, 3ano4saiia riIlOKOKOPTUKOUIHA Tepausl, JeH03yMa0 moka3sa mo-ToJisiMo
yBenmueHre Ha BMD Ha qymOanHuTe Mpenuiend, B CpaBHEHHE ¢ pu3eIpoHaT Ha 1 roguHa (1eHozymad
3,1%, puzeaponar 0,8%; p < 0,001) u Ha 2 ronunu (neHo3ymab 4,6%, puzenponar 1,5%; p < 0,001).

OcBeH TOBa, JeHO3yMal [MOKa3Ba 3HAYUTEIIHO MO-TOJISIMO CPEAHO MPOLEHTHO yBenudeHue Ha BMD ot
W3XOIHUTE CTOWHOCTH, B CPABHEHHUE C PU3EAPOHAT, Ha Ta300eIpeHarTa cTaBa, IuiKkara Ha ¢peMypa 1
TpoXaHTepa Ha OeJjpeHaTa KOCT.

[IpoydBaHeTO HE € ¢ MOIITHOCT 32 IEMOHCTPUpaHe Ha pa3nuka rnpu (ppakrypute. Ha 1 rognna
YyecToTaTa Ha HOBa peHTreHorpadceka GpaxkTypa Ha OpeluIeHuTe cpell ydacTHUIuTe € 2,7%
(meno3ymab) crpsimo 3,2% (pusenponart). [Ipu ydacTHHIIMTE YecTOTaTa Ha HEBepTeOpanHa (pakTypa
e 4,3% (neno3ymab) cupsimo 2,5% (pusenponar). Ha 2 ronuau ceorBeTHUTE CTOMHOCTH ca 4,1%
cpsamo 5,8% 3a HOBU peHTreHorpadcku Bepredpanau Gpaktypu u 5,3% crpsimo 3,8% 3a
HeBepTeOpanau ¢ppaktypu. [loBedero ot PppakTypure ce HaOMIOIABAT B OATOMYJIALMSTA,
MPOABIDKABALIA C TITIOKOKOPTUKOUAHA Teparusl.

IleapaTpuyHa OOMyJIaus

[IpoBeneHo e nmpoyuBaHe ¢ eqHO pamo ¢asa 3 3a oleHKa Ha eUKacHOCTTa, 0€30MacHOCTTa U
(hapMaKOKMHETHKATa IPH [ella C osteogenesis imperfecta Ha Bb3pact ot 2 1o 17 ronunu, 52,3% ot
MBXKKH 11011, 88,2% ot Osumata paca. O6mo 153 yyacTHHUIN MEPBOHAYAITHO MTOTy4aBaT MOAKOXKHO (S.C.)
neHozymab 1 mg/kg mo makcumym ot 60 mg, Ha Bceku 6 Mecena 3a 36 mecena. lllectaecer ygyacTHUIN
MMPEeMHUHABAT Ha MPUJIaraHe Ha BCEKH 3 Mecela.

Ha Mecen 12 mpu npuiarane Ha BCEKH 3 Mecelia, IpoMsHa B CPETHATE CTOMHOCTH TI0 METOa Ha Hali-
mankute kBajaparu (LS) (crarnaprHa rpemika, SE) cipsimo n3xonnoro auBo Ha BMD Z-ckoposere 3a
TyMOaTHus CerMeHT Ha TpbOHauHus cTha0 e 1,01 (0,12).

Haii-uecture HexxenaHu crOUTHS, CHOOIIEHH IO BpeMe Ha IpujlaraHe Ha BCEKU 6 Mecella, ca
aprpanrus (45,8%), 6onka B kpaitHuk (37,9%), 60omka B repba (32,7%) u xunepkanmuypus (32,0%).
XunepkaJllueMus ce ChoOIaBa 1o BpeMe Ha IpuiiaraHe Ha Bceku 6 mecena (19%) u Bcexu 3 Meceria
(36,7%). Cepno3nu HexenaHu crouThs Ha xunepkamwemus (13,3%) ce cho0IaBaT no Bpeme Ha
MpusiaraHe Ha BCEKH 3 Mecella.

B npoasmxenne Ha npoyuBaneTo (N = 75) cepro3HU HEeXeENaHu ChbOUTHS Ha XUTIEPKAILIUEMUS
(18,5%) ca nabmogaBaHu 10 BpeMe Ha MpHUJIaraHe Ha BCEKH 3 Mecela.

[IpoyuBaHusTa ca IpEeKpaTeHU MPEXKIACBPEMEHHO TOPaAN Bh3HUKBAHE HA KUBOTO3aCTPAIIaBAIIH
CHOUTHUS ¥ XOCITUTAIIN3AIINH, TBIDKAIIY Ce Ha XUTIEpPKaIueMus (BXK. Touka 4.2).
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EBpomelickaTa areHIys o JiekapctBaTa 0CBOOOXK/IaBa OT 3aIbIDKCHHETO 32 MPEIOCTABsIHE Ha
pE3yNITaTUTE OT MPOYYBAHUATA C ACHO3yMa0 BHB BCUYKH MTOATPYIH Ha TICIUATPUYHATA TIOITYJIAIUs 3a
JIeYeHUE Ha 3ary0a Ha KOCTHO BEIIECTBO, CBP3aHO C a0IaTHBHA Tepanus C MOJIOBH XOPMOHH, U B
MOJIIPYITU Ha TIeJIaTPUYHATA MOIyJIAIMs Ha BB3PACT MO/ 2 TOAMHU 3a JICYCHHE Ha OCTEONopo3a (BK.
Touka 4.2 3a uHMOpPMAIH OTHOCHO yIOTpeda B MeIUATPHATA).

5.2 @®apmakokMHETHYHHU CBOHCTBA

AOcopbuus

Cren moakoXHO IpUiIoKeHue Ha 1o3a 1,0 mg/kg, KosTo ChOTBETCTBA Ha 000peHaTa qo3a 60 mg,
excrio3urusTa Ha 6azara Ha AUC e 78%, B cpaBHEHHE C HHTPABEHO3HO MPUIIOKEHUE TIPU CHIOTO
J1030B0 HKBO. [Ipu moxK0xHO mpuitokeHue Ha 60 mg, MaKCUMaTHA CEPYMHH KOHIIEHTPAIUH Ha
neHo3yMab (Cmax) 6 pg/ml (rpanumu 1-17 pg/ml) ce nocturar 3a 10 gau (rpanunu 2-28 aHH).

Buorpanchopmarust

Karo ecrecTBeH HMyHOTIIOOYIIHMH, IEHO3YMa0 ChIbPIKa CaMO aMUHOKHCEITMHY U BBIJICXUIPATH U €
MaJIKO BEPOSTHO Aa OBbJe eTUMUHUPAH UYpe3 YepHOAPOOCH MeTa0om3bM. OuakBa c€ HETOBHSAT
METa0OIM3bM U SITMMUHHUPAHE J1a CIIEIBAT TbTHIATA Ha KIMPHHC HA UMYyHOTJIOOYJIMHUTE, BOACIIH 10
pasrpaxaaHe 0 MKW NENTUIU U OT/ISITHH aMUHOKHUCEIHHU.

Enumunupane

Crnen Chax, CEpyMHHUTE HUBA HAMaJISBAT C TOMYXKUBOT 26 AHU (TpaHHULU 6-52 THN), 3 IEPHOA OT 3
Mecena (rpanunu 1,5-4,5 mecera). [Ipu nernecer u Tpu npouenra (53%) ot nanuentute, 6 Mmecena
CJIe TToCIeIHaTA 103a, HAMa U3MEPUMHU KOJTMIEeCTBa IEHO3yMa0.

[Ipu MHOTOKpaTHO MOAKOKHO Mpujarane Ha 60 mg BeAHBK Ha Bceku 6 Mecela, He ce HabogaBa
KyMyJIMpaHe WK IPOMsIHA BbB ()apMaKOKMHETHKATa Ha JICHO3yMal BbB BPEMETO.
dapMaKOKHMHETHKATa Ha IEHO3yMal He ce IOBJIMsABa OT 00pa3yBaHETO Ha CBbP3BAlllU aHTUTENA C
JIeHO3yMal U € CXOJIHa MPHU MBKe U )keHU. Br3pactra (28-87 rogunn), pacara u ctaaus Ha
3a00J1s1BaHETO (HUCKA KOCTHA Maca WM OCTEON0pOo3a, KapLMHOM Ha IIpocTaTaTa Wi Ha MiIedHaTa
XKJIe3a) He TMOKa3BaT 3HAYMMO BB3JICHCTBHE BbPXY (PapMaKOKWHETHKATA Ha JIEHO3yMal.

HabnronaBa ce TeHACHIUS 3a Bpb3Ka MEXIY IO-BHCOKOTO TEJIECHO TEIJIO M MMO-HUCKATa KCIIO3ULIH,

6azupana Ha AUC u Cpax. Ta3u TeHneHIms obaue, He € OTYETEHA KaTO KIIMHUYHO 3HAaYnMa, Thi KaTo

(dapmakoruHaMUIHUTE eeKTH, Oa3upaHu Ha MapKepuTe 3a KOCTeH 0OMeH U yBennueHueto Ha BMD,
ca IIOCTOSIHHY B IIMPOKU T'PAHULIM Ha TEJIECHOTO TEIJIO.

JInHeHOCT/HEMMHENHOCT

B nmpoyuBanus 3a onpenensiHe Ha 103aTa, IeHO3yMab MMOKa3Ba HENWHEHHA, 10303aBUCHMA
(hapMaKOKMHETHKA, C ITO-HUCHK KIUPHHC MPH ITO-BUCOKH JI03U WIIM KOHIICHTPAIIUHU, HO
MPUOITU3UTEITHO MPOMOPIIMOHATHO Ha J103aTa MOBUIIIABaHE Ha EKCIO3HIUATA TIPH 1031 0T 60 mg U 1o-
BHCOKH.

B’B6DC‘IHO YBPECKIAAHE

[Ipu npoyuBaHe ¢ 55 manyeHTH ¢ pa3InyHa cTereH Ha 0bOpeyHa GyHKUUS, BKIIOYUTEIHO U MAUCHTH
Ha Manu3a, CTerneHTa Ha ObOPEeYHO yBpeKIaHe He MOBIHsIBa (hapMaKOKMHETUKATa Ha JEHO3yMao.

YepHO1poOHO YBpEXKIaHE

He e nmpoBexaaHO0 KOHKPETHO MPOYYBAHE MPU MANUEHTH C YePHOPOOHO yBpexkaaHe. Karo mso
MOHOKJIOHAJTHUTE aHTHTEJA HE C€ eIMMHUHUPAT MTOCPEACTBOM YepHOApoOeH MeTabomm3bM. He ce
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oJakBa apMaKOKMHETHKAaTa Ha IeH03yMab 1a ObJe TOBIHSIHA OT YEPHOIPOOHO YBPEXKIaHE.

HCI[I/IaTDI/I‘lHa nomyJanusa

Izamby He TpsOBa 1a ce U3IMOJI3BA MIPH MTEAUATPUUHH HOMyauu (Bx. Touku 4.2 u 5.1).

B npoyuBane ¢aza 3 nmpu neguaTpuyHu NALUEHTH C osteogenesis imperfecta (N = 153) makcumanuure
CepyMHHM KOHIIGHTpaUH Ha AeH03yMab ca HaOuonaBany Ha ieH 10 B paMKHUTE Ha BCHYKU Bb3PACTOBH
rpymu. Ilpu npunarane Ha Bceku 3 Mecela M Ha BCEKH 6 Mecela ce Habirro1aBa, e CpeTHUTe Ha-
HUCKH KOHIIGHTpAIMK Ha IHO3yMal B cepyMa ca IO-BHCOKH IIpH Aela Ha Bb3pact oT 11 go 17
TOJIMHH, a Ie[aTa Ha Bb3pacT OT 2 10 6 TOAWHM ca C Hal-HUCKHUTE CPeIHU Hall-HUCKH KOHIIEHTPALUH.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30MACHOCT

B npoyuBaHus 32 TOKCHYHOCT MPH €IHOKPATHO ¥ MHOT'OKPATHO NpUJIaraHe MpH IbJIrooHamaTH
Makally, 1034 JeH03ymao, Bozeu 10 100-150 mbTH mo-rosiMa CUCTEMHA €KCITO3UIIHMS OT
MperopbUYNTETHATA 032 TIPU X0Pa, HAMAT e(heKT BhPXY ChPJASYHOCHI0BATa (PU3NOIIOTHS,
(dbepTUINTETa IPU MBKKUTE MK )KEHCKHUTE M HE TIOKa3BaT Crielu(UIHAa TOKCHYHOCT 3a TAPreTHU
OpraHu.

CranmapTHHUTE TECTOBE 3a M3CJIeJIBaHE HA TEHOTOKCUYHHS MTOTESHIIMAN Ha IEHO3yMal He ca
MIPOBEXXIaHU, THhil KATO TaKMBA TECTOBE HE Ca MPUJIOKUMU TIPH Ta3u MoJieKyna. Bece mak, mopaau
€CTECTBOTO MY € MAJIKO BEPOSTHO JICHO3yMal J1a MMa HAKAKHB IMOTSHIIAAT 32 TeHOTOKCHYHOCT.

KaHneporeHHUST MOTEHIMAN Ha JICHO3yMal He € OLEHSIBAaH NP IBJITOCPOYHH MTPOYUBAHUS TIPH
JKUBOTHU.

[Ipu npenkmHUYHN ipoyuBaHwusl, mpoBeaern mpu knockout mumku 6e3 RANK mmm RANKL, e
Ha0JI01aBaHO HapyIIeHUe Ha 00pa3yBaHeTo Ha IMM(HHU BB3IU BEB (eTyca. HabmonaBana e chio
JIMIICA Ha JIAKTALMs, B PE3yJITaT Ha IOTUCKAHE HA Ch3PSBAHETO HA MJIeyHaTa xie3a (JIo0yo-
aJIBEOJIAPHOTO Pa3BUTHUE HA HKIIe3aTa 10 Bpeme Ha OpemeHHocTTa) pu knockout mumikm 6e3 RANK
nmu RANKL.

[Ipu npoyuBaHe pu ABITOONAIIATH MAKalli, HA KOUTO € IPWIOXKEH IEHO3yMal [0 BpeMe Ha IepHoAa,
CKBMBAJICHTEH Ha IbPBUsI TpUMeCThp Ha OpemenHocTTa, mpu AUC excrniozunuu A0 99 mbTH mo-
BHCOKH OT Ji03aTa Iipu xopa (60 mg Ha Bceku 6 Mecela), HiMa JaHHU 32 YBPEXKIaHe Ha MaiKaTa Win
¢etyca. Derannure TuMGHHA BB3JIM HE Ca U3CIICIBAHH IIPU TOBA IIPOYYBAHE.

[Ipu apyro npoyuBaHe MpH ABITOOMAIATH MaKaIH, Ha KOUTO € MPWIOKEH JeH03yMal Mo BpeMe Ha
opemenHoct nmpu AUC excriozutiny, 119 mbTi mo-BUCOKH OT 103aTa mpu xopa (60 mg Ha Bcekn 6
Mecela), € IMaJIo TIOBHUIIaBaHe Ha MbPTBUTE PaykKAaHHS M OCTHATATHATa CMBPTHOCT; HapyIIeH
KOCTEH pacTex, BOJIEIL 10 HaMaJleHa 3[JpaBUHa Ha KOCTHTE, MOHMW)KEHA XeMaToIoe3a 1 HeMPaBUITHO
noJpexIaHe Ha 3p01Te; urca Ha nepudepHu TMMGHU Bb3JH 1 3a0aBeH HeOHaTaJleH pacTex. He e
YCTaHOBEHO HHBO, IIPH KOETO HE Ce HAOJI01aBaT HeXENaH! PEAKIUH 110 OTHOIICHHE Ha
penponykuusita. llect Mecena cien paxkaaHeTo, IPOMEHUTE CBbP3aHH C KOCTUTE Ca MOKa3aJIH
00paTHO pa3BUTHE U HE € HaOIronaBaH e(eKT BbPXY NOHUKBAHETO Ha 3p0uTe. Edexture BHpXY
TUMGHATE B3N U HEMPABHIHOTO MOAPEKAaHe Ha 30MTe 00ade mepcucTipar 1 € HabIro1aBana
MHHHUMAJIHA JI0 yMepeHa MUHEPAIHN3aIis B MHOTO ThKaHH IIPU €JHO KUBOTHO (BPB3Ka C JICUEHHETO HE
¢ ycraHoBeHa). Hsima manHM 3a yBpekaaHe Ha MaliKkaTa Mpeau pakAaHeTo; HeXKelIaHu eeKTH pu
MaiiKkaTa Bb3HHKBAT HEUECTO 110 BpeMe Ha pak1aHeTo. Pa3BuTneTo Ha MaiidnHaTa MJIeYHA JKJie3a €
HOPMAJTHO.

[Tpu npeAKTHHUYHKUTE MPOYYBAHUS 32 KAUECTBO HA KOCTUTE MPU MaMYHH Ha TPOIBIDKUTEITHO
TpeTHpaHe ¢ IeHo3yMal, HaMaJIsIBAHETO Ha KOCTHHUS OOMEH Ce CBhP3Ba C MOBHUIIIABAHE HA 3/[paBHHATA
Ha KOCTHUTE U C HOpMA/ITHA KOCTHA XHUCTOJIOT . KaHIII/IeBI/ITe HHUBaA Ca BpCMCHHO HaMaJICHU, a HUBAaTa
Ha MapaTUPEOUIHUS XOPMOH Ca BPEMEHHO YBEIIMYCHH MTPU MAMYHHU C OBAPUCKTOMHS, JIEKYBAHU C
JEHO3yMa0.
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[Ipu MBKKH MHIIKH, TeHHO Moaeaupanu 1a ekcrpecupatT huRANKL (knock-in Muiiku), KOuTo ca
MOJITIOKEHY Ha TPAaHCKOPTUKATHA (hpaKTypa, IeHO3yMab 3a0aBsi OTCTPaHSBAHETO HA XPYIIsIa U
PEMO/ISUPAHETO Ha Kalyca Ha (PpakTypaTa, B CpaBHEHHE ¢ KOHTPOJIM, HO OMOMEeXaHWYHATa 3/IpaBUHA
He e OmIa 3acerHara HeOJIarompusITHO.

Knockout mumiku (Bx. Touka 4.6) 6e3 RANK nnn RANKL nemoHCTpHpaT HamajaeHo TEJIECHO TErJIo,
MTOHIKEH KOCTEH PacTeX U JIUIca Ha MpoOuB Ha 350u. [Ipn HOBOpOAEHN TUTEXOBE, HHXNOWPAHETO Ha
RANKL (menTa Ha TepamusaTa ¢ I€HO3yMal) ¢ BHCOKH JI03U OCTEOIpoTereprH, cBhp3aH ¢ Fc (OPG-
Fc), ce acounmnpa ¢ unxuOupaHe Ha KOCTHHA PacTexX U NpoOuBa Ha 3p0uTe. Te3n npoMeHu ca OuIu
YaCTUYHO OOPAaTUMHM IPH TO3M MOJIEJ ClIe/ peKpaTsaBaHe Ha npuiioxenneto Ha RANKL
nHxuOuTOpH. KOBEeHWITHY MPUMAaTH, Ha KOUTO € TpuiIarad qeHo3yMab 27 u 150 by Hajx KITMHUYHATA
excnozuust (10 u 50 mg/kg Ha no3a), UMaT HapylIEHUE B pacTeXHUTE IUI04KU. [lopaan ToBa,
JICUEHHUETO C IEHO3yMad MOJKE J1a HapyIlIn KOCTHHUS PACTEK IPH Jella C OTBOPEHHU PACTEKHH IJIOUYKH U
MOJKe J]a MOTUCHE IpoOuBa Ha 3p0OUTE.

6. DOPAPMAINEBTNYHU JAHHHA
6.1 Cnucek Ha NIOMOIIHHUTE BelleCTBa

Jlenena omerHa kucenuHa*

Hatpues xunpokcun (3a kopekius Ha pH)*

Cop6uTton (E420)

[Momucopbar 20

Bopa 3a nnxexuuu

* [Ipu cMecBaHe Ha JieJieHa OIIeTHA KHCEIMHA C HaTPHEB XUIPOKCH]I ce 00pa3yBa aneraTeH 0ydep
PastBop ¢ pH mexnay 5,0 —5.5.

6.2 HecbrBMeCTHMOCTH

[Tpu nunca Ha MpoyYBaHUs 32 HECHBMECTUMOCTHU TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa J1a ce CMECBa C
JIPYTH JIEKApPCTBEHU MPOTYKTH.

6.3 Cpoxk Ha rogHocT

2 TOAVHUA

Crnen kaTo ce U3Baju OT XJIaIWIHKUKA, [zZamby Moxe J1a ce chXpaHsIBa Ha CTaiiHa TemrepaTypa (10
25 °C) no 30 M B OpUTHHAITHATA OMakoBKa. TpsOBa 1a ce u3Mmo3Ba B paMKUTE Ha To3u 30-THEBEH
TEePHO.

6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHe

[a ce cpxpansiBa B xnamuiHuk (2°C — 8°C).

Ja He ce 3ampassba.

ChxpaHsBaliTe MpeIBApUTETHO HATBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAKOBKa, 32 J1a Ce
Mpenasy OT CBETIINHA.

6.5 Buau chabp:KaHHE HA ONAKOBKATA

Enun ml pa3TtBop B npeiBapUTEITHO HAITBIHEHA CIIPUHIIOBKA 33 €HOKPATHA yIOTpeda OT CTHKIO THI |
C Urja oT HepbkKaaema ctoMaHa pasMep 29G, ¢ riraBa Ha OyTaioTo OT OPOMOOYTHIIIOBA TyMa, C

(ITyOoponoNTMMEPHO MOKPUTHUE M C MPEIIa3uTeN Ha UriiaTa.

OnakoBKa ¢ elHa IpeABAPUTEITHO HAIThIIHEHA CIIPUHIIOBKA B KAPTOHEHA KyTHS (IIpeIBAPUTEITHO
HaIThJTHEHA CIPUHITOBKA C TIPEAMAa3uTell Ha UTJIaTa).
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6.6 ChenmuajHu Npeana3Hu MePKU NMPH U3XBBPJIsiHE U padoTa

. [Ipean npunoxxeHne, pa3TBOPHT TpsiOBa 1a ce mpoBepu. He nmkekTupaiite pa3TBopa, ako
ChAbPIKA YaCTULU WIH € MBTEH, U C IPOMEHEH LIBSAT.

. He pasknamaiire.

. 3a na ce n3berne TUCKOMGOPT Ha MACTOTO Ha WHXKEKTHPAaHE, OCTABETE MPEIBAPUTEITHO

HaIThJTHEHATa CIPUHITOBKA Jla IOCTUTHE cTaliHa Temiieparypa (mo 25°C) mpenn HHXEKTHpaHEe U
WHXEKTHpaiTe 0aBHO.

. HNmxekTupaiTe I10TO ChIbPKaHUE Ha TIPEIBAPUTEITHO HAITBIHEHATA CITPUHIIOBKA.

Hewusnon3paHuAT IeKapCTBEH MPOAYKT WM OTIMAABUYHATE MAaTEPHAIN OT HETO TPSOBA 1a C€ U3XBBHPIIAT

B CHOTBETCTBUE C MECTHUTE U3UCKBAHIISI.

7. MNPUTEXATEJ HA PABPEIHIEHUETO 3A YIIOTPEBA

Mabxience Research SL

C/ Manuel Pombo Angulo 28

28050 Madrid

Ucnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1935/001

9. JATA HA IbPBO PASPEIIABAHE/TIO/ITHOBSIBAHE HA PASPEHIEHUETO 3A
YIOTPEBA

[ata Ha mepBo paspemanaune: 26 ouu 2025 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Nonpo6Ha nH(OpMans 3a TO3M JIEKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHITHs TI0 JieKapcTBaTa https://www.ema.europa.eu.
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IMPNJIOKEHHUE IT

MMPOM3BOUTEJ (M) HA BHOJOTHYHO
AKTUBHOTOMTE) BELIECTBO(A) 1
MMPOU3BOJUTEJ (M), OTTOBOPEH(HU) 3A
OCBOBOXJABAHE HA TTAPTHIH

YCJIOBUA NI OTPAHUYEHUSA 3A JOCTABKA U
YIIOTPEBA

JAPYT'U YCJIOBUA U UBUCKBAHHUSA HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJOBUA NJIK OTPAHUYEHMUA 3A BE3OIIACHA 1

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MNPOJAYKT

19



A. HNPOU3BOAUTEJI(M) HA BUOJIOI'NMYHO AKTUBHOTOMTE) BEIIECTBO(A) U
IMPOU3BOJUTEJI(), OTTOBOPEH(H)U 3A OCBOBOXKJIABAHE HA ITAPTHU/U

HmMe u aapec Ha npousBoaurensa(ure) Ha OMOJOTMYHO aKTUBHOTO(HTE) BelecTso(a)

GH GENHELIX S.A.

Parque Tecnologico de Leon
Edificio GENHELIX

C/Julia Morros, s/n

Armunia, 24009 Le6n, Ucmanus

Hwme u agpec Ha npousBoaureisi(ure), OTTOBOPeH (M) 3a 0CBOOOK1aBaHE Ha HAPTUINTE

GH GENHELIX S.A.

Parque Tecnologico de Leon
Edificio GENHELIX

C/Julia Morros, s/n

Armunia, 24009 Leo6n, Ucmanus

IleyaTHaTa TMCTOBKA Ha JICKaApCTBCHUSA NPOAYKT Tp$[6Ba Ja CbAbpiKa UMETO U apeCa Ha
MMPOU3BOAUTCIIA, OTTOBOPCH 3a OCBO60)KZ[aBaHCTO Ha CbOTBCTHATA MAapTHUIA.

b. YCJI0OBHUA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT IPOAYKT C€ OTILYCKa I10 JIEKapCKO NPEeANUCAHHUE.

B. JAPYI'N YCJIOBUS U U3UCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA
° IlepuoguyHu aKTyaJu3upaHu J0Kjaaau 3a oe3onacHoct (ITAB)

M3uckBanmsTa 3a nogaBane Ha [TAJIb 3a To3u IeKapcTBEH MPOAYKT Ca MMOCOUEHH B CIIUCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cruchk), npeasuaeH B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCUUKH ClIEIBAIIN aKTyaJIn3allH, IIyOJIMKYBAaHH HA €BPONEHCKUS
yeOrmopTain 3a JIeKapcTBa.

r. YciaoBus Wi OIrPAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

° Ilnan 3a ynpasienue Ha pucka (ITYP)

[Mpurexarensat Ha pa3pemennero 3a ynorpeda (ITPY) tpsOBa na n3BbpiiBa H3UCKBAHUTE JCHHOCTH H
JICHCTBHS, CBBP3aHH C TPOCIICASIBAHE HA JIEKAPCTBEHATa 0€3011aCHOCT, Moco4YeHu B ojo0penus [1YP,
npeactaBeH B Moy 1.8.2 Ha pa3penienneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CIICABAIIH OJ00PCHH
akTyanuzanuu Ha [TYP.

Axryanmmupan [TYP Tpsa6Ba ja ce nonasa:

o 1o rckaHe Ha EBponeiickara areHIus 1o JeKapcTBara;

o BUHAI'H, KOraTO C€ M3MEHs CHCTeMaTa 3a yIpaBJieHHe Ha pUCcKa, 0COOEHO B pe3yJiTaT Ha
MoJTyyaBaHe Ha HOBa MH(OPMAIIUs, KOSITO MOXKE Jla TIOBEIE 0 3HAUMMHU IPOMCHH B
CHOTHOIICHHUETO IOJ3a/PHCK, WM CIIe]] JOCTHIaHEe Ha Ba)KEH eTall (BbB BPb3Ka C IPOCIIE/IIBAaHEe
Ha JIeKapcTBeHaTa 0€30MacHOCT WM CBEXKAAHE HA PUCKA JO MUHHMYM).
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L4 IlOH])JIHI/ITeJIHI/I MEPKH 3a CBCKAAHE HA PUCKA 10 MUHUMYM

[IPY Tps6Ba ga OCUTYPH BHBEKTAHETO HA HATIOMHSIINA KapTa Ha MaIFieHTa OTHOCHO OCTEOHEKPO3a Ha
YeIoCcTTa.
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ITPHUJIOKEHHUE I1I

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

KAPTOHEHA KYTHUSA HA ITIPEIBAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Izamby 60 mg WHXEKIIMOHEH Pa3TBOP B MPEJABAPUTEIHO HAITBIIHEHA CIIPUHIIOBKA
JeHo3yMab

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

Bcsika nmpeaBapuTenTHO HaITbIHEHA CIIPUHITOBKA ChAbpxka 60 mg aeHo3ymad B 1 ml pa3reop
(60 mg/ml).

| 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

Jlenena onetHa KUcenuHa, HATpUEB Xuapokcu, copouroin (E420), momucopdar 20, Boaa 32 MHKEKITHH

4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

EZ[Ha MpEABAPUTCIHO HAITBJIHCHA CIPHUHIIOBKA C IIPCAIIA3UTECI Ha UIJIaTa

| 5. HAYYH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEXK/IAHE

[ToaxoxxHO MpHUIIOKEHUE
[Ipenu ynoTtpeba mpoverere JIUCTOBKATA.
a He ce pasknamia.

6. CIIEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPSJBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC€ ChbXpaHsiaBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.

| 7. APYI'U CIHIEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

| 8. JATA HA U3THNYAHE HA CPOKA HA I'OJIHOCT

T'omen mo:

| 9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIQJUIHUK.

[a He ce 3ampa3siBa.

CrxpaHsBaiiTe IpeIBapUTETHO HATBJTHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 J1a Ce
npeAnasy oT CBETIUHA.
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10.

CIIEHHUAJIHU ITPEAITA3HUA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NI OTIIAABYHU MATEPHAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

UME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEB

Mabxience Research SL

C/ Manuel Pombo Angulo 28
28050 Madrid

Hcnanns

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1935/001

13.

MHAPTUJAEH HOMEP

ITaptunen Ne

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAHJIOBA A3BYKA

Izamby

| 17.

YHUMKAJIEH UIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/]

JIByn3mepeH 6apKoJI ¢ BKIFOYEH YHUKAJICH HICHTH(DHUKATOD

| 18.

YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA

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

INPEJIBAPUTEJIHO HAITBJIHEHA CIIPUHITOBKA C IIPEIITABUTEJI HA UTJIATA

| 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U IbT(UIIA) HA BBBEXKJIAHE
Izamby 60 mg uHXeKIUsA
JIEHO3yMao
s.C.
| 2. HAYHMH HA ITPUJIOKEHHUE
| 3. JTATA HA U3TUYAHE HA CPOKA HA TOJIHOCT
EXP
4. MAPTUJIEH HOMEP
Lot
5. CbABPKAHUE KATO MACA, OBEM WJIN EIMUHUIIA

1 ml

| 6. IPYTO
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TEKCT HA HAITOMHSIIATA KAPTA (Bri04eHa B OIaKOBKATA)

[zamby 60 mg nHxexuus
JIeHO3yMao

s.C.
CrnenBaina MHXEKIMSA clieq 6 Mecena:
Wznom3Baiite [zamby ToakoBa IBJIT0, KOJIKOTO € TpeAnucan BamusaT nexap.

Mabxience Research SL
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Bb. IHCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Izamby 60 mg nHKeKIIMOHEeH Pa3TBOP B NPeJIBAPUTEIHO HAITbJIHEHA CIPHHI0OBKA
neHo3yMao (denosumab)

vTO3I/I JICKapCTBEH MPOIYKT MOJICKH Ha AOMBIHUTEIHO HaOM0eHre. ToBa Iie Mo3BOIH OBP30TO
yCTaHOBSIBaHE Ha HOBa MH(GOPMAIINs OTHOCHO Oe3omacHocTTa. MoxeTte Jia 1ajieTe CBOs IPHHOC KaTo
CHOOIIHTE BCSIKA HEXENAaHA PEAKIIMs, KOATO CTE MONYYMIN. 3a HaUWHA Ha ChOOIaBaHe Ha HEKETaH!
peakiuy BIKTE Kpasi Ha Touka 4.

IIpoyeTreTe BHUMATEIHO LAIATA JUCTOBKA NPeAH 14 3all09HeTe /1a N3M0JI3BaTe TOBA JIeKAPCTBO,

Thil KaTO T CbAbPsKa BaxkHa 3a Bac nudopmanus.

- 3amnasere Ta3u JUCTOBKA. Moxe fa ce HaJIOKU Ja 1 IPOUYETEeTe OTHOBO.

- AXO0 MMaTe HSIKaKBH JIOMBIHUTEIHN BBIIPOCH, TIONTUTaliTe Bamms iekap wim gapmanenT.

- ToBa nexapcTBo € npeanucano JU4Ho Ha Bac. He ro npeorcTenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIH, He3aBUCHMO Y€ IPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca chIUTE KaTo BammuTe.

- AXo monyuynTe HSIKaKBH HEXEJIaHU peakiuy, yBegomere Bamms nekap win ¢papmareBt. Tosa
BKJIFOYBA ¥ BCUYKH Bb3MOKHU HEKETIAHHU PEAKIIMH, HEOITMCAHU B Ta3M JINCTOBKA. Brkre
TouKa 4.

- Bammsr nekap mie Bu nane HanoMHsiIIa kapTa Ha ManienTa, ChIbpiKalla BakHa HHpopMaIs
BBB BpB3Ka ¢ 0€301aCHOCTTA, C KOATO TPSOBA J]a ce 3aro3HaeTe MpejIy U 110 BpeMe Ha
nevyenueto Bu ¢ [zamby.

KakBo cbabpika Ta3u JHCTOBKA

KakBo npencrapnsiea [zamby u 3a KakBO ce U3MON3Ba
KakBo Tpsi0Ba ia 3HaeTe, mpeau aa usnon3sate [zamby

Kak na usnonssare [zamby

BB3MOKHH HEXETaH! Peakiuu

Kak na cexpansBare [zamby

ChbabpxaHye Ha OTIAaKOBKATa M JOMBIHUTENHA HHPOpMAaLIUs

AN S e

1. Kakso npeancrasasia Izamby u 3a kakBoO ce M3110J13Ba

Kakso npencrasasiBa Izamby u kak aeiicta

[zamby cpabpika neHo3ymad, 6enThK (MOHOKIIOHATHO aHTHTSIIO), KOWTO C€ HAMECBa B JCHCTBHETO Ha
Ipyr OenTbK, 3a Aa JIeKyBa 3arybara Ha KOCTHO BEIIECTBO M OcTeoIopo3ara. JledeHueTo ¢ 1eHo3ymad
MPaBU KOCTUTE TIO-3APABH U MO-MAJIKO ITOAATIMBU Ha CUYIIBAHE.

Koctra € )HBa ThKaH ¥ HEMPEKHCHATO CE€ BH30OHOBSIBA. XOPMOHBT €CTPOTEH IMOMara KOCTHUTE Jia ca
3apaBu. Crier MeHOMay3aTa, HUBaTa Ha €CTPOreH MajaT, B Pe3ysTaT Ha KOETO KOCTUTE MOXKE 1a CTaHAT
ciabu u uyrueH. ToBa BIIOCIEACTBAE MOXKE J1a JTOBEE JI0 3a00JIsIBaHe, HAPEUSHO OCTEOIOPO3a.
Ocreornopo3a MOXe Jia ce TMOSIBA U TIPH MBKETE MOPaU peiuiia MPUIHHH, BKIFOYUTEIHO OCTapsBaHe
W/WJIN HUCKO HUBO Ha MBXKKHSI XOPMOH TECTOCTEPOH. Tl MOJKe Jia ce TIOSIBU ¥ NIPY TTAlUEeHTH,
MOJTy4aBaIy NIFOKOKOPTHKOU M. MHOTO MAIMEHTH C OCTEONOpOo3a HIMAT CUMIITOMH, HO BBIIPEKH
TOBa ca MOJIO’KEHN Ha PHCK OT CUYIMBaHE Ha KOCTUTE, 0COOCHO Ha TPhOHAKA, Ta300€PEHUTE KOCTH U
KHUTKHUTE.

XI/IpprI/I‘-IHI/I OIrcpanuu Ujin JICKapCTBa, KOUTO CIIUPAT NPOAYKIUATA HAa CCTPOIrCH WU TECTOCTCPOH,
H3II0JI3BAHU 3a JICYCHUC Ha MAIMCHTH C paK Ha I'bpJaTa WX paK Ha IIpocTaTraTra, CbIlO MOrar Jia
J0BEAAT A0 3ary6a Ha KOCTHO B€IICCTBO. Koctute cTaBat mo-cinadu u ce YUYIIAT MO-JICCHO.

3a kakBo ce u3noa3sa Izamby

Izamby ce u3nosn3Ba 3a eueHue Ha:

. 0CTEOIOPO3a IPH KEHHU CJIeA MeHoNay3a (IOCTMEHONay3allHa) U MbKe, KOUTO HMaT ITOBHIIECH
puck ot ¢pakTypa (CuynBaHe Ha KOCTHTE), HAMAJISBAMKK PUCKa OT TPbOHAYHN M HErPHOHAYHU
¢dpakTypu 1 GppakTypH Ha Ta300eAPEHNUTE KOCTH.
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. 3ary0a Ha KOCTHO BEIIECTBO B PE3yJITAT Ha HAMaJICHUE Ha HUBOTO HAa XOPMOH (TECTOCTEPOH),
MIPUYUHEHO OT OTIEPAIVsI WIH JICUEHHUE C JIeKapCTBa MPH MAIMEHTH C paK Ha MpocTaTara.

. 3ary0a Ha KOCTHO BEIIECTBO B PE3yJITAT Ha IPOABIKUTEITHO JICYCHUE C TIIFOKOKOPTUKOUIH TTPH
MAIUEHTH C TIOBUIIEH PUCK OT (PpaKTypa.

2. KakBo TpsioBa 1a 3HaeTe, npeau Aa uznonassarte Izamby

He n3nouassaiite Izamby

. aKo MMaTe HUCKY HUBA Ha KAILIUH B KPHBTA (XUIIOKAILIUEMUS).

. aKo CTe aJIEepPruuHU KbM JICHO3yMal MM KbM HAKOS OT OCTaHAJIUTE ChbCTABKH Ha TOBA JIEKAPCTBO
(130poeHH B TOUKa 6).

Ipexynpesxaennsi U npeAnasHu MepKu
I'oBopere ¢ Bamms nexap nnu dapmanesT, npeau aa uinonssate [zamby.

Joxkaro cte Ha nedeHue ¢ [zamby, Moxe /1a ce MosBY KOKHA HH(PEKIHS ChC CHMIITOMH KaTo IMOyTa,
3auepBeHa 001acT OT KO)Kara, Hali-4ecTo B JIOJHATA YacT Ha Kpaka, KOSTO 4yBCTBATE ropema u
0oJsie3HeHa (IeNYJIUT), U MOXKE JIa € MPHUIPYKEHA OT CUMIITOMH Ha MOBMIIIEHA TeMIieparypa. Mouis,
choOIeTe Ha Bamus iexkap He3a0aBHO, aKO pa3BUETE HAKOU OT TE3U CUMIITOMH,

TpsibBa ga mpuemare 10O6AaBKH ¢ KauIuii u BuTaMuH D, mokaTto cte Ha edeHne ¢ [zamby. Bammst
nexap e oochau ToBa ¢ Bac.

Bue Mosxe 1a nmaTe HUCKH HUBA Ha KaJIUi B KPBHBTA, AOKATO mmory4aBare [zamby. Momns kaxere
He3abaBHO Ha Bamms nekap, ako 3a0enexuTe HIKOH OT CJISAHUTE CUMIITOMU: CIIa3MH, OTPEIBAHUS
WJIW KpaMIIM Ha MYCKYJIMTE, A/ HU3TPBIIBAHC WM MPAaBY4YKaHE Ha IIPBCTUTC Ha PHUCTE, KpaKaTa UJIn
OKOJIO yCTaTa, W/ UiH T'bpUYOBe, OOBPKAHOCT WIIH YCETUTE, Y€ MOXKE J]a 3aryOnuTe Ch3HAHUE.

Psniko ce choOI1aBa 3a TeXKH Cly4yar Ha HUCKH HHMBA Ha KaJIIIMH B KPbBTa, BOJCIIH JIO
XOCIUTaNu3alus, U JOpHU JKUBOTO3acTpalaBay peakuuu. [lopaau ToBa HUBaTa Ha Kallui B KpbBTa
Bu e 6p1aT nipoBepsiBaHU (4pe3 KPBBHO W3CIIEIBAHE) MMPEAN BCAKA 7103, a TIPH TAIUEHTH C
MpeapasnooKeHNne KbM XUIIOKAIIMEMHS - B PAMKUTE Ha JIBE CEMHLIM cJie]l HayajaHaTa J103a.

Tpsa6Ba ma kakere Ha Bamms nekap, ako IMaTe WM CTe UMaJIH TEKKH MpoodiieMu ¢ Ob0pertuTe,
O0BOpeYHa HEOCTATHYHOCT MIIH CE HYXKIaeTe OT JUATN3a, iU IPpUeMare JIeKapcTBa, HapeueH!
TJTFOKOKOPTHKOUIH (KaTO MPEIHU30JI0OH HITH JIEKCaMETa30H), KOUTO MOTAT Jia yBEJINYaT PUCKA OT
CraJlaHe Ha HUBATa Ha KaJIlui B KPHBTA, aKO HE IpUeMaTe TOOABKH C KaJIUH.

[IpoGsiemu ¢ ycTara, 3b0MTe WK YETFOCTTa

Hexenana peakmusi, HapedeHa ocTeoHekpo3a Ha yemocTta (OHY) (kocTHO yBpekIaHe Ha YEII0CTTa)
ce choOIaBa psako (Moxe aa 3acerse 1o 1 Ha 1 000 gymm), npy malueHTy, MoayvYaBay AeH03yMao
3a octeonopo3a. PucksT or OHY ce yBenu4vaBa npu MalMeHTH, JISKyBaHU MIPOBIDKUTEITHO BpeMe
(moxxe na 3acerae mo 1 Ha 200 mymm, ako ce JIeKyBar B npoabipkerne Ha 10 roquan). OHY moxe ga
Ce MOSIBY U CIIe/l CTUPaHe Ha JIeueHUeTo. BaxkHO € 1a ce HampaBu OMUT 3a MPEIOTBPATIBAHE
pasButueto Ha OHY, Thif KaTo TOBa MOXeE J]a € OOJIE3HEHO ChCTOSIHUE, KOETO MOXKE J]a CE& OKaXe
TPYAHO 3a JIedeHue. 3a Ja ce HaMalld pUCKbT oT pa3Butue Ha OHY, B3emere crienHUTE NpeIna3Hu
MEPKH:

[Ipenu na 3amodyHeTe JICYSHUETO, YBeqoMeTe Barius jekap wim MeIMIMHCKA cecTpa (MEAUIIMHCKY
CIICITHAIHICT), aKO:

. uMare HJIKakBU NIPOOJIEeMHU C ycTaTa WIK 3b0UTeE, KaTo JIOLIO CTOMATOJOIMYHO 3/paBe,
3a00J1sIBaHE HAa BEHIIUTE WM TJIAHUPAHO U3BAXKIaHE Ha 350.

. He ToJIy4yaBaTe peloBHI CTOMATOJIOTUYHH TPUKH WM HE CT€ UMAJIM CTOMATOJIOTHUYEH Mperiie/
OT JBJITO BPEME.

. cTe mymIay (TbH KaTo TOBa MOKE J]a YBEJIMYU PUCKa OT IPOOJIEMH ChC 3b0HTE).

J cTe OMIIM JIeKyBaHH Ipeau ToBa ¢ OrdocdoHat (M3M0JI3BaH 3a JeUeHHE WIN NIPEel0TBPATBaHE

Ha KOCTHU HapyIIEHUs).
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. CTe MPUEMAJTH JISKapCTBa, HAPECUYCHU KOPTUKOCTEPOU N (KaTO TPEAHU30I0H WIIH
JIEKCaMETa30H).
. “MaTe pax.

Bammsar JICKap MOKE€ a IMMOMUCKa OT Bac Aa CC MOJIOKUTC Ha CTOMATOJIOTMYCH NPCTJICA, IPpCaAu Ja
3allOYHECTEC JICUCHUEC C Izarnby.

Jokaro ce nexyBare, TpsIOBa 1a MOAABpPKaTe J0Opa yCTHA XUTHEHA U J1a Ce Mo/jIaraTe Ha peIOBHH
CTOMATOJIOTUYHH Tperyiefii. AKO HOCUTE MPOTE3H, TPSAOBA J]a CTE CUTYPHH, Ye T€ MPUIIATaT IMPABUITHO.
AKO cTe TIOJIJIO’KEHH Ha CTOMATOJIOTUYHO JICUeHUE Wk By mpeacTon cToMaTOIOTHYIHA OTIepaItus
(Hamp. u3BaXkaaHe Ha 3560), MHGOpMHupaiiTe Bamus nekap 3a BaiieTo cTOMaTOIOTHYHO JICUCHUE
yBezoMeTe 3p00IIeKaps cH, 4e ce JiekyBaTe ¢ [zamby.

Ceoprkere ce ¢ Barmust iekap 1 3p005ekap He3a0aBHO, aKO UMaTe MPOOJIEMH ¢ ycTaTa Wi 3b0uTe,
HampUMep paskiaTeHu 3501, 00K WK OTOK, MM He3a3ApaBsIBAIH SI3BH WK CEKPEIIUs, Thil KaTO
TOBa MO3Ke Jia ca mpusHanu Ha OHY.

HeoOwuyaitnu dhpakTypu Ha OenpeHaTa KOCT

[Ipu HsAKOM XOpa MoTaT Ja ce MOSIBAT HeoOWYaitHu (pakTypH Ha OeapeHaTa KOCT, IOKATO ce JISKyBaT ¢
neno3ymab. CBbpakeTe ce ¢ Bamms nekap, ako moxyduTe HOBa WIM HeoOMJaitHa 0oJika B
Tazo0eapeHara craBa, CiIabMHUTE WM OSIPOTO.

Jeua u roHomu
Izamby He TpsOBa J1a ce U3IMOJI3BA MPH JICLa ¥ FOHOIIHU 110 18-roauiliHa Bh3pacT.

Apyru nexapcrBa u Izamby

Tpsi0Ba na kaxere Ha Bamms nexap wim gapmanesT, ako puemMare, HiCKOpPO CTe PUEMaTH WU €
BB3MOXKHO J1a IpueMarte Jpyru jekapcrsa. OcoOeHOo BaXKHO € /1a KakeTe Ha Bamus sexap, ako ce
JIEKyBaTe € APYTO JIEKapCTBO, ChABPKAILIO ACHO3YMao.

He tpsibBa na npuemate Izamby 3aeqiHO ¢ APYTO JIEKAPCTBO, ChABPIKAIIO JCHO3yMao.

BpemenHocT U KbpMeHe

Izamby He e u3nuTBaH npu OpeMeHHU XeHH. AKO cTe OpeMeHHa, cMATaTe, Y€ MOXKe Jia cTe OpeMeHHa
WM IUIaHUpaTe OpPEMEHHOCT, TIOChBETBAlTE ce ¢ Barms jekap npeay ynorpedaTa Ha TOBa JEKapCTBO.
He ce npenopruBa ynorpebara Ha [zamby, ako cte 6pemenHa. XKenu ¢ nereposaeH noteHuan TpsioBa
Jla U3MoN3BaT e()eKTUBHE METO/IU 32 KOHTPAIICTIIHS, JOKATO ce JIeKyBaT ¢ [zamby u 3a Haii-manko 5
Mecelia clie/l CIIUpaHe Ha JIeYeHueTo ¢ [zamby.

AKo 3abpemMeHeeTe 1o BpeMe Ha JiedeHHe ¢ [zamby i mo-mMamko oT 5 Mecena ciief| ciimpase Ha
JieueHueTo ¢ Izamby, Mo yBemomere Barust nekap.

He e m3BectHO nanm [zamby ce otnens B kbpmaTa. BaxHo e na napopmupare Bamus nekap, ako
KbpMHUTE WIH IUTAHUpaTe JAa KbpMuTe. Bamusr nekap me Bu nomorse aa pemmure nanu ga
MPEYCTAaHOBUTE KbPMEHETO WJIU JIa TPEKbCHETE MPHIIOKEHUETO Ha [zamby, kaTo B3eMe mpenBu/l
moJ3aTa oT KbpPMEHeTo 3a OebeTo u mon3aTa oT [zamby 3a maiikara.

AKo KbpMHTE TI0 BpeMe Ha JeueHue ¢ [zamby, mois yBenomete Bamms nekap.

[TocwkBetBaiiTe ce ¢ Bamms nexap win ¢apManeBT npean yrnorpedaTa Ha KOETO | Ja € JeKapCTBO.

lo¢upane u padora ¢ MAIIMHU
Izamby He moBNHsIBa WM TOBNHSABA TPEHEOPEKNUMO CIIOCOOHOCTTA 32 mOoQupaHe u paboTa ¢ MaIIuHH.

Izamby cbabpxa copouTO
Tosa nexapcTBo chabpka 46 mg copburon BbB Bceku ml pa3TBop.
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Izamby cbabpaxa HaTpuii
Toa sekapcTBO ChABPKa MO-MaKo oT 1 mmol Hatpwii (23 mg) Ha 60 mg, T.e. MOKE J1a ce Kaxe, 9e
MPAKTUYECKU HE ChIbpiKa HATPUH.

Izamby cbabp:ka mojaucopoar

ToBa nekapctBo chabpxka 0,1 mg mommcopbar 20 (E 432) BBB BcAKa CHPUHIIOBKA, KOUTO ca
exBuBasieHTHU Ha 0,1 mg/1 ml. [TomucopbaTuTe Morar ja MPUUMHAT allepriuyHu peakiuu. TpsdBa na
KakeTe Ha Bammms nexap, ako UMaTe YCTAaHOBEHH aJIepTHH.

3. Kak na uznouseare Izamby

Bunaru n3nonzpaiite ToBa JeKapcTBO TOUHO KakTo Bu e kazan BamusT nekap. AKo He CTe€ CUTYpPHU B
Hello, nonuTtaite Bammus nekap.

[IpemoppunTenHara f03a € e1Ha IPeABAPUTEITHO HATBIIHEHA CIIPUHIIOBKA OT 60 mg, MpHIIoKeHa
BEIIHBX Ha BCEKU 6 MeceIa, KaTo eIMHNYHA WHKEKIIUA MOT KoXKaTa (TIOIKOKHA HHXKEKITHS).
Haii-nmoaxonsiumre MecTa 3a MHKEKTHPAHE ca TOPHATA YacT Ha 0eIpoTo U KopeMa. YoBEKbT, KOUTO ce
rprxH 3a Bac, Moyke 1a u3moi3Ba ChIo BHHITHATA YacT Ha MUITHANIaTa Bu. Mo, monuraiite Barmws
JIeKap 3a JlaTara Ha clie/iBaniaTa nHkekus. Beska onakoBka [zamby chabpika HalloMHSIIA KapTa,
KOSITO MOXe Jia OBbJIec M3Baj/ieHa OT KapTOHEHATa KyTH U Jla CE M3IT0JI3BA 32 3aliCBaHe HA JlaTaTa Ha
cieBaIaTa MHKEKIIHS.

OcgeH ToBa 11e TpsAOBa a npueMaTe 100aBKH ¢ Kalluid ¥ BUTaMUH D, TOKaTo CTe Ha JICYCHHUE C
Izamby. Bammsr nekap e o0chau ToBa ¢ Bac.

BammusT nexkap Moxxe ga pemu, ge e Hail-no0pe Bue nim 4oBekbT, KOITO ce rpwxu 3a Bac, na
nHxektupate [zamby. BammsT gexap iy MEAUIIMHCKY CIIEUANTUCT IIIe TIOKakaT Ha Bac nim Ha
4qoBeKa, Tprxkelr ce 3a Bac, kak na m3non3sate [zamby. Momns, mpouetere pa3nena B Kpas Ha Tazu
JIMCTOBKA 3a yKa3aHMs OTHOCHO TOBA KaK Jja HHXKeKTupate [zamby.

Jla He ce pa3kiama.

[Ipenn npunoxenne pa3TBOPHT TPIOBa aa ce mpoepu. He nmkekTupaiite pa3rBopa, ako ChIbpxKa
YaCTHULIM WJIM € MBTEH, WIH C IPOMEHEH IIBAT.

AKo cTe mponycHa/am aa uznoiassare Izamby

Ako e npomycHata fo3a [zamby, nmxexnuara TpsioBa 1a Obie IPUIOKEHA KOJIKOTO € Bb3MOXKHO TMO-
ckopo. Ciies1 ToBa MEDKEKITMHATE TPSOBA Ja OBAAT ITITaHUPAHW Ha BCEKU 6 Mecella OT JaTaTa Ha
HOCJIEeIHATA MHKEKIIHA.

AKko cTe cripesu ynorpedara Ha Izamby

3a 1a uMma Hail-ronsMa moinza ot BameTo nedeHne 3a HamalsiBaHe Ha pUCKa OT CUYNBaHU, BXKHO € Aa
usnon3Bate [zamby ToakoBa ABATO, KOJAKOTO € mpeanucan Bammsar nexap. He cnupaiite Bamero
JeueHue, 0e3 1a ce cBbp)keTe ¢ Bamus nexap.

4. Bb3MOKHH HeKeJTaHH Pe€aKkuuun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a IPECAN3BHUKA HCKCIIAHNU PCAKIIUH, BBIIPECKU Y€ HC
BCCKU I'1 1IOJTy4aBa.

Heudecto, nanuenTure noryyasamy [zamby, Morar fa pa3BUsT KOXHH UHPEKINHU (IPEIUMHO

uenrynut). MoJs, uHgopmupaiite HesadapHO Bauus exap, ako pa3BueTe HIKOH OT Te3U
CHMIITOMH, JOKATO CTe Ha jiedeHue ¢ [zamby: nmonyra, 3auepBeHa 001acT OT KOXKaTa, HalH-4eCTO B
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JOJTHATA YacT Ha KpakKa, KOsITO 4yBCTBaTe ropeia 1 0ojie3HeHa (LeTyINT) U ¢ Bb3MOKHU CHMITTOMH
Ha TIOBHIIIEHA TeMIepaTypa.

Psnko, manuenTute, mony4apany [zamby, MoraT na pa3BusaT 00JKa B yCTaTa W/WIIH YEIOCTTa,
MOoIyBaHe WM He3a3/IpaBsABaIlIy 3B B yCTaTa WIH YETIOCTTA, CEKPENHs, CKOBAHOCT WM YyBCTBO Ha
TEXECT B YEIIOCTTa, WM paskiailane Ha 350. ToBa Moke Jia ca IpU3HAIY Ha yBPEXK/IaHEe Ha
YeIoCcTHATA KOCT (OcTeoHeKpo3a). TpsadBa na kaxkere Ha Bamus jgexap u 3p001ekap He3a0aBHO,
aKo MOy4YHTe TAKUBA CUMIITOMH, IOKATO ce JIeKyBaTe ¢ [zamby mnu ciief ciipane Ha JIEYeHUETO.

Psaxo, maumentute, nomydasaiy [zamby, Moke 1a ©UMaT HUCKH HUBA Ha KaJILUHA B KPbBTa
(Xunokanuuemus); TEKKUTE Cydyad Ha HUCKH HUBA Ha KaJILM MOraT Ja JA0BeIaT 10 XOCTIUTaIN3alus
" MOXKE€ a Ca JOpH KNBOTO3acTpaliaBamiu. CHMIITOMATE BKJIFOUBAT CI1asMu, NOTPETIBaHUA UIIU
KpamIld Ha MYCKYJIUTE, 1/WIH CKOBAHOCT MJIM M3TPBIIBAHE HA MIPBCTUTE HA PBIIETE, NPBCTUTE HA
KpakaTa WM OKOJIO ycTaTa H/MiIi I'bpUoBe, OObPKBaHE WM 3ary0a Ha Ch3HaHHE. AKO HIKOE OT
n30poeHuTe ce oTHacs 3a Bac, kaxere Ha Bamms nexkap He3abaBHo. Huckute HUBa Ha KaIuil B
KpBBTa MOXKE J1a JOBEAT J0 MIPOMSIHA B CHPACYHUS PUTHM, HapeueHa yabibkaBane Ha QT-unrepBana,
KOETO ce BIKAa Ha enekrpokapauorpama (EKD).

Psinxo morar ia ce nosBaT HeoOu4aiHu (hpakTypu Ha OeapeHaTa KOCT MPH HMalUeHTH, MoTyYaBally
Izamby. CBbpikere ce ¢ Banus jiekap, ako moyydyute HOBa WM HeoOnuaitHa 0oJka B Ta300eApeHaTa
craBa, cllabHHHTE WK OePOTO, Thil KATO TOBA MOYXE JIa € PaHeH MPHU3HAK Ha Bb3MOXHA (ppakTypa Ha
OelpeHara KoCT.

Psaxo ce HabmromaBaT ajeprudHy peakuy IpH NAUeHTH, IonydaBaiy [zamby. CuMntomure
BKJIIOUBAT TOJyBaHe Ha JIUIIETO, YCTHUTE, €3UKa, I'bPJIOTO WM APYTH YaCTH Ha TSAIIOTO; OOpUB,
ChpOeX WM YPTUKH 10 KOKaTa (KOIpPHUBHA TPECKa), XpUIIOBE WM 3aTpyAHEHO auiaHe. TpsaoBa na
Ka:keTe Ha Bamust 1ekap, ako IOIy4YUTe HIKOU OT T€3U CUMIITOMH, JOKATO Cce JeKyBaTe ¢ [zamby.

MHoro 4ecTH HeKeJIaHM peakuu (Moxe J1a 3acerHat nosede ot 1 Ha 10 ngymmn):
. 00JIKa B KOCTUTE, CTABUTE U/MITU MYCKYJIUTE, KOSITO TIOHSKOTa € CHJIHA,
. 0oJIKa B phIIETe WK KpakaTa (00JIKa B KpaHUITUTE).

YecTu HexeTaHU peakuuu (Moxe Aa 3acerrar fo 1 Ha 10 qymm):

o 00NIe3HEHO YpUHHUpPAHE, YeCTO yPHUHUPAHE, KPBB B YpUHATA, HEBB3MOXKHOCT 32 3abpKaHe Ha
ypHUHaTa,

WHQEKIH Ha TOPHUTE JUXaTEIHU TbTHILA,

Oonka, MpaBYy4YKaHe WM U3TPBIIBAHE, KOETO Ce Pa3NpoCTpaHsIBa HAAOIy MO Kpaka (1iuac),
3arexk,

KOpeMeH JUCKOMQOpT,

00puB,

KOXKHO 3a00JIsIBaHE ChC ChPOEK, 3auepBsBaHE U/WIIN CyXO0Ta (eK3eMa),

KOCOTMa/T (aJomerus).

HeuecTu Hexxe1aHu peakuuu (Moxke Aa 3acerrar 10 1 Ha 100 mymm):

J MOBHIIICHA TEMIIEpaTypa, MOBPhIAaHEe U KOpeMHa 00JIKa HIIH JUCKOMQOPT (TUBEPTHKYIIHT),

o UHQEKIHS Ha YXOTO,

J 00pHB, KOWTO MOXKE JIa CE MOSBU TI0 KOXKaTa, M SI3BH B yCTaTa (JJMXCHOUIHU JICKAPCTBEHU
peaxuun).

MHOro0 peaKku HexkeJIaHu peakuuu (Moxke na 3acersar 10 1 #a 10 000 mymm):

o aJlepruydHa peakiys, KOsSTO MOXKe Ja yBpEIu KPbBOHOCHUTE ChJIOBE IPEANMHO B KOXKata (Harp.
JIUJIaBH WK KadeHUKABO-YEPBEHH NIETHA, YPTHKAPUS MO KOXKATA UITH KOXKHU S3BH)
(XHTIepCeH3UTUBEH BACKYIIUT).

C Heu3BecTHA 4eCcTOTa (OT HATMYHUTE JaHHU HE MOXKe J1a Ob/ie HalpaBeHa OLICHKA):
o roBopeTte ¢ Bamms nekap, ako nmaTe 60JIKa B YXOTO, CEKPET OT YXOTO W/ HH(EKIUs Ha

33



yxoto. ToBa MoXe /1a ca MpU3HAIM 33 YBPEXAaHE Ha KOCTTa B YXOTO.

Cho0maBaHe HA HEXKEJIAHH PeaKINU

AKO TIONTyYuTe HAKAKBU HEXKEIaHU JICKAPCTBCHH PEeaKIny, yBenoMere Bammst nexap nin hapmarieBT.
Tora BKIIIOUBa BCUYKH BH3MOYKHH HEOITMCAHU B Ta3W JIICTOBKA HEXKETIAHU peakIuu. MoxeTe ChIo 1a
CHOOITUTE HEXKETIAaH! PEaKINK TUPEKTHO Ype3 HAIMOHAIHATA CHCTEMA 3a ChOOIaBaHe, IOCOYCHA B
[punoxxenue V. Kato cho0I1aBare HeXXeIaHN PeaKIMy, MOXKETE Ja JaieTe CBOS MIPUHOC 3a
[oJIydaBaHe Ha IMoBeue HHPOpMaIHs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiate Izamby
Jla ce cbxpaHsABa Ha MsCTO, HEJOCTHITHO 32 JIela.

He usnosn3BaiitTe TOBa JIEKAapCTBO ClIE]] CpOKa HA TOAHOCT, OTOEsI3aH BbPXY €THKETa M KapTOHEeHATa
omakoBka cnen ,,EXP” u ,,['onen 10:”. CpokbT Ha TOJHOCT OTTOBAPS HA MOCIETHUS JICH OT TIOCOYCHHSI
Mecell.

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

[a He ce 3ampaszsiBa.

ChxpaHsBaiiTe IpeIBapUTEITHO HAITBITHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 JIa Ce
Mpe/na3y OT CBETIHHA.

[IpenBapuTenHo HarbJIHEHATa CHPUHIIOBKA MOXKE /1a Ob/ie OCTaBEHA M3BBH XJIaJMITHUKA 32 JOCTUT'AHE
cTaifHa Temnepatypa (10 25°C) npeau nHxekTHpaHe. ToBa Iie HallpaBU WHKXEKTHPAHETO MO-MaJIKoO
HenpuatHo. Cries1 KaTo CIpUHIIOBKATA € OCTaBeHa Ja JOCTUTHE cTaifHa TemnepaTypa (10 25°C), T4
TpsiOBa J1a ce u3noi3Ba B pamkute Ha 30 AHU.

He u3xBbprsiiTe nekapcTBaTa B KaHAIU3AUATA WK B KOHTEHHEPA 32 IOMAIIHNA OTHAbIIH.
[lommmraiite Bamms dapmaneBT Kak Ja H3XBHPIATE JIEKapCTBaTa, KOWTO Bede He U3mosBare. Te3u
MEpPKH LIE CIOMOTHAT 3a Ola3BaHE Ha OKOJHATa cpefa.

6. ChabpskaHue HA ONMIAKOBKATA M J0NbJIHUTEIHA HH(pOpMaLUs

Kakso cbabpixa [Izamby

- AKTHBHO BeIIECTBO: JeHO3yMa0. Beska mpenBapuTenHo HaIrbIHEHA CIIPUHIIOBKA OT 1 ml
chabpka 60 mg neHozymad (60 mg/ml).

- Jpyru chcTaBKU: JIefieHa OlleTHA KUCENNHA, HATpHUeB XUapoKcu, copouron (E420),
nonucop6at 20 1 Boa 32 WHKEKITHH.

Kak usraexna Izamby u kKakBo ¢hIbpiKa ONAKOBKATA

Izarnby € 663LIB6TCH [0 KBJITCHUKAB MHKCKIIMOHCH pa3TBOP B IOTOBA 3a yHOTpe6a MMpeaABApUTCIHO
HaIllbJIHCHA CIIPUHIIOBKA.

Bceska omakoBka ChAbpiKa €/IHa NMPEABAPUTECIIHO HAITbJIHEHA CIIPUHIIOBKA C IIPEAIIA3UTE Ha UIjIaTa.

IIpuTexaTes Ha pa3pelIeHHETO 3a yIoTpeda
Mabxience Research SL

C/ Manuel Pombo Angulo 28

28050 Madrid

Hcmanns
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IIpousBoauTen

GH GENHELIX S.A.
Parque Tecnologico de Ledn
Edificio GENHELIX
C/Julia Morros, s/n
Armunia, 24009 Leo6n,
Hcnanns

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/IH OTHOCHO TOBa JICKApCTBO, MOJI CBBPIKETC CC C JIOKAJTHUA

NPpEACTAaBUTCII HA IPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Mabxience Research SL
Tél/Tel: + 34917 711 500

Bbbarapus
EGIS Bulgaria
Ten.: +359 2987 60 40

Ceska republika
EGIS Praha, spol. s r.0
Tel: +420227 129 111

Danmark
Medical Valley Invest AB
TIf: + 46 40 122131

Deutschland
Heumann Pharma GmbH & Co. Generica KG
Tel: +49 911 4302 0

Eesti
Mabxience Research SL
Tel: +34 917 711 500

El\dda
ELPEN Pharmaceutical Co. Inc
Tel: +30 210 6039326-9

Espaiia
Laboratorios Gebro Pharma S.A
Tel: +34 93 205 86 86

France
Laboratoires Biogaran
Tél: + 33 (0) 800 970 109

Hrvatska
CORAPHARM d.o.o.
Tel: +385 1 4870688

Ireland
Mabxience Research SL
Tel: +34 917 711 500
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Lietuva
UAB EGIS Lithuania
Tel: +370 5231 4658

Luxembourg/Luxemburg
Mabxience Research SL
Tél/Tel: +34 917 711 500

Magyarorszag
Egis Gyogyszergyar Zrt.
Tel.: +36 1 803 5555

Malta
Mabxience Research SL
Tel: +34 917 711 500

Nederland
Medical Valley Invest AB
Tel: +46 40 122131

Norge
Medical Valley Invest AB
TIf: + 46 40 122131

Osterreich
Gebro Pharma GmbH
Tel: +43 (0)5453 5300-0

Polska
Egis Polska sp. z 0.0.
Tel.: +48 22 417 92 00

Portugal
Mabxience Research SL
Tel: +34 917 711 500

Romania
Egis Rompharma SRL
Tel: +40 21 412 00 17

Slovenija
CORAPHARM d.o.o0.
Tel: +385 1 4870688



Island Slovenska republika

Mabxience Research SL EGIS SLOVAKIA spol. s r.o.,
Simi: +34 917 711 500 Tel: + 421 2 3240 9422

Italia Suomi/Finland

Abiogen Pharma S.p.A Medical Valley Invest AB
Tel: +39 050 315 4101 Puh/Tel: + 46 40 122131
Kvmpog Sverige

Mabxience Research SL Medical Valley Invest AB
TnA: +34 917 711 500 Tel: +46 40 122131

Latvija

Egis Latvia SIA

Tel: + 371 676 13859

JlaTa Ha nocJieAHO npepasriie:kaaHe Ha JIMCTOBKAaTa
JApyru n3rouHuny Ha mHpopManms

[Toapo6Ha mHGOpMAIIHS 32 TOBA JICKAPCTBO € IIpeIoCcTaBeHa Ha yeOcalita Ha EBpomneiickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu/
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Yka3zanus 3a ynorpeda

[Ipouerere Te3u ykazaHus, Ipean Ja 3all0YHETE J1a U3II0N3BaTe [zamby npeaBapuTeIHO HATBIIHEHU
CIIPUHIIOBKY C MpeNa3uTes Ha UriaTa, 1 BCeKU IbT, KOraTo MOJy4uTe HOBA OMaKkoBKa. Ts Moxke Aa
ChabprKa HOBa HHPoOpMarus. TpsOBa ChI0 Aa roBopuTe ¢ Balnsa MeIUIMHCKHU CIICIIUAINCT 3a
Barrero 3a0onaBane win Baiiero neueHue.

3amasete Te3u YKazaHus 3a ynmorpeba, Taka ye Ja MOXKETE J1a TH IPOUYETETE OTHOBO, aKo €
HEOOXOIUMO.

BAKHA UHOOPMALIUA
Baxxna undopmarsi, kosato TpsOBa a 3HaeTe MPeaAn HHKEKTHpane Ha [zamby:

BaxxHo e 712 He ce OmUTBaTe J]a CH MOCTaBsATE CaMH WHXKEKIIUATA, aKO He CTe OMIN 00yUueHH 3a
MPaBUIHUS HAYHMH 32 HHXEKTHpaHe Ha [zamby ot Bamus nexap miuM MEAMLIMHCKH CHEIUAINCT.
[zamby ce npunara caMmo KaTo MOAKOXHA HHXKEKIHS (MHKEKTHPA C€ TUPEKTHO MOJT KOXKaTa).
He oTBapsiite KyTHaTa, 10KaTO HE CTE TOTOBHU J1a U3IOJI3BATE TOBA JIEKAPCTBO.

He cBansiiTe kamaykara Ha UrjaTa OT PeIBAPUTEITHO HATbJIHEHAaTa CIIPUHIIOBKA, JOKATO HE
CT€ TOTOBH Jla MHXXEKTUPATe.

He n3non3Baiite npeaBapuTeIHO HAITBIHEHATA CIPUHIIOBKA, aKO € OMJla U3IyCHATa BbPXY
TBBpJa MOBLPXHOCT. M3non3BaiiTe HOBa MpeBapUTEIHO HAITBITHEHA CIIPHHIIOBKA U ce o0aieTe
Ha Bammist nexap niv MEIUIUHCKH CIEIHaJTUCT.

He ce onutBaiiTe 1a akTUBUpATE MpPEABAPUTENIHO HATbJIHEHATa CIIPUHIIOBKA IPEAN
HWH)XEKTUPAHE.

He ce onutBaiiTe na cBanuTE NpeAna3uTess HA UIJIaTa OT IPEABAPUTEIHO HAIIbJIHEHATa
CIIPHUHIIOBKA.

Obazere ce Ha Bamms nexap win MEIUIMHCKY CIIELUATINCT, ako Bue uinu nuuero, KOeTo nosara
IprxH 3a Bac, uMaTe HAKakBU BBIIPOCH OTHOCHO IIPAaBUIJIHUS HAYMH 32 MHXXEKTUPaHe Ha [zamby.

durypa 1 mokas3pa Kak U3TIEK/Ia MPEABAPUTEIHO HATBJTHEHATA CIIPUHIIOBKA C TIPE/INA3UTell Ha UriaTa
npenu (a) u cnex (0) ymorpeba.

a) [Ipenu ynorpeba | 0) Cnen ynotpeba

E— Byraio ByTrauo caen ynorpeda

=
:
I 1
Huimeasp Ha
H ‘ ) CIPHHIIOBKATA CJIe/g
| ynorpebda
/T) Mecra 3a XxBamane

ETnker Ha
CNPUHLOBKATA

HUraa caen ynorpeda

Tmzavy

IIpeana3sures Ha
UrjIaTa IIpy:xuna Ha
npeanasuTe/is Ha
HIJIaTa cJIex

ynorpeba

B

Huaunasp Ha
CHPHHIOBKATA

IIpy:kuna Ha
npeanasuTeist HA

HUIJIATa CBaJjieHa Kanmayka

IocTaBeHa Kanayka Ha Ha urjaara
uriaaTa

®dwurypa 1
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1. IIpurorsere ce na uH:kekTupare Izamby

Cnoepere HeoOxonuMuTe Bu koHCyMaTUBH
. Brpxy uncra, 100pe ocBeTeHa pabOTHA MOBBPXHOCT ChOEPETe BCHUKH HEOOXOAUMU
KOHCYMAaTHBH 3a Barrata WHXeKIus:

o

O O O O

OmnakoBKa C IpeBapuUTETHO HATbIIHEHATa CIIPUHIIOBKA [zamby
TamnoHu, HaNOEHU ChC CIIUPT

[TamyueH TaMITOH UM Mapis

Jlelikornact

Konrelinep 3a octpu nmpeametu

OcTtageTe a ce 3aTOILIH /10 CTaiiHA TeMIlepaTypa
. 3a na HamanuTe fuckoM@opTa IIpU UHKEKTUPaHE, OCTaBETe IIPEIBAPUTEIHO HallbIHEHATa
CIPUHILIOBKA Ha CTaiiHa TemIiepaTtypa 3a okono 30 MUHYTH Npean nHxKeKTupane (Purypa A).

o

He ce onutBaiiTe 1a 3aTOIUIATE CIPUHIIOBKATA C IOMOIITA HA U3TOYHHUK HA TOIUIMHA KATO
ropelia BoJia Wik MUKPOBBJIHOBA ypHA.

He ocrassiiTe mpeBapuTEIHO HAITBITHEHATA CIIPUHIIOBKA M3JI0’KEHA Ha TPsIKa CIIbHYEBA
CBETJIMHA.

He pazknaniaiite mpeJBapuTeIHO Hall'bIHEHATA CIIPUHIIOBKA.

CobxpansiBaiiTe npeIBapuTEeIHO HATbJIHEHATA CHPUHIIOBKA HA MACTO, HEOCTHLITHO
3a ena.

®durypa A

H3mmiite pbuere cu
. W3muiiTe cTapaTenHo pbhleTe CH Che canyH U Boja (Purypa b).

'7’

®urypa b
H3Banere npeaBapuTe/IHO HAITbJIHEHATA CHPHHIOBKA 0T KAPTOHEHATA ONAKOBKA
o OTBOpeTe KapTOHEHATa OIIaKOBKA.
. XBaHeTe HIMIMHIBPA Ha MPEIBApUTEITHO HAllbJIHEHATa cpuHIIoBKa (Purypa B).
o W3Banere cipuHIIOBKaTa OT KapTOHEHATa OMAaKOBKa.
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o ITocTaBeTe CipUHIIOBKATa BHPXY YHCTa U paBHA pabOTHA MTOBBPXHOCT.
Ot cpoOpaskeHus 3a 6€30MacCHOCT:

. He xBamaiite OyTanoTo.

. He xBamaiite karaykara Ha Urjiara.

®urypa B
IIpoBepeTe JieKapCTBOTO U MPEABAPUTETHO HABJIHEHATA CIPHHIIOBKA
. [IpoBepeTe najiv UMETO Ha IPOAYKTA ,,]zamby* e oTreuaraHo BrpXxy erukera (@urypa IN).
. [IpoBepeTe cpoka Ha TOHOCT, OTIedaTaH BbpXy etukera (@urypa I).
. [IpoBepeTe naiu JIeKapCTBOTO MPEICTaB/IsIBa OUCTBP, OS31BETEH MU OJICIOKBIIT Pa3TBOP
(Purypa ).
. [IpoBepeTe mpeaBapUTEIHO HATBJIHEHATA CIPUHIIOBKA 38 €BEHTYAJIHU Je(PEKTH.

He u3non3aiiTe npenBapuUTENHO HATbIIHEHATA CIIPUHIIOBKA, aKO:

. JlexapcTBOTO € MBTHO WJIM ChIBPKA BUAUMHU YaCTHIIH.

. Hskos wact usrnexna mykHaTa Wi CUyIeHa.

o Kamaukara Ha urnmaTta IurcBa WM He € 3paBo MPHUKpPENeHa.

J N3Texba e mocneAHUAT ACH OT OCOYEHHUS MECEL Ha CpOKa Ha TOAHOCT, OTIIEYaTaH BbPXY
€THKETA.

[pu Bcruky Te3u cityyan ce obazere Ha Baius nexap i MEAUIIMHCKY CIICIIUAUCT.

JlekancTBo

Etuker

®@urypa I
2. IIpurorsere ce
Iloarorsere MACTOTO HA HH/KEKTHPaHe
. U3zbepere msicto Ha uHxkekTupane (Purypa J):

Moske 1a n3moa3Bare:
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- I'opHara gacT Ha 6eApoTO.
- Kopema, ¢ m3kimodenne Ha 00acTTa OT 5 CM OKOJIO ITHITA.
- BpHITHaTa cTpaHa Ha TOpHATa 4acT Ha phKaTa (CamMo ako HAKOU ApYyr Bu MocTaBst HHKEKIUATA).
. He nmxextupaiite B 00JaCTH, KBJCTO KOXKaTa € 00JIe3HeHa, HACMHEHA, 3a4epBEHA WM TBHPA.
N3bsrBaiiTe qa MHXKEKTHpATEe B 00JaCTH ¢ OEIe3U WU CTPHH.

lFopHa vact
Ha pbKaTta

Kopem

lFopHa vacr

Ha 6egpoTto
®@urypa [
I[MouncTeTe MACTOTO HA HHKEKTHPaHE
. TTouyncTeTe MIICTOTO HA HHXKEKTHPAHE C TAMITOH ChC criupT (Purypa ).
. OcTaBete KoXkara Ja U3ChXHE.
. He noxocBaiiTe MACTOTO HAa MHXEKTUPAHE TPEAH MTOCTABSIHE HA HHXKEKITUATA.

)
®urypa E
CaaJleTe KanaukaTa Ha UIrJaTa
. BHumarenHo u3abppnaiite Kanaukara Ha uriarta 0e3 a st orbBaTe U Jajied OT TSJIOTO CH
(®urypa E).
. UzxBBbpIieTe Karaykara Ha WIJiaTa.

He ce onuTBaiiTe OTHOBO J1a IOCTABUTE KallaykaTa Ha Urjiarta.
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1. HNnxextupaiite Izamby

BnBenere urJiiara

. 3axBaHeTe KOXKaTa Ha MSCTOTO Ha MH)KEKTHPAHe, 3a /1a Ch3/AaJeTe YCTONINBA TOBBPXHOCT
(®urypa 3).

° He mokxocBaiiTe mouncTeHaTa 00JacT OT KOXKaTa.

Benexka: BaxHo e 1a npoab/ikaBaTe Aa CTUCKATE KOXKATa, T0KaTO MHXKEKTUPATE.

° BuBenere urnara mox wrea 45 1o 90 rpamyca B 3axBaHaTara koxa (@urypa H).

®urypa U

HNnxkextupaiite Izamby
. baBHO HaTHCHETE OyTalI0TO NOKpai, JOKATO Ce MHXKEKTUPA LiIaTa TEYHOCT U CIIPUHIIOBKATA CE

wsnpasuu (Purypa ).
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Beaexka: byranoro TpsiOBa J1a ce HATUCHE JIOKpal, 3a Jia CTe CUTYPHH, Y€ € WHXKEKTUpaHa MbITHATA
J103a U NpeNIa3suTessIT Ha uriarta 1e ce akTUBUPA.

OTtnycHeTe majgena cu

° OTHYCHCTG majacua Cu oT 6YTaJ'IOTO 1 OCTABCTC MPCAIA3UTCIIA Ha UTJIaTa Aa IMOKPUEC UrjiaTa

(Purypa K).
Crnen ToBa M3BazieTe CIPUHIIOBKATa OT Koxkarta (Durypa JI).
IlycHere 3axBaHaTaTa KOXa.

Obanere ce He3abaBHO Ha Bamms Jiekap WM METUIIMHCKH CIIEIIHAIHCT, aKO:
° He cre umxextupanu usiata 103a Wik
° [IpeanazurensT Ha UrIaTa HE C€ AKTUBUpPA CJIE] HHKEKTUPaHE.

®urypa K
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®urypa JI
4. MH3xsbpaere Izamby

N3xBBpiieTe CIPUHIIOBKATA

. UzxBbpiieTe n3non3BaHara npeIBapuTeHO HAIThIIHEHA CIIPHHIIOBKA U OCTAHAIHTE
KOHCYMAaTHBH B KOHTEHHED 3a ocTpu npenmMeT (Purypa M).

Benexka: JlekapcTBara TpsiOBa 1a ce U3XBBPIIST B CHOTBETCTBHE C MECTHUTE U3UCKBaHUSI.
[MomuTaiite Bamuist jekap Hiix MEIUIIMHCKY CIICITUATIUCT KaK J1a U3XBBPIISATE JIEKApCTBATa,
KOUTO Be4e HEe u3Moi3Bare. Te3n MEepKH IIe CIIOMOTHAT 32 Olla3BaHe Ha OKOJHATa Cpefa.

He nocTapsiite 00paTHO Karmaykara Ha UTJIaTa Ha U3IMOJI3BAHUTE CIIPUHIIOBKH.
He n3non3BaiiTe MOBTOPHO MpPEABAPUTEITHO HAITBIIHEHATA CIIPUHIIOBKA, IOPU U J1a HE € OMII0
WHXCKTHUPAHO ISUI0TO KOJIHMYECTBO JICKAPCTBO.

. He pernuknmpaiite mpeaBapuTeIHO HAITBTHEHUTE CIIPUHIIOBKY U HE TH U3XBBPIINTE B
KOHTEIHepa 3a IOMAITH! OTIa IbIIH.

. ChbxpaHsBaiiTe CHPUHIOBKATA U KOHTeiiHepa 32 OCTPU NMpeIMeTH HA MACTO, HEJJOCTHITHO
3a aena.

OrneuaﬁTe MACTOTO HA HH/KCKTHPAHE
° Axo uma KPbB, IPUTUCHETC MMaAMYUCH TaMIIOH HUJIKM MApJid BbPXY MACTOTO Ha MHXXCKTUPAHEC.
° He pa3T’BpKBaI>iTC MSCTOTO Ha MHXKCKTHUPAHEC. Axo e HCO6XOI[I/IMO, IIOCTABCTC JICIICHKA.

3anuieTe JaTaTa Ha CJeABANIATA HHIKEKIIMS
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3anmmiere qaraTa Ha cieBaniata Bu MmkeKkus BbpXy HallOMHAIIATa KapTa, BKIIOYEHA B
omakoBkaTa (@urypa H).

®urypa H
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