IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



¥ Tosu JIEKapCTBEH MPOAYKT MOJUICKH Ha JIOBIHUTEIIHO HabmoieHre. Tosa 1ie mo3Boiu
OBpP30TO YCTAaHOBSIBaHE HA HOBA MH(OpPMAIKs OTHOCHO Oe30macHOCTTa. OT METUIIMHCKUTE
CIEIMAIIMCTHU Ce U3MCKBA Ja ChOOIIABAT BCSIKA TOJ03UPAHA HEXKellaHa peakins. 3a HauMHa Ha
chOOIIIaBaHe HAa HEe)KEJIaHU PEaKIIUU BIKTE TOYKa 4.8.

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Osqay 60 mg MHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAIThJIHEHA CIPUHIIOBKA

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika mpenBapuTeHO HaITbJTHEHA CIPUHIIOBKA Chbpxka 60 mg neHo3ymab (denosumab) B 1
ml

pastBop (60 mg/ml).

JleHo3ymal € 4OBEIIKO MOHOKJIOHATHO aHTUTLI0 IgG2, Mpon3BeeHO B KJIEThUHA JTUHUS OT
003alfHUK (KJIETKH OT SIMYHUK Ha KUTAalCKU XaMmcTep) upe3 pekomOunanTHa JIHK texnomorusi.

IToMOIITHO BENIECTBO C U3BECTHO JCHCTBUE

ToBa JiekapcTBO Chabpka 47 mg copOUTOI BEB BCeKkH ml pa3TBop.
3a IBIHUA COUCHK Ha IOMOIIHUTE BEIECTBA BUKTE TOUYKa 6.1.
3. JEKAPCTBEHA ®OPMA

NmxekmoneH pa3tBop (MHxeknus ) buctep, 6e31BeTeH 10 6J1e10 KBAT pa3TBOP.
pH: 5,0 o 5,5
Ocmomnanuret: 270 10 350 mOsmol/kg

4. KIMHUYHU JAHHU
4.1 TepaneBTHYHU NOKA3AHUHA

JleueHne Ha OCTEONOPO3a MPH )KEHU B IOCTMEHOIIAYy3a U IIPU MbBXKE, N3JI0KEHU Ha TOBUILIECH
pHcK oT ¢pakTypu. [Ipu KeHu B MOCTMEHOIay3a, IEHO3yMad 3HaYMMO HaAMaJIsiBa pUCKa OT
(dpakTypu Ha IpelUIeHUTE, HEMpEeUIeHHN PpakTypH U GpakTypu Ha Ta300epeHara crasa.

Jledenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBHP3aHO C XOPMOHAITHA abJaIus Mpu MBXKE C
KapIIMHOM Ha MPOCTaTaTa, N3JI0KEHU Ha TIOBUIIICH PUCK OT (pakTypH (Bk. Touka 5.1). [Ipu
MBIKE C KapIIMHOM Ha IpocTaTara, MoIy4yaBalid XOpMOHallHa abnamus, 1eHo3yMad 3HauuMO
HaMaJsiBa pUCKa OT PpaKkTypH Ha PEHUICHHUTE.

Jleuenue Ha 3ary0a Ha KOCTHO BEILIIECTBO, CBbP3aHa C MPOIBIDKUTEIHA CUCTEMHA
TJIFOKOKOPTUKOM/IHA TE€paIusl IPU Bb3PACTHU MAIIMEHTH C IOBUIIEH PUCK OT (hpakTypa (BXK.

Touka 5.1).

4.2 J1o3MpoBKa U HAYMH HA NPUJIOKEHUE
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[IpenoppunTennara go3a e 60 mg neHo3ymad, IpUiIoKeHa KaTo eTHOKPAaTHA TOJKOXKHA
WHKEKIHs B oOjacTTa Ha OepaTa, KopeMa Wi MUIITHUIATA, BEJHBX Ha BCEKU 6 Meceria.

[TaniuenTuTe TPsIOBA Ja MOTyYaBaT ChbOTBETHO JOOABKH C KaaIuii U BUTaMHUH D (BXK. TOUKa
4.4).

Ha manumenTure, KOUTO ce JeKyBaT ¢ JeHO3yMal, TpsOBa Jja ce MPEeI0CTaBU JIMCTOBKA 3a
NalyeHTa ¥ HallOMHSIIIA KapTa 3a MalyeHTa.

OnrtumanHara o011a IpoJbKUTETHOCT Ha aHTUPE30pOTUBHATA TEPAHsl HAa OCTEONOpO3a
(BKurOYBaIa geHo3yMabd u 6udocdonaTu) He € ycraHoBeHa. Heo6xonumoctra oT
NpOIbJDKAaBaHE Ha JICYCHUETO TPAOBa Ja ce MPEoLeHsIBa NEPHOANYHO, Bb3 OCHOBA HA MOJI3UTE
U TMIOTEHLUAIIHUTE PUCKOBE C IEHO3yMal MpH BCEKH OT/AEJICH NallMEeHT, 0COOCHO ciel 5 win
MoBeY€e rOANHU yrnoTpeda (BiK.

Touka 4.4).

Iayuenmu 6 cmapuecka ev3pacm (6v3pacm > 65)
He ce nHanara kopurupase Ha J103ara Ipy NMalueHTH B CTap4ecKa Bh3pacT.

bvopeuno yspescoane
He ce nanara xopurupase Ha J103aTa Ipy NalMEeHTH ¢ ObOpevHO yBpexkaaHe (Bxk. Touka 4.4 3a
IPENopbKH OTHOCHO MPOCIIEIBaHE Ha KAILUEBUTE HUBA).

JIumicBar JaHHM NPH MAIUEHTH C MPOABIDKUTEIHA CHCTEMHA TITIOKOKOPTUKOUIHA TEPANHs U
TEXKO OBOpeUHO yBpexkaaHe (CkopocT Ha riomepyiHa puntparms, GFR < 30 ml/min).

Yeproopobro yepesicoane
be3onacHocTTa 1 e(hMKacCHOCTTA Ha IEHO3yMal He ca MPOYYBAaHU TP MAIUEHTH C
YepHOAPOOHO yBpexkaaHe (BXK. Touka 5.2).

Ileouampuuna nonyrayus

Osqay He TpsOBa J1a ce U3MoJ3Ba MpH Jela Ha Bh3pacT < 18 ronuHu mopaau cboOpakeHHUs,
CBBpP3aHM ¢ 0€30MaCHOCTTa — CEPUO3HA XUTIEPKAIIIUEMHUS U TIOTCHIIMAITHO HHXUOUpPaHe Ha
KOCTHHUSI paCTEeX | JIUTICa Ha TpoOuB Ha 3601 (BK. ToukH 4.4 u 5.3). Hanuuaute
MOHACTOSIIIIEM JIAHHU 3a JIella Ha Bb3pacT OT 2 10 17 roguHu ca onucanu B ToUku 5.1 u 5.2.

Hauud Ha npuiioxxeHue

3a MOJKOXKHO MPUIIOKEHHE.

[Tpunoxenuero TpsiOBa a ce HAMPaBH OT JIUIIE, KOETO € JeKBAaTHO 00y4YeHO Ha TEXHUKATa Ha
WH)KEKTUPAHE.

HNucTpykiuuTe 3a yrnoTpeda, padboTa ¥ H3XBBHPIISIHE ca JaJeHU B TOUKa 6.6.
4.3 IlporuBonoOKa3aHuMA

CBpPBXYyBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO WJIA KBbM HSKOE OT OMOIIIHHUTE BEIECTBA,
n30poeHu B Touka 6.1.

Xunokanmuemus (BXK. Touka 4.4).



4.4 CrnenuajHy NpeaynpexAeHUs] U NPeANa3Hi MEPKHU NPH ynoTpeda

IIpocaeaumoct

3a 1a ce mogoOpH MPOCISTUMOCTTA Ha OMOJIOTHYHUTE JIEKAPCTBEHU MIPOIYKTH, UMETO U
HapTHIHUAT HOMEp Ha MPUIOKEHHS IPOIYKT TPsOBa SICHO Ja CE 3alKCBaT.

Jlo06aBKH ¢ KW 1 BUTamMug D

AJIeKBaTHUAT MPHUEM Ha KAJIIMK U BUTaMUH D € BaXeH 3a BCUUKU MallMEHTH.

[Ipenma3gu MEPKU OpH yIIoTpebda

Xunokanyuemus

BaxxHo e na ce uaeHTHPUIMPAT MAIMEHTUTE, U3JI0)KEHHU HA PUCK OT XUITOKAIIIHEMUSI.
XunokanmueMusiTa TpsioBa 1a Ob/ie KOpUTHPaHa Ype3 aJieKBaTeH MPUEM Ha KaIIUH 1
ButamMuH D mpean 3anmouBaHe Ha Tepanusrta. [IpenoppyBa ce KIMHUYHO MPOCIIEsIBaHe Ha
KaJIIUEBUTE HUBA IIPEIM BCSIKA 71032 U, TIPH MAIIMEHTHUTE, IPEAPA3NOJIOKEHN KbM
XUTMOKAIIIUEMHUs B PAMKHUTE Ha JBE CEIMUIIH, CIIE] HaYalHaTa 103a. AKO MPU HAKON MaIlMEeHT
Ce TOSIBAT MPEAToiaracMy CUMIITOMHU Ha XUITOKIIIMEMHUS IO BpeMe Ha JISYCHUETO (BXK. TOUKa
4.8 3a cuMnTOMH), TPSIOBA J1a CE M3CIIEABAT KallueBuTe HuBa. [larmenTure TpsiOBa na Obaat
HachpyYaBaHM J1a ChOOIIABaT CUMIITOMH, TOKA3aTETHH 33 XUITOKAIIIHEMHUSI.

[Tpu moCcTMapKETUHTOBH YCJIOBHS C€ ChOOIaBa 3a TeKKA CHMITOMATHYHA XUTTOKAITAEMUS
(BoeIa 0 XOCIUTAIU3AIINS, )KHBOTO3aCTPAIIABAIY CHOUTHUS U CITyYau C JIETalleH U3XO0/).
Bbropeku ye moBeveTo ciiyyau HacThIBAT MPE3 IbPBUTE HIKOJIKO CEIMHIM OT HAYaJI0TO Ha
JICUCHUETO, TSI MOXKE J1a CE MOSBH U MO-KbCHO.

ChIrpTCTBAINATA TTIOKOKOPTHKOUTHA TEPAIUS € TOMBIHUTENIEH PUCKOB (pakTop 3a
XUITOKAIUEMMUS.

bvopeuno yspescoane

[ManentuTte ¢ Tex)K0 OBOPeUHO yBpexaaHe (KpeaTHHMHOB KiUpbHC < 30 ml/min), mim Kouto
ca Ha JInajn3a, ca ¢ TMO-TOJISIM PUCK OT Pa3BUTHE HAa XUITOKAIIUEMUs. PUCKBT OT pa3BuTHE Ha
XHUIOKAILHUEMHS U CHITBTCTBAIIO MOBUIICHNE HA MAPATUPEOUTHHSI XOPMOH C€ YBEJIHUYaBa C
HapacTBaHE Ha CTeneHTa Ha ObOpeyHoTO yBpekaane. ChoOIIaBa ce 3a TSKKHU U JICTATHA
ClTydam.

AJICKBaTHHAT TIPUEM Ha KAIIUH, BUTaMUH D ¥ peIOBHOTO MpOCIIeAsiBAaHE Ha KAIECBUTE
HUBA € 0COOEHO BaYKHO MPH TE3M NAIIMEHTH, BUXKTE MO-TOpE.

Kooicnu ungpexyuu

[TaniuenTHTe, MONMyYaBay AeHO3yMa0d, MOXKE /1a pa3BUAT KOXKHU UH(GEKITMH (OCHOBHO
LETYJINT), BOJCIIN 10 XocnuTanu3amnus (Bx. Touka 4.8). [laruenTure TpsdBa na Obaar
MIOCHBETBAHHU Ja TOTHPCAT JIEKapPCKa MOMOIIL, aKO TIPH TAX CE MOSIBAT MPU3HALN HITH
CUMITOMH Ha IEITYJIUT.

Ocmeonexposa na uenrocmma (OHY)
OHUY ce cpob1maBa psAaKo Mpy MalMeHTH, OJTyYaBally IeHO3yMal 3a JeYeHue Ha
ocTeonoposa (Bx. Touka 4.8).



HauanoTo Ha jieueHHeT0/HOB KypcC Ha JICYCHHE TPSAOBa J1a c€ OTIOXKH MPH MAIIMEHTH C
HE3apaCTHAJIM OTKPUTHU JIC3UU HA MCKUTC ThbKaH! B yCTara. HpI/I HNalMEeHTU CbC ChIIBTCTBAIIIN
pUCKOBH (haKTOPH CE MPEIOPhUBa CTOMATOJIOTHYCH MpErJie] ¢ TPOPUITAKTUIHO 3600ICUCHHE
Y MHIUBHIyaJIHA OIICHKA Ha ChOTHOIIIEHUETO MOJI3a/pUCK, TIPEIU JICYCHHE C JCHO3YMao.

Crnennute prcKoBU (pakTOpH TPsiOBa J1a ce UMAT MPEIBUJ IIPH OLICHSBAaHE HA PUCKA 32

namueHTa ot pazputue Ha OHY:

o AKTUBHOCT Ha JICKAPCTBEHHSI MPOTYKT, KOWTO HHXUOMPA KOCTHATA pe30opOorws (1o-
BHCOK PUCK IIPU BUCOKO aKTUBHU CHEIUHEHHS ), HAUMH HA MPUIIOKEHHE (ITO-BUCOK PUCK
MIPH MMapEHTEPATHO PUIIOKEHUE) U KyMyJIaTUBHA /1032 HAa KOCTHO-PE30pOTHBHATA

Tepanusi.

. pak, mpuapy’KaBaiy 3a00sIBaHUs (HAIP. aHEMUS, KOAryJIomaTHy, HHPEKIINH ),
TIOTIOHOITYIIICHE.

o ChbII'BTCTBAIIU JICUCHUSA: KOPTUKOCTCPOUIU, XUMUOTCPAIIN, I/IHXI/IGI/ITOpI/I Ha
aHTUOTeHEe3aTa, JIbUeTeparns Ha TjaBara 1 usTa.

. JollIa YCTHA XUTHEHA, TApOJOHTO3a, JIOIIO MIOCTaBEHU MPOTE3H, aHaAMHEe3a 3a

CTOMATOJIOTUYHO 3a00JIIBaHe, MHBA3UBHU CTOMATOJIOTHYHH MIPOLEAYpH (HArp.
eKCTpaKLus Ha 350).

[To Bpeme Ha JleueHune ¢ AeHO3yMad BCUYKH MAIMEHTH TPSOBa Aa ObJaT HAChbpYaBaHU Ja
MOIbpKAT 10Opa yCTHA XUTHEHA, a Ce ToJIaraT Ha PyTUHHU CTOMATOJIOTUYHH MIPETIeAN U
He3a0aBHO JIa ChOOIABAT 32 BCHYKH CUMIITOMH OT CTpaHa Ha yCTHaTa KyxXuHa, KaTo
paskjaimate Ha 360, 00JIKa WK TIOlyBaHe, WM He3a3/paBsBally S3BH WK cekpenus. [1o
BpEME Ha JICUCHUETO, MHBA3UBHHM CTOMATOJIOTMYHH TIPOIEAYPH TPSOBaA Jla Ce U3BBPIIBAT CAMO
CJIS BHUMATCIIHA HpeueHKa nu TpH6Ba Ja ce I/I36$IFBa I/I3B’prHBaHeTO UM B HGHOCpeI[CTBeHa
OJIM30CT C MMPUIIOKEHUETO Ha ICHO3yMao.

[InanbT 32 TeyeHue Ha ManueHTuTe, Kouto pazBuBatr OHY, TpsOBa na Ob/1€ U3TOTBEH B TSCHO
C’pr}II[HI/I‘IeCTBO MG)K,Z[y JIGKYBaH_II/I}I neKap 1 CTOMATOJIOT UJIN JIMLEBO-UCIHOCTCH XI/IpypI‘ C
onut B OHY. Tps6Ba ga ce 0OMUCIN BpeMEHHO NMPEKbCBaHE HA JICUEHUETO, I0KATO
CHCTOSIHUETO OTLIYMH M JOMPUHACSIIUTE PUCKOBU (PaKTOpH OBIAT HAMAJIEHH, aKO €
BB3MOKHO.

OcmeoHnekpo3a Ha 8bHUIHUS CTTYX08 NPOXOO

Nma cpoOrienus 3a OCTEOHEKPO3a Ha BHHIIHUS CIYXOB MIPOXOJ MIPH JCUCHHE C IEeHO3yMao.
BB3MoXHNTE pUCKOBH (haKTOPHU 32 OCTEOHEKPO3a HA BHHIIHUS CITyXOB MPOXOJ] BKIIOYBAT
ynoTtpeda Ha CTEPOUIN U XUMHOTEPAHs U/WIH JOKATHA PUCKOBU (QaKTOPH, KaTO HAIpUMep
MH(EKIUS WK TpaBMa. BepoaTHOCTTa OT pa3BUTHE HA OCTEOHEKPO3a Ha BHHIIIHUS CITyXOB
poxoJ TpsAOBa J1a ce UMa MpEeaBU IIPH MAIlMEHTH, IpUeMaIly AeH03yMad, KOUTO pa3BUBAT
CHMIITOMH OT CTpaHa Ha YXOTO, BKJIFOUNTEITHO XPOHUYHN YIIHU HHEKIHN.

Amunuunu ppaxmypu na 6eopenama Kocm

Nma cpoOmienus 3a aTunMUHU PpakTypH Ha OejpeHaTa KoCT MU NaIlMeHTH, TOTyYaBallu
neHo3yMao (Bk. Touka 4.8). ATunuvaanTe PpakTypu Ha OeapeHara KOCT MOXKE J1a Ce TOSBAT
IpY MUHMMAaJIHA TpaBMa Ui 0e3 TpaBMa B CyOTpOXaHTepHUTE U AuadU3HUTE 00IACTH Ha
Oenpenara KocT. Te3n chOUTHS ce XapaKTepu3upar Chbe CreuPUIHN PEHTICHOJIOTHYHU
HaXOJIKHU. ATUIIMYHU (PaKTypu Ha OepeHaTa KOCT ce ChoOUIaBaT ChIO MPU MAIIUEHTH C
OIIpeJIeTICHN ChITBTCTBAIIN ChCTOSHHA (Hamp. neuuuT Ha BUTaMuH D, peBMaTonaeH apTpur,
xunogocdarazus) U npu ynorpeda Ha HIKOH JIEKapCTBEHHU MPOAYKTH (Hamp. Oudocdonaru,
TTFOKOKOPTUKOUIA, MHXHOUTOPH Ha MPOTOHHATA MoMITa). Te3u chOMTHs ca HaCThIIBAIU U 0€3
aHTupe3op6TuBHa Tepanus. [logobuu ¢ppakrypu, cho0IIeHN BB Bpb3Ka ¢ OudochoHaru,
9YeCcTO ca OMIaTepaliHy; MOpaIy TOBA IPH MAIMEHTH, JIEKYBaHH C IEHO3yMa0d, KOUTO ca
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npeTbprieny GpakTypa Ha TSIIOTO Ha OeJpeHara KocT, TpsiOBa Ja ce u3cienBa
KOHTpaylaTepanHaTa 6eipera koct. TpsOBa 1a ce 0OMHCIHN MPEKpaTsABaHE HA TepaIHsTa C
JIEHO3yMal MpH MAIMEHTH, 32 KOUTO Ce MOA03Mpa, e UMaT aTUIHYHA PpakTypa Ha OenpeHara
KOCT B OYaKBaHE Ha OLIEHKAaTa Ha MallMeHTa Bb3 OCHOBA HA MHIUBUAYAIHO ONPEIEICHOTO
CHOTHOIICHHUE mo3a-puck. [1o Bpeme Ha JeueHneTo ¢ AeH03yMal, MaeHTuTe TpsioBa 1a
ObJIaT MOCHBETBAHU JIa CHOOIIABAT 32 HOBA WJIM HeoOnYaitHa Ooka B Oe1poTo,
Tazo0epeHara cTaBa Wi CIa0MHUTE.

[TanenTy ¢ TakMBa CUMIITOMH TpsIOBa J1a ce U3CJIEBAT 3a HeMbIHa (hpakTypa Ha OegpeHara
KOCT.

IIpoovasicumenno anmupe3opomueHo nevenue

[TpoabIKUTENIHOTO aHTUPE30POTUBHO JIeueHUE (BKITIOYBAIO JeH03yMal u OudochoHatn)
MOJe J1a IOBE/Ie /IO TIOBHUILCH PUCK OT HEXEJaH! PEe3yJITaTH, KaTO OCTEOHEKPO3a Ha YENII0CTTa
U aTUIIUYHU QpakTypH Ha OeJpeHaTa KoCT MOopaan 3HaAYUMO IMOTHCKAaHE Ha KOCTHOTO
peMozenupane (Bx.

Touka 4.2).

Eonoepemenno neuenue ¢ opyau 1eKapcmeeru npooyKmu, CbObpHCaAuju 0eHO3yMab
[TaruenTwH, JeKyBaHu ¢ JeHO3yMad He TpsiOBa Ja ObAaT JeKyBaHU €ITHOBPEMEHHO C IPYTH
JICKapCTBEHH MPOYKTH, ChABPIKAIIY IeHO3yMab (3a mpenoTBpaTsBaHe HAa ChOUTHS, CBbP3aHU
C KOCTHATa CUCTeMa MPH Bb3PACTHU C KOCTHU METACTa3H OT COJMIHU TYMOPH).

IIpeycmanoeseane na nevyeHuemo

Cren npeycTaHOBsSBaHE Ha JIEYCHHUETO C IEHO3yMab ce O4aKBa HaMallsIBaHE Ha KOCTHATa
MuHepanHa mrbTHOCT (BMD) (Bk. Touka 5.1), KOeTo BOAH 0 MOBUIIIEH PUCK OT (PpakTypH.
[Topanu ToBa ce mpenopbuBa npocneassane Ha BMD, kato Tps6Ba 1a ce umMa npeaBua
aITepHATUBHO JI€UEHUE B CHbOTBETCTBUE C KIMHUYHUTE HACOKH.

Xunepranyuemus npu neouampuyHu nayuenmu

Jleno3zymab He TpsOBa J1a ce U3I0JI3Ba MIPU NeANaTPUYHU HalueHTH (Bb3pacT < 18).
CrolmiaBa ce 3a cepruo3Ha xunepkanuuemus. Hakou ciaydau B KIMHUYHY U3MUTBaHUS ca
YCII0)KHEHH OT OCTPO OBOPEYHO yBpEeKIaHE.

IIpedynpeosicoenus 3a nomMowHume eujecmea

ToBa yiekapcTBO Chabpka 47 mg copouTo BB Bceku ml pazrBop. TpsadBa na ce Bzemar
MPEBUJ AIUTUBHUAT €(EKT Ha CHITBTCTBAIIO MPUIIOKEHH MPOJAYKTH, KOUTO ChIbPKAT
copouTos (Mau GpyKTO3a), U XPAHUTEIHUIT MPUEM Ha cOpOUTON (Mau GpyKTO3a).

To3u nexkapcTBEH MPOAYKT ChABPrKa Mo-Masiko oT 1 mmol Harpuii (23 mg) Ha 60 mg, T.e.
MOJKE JIa Ce Kaxe, ue MPaKTHUECKU HEe ChIIbPKa HATPHUH.

4.5 B3auMoaeHcTBHE C APYI'HM JeKAPCTBEHHU NMPOAYKTH U APYru ¢opmu Ha
B3aHMOIeHCTBHE

B enHo npoyuBaHe 3a B3aMMOAEHCTBUATA, 1€HO3YyMa0 He NMOBIHABA (hapMaKOKMHETHKATa Ha
MH/1a30J1aM, KOUTO ce Metabonusupa oT uutoxpom P450 3A4 (CYP3A4). Tosa nokassa, ue
NeHo3yMal He IpoMeHs (papMaKOKHHETHKaTa Ha JIEKapCTBEHHU IPOAYKTH, KOUTO Ce
metabonusupar ot CYP3A4.

JIumcBar KIMHUYHA JaHHU 3a CAHOBPCMCHHOTO MPUIIOKCHUC HA ,Z[GHO3YM216 n
XOPMOHO3aMeCTBaIla Tepamnus (HalpuMep eCTPOTeHH ), CYUTa ce o0ayde, ye Bhb3MOKHOCTTA 32
dapMakoIMHAMUYHO B3aUMOJCHCTBHE € MaJIKa.



[Ipu xeHu B MOCTMEHOMAay3a C OCTEON0po3a, (papMakOKMHETHKATa U (hapMaKoAHMHAMHUKATA Ha
JeHo3yMal He ce MOBIMABAT OT MPEAXO/JHA TepaIus ¢ aJICHIPOHAT, Ha 0a3aTa Ha JaHHH OT
IpOyYBaHe C MpexoiHa Tepanus (0T aJeHIAPOHAT KbM JEHO3yMal).

4.6 DepTHIUTET, OPEMEHHOCT U KbPMEHe

bpemenHocT

JlurcBaT WM UMa OTpaHUYEHH JJTaHHM OT yIoTpedaTa Ha AeHO03yMal NMpu OpeMEHHH KEHH.
[IpoyuBanusTa IPH KUBOTHH MTOKA3BAT PENPOTYKTUBHA TOKCHYHOCT (BXK. TOUKa 5.3).

Jleno3ymab He ce nmpenopbuBa 3a yrnorpeda nmpu OpeMeHHH JKEHU U TIPH KSHH C JIETEPOJICH
NOTEHIIMAJ, KOUTO He U3IOJI3BAT KOHTpauenus. Kenure TpsoBa 1a ObAaT MOCHBETBAHU J1a
He 3a0peMeHsBaT 10 BpeMe Ha M Hali-MaJIko 5 Mecela cie[| JICYEHUETO C IEeHO3yMao.
EdexTtrure Ha 1eHO3ymMal € BeposTHO J1a ca

MI0-TOJIEMH TI0 BpEeMe Ha BTOPHS U TPETHUS TPUMECThP Ha OPEMEHHOCTTA, ThH KaTo
MOHOKJIOHAJIHUTE aHTHUTENA IIPEMUHABAT Ipe3 TUIALEHTATa 110 JIMHESH MOJIEJ C HallpeIBaHe
Ha OPEMEHHOCTTa, KaTO HAi-TOJISIMO KOJTMYECTBO IPEMHUHABA TIPE3 TPETUSI TPUMECTBP.

Kbpmene

He e u3BecTHO manu qeHO3ymMald ce eKCKpeTupa B KbpMara. [Ipr reHeTHYHO MOIeTpaHu
MUIIKH, TIpu KouTo RANKL e 6uin u3kiroueH upes reHHo oTcTpansBane (,,knockout
MUIIKH ), TPOYYBAHUATA MTOKa3Bart, 4ye gurcara Ha RANKL (mumienara Ha 1eH03yMad — BiK.
Touka 5.1) Mo BpeMe Ha OpEeMEHHOCT, MOKE Jia TOBJIHIE BbPXY Ch3PSIBAHETO HA MIICYHHUTE
JKJI€3H1, BOICIIIO J0 HapyIIIeHa JaKTalus clie pakaane (Bx. Touka 5.3). TpsOBa na ce B3eme
pelIeHne Jaiu Aa ce MPeyCTaHOBU KbPMEHETO WK J]a ¢€ IPEYCTAaHOBH JICUCHUETO C
JIeHO3yMal, KaTo ce B3eMaT MPEBHJI 0I3aTa OT KbPMEHETO 32 HOBOPOJICHOTO/KbPMAYETO U
MoJI3aTa OT TepanusTa ¢ IeHO3yMab 3a KeHaTa.

DepTuaurer

Hsma nannm 3a edexra Ha 1eH03yMad BepXy deprunurera npu xopa. Ilpoyusanus npu
’KMBOTHH HE TIOKA3BaT JUPEKTEH WM MHIUPEKTEH BpeaeH eekT BbpXy pepTuiaureTa (BXK.
Touka 5.3).

4.7 EdexTu BbpXy cnioco0HOCTTA 32 mIopupaHe U padoTa ¢ MalIMHA

JleHo3ymab He OBIHUSABA UJIH MOBJIKSABA PEHEOPEKUMO CIIOCOOHOCTTA 3a IO(pUpPaHE U
paboTta ¢ MaluHHU.

4.8 Hekenanm JieKapcTBEHH peaKkuu

0O0001eHne Ha npodmia Ha 0e30IIaCHOCT

Haii-uecTuTe HEXENaHU peakiuy Mpy JeH03yMa0 (HaOIr0JaBaHy MPU TTOBEYE OT SANH
MAIMEHT Ha JIECeT) ca MYyCKYJIHO-CKeJleTHa 00JKa U Ooska B kpaitHunute. [Ipu naruenTu,
IpUeMaIy JIeH03yMab ca HaOJIt0JaBaHH HEYECTH CITy4ad Ha LETYJINT; PEIKU cIydan Ha
XHUITOKAILHAEMUS], CBPbXUyBCTBUTEIHOCT, OCTEOHEKPO3a Ha YENIOCTTa U aTUITUYHU (PPaKTypu
Ha OepeHara KocT (BX. Touku 4.4 u 4.8 — onricaHre Ha W30PaHHU HEXKETIAaH! PEAKIINN).



TabnryeH cCIMCHK Ha HEKCETAHUTE PCaAKIIMn

Jannute B Tabnuua 1 mo-10y ONUCBaT HEXKENAHU Peakuu, ChOOLICHH MPU KIMHUYHU
u3nuTBanuA ¢aza Il u Il npu nanueHTH ¢ ocTeonopo3a U KaplLUUHOM Ha MJIEUHATa HKJe3a WU
mpocTarara, moJrydaBalid XOpMOHAIHA a0ialus, U/Uik OT CIOHTAaHHU CHhOOIICHUSI.

W3non3BaHa e cieqHaTa KOHBEHINS 3a Kilacu(DUKAIUs Ha HEXKEIaHUTE JICKAPCTBCHH PEaKIINU
(Bk. Tabmuma 1): maoro gectu (> 1/10), wectu (> 1/100 mo < 1/10), meuectu (> 1/1 000 mo <
1/100), peaxu (> 1/10 000 mo < 1/1 000), maOTO peaku (< 1/10 000) u c HEeM3BECTHA YECTOTA
(OT HATMYHWTE JAaHHHU HE MOKe Ja ObJie HanpaBeHa orieHka). [Ipu Bcsiko rpynupase B
3aBUCUMOCT OT YECTOTaTa M CUCTEMO-OpTaHHHUS KJlac, HeXKEJIaHUTE JICKAPCTBEHH PEAKIIMU CE
n30pOsIBaT B HU3XOIAI Pl 10 OTHOIIICHUE Ha TAXHATA CEPHO3HOCT.

Ta6auna 1. He:xxenanm peakunu, cbOOIIEHN NPU NANMEHTH € 0CTEONOP03a M MAIUEHTH C
KAPIUHOM Ha MJIEYHATA KJjIe3a WM POCTATATA, M0J1y4aBalll XOPMOHAJIHA aldanus

MedDRA cucremo-opranes Kareropus Hexenanu peakuuu
KJ1ac 4ecToTa
Nudexkunn u nadecranmum Yectu WNudeknus Ha MUKOYHUTE IHTHUINA
Yectn NHdexuust Ha ropHUTE TUXATCITHA
IBTULIA
Heuectn JluBepTHKYIHT!
Heuectn Lemymut!
Heuectn Nudeknus Ha yXoTo
Hapymienust Ha umyHHara Penku CBpBX4YYBCTBUTEIHOCT KbM
cucTeMa JeKapcTBOTO!
Penxn AHadwmrakTnyHa peaKHI/Iﬂl
Hapymennst Ha Mmetabonu3ma u Penxu XumoxaamueMust'
XPAHEHETO
Hapyuienus na HepHara Yectn Nmmac
cucremMa
CromaiHo-uypeBHU Yectn 3anex
HapyIICHUS Yectn AbGpoMuHaNeH JUCKOMPOPT
Hapymenust Ha koxara u Yectu Oo6pus
MOAKOXHATa ThbKaH Yectu Ek3ema
Yectn Ajronenus
Heuectn JIuxenonHu J1IeKapCTBEHU
peakuun’
MHoro peaku XUNEPCEH3UTUBEH BACKYJIUT
Hapymenust Ha MycKyJHO- MHoro yectu bosika B kpaitHuLMTE
CKeJIeTHaTa MHoro uectu MycKyJHO-CKeneTHa 6onka'
CUCTEMA U ChEIMHUTEIHATA Penku OcTeoHeKpo3a Ha YenocTTa!
TBKaH Penku Atunuunu ppakTypu Ha
Oenpenara
xoct!
C HeunsBecTHa Octeonekpo3a Ha BHITHUS
4EeCToTa CIIyXOB
Ipoxo°

! BixTe Toukata ,,Onucanye Ha N30paHy HeXeTaHN Peakiun”.
2 Buskte Touka 4.4.



B cOopHus aHanu3 HA JaHHW OT BCUYKH IU1a1e00-KOHTponupann u3nuteanus ¢asza Il u dasza
[T e crobIIeHO 3a rpunono100Ho 3abonsaBaHe ¢ 06ma yectora ot 1,2% 3a neno3zymad u 0,7%
3a Tuiane0o. Brrpekn, 4e ToBa HECHOTBETCTBHE € YCTAHOBEHO Upe3 COOpEH aHaIM3, TO HE €
YCTaHOBEHO 4pe3 CTpaTU(HUIIMPAH aHAITU3.

Onucanue Ha I/I36DaHI/I HCXKCIaHU PCAKIIUHU

Xunokanyuemus

[Tpu nBe muane0o-KOHTPOIUPAHU KIMHUYIHHN u3nuTBanus ¢asa Il npu xenu B
MOCTMEHOTAay3a ¢ octeonopo3sa, npudauzureato 0,05% (2 ot 4 050) ot manueHTKUTE ca
MMajii HaMaJIeH! CEpYMHH HMBA Ha Kaliui (mo-manko ot 1,88 mmol/l) ciex npunarane Ha
neno3zymad. He ca cho01maBani HaMaJleHU CepyMHU HHMBA Ha Kaiui (mo-manko ot 1,88
mmol/l), KakTo TIpH BeTE I1ane00-KOHTPOIUPAHN KIMHUYHA n3nuTBanus (asa 11 mpu
MAIMEHTH ¢ XOPMOHATHA a0JIalvs, Taka U MPH TUIANe00-KOHTPOIUPAHOTO KIIMHUYHO
n3nuTBaHe (aza Il mpu Mmbxke ¢ ocTeonoposa.

[Tpu mocTMapKEeTUHIOBH YCIIOBUS ca ChOOIIaBaHU PEIKU CIy4yau Ha TEXKKAa CUMIITOMaTHYHA
XHUITOKAILHUEMHUs, BOJICIIA JI0 XOCTIUTAIN3AlINs, )KUBOTO3aCTpAIIaBAIlIK CHbOUTHS U CITydau ¢
JIETAJIEH U3XO0/l, IPEIUMHO TP MAI[UEHTH C MOBUILEH PUCK OT XUIOKAIIMEMHUS, TIOJTy4aBallH
JIeHO3yMa0, KaTo IMOBEYETO CIIyYau ca HACTBHIMIU B IbPBUTE CEAMHIIM OT HAYAIOTO Ha
nedyeHueto. [Ipumepu 3a KIIMHAYHY TPOSIBU HA TEXKKA CUMIITOMAaTUYHA XUMTOKAILAEMHUS
BKJIIOUBAT yIbiKaBaHe Ha QT-uHTepBana, TeTaHus, IbpUOBE U HAPYLIEHO IICUXUYHO
cbCTOsIHUE (BXK. Touka 4.4). CUMITOMUTE HAa XUIOKAJIIUEMHUS B KIMHUYHUTE U3MUTBAHUS C
JIeHO3yMa0 BKJIIOYBAT MAPECTE3UU WM MYCKYJIHA CKOBAaHOCT, IOTPEMBAHHUS, CTIa3MU U
MYCKYJIHH KpaMIIu.

Kooicnu ungpexyuu

[Tpu mnane60-KOHTPONIUPAHNTE KIMHUYHU U3nuTBaHus (asa III, obmaTa yectora Ha KOXKHH
nH(pekmy e 6rta CXoIHa MPU TPYIUTE Ha TUIae0o0 U IeHO3yMal: MpH )KeHH B
MOoCTMEHOMay3a ¢ octeornopo3sa (mamedo [1,2%, 50 ot 4 041] copsimo neHo3ymao [1,5%, 59
ot 4 050]); mpu mb3ke ¢ octeonoposa (tauedo [0,8%, 1 ot 120] cnpsimo aeHozymab [0%, 0
ot 120]); mpu mauyeHTy ¢ KapLIMHOM Ha MJIEUHATa JKJI€3a WIN [IpocTaTaTa, ojydaBalii
xopMoHaiHa abnanus (rwianedo [1,7%, 14 ot 845] copsimo aenoszymad [1,4%, 12 ot 860]).
Koxuu uH}pEKInu, BoASIH 10 XocnuTanu3anws, ca cbodmasanu mpu 0,1% (3 ot 4 041) ot
YKEHUTE B MIOCTMEHOIIay3a C OCTE0Nopo3a, noayyasamu miamedo, cipsmo 0,4% (16 ot 4 050)
OT XEHUTE, MOJTy4aBaiy aeHo3ymab. Te3u ciydau ca mpeaumHo tenynut. [Tpu
POYYBAHUATA IIPU KApLMHOM Ha MJIeUHATa KJIe3a U MpocTaraTa, KOKHUTE UH(EKIUH,
CHOOIICHU KaTO CEpPUO3HU HEKETAHU JICKAPCTBEHU PEAKIUH, Ca CXOIHH MPH TPYIIUTE HA
mare6o (0,6%,

5 ot 845) u nenozymab (0,6%, 5 ot 860).

Ocmeonexposa Ha yentocmma

OHUY ce cpobmaBa psanko, mpu 16 manyueHT B KITMHUYHATE U3MUTBAHUS TPU OCTEONOPO3a U
IIPH MAIMEHTH ¢ KapIIMHOM Ha MJIEYHATA KJIe3a WM IPOCTaTara, odyJaBaili XOpMOHAITHA
aOmanwms, BKItouBamy oomo 23 148 maruenTu (Bk. Touka 4.4). TpuHameceT oT T€3u Cirydau C
OHUY ca HacThIMIIM MPH KEHHU B IOCTMEHOIIay3a ¢ OCTEONOPOo3a MO BPEME Ha pa3IIuPEHOTO
KJIMHUYHO u3nuTBaHe ¢a3a IIl, cien neyenue ¢ neHo3ymad B mpoabnkeHue Ha 10 roguHu.
Yectrorara Ha OHY ¢ 0,04% na 3-Tara roguna, 0,06% nHa 5-tata roguna u 0,44% na 10-taTta
TOJIMHA OT JICUEHUETO C 1eHo3yMal. PuckbtT or OHY HapacTBa ¢ mpoabIKUTEITHOCTTA Ha
€KCITO3UIIUs Ha IeHO3yMao0.



Puckbt or OHY € o1ieHeH 1 B peTpOCHEKTUBHO KOXOPTHO MpoyuBaHe npu 76 192 xxenu B
MIOCTMEHOMay3a ¢ HOBO3aroy4Bamio JedeHue ¢ qeHozymad. Yecrorarta na OHY e 0,32% (95%
noseputenen uarepsai [CI]: 0,26; 0,39) npu manueHTH, U3MOJI3BaNM AeHO3yMab 110 3
roguau 1 0,51% (95% CI: 0,39; 0,65) npu narueHTH, U3MOI3BaIIH 1eHO03yMal 10 5 TOIUHU
pociesBaHe.

Amunuunu ppaxmypu na 6eopenama Kocm

B nporpamara 3a KIMHUYHA U3MUTBAHUS IPU OCTEONOPO3a, aTUIHYHU (QPAKTYpH HA
OenpeHara KOCT ca ChOOIIAaBaHU PSIKO MIPH MAIlUEHTH, JICKYBaHU C JICHO3YMal (BXK. TOUKa
4.4).

Jlueepmuxyrum

B enHo mane60-KoHTpOIUpaHo KIMHUYHO u3nuTBaHe ¢aza Il mpu manuenTn ¢ KapimHOM Ha
mpocTaTara, mojydaBally aHIporeH-aenpusamnronta repanus (ADT), e yctanoBeH
nucOanaHce 1Mo OTHOIIEHUE Ha HeXeJlaHuTe cbOuTus 3a AuBepTukyiut (1,2% nenozymad, 0%
miane6o). YecToraTa Ha TUBEPTUKYIUT € CPAaBHIUMA MEXIY JBETE TEPANCBTUYHU TPYIH IPU
JKEHUTE B IOCTMEHOIIay3a WM MBKETE C OCTEON0po3a U MpH KEHHUTE, JIEKYBaHU C
apoMaTa3Hu UHXUOUTOPH 32 HEMETACTATUYCH KapIIMHOM Ha MIIEUHATA JKJIe3a.

Cevpzanu ¢ 1ekapcmeomo peaxyuu Ha C8PpbX4y68CmMEUmenHocm

[Tpu mocTMapKEeTUHTOBH YCIIOBUS, TIPU MAUEHTH, OJyYaBally 1eH03yMal ca choOIeH!
penKu ChbOUTHS Ha CBPBXYYBCTBUTEIHOCT, CBBP3aHa C JIEKAPCTBOTO, BKIIIOUUTEITHO OOPUB,
ypTUKapus, MOJyBaHEe Ha JIMLIETO, EPUTEM U aHADUITAKTUYHU PEAKIIIH.

Myckyano-ckeremna 601Ka

[Ipu mocTMapKETHHTOBY YCIOBUS UMa ChOOIIICHHUS 32 MyCKYJIHO-CKeJleTHA O0JiKa,
BKITIOYHMTEITHO TEXKKH CIIy4ad IPU MAIMEHTH, OJy4YaBaly 1eHo3ymMa0. B kinnHnYHNTE
W3MUTBAHUS, MYCKYITHO-CKEJIeTHa 0OJIKa ce Ch0oOIIaBa MHOTO YECTO B TPYIUTE HA JEHO3YMao
u are6o. MyckytHO-CKeneTHa 00JIKa, BOZCIIA 10 TPEyCTaHOBSIBAaHE HA M3IIUTBAHOTO
JICYCHHUE, Ce ChOOIIaBa HEYECCTO.

Jluxenouonu nexapcmeenu peakyuu
CpoO1aBa ce 3a TUXCHOUIHH JIEKAPCTBEHH peakluu (HapuMep peakiuu, MoJ00H! Ha JUXEH

H.HaHYC) IIpU MAUCHTHU B TIOCTMAPKECTUHIOBU YCJIOBHA.

I[DVI‘I/I CricyaJIHM ITonmyJalnrn

Ileouampuuna nonynrayus

Jeno3ymab He TpsOBa J1a ce U3IMOJ3Ba P MeTUATPUIHH MMAMeHTH (Bb3pacT < 18).
CrobmaBa ce 3a cepuo3Ha xumnepkanueMus (Bx. Touka 5.1). Hsaxou cnyyan B KIMHUYHA
W3MUTBAHUSA Ca YCIIOKHEHU OT OCTPO OBOPEUHO YBpEXkKIaHE.

bvopeuno yspescoane

[Tpu KTMHUYHY U3MUTBAHUS, MAIIUEHTH C TEXKKO OBOPEYHO yBpexkaaHe (KPeaTHHHHOB
kupbHC < 30 ml/min), uiau TakuBa Ha XEMOAHAIN3a, Ca U3JI0’KEHU Ha MO-BUCOK PHUCK OT
XUTOKAIIIMEMUS TIPU JIUIICA HA T00aBKa Ha KA. AJCKBATHUAT MPUEM Ha KaIUN U
BUTaMUH D € BaykeH Npu NalMeHTH ¢ TeKKO ObOpeuHo yBpeKIaHe, UM TaK1Ba Ha
xeMojanu3a (Bx. Touka 4.4).

Cpo0llIaBaHe HA MOA03UPAHU HEXKEIIAHU PEAKLIUNA
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Cpo0miaBaHeTo Ha MOJ03MPaHU HEXKEIIAaHU PEaKINK CIIe]] pa3peliaBaHe 3a yrnorpeda Ha
JIeKapCTBEHUS MPOAYKT € BaXKHO. TOBa MMO3BOJISBA /1a TIPOIBIDKH HAOIIOJCHUETO Ha
CHOTHOIIIEHUETO MOJI3a-PUCK 3a JIEKApCTBEHUS MPOAYKT. OT MEAUITMHCKUTE CIICIIUAIIMCTH Ce
M3HCKBA J1a ChOOIIABAT BCSAKA MOA03MpaHa HeKeJIaHa Peakius Ype3 HallMOHaHa CHCTEeMa 32
chO0IIaBaHe, IOCOYEHA B

ITpunoxenue V.

4.9 Ilpeno3upane

Hsama onur ¢ npeno3upane npu KIMHAYHUTE IPOyYBaHus. B KIMHUYHKATE IPOYYBaHHUS Ca
npuiaranu 1o3u aeHo3ymad mo 180 mg Ha Bceku 4 ceamuiy (KymyaaTtuBHa 103a 10 1 080
l’l’lg 3a 6 MGC@LIa) 1 HEC Ca HaGHIO,Z[aBaHI/I JOIIBJIHUTCIIHU HCXKCIIaHU HeKapCTBeHI/I peaKLII/II/I.

5. ®APMAKOJIOTMTYHU CBOMCTBA

5.1 ®apmakoaMHAMHM4YHHU CBOIiCTBA

dapmakoTepaneBTHYHA Tpyna: JIekapcTBa 3a JeueHHe Ha KOCTHH 3a0oisBaHus — [pyru
JIEKapCcTBa, NOBJIMABAILM KOCTHATA CTpyKTypa n MmuHepanuzauusi, ATC xox: M05BX04

Osqay e 61onornyHo NoA00eH JekapcTBeH NpoayKT. [lonpobHa nHpopmanus e
npeaocTaBeHa Ha yeOcaiiTa Ha EBporielickaTa areHius mo jJeKapcTBara
https://www.ema.europa.eu.

Mexanu3bpM Ha IelCTBUE

Jleno3ymab e 4oBeIKO MOHOKIOHATHO aHTUTs10 (Ig(G2), KoeTo mpHLeIHo ce CBbpP3Ba C
BHUCOK aduuuTeT U cnermbuaHocT ¢ RANKL, nmpenoTBpatsiBaiiku akTHBUPAHETO Ha HETOBUS
peuentop RANK, pa3mnonoskeH mo moBbpPXHOCTTA Ha OCTEOKIACTHUTE IPEKYPCOPH U
OCTEOKJIACTUTE.

[IpenorBparaBaneTo Ha B3aumoaericTBuero RANKL/RANK naxubupa obpasyBaneTo Ha
OCTEOKJIACTH, TSAXHATa (PYyHKIMS U )KU3HECTIOCOOHOCT, HaMaJIABallKM 110 TO3M HAYMH KOCTHATa
pe30pO1rs B KOPTUKATHUTE U TPAOEKyIapHUTE KOCTH.

dapmakoguHaMUYHU ehEeKTH

Jledenueto ¢ feHo3yMabd Obp30 HaMaIsIBa CTENIEHTa Ha KOCTEH OOMEH, TOCTUTAKH 3a 3 THU
Hal-HUCKaTa CTOWHOCT Ha MapKepa 3a KocTHa pe3opoius, cepyman 1 C-renonentuan (CTX)
(85% namansBaHe), ChC 3ama3BaHe Ha HAMAJICHUETO B PaMKUTE HA J030BUS MHTEpBaJ. B kpas
Ha BCEKH J1030B HHTEepBaJl HaMassiBaHeTo Ha CTX e yacTU4IHO 10-cj1ab0, B CpaBHEHUE C
MaKCHMaJTHOTO HaMajeHue oT > 87% o mpubnmsurenHo > 45% (auamaszon ot 45-80%),
KOETO OTpa3siBa 00paTUMOCTTa Ha €PEKTUTE HA EHO3yMad BBPXY KOCTHOTO PEMO/ICITHUPAHE
CJie]l IOHIKaBaHe Ha CepyMHUTE HUBA. Te3u epekT ce moaappKaT ¢ HEMPEKbCHATO
JedeHue. Mapkepure 3a KocTeH 0OMeH OOMKHOBEHO JOCTUTAT HUBATa IPEIU JICYCHUETO 9
Mecella cle/1 mociieHara 1o3a. [Ipu moBTOpHO 3amouBaHe Ha JIeHO3ymMal, HaMallIBaHEeTO Ha
CTX e cxomHO ¢ TOBa, Ha0OJI01aBaHO MPH MAIMEHTH, KOUTO 3aM04BaT JICUCHUE C JICHO3yMa0
3a MbPBU MBT.

HmyHOreHHOCT
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu/

AHTH-IeHO3yMa0 aHTUTeNa MOXKE 1a C€ pa3BUAT 110 BpeMe Ha JiedeHue ¢ JeHo3yma0. He e
HaOJr01aBaHa sIBHA KOPEJIalus MEXIY Pa3BUTHETO Ha aHTUTENA U (apMaKOKMHETHUKATA,
KJIMHUYHHS OTTOBOP MJIM HEKEIAHUTE ChOUTHS.

Knmanyna eukacHOCT ¥ 0€30IIaCHOCT MPH JKEHHU B ITOCTMEHOMAy3a ¢ OCTE0Iopo3a

EduxacHocTTa 1 6e30macHOCTTa Ha ICHO3YyMa0, IprJIaral Ha BCeKH 6 Mecelia 3a mepuoj ot 3
TOJIMHY € U3CJIe[IBaHa MpH >KEHU B mocTMeHonay3a (7 808 ;xeHu Ha Bb3pact ot 60 10 91
roauHy, 23,6% oT KOUTO ca UMaliu IpeodagaBamio GpakTypHu Ha MPELUICHUTE), C U3XOIHU
T-ckopoBe 3a KOCTHa MUHepasiHa MIbTHOCT (BMD) Ha myMOanHu npenuieHy uiv Ha
Tazo0eapenHa craBa Mexay —2,5 u —4,0 u cpegHa aOCOMIOTHA BEPOSITHOCT 32 PpaKTypa B
pamkure Ha 10 ronunu - 18,60% (auamazon: 7,9-32,4%) 3a ronsiMa OCTEONMOPOTHUIHA
bpaxtypa u 7,22% (nuanazon: 1,4-14,9%) 3a ppakrypa Ha Tazo0eapeHara craBa. JKenu c
IpyTH 3200JISIBAaHUS MITM KOUTO Ca Ha JICUEHUE, KOETO MOXKeE J1a TIOBIIUsAE KOCTHUTE, ca OUITN
M3KJIIOYEHHU OT TOBa MpoyuBaHe. JKeHuTe ca moyrydaBaiy €KeTHEBHO JOOABKU ¢ KaJIUi (Ha-
manko 1 000 mg) u Butamun D (Hait-manko 400 IU).

Edhexm 6vpxy ¢ppaxmypume na npewinenume
JleHo3yma0 3HaYMTETHO HaMaJlsiBa pUcKa OT HOBU ()paKkTypH Ha MpeuuieHUTe Ha 1-Ta, 2-Ta 1

3-ta ronuHna (p < 0,0001) (Bxk. Tabnuna 2).

Ta6auna 2. EQekTsT Ha 1eHO3yMad BbPXY PHCKA OT HOBH (PaKTypH Ha NpellJIeHNTe

[Tporent Ha xxenute ¢ ppaxrypu (%) | Hamanssane na | HamansBane Ha
[Tnane60 Jleno3ymab aOCOJIIOTHUS PUCK | OTHOCUTEITHHS
n=23906 n=3902 (%) puck (%)
(95% CI) (95% CI)
0-1 romuua 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 roguuu 5,0 1,4 3,5(2,7,4,3) 71 (61, 79)**
0-3 ronuHH 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*

*p <0,0001, **p <0,0001 — excrutopaTopeH aHanmu3

Edhexm evpxy ¢ppaxmypume na mazobeopenama cmasa

JHenozymab nokassa 40% otHocutenno HamansBane (0,5% HamansiBaHe Ha aOCOTIOTHUS
PHCK) Ha pUCKa OT pakTypa Ha Tazo0eApeHara craBa 3a nepuoj ot 3 roxunu (p < 0,05).
YecroTara Ha ¢ppakTypuTe Ha TazobeapeHara ctasa € 1,2% B muianedo rpymnara, B cpaBHEHUE
¢ 0,7% B rpymnara Ha 1eH03yMal 3a 3 TOUHMU.

B nocnenBamuys aHanu3 npu )KeHU > 75 ToJUHU € HabmogaBano 62% HamalsiBaHe Ha
OTHOCHUTEINIHUS pUCK ¢ feHo3yMal (1,4% HamansBaHe Ha abcomtoTHUS puck, p < 0,01).

Egexm 6vpxy 6cuuxu KIuHUYHU Gppakmypu
Jleno3ymab 3HauMMO HamajsiBa PpaKkTypuTe IPU BCUUKH BUIOBE/TPYNH HpaKkTypH (BX.

Tabnuma 3).

Taoauna 3. E¢ekTbT Ha 1eHO03yMa0 BbPXY PUCKA OT KJIMHUYHU (PPAKTYpPH 32 3 rOAMHU

[IpoueHT Ha )KeHUTE ¢

bpakTypu
(%)

HamansBane Ha
a0COIIOTHUS PUCK

(%)

HamansBane Ha
OTHOCHUTCIHHUA pI/ICK

(%)
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[Mnane6o | denozymabd n | (95% CI) (95% CI)
n=3 =3902
906
Kakaro u na e 10,2 7,2 2,9 (1,6, 4,2) 30 (19, 41)***
KIMHAIYHA QpakTypa’
Kmuanuna dpakrypa 2,6 0,8 1,8 (1,2,2,4) 69 (53, 80)***
Ha MPENUICHUTE
Henpennenna 8,0 6,5 1,5 (0,3, 2,7) 20 (5, 33)**
tpaxrypa’
lomsima 6,4 5,2 1,2 (0,1, 2,2) 20 (3, 34)*
HETpEIICHHA
dpakrypa’
Ionsma 8,0 5,3 2,7 (1,6, 3,9) 35 (22, 45)***
OCTEOMOPOTUYHA
tpaxrypa*
*p <0,05, **p =0,0106 (8mopuuna xpavina mouka, 8Ki04eHa NPuU KopusUpaue 3da
MHOIHCECBEHOCNT),
**%*p <0,0001

" Yecrora Ha choutusara o Kaplan-Meier 3a 3 roaunu.

! Bkmoupa kMHUYHYE (QPAKTypH Ha IPELLIEHUTE H HENpENIeHHU (PaKTypH.

2 MskmouBa Te3u Ha NpelLIeHuTe, Yeperna, TULIeTo, MaHauOyJ1aTa, MeTaKapalHUuTe KOCTH 1
(anaHTUTE Ha IPBCTUTE HA PBIETE U KpaKara.

3 BxmouBa Tasa, AUCTajleH GpeMyp, IPOKCHUMaIHa THOHs, pebpa, HpOKCHMaleH XyMepyc,
NPEIMHIITHHUIIA U Ta300epeHa CTaBa.

* BkmrouBa KIMHMYHU (PaKTypH Ha NpelUIeHUTe, Ta300epeHa CTaBa, MPeIMHIIHHUIA 1
dbpaktypu Ha Xymepyc, onpeneneHu mo C30.

[Tpu sxenn ¢ m3xomna BMD < -2,5 na muiikata Ha emypa, 1eHo3ymad HamalsBa pucka ot
HenpenuieHHH (pakTypu (35% HamansBaHe HAa OTHOCUTETHUS pUCK, 4,1% HamarnsBaHe Ha
abcomoTHUS pHCK, p < 0,001, eKcrIopaTopeH aHau3).

HamansBaneTo Ha yecToTaTa Ha HOBU ()PaKTypH HA MpeNuIeHUTE, ppakTypu Ha
Tazo0eapeHara craBa M HEMpeUUIeHHH (ppakTypH dpe3 AeH03yMal 3a 3 TOUHH € TIOCTOSHHO,
HE3aBHCUMO OT M3XOIHUS PHUCK 32 GpakTypH B paMkuTe Ha 10 roguHu.

Edhexm 6vpxy kocmuama munepanna nivmHocm

Jeno3ymab 3HauuTenHo yBennuasa BMD Ha BCHUKM KIMHUYHO U3MEPEHH MECTa, CIIPSIMO
iane6o Ha 1-Ta, 2-ta u 3-ta rogunu. [leno3zymab ysennuasa BMD ¢ 9,2% na mymbannuTte
npenuienu, ¢ 6,0% Ha TazobenpeHara crasa, ¢ 4,8% Ha mmiikaTta Ha hemypa, ¢ 7,9% Ha
TpoxaHTepa Ha OeapeHaTa KocT, ¢ 3,5% Ha aucranHata 1/3 Ha panuyca u ¢ 4,1% Ha usnoro
TsJ10 32 iepuot oT 3 roguuu (Bcuuku p < 0,0001).

[Ipu KTUHUYHYU U3NUTBAHUS, U3CIEIBAIIN €PEKTUTE OT IPEKbCBAHETO HA 1eH03yMad, BMD
ce Bpbla KbM CTOMHOCTH, TPUOIU3UTEIHO 10 HUBATA IPEIH JICUEHUETO U OCTaBa I0-BHCOKA
OT Ta3M NpH I1anedo 3a mepuoj oT 18 mecena cinex nocaenHaTa 103a. Te3u JaHHU NOKa3Bar,
Ye ce Hajara poJbJDKUTENHA Tepanus ¢ 1eH03yMal 3a NoJAbpKaHe Ha eeKTa Ha
JekapcTBeHUs MpoayKT. [IToBTOpHOTO 3amouyBaHe Ha JIeHO3yMab BOJIM /10 YBEJIMYaBaHE Ha
BMD, cxoaHO ¢ TOBa IpH MbPBOHAYAITHOTO MpHJIaraHe Ha JI€HO3yMao.

Omeopeno pazuupero npoyueane npu jedeHue Ha 0Cmeonoposa 8 NOCMMeHONay3a
06110 4 550 xenu (2 343 na nenozymad u 2 207 Ha muiane6o), KOUTO ca IPOIyCHAIN HEe

IMOBEYC OT €AHA A103a OT U3NIUTBAHUA IIPOAYKT B OCHOBHOTO IIPOYYBAHE, OIMUCAHO I10-IrOpe, U
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Ca 3aBbPUINJIM TPOYUBAHETO C BU3UTATA HA 36-TUA MECEll, Ca BKIIOYECHH B 7-TOJUIIHO,
MHOTOHAIIMOHATHO, MHOTOI[EHTPOBO, OTBOPEHO PA3IIMPEHO MPOYYBAHE C €HO PaMo, 3a
OIICHKA Ha JBJITOCpOYHATa 0€30MacHOCT U e(h)UKACHOCT Ha IeHO3yMal. Bcuuku sxeHu B
Pa3UIMPEHOTO MPOYUBAHE € TPSOBAIO Ja MoJydaBar JeHo3yMad 60 mg Ha Bceku 6 Mecera,
KaKTO M €KEIHEBHO Kanuuii (Han-manko 1 g) u Butamun D (Haii-manko 400 [U). O6mo 2 626
ydacTHUIM (58% OT 'KEHUTE, BKIOYEHH B pa3LIMPEHOTO IPOYUYBaHE, T.€. 34% OT XKEeHUTE,
BKJIIOUEHU B OCHOBHOTO MPOYYBAHE) Ca 3aBbPIIMIN PA3IIUPEHOTO MPOYYBAHE.

[Ipu naruenTH, JIeKyBaHu ¢ IeHO3yMa0 B npoabnkeHue Ha 10 rogunu, BMD ce e yBenuunna
CIPSIMO U3XOJHOTO HUBO B OCHOBHOTO IpoyuBaHe ¢ 21,7% nHa nmymOannure npenuienu, 9,2%
Ha Ta3zo0eapeHaTa crapa, 9,0% Ha muiikara Ha dpemypa, 13,0% Ha TpoxaHTepa Ha OeapeHaTa
KocT u 2,8% Ha nuctanHara 1/3 Ha paguyca. Cpennusat BMD T-ckop Ha mymOanHuTe
MPENUIEHU B Kpasi Ha MPOy4YBaHETo € —1,3 mpu NaluueHTUuTe, JEKyBaH! B NpoabkeHne Ha 10
TOJIHU.

YecroTaTa Ha ppaKkTypuTe € OLIEHEHA KaTo KpaifHa Touka 3a 0e30macHOCT, HO epukacHOCTTa
P TIPEIOTBpaTsABaHE Ha (DpaKTypu HE MOXKE J1a ObJIe M3UMCIIeHA TTOPAId BUCOKHS Opoit
MPEKbCBAHUS M OTKPUTHS JU3aliH Ha Mpoy4yBaHeTo. KyMmynaTuBHaTa 4ecToTa Ha HOBU
bpakTypu Ha MpENICHUTE U HEMPEeUUIeHHN (QPaKTypH € ChOTBETHO 0koJio 6,8% u 13,1% mpu
NalMeHTH, OCTaHAJIM Ha JIeYeHHeE ¢ IeHo3yMal B mpoabpkenue Ha 10 rogunu (n =1 278).
[TaruenTHTE, KOUTO HE Ca 3aBBPIIMIIM IPOYUBAHETO MOPAIN HIKAKBa MPUYMHA, Ca UMAJU T10-
BHCOKa 4ecToTa Ha (paKTypH IO BpeMe Ha JICUEHHUETO.

[To BpeMe Ha pa3mIMpPeHOTO MPOYyYBaHE ca Bh3HUKHAIIM TPUHAJECET JOKA3aH! CIIydas Ha
octeoHekposa Ha uentoctta (OHY) u 1Ba qokazanu ciiydast Ha aTUIMIMYHA (PpakTypH Ha

OenpeHara KOCT.

Kimanuna edukacHoCT 1 0€30MACHOCT MPU MBXKE C OCTEOIOPO3a

Eduxacnoctra u 6e30macHocTTa Ha IeHO3yMal, puilarad BeJHbK Ha BCEKU 6 Mecera 3a
nepuoj ot 1 roanHa, € mpoyueHa npu 242 mbxe Ha Bb3pacT oT 31 10 84 roaunu.
Vyactaunure ¢ eGFR < 30 ml/min/1,73 m? ca GWiIM U3KIIOUEHH OT M3IMUTBAHETO. Beuukn
MBXKE ca IMOJTydaBalld €XKETHEBHO 00aBKu ¢ Kamui (Haii-manko 1 000 mg) u Butamun D
(naii-manko 800 IU).

[IppBHYHATA MPOMEHIIMBA 32 €PUKACHOCT € MpolleHTHaTa npomsiHa B BMD Ha imymOanHuTe
MpenuUieH!, eUKACHOCTTA 110 OTHOIIIEHHE Ha (PpaKTypHUTE HE € olleHeHa. JleHo3ymab 3HaYrMMOo
yBenuyasa BMD Ha BCHUKH KIMHUYHO U3MEPEHHU MeCTa CIpsiMo miaredo Ha 12 mecena: ¢
4,8% na nymbanuuTe npenuieHy, ¢ 2,0% Ha 1510 6eapo, ¢ 2,2% Ha mmiikaTta Ha pemypa, ¢
2,3% Ha TpoxaHTepa Ha Oeapenara koct u ¢ 0,9% nHa aucrannata 1/3 Ha pannyca (Bcuuku p <
0,05). deno3ymab yBennuaBa BMD Ha myMOamHUTE IPENIICHN CIPSIMO U3XOIHOTO HUBO MPHU
94,7% ot mpbxkere Ha 1-Ta roanHa. 3HaUUTENHO yBenuueHne Ha BMD na mymOannute
MpenuIeH!, Ta300eApeHara cTaBa, uiikara Ha (pemMypa u TpoxaHTepa Ha OejpeHara KocT €
HabmoaBaHo 110 6-ust mecer (p < 0,0001).

KocTHa xucronorus IOpH )KCHHU B TOCTMCHOIIAY3a U MBKE C OCTCOMOPO3a

Kocthara xucrosorus € oleHeHa rnpu 62 »eHu B MOCTMEHOMay3a C 0CTE0Nop03a Ui ¢ HUCKA
KOCTHA ITBTHOCT, KOUTO HE ca OWJIM JICKYBAaHHU 32 OCTEONOPO3a WM Ca MPEMUHAIINA OT
IpeIIecTBalla Tepanus ¢ aleHAPOHAT KbM IMOCIIEBAIIA TEPAUs C ACHO3yMab 3a Mepuol OT
1-3 rogunu. [leTaeceT u 1eBET KEHU ca y4acTBAJIU B MOJU3MMTBAHETO 3a KOCTHA OMOTICHS HA
24-us mecetn (n = 41)
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n/unu 84-us Mecenl (n = 22) OT pa3mIMpeHOTO MPOyIBaHE IIPH JKEHH B TTOCTMEHOIIay3a ¢
ocreornopo3a. KocTHata XMCTONOTHS € OIIeHEeHa ChIIO U IPpH 17 MBXkKe ¢ 0cTeonopo3a ciex
€/IHa TO/IMHA JIYeHHUE ¢ AeH03yMal. PesynraTute oT KOCTHUTE OMOTICHH MTOKa3BaT KOCTH C
HOpMAaJTHa CTPYKTYpa U Ka4yecTBO, O€3 NaHHU 3a JeEeKTH B MUHEpaIu3aIusaTa, 0e3 Hezpsiia
KOCT WiIu (puOpo3a Ha KOCTHHSI MO3BK.

XuctoMoppOMETPUIHUTE HAXOAKHU B PA3IIMPEHOTO MPOYYBAHE MPH JKEHU B TIOCTMEHOIIAy3a C
OCTEOIIOpO3a MOKa3BaT, Ue aHTUPE30POTUBHUTE €PEKTH HA IEHO3yMa0, U3MEPEHH Upe3
AKTUBHpAHE HA YECTOTaTa U CTETNICHTa Ha KOCTHO 00pa3yBaHe, Ce 3ama3Bar ¢ TeUeHUe Ha
BPEMETO.

Knnanuyga edhkacHOCT M 0€30I1aCHOCT IIPU IMAIIMEHTH ChC 3ary0a Ha KOCTHO BEILIECTBO,
CBBD3aHO C OTHEMAHE HA aHIPOTrESHU

EduxacHoctra 1 6e30macHOCTTa Ha IeHO3yMa0, IPUIIOKEH BEAHBXK Ha BCEKH 6 Mecera 3a
HepuoJ OT 3 TOAMHU € U3CieBaHa IIPU MBXKE C XUCTOJIOTUYHO I0Ka3aH HEMETacTaTHueH
KapIMHOM Ha mpocraTtara, nonydaBamu ADT (1 468 mbixe Ha Bb3pacT 48-97 roannn), KOUTO
ca M3JI0)KCHH Ha TMOBHIIICH PUCK OT (pakTypH (ompeaeneH karo > 70 roguau, win < 70
roguau ¢ BMD T-ckopoBe Ha mymOainHUTE MpENUIeHd, Ta300eIpeHaTa cTaBa Win IIniKkaTa Ha
dbemypa < -1,0 um anaMmHe3a 3a OCTeonopoTuyHa ppaktypa). BCHUKH MBbKe €KETHEBHO ca
MoJTy4aBajy 100aBKa ¢ KAl

(mait-manko 1 000 mg) u Butamuu D (Haii-manko 400 IU).

Jeno3ymab 3naunmMo yBennuaBa BMD Ha BCHYKM KIMHUYHO U3MEPEHHU MECTa, B CPAaBHEHHUE C
rtane0o 3a nmepuos ot 3 roauHu: ¢ 7,9% Ha myMOalHUTe TpenuieHy, ¢ 5,7% Ha
TazobenpeHara crasa, ¢ 4,9% Ha muiikaTta Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha GeapeHaTa
KOCT, ¢ 6,9% Ha nucrannara 1/3 Ha paguyca u ¢ 4,7% Ha 1smoTo Tso (Beuuku p < 0,0001). B
MPOCIEKTUBHO IUIAHUPAH €KCIUIOPATOPEH aHaIu3 3HaYUMO yBennueHnne Ha BMD nHa
JTyMOaTHHUTE TpelUICHH, Ta300eIpeHaTa crTaBa, iikara Ha (eMypa u TpoxaHTepa Ha
OenpeHara KOCT ce HaOmroaBa 1 Mecer| ciie; HadaJlHaTa J03a.

JleHo3yMab moka3Ba 3Ha4YMMO HaMaJIIBaHE Ha OTHOCUTENIHUS PUCK OT HOBU (ppakTypu Ha
npenuienute: 85% (1,6% HamansBane Ha abcomoTHHS pucK) 3a 1 roquHa, 69% (2,2%
HaMaJlsiBaHe Ha aOCOMIOTHUS pUCK) 3a 2 ronuHu U 62% (2,4% HamansBaHe Ha aOCOTIOTHUS
puck) 3a 3 ronunu (Bcuuku p < 0,01).

Kimmanuna edukacHoCT 1 0€30MACHOCT MMPU HAMEHTH ChC 3ary0a Ha KOCTHO BEIECTBO,
CBBP3aHO C AJIOBAHTHA TEPAINA C apoMaTa3eH MHXUOUTOD

EduxacHocTTa 1 6e30macHOCTTa Ha ICHO3yMa0, IPHIIOKEH BEIHBK Ha BCEKU 6 Mecera 3a 2
TOJIMHY, ca U3CIICABAHM IIPH JKEHU C HEMETAaCTaTHUeH KapIIMHOM Ha MIJIeYHaTa *xie3a (252
JKeHU Ha BB3pacT 35-84 roaunan) u uzxogau BMD T-ckopore mexay —1,0 1o —2,5 Ha
JTyMOaTHHUTE TpEIUICHH, Ta300eIpeHaTa cTaBa Uil muiikaTa Ha 0eapoTro. Benuku sxeHu
€XETHEBHO ca MojydaBanu qo6aBka ¢ kanuid (Hai-manko 1 000 mg) u Butamun D (Haii-
Mmasiko 400 IU).

[IppBHYHATA TPOMEHIMBA 32 €PUKACHOCT € POMsIHA B IpouieHTuTe Ha BMD Ha mymbanuuTte
MpenuieH!, ehUKACHOCTTA 10 OTHOIIIEHUE Ha (PpaKTypuUTe HE € olleHeHa. JleHo3ymab 3HaurMMo
yBenuyasa BMD Ha BCHUKH KIIMHUYHO U3MEPEHU MECTa, B CpaBHEHHE ¢ T1anedo 3a 2
roauHu: ¢ 7,6% Ha JiyMOaHUTE MpenuieHH, ¢ 4,7% Ha TazobenpeHara ctasa, ¢ 3,6% Ha
muiikara Ha pemypa, ¢ 5,9% Ha TpoxaHTepa Ha GenpeHara KocT, ¢ 6,1% Ha aucrannata 1/3
Ha paauyca u ¢ 4,2% Ha 1soto Tso (Bewuku p < 0,0001).
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Jleduenue Ha 33FV63 Ha KOCTHO B€IIECTBO, CBbP3aHa ChbC CUCTEMHA I'N'TIOKOKOPTHKONIHA
TCcpanud

Eduxacnoctra u 6e3omacHocTTa Ha IeHO3yMab ca u3cneaBanu npu 795 nauuentu (70%
xeHu 1 30% mbxke) Ha Bb3pacT oT 20 1o 94 ronuuu, ieKyBaHu ¢ > 7,5 mg JHEBHO MepopaieH
MPEAHU30H (MJIK HETOB €KBUBAJICHT).

[Ipoyuenu ca 1Be MOANOMYJIAMHU: TPOABLKABAILM TTIIOKOKOPTUKOMIHA Tepanus (= 7,5 mg
JHEBHO NPEIHNA30H WM HETOB €KBUBAJICHT 3a > 3 Mecela Npeay BKIYBAaHE B IPOYYBAHETO;
n = 505) u 3an0uyBay MIFOKOKOPTUKOUAHA Tepanus (= 7,5 mg NHEBHO NPEAHU30H WU HETOB
eKBUBAJIEHT < 3 Mecela IpeaIn BKI0YBaHe B MpoyuBaHeTo; n = 290). [TanuerTure ca
pannomusupan# (1:1) qa momyyasat wim geHo3ymad 60 mg MOJKOKHO BEAHBXK Ha BCEKH O
Mecela, UM epopajieH pU3eIpoHaT 5 mg BEAHBXK JHEBHO (AKTHBHA KOHTPOJIA) 3a 2 TOJUHH.
[TarmenTHTE MOTyYaBaT €XKeIHEBHO 100aBKu ¢ Kannuii (Haii-manko 1 000 mg) u Butamud D
(mait-manko 800 IU).

Egexm evpxy kocmnama munepanna nivmuocm (BMD)

B noanomynanusita, mpobibKaBalia rIFOKOKOPTUKOUIHA Tepanus, IeH03yMal moka3Ba 1o-
royisiMo yBenudenne Ha BMD Ha mymOanHuTE IpenieHd, B CpaBHEHUE C pu3eapoHar Ha |
roauHa (neHo3ymao 3,6%, puszeaponat 2,0%; p < 0,001) u Ha 2 roguau (neHozymad 4,5%,
pusenpoHat 2,2%; p < 0,001). B noanonynamnusiTa, 3ano4ysaiia riitoOKOKOPTUKOUIHA TEPaIus,
JeHo3yMal MOoKa3Ba Mo-roysiMo yBenundenne Ha BMD Ha mym0OanHuTe npenuieHy, B
CpaBHEHHUE ¢ puszenpoHar Ha 1 roguna (nenosymab 3,1%, puzeaponar 0,8%; p <0,001) u Ha 2
roguHu (neHo3ymao 4,6%, puzenponat 1,5%; p < 0,001).

OcBeH TOBa, 1IeHO3yMal MMOKa3Ba 3HAYUTEIHO MO-TOJISIMO CPETHO MPOLEHTHO YBEJIUYCHNE Ha
BMD ot u3xogHuTe CTOMHOCTH, B CPaBHEHUE C PU3EIPOHAT, HA Ta300eApeHaTa CTaBa,
muiikara Ha (heMypa U TpoxaHTepa Ha OeapeHara KocT.

[IpoyuBaneTo HE € C MOIIHOCT 3a JIEMOHCTPHUPaHe Ha pa3nuka npu ppakrypure. Ha 1 ronuna
yecToTaTa Ha HOBa peHTreHorpadcka gpakTypa Ha npenuieHuTe cpes yuactouuute e 2,7%
(menozyma0) cripsimo 3,2% (pusenponar). [Ipu ydacTHULIMTE YecTOTaTa Ha HeBepTeOpaiHa
dpaxtypa e 4,3% (nenozymad) cupsamo 2,5% (puzeaponat). Ha 2 roquHu cboTBETHUTE
ctoiiHocTH ca 4,1% cupsamo 5,8% 3a HOBH peHTreHorpadcku BepTedpannu ¢ppaktypu u 5,3%
capsimo 3,8% 3a HeBepTeOpanuu ¢ppaxtypu. [loBedero ot ¢ppakTypute ce HabII01aBaT B
MOMOMYJIAIMATA, TPOIBIKABAIIA C TTIOKOKOPTHKOUTHA TePaITHsl.

HGI[I/IaTDI/I‘IHa nomnyJjaanusa

[IpoBeneno e npoyuBane ¢ eqHo paMo (asa 3 3a olieHKa Ha eUKacHOCTTa, O€30MaCHOCTTa U
(apMaKOKUHETHKATA TIPH JIETa C osteogenesis imperfecta Ha Bb3pact oT 2 1o 17 ronuHwy,
52,3% ot mbxku o, 88,2% ot Osinara paca. O61mo 153 ygacTHUIIM TbPBOHAYATHO
MoJTy4aBaT MOJIKOXKHO (S.c.) meHo3ymad 1 mg/kg no makcumym ot 60 mg, Ha Bceku 6 mecerna
3a 36 mecena. lllecTneceT yyacTHUIIM IPEMUHABAT Ha MPHUJIaraHe HAa BCEKU 3 Mecela.

Ha mecen 12 npu npunarane Ha Bceku 3 Mecella, cpeJiHaTa IpoMsiHa 10 METo/a Ha Hal-
Mmaikute kBaaparu (LS) (cranmaptHa rpemika, SE) oT u3xomanoto HuBo Ha BMD Z-ckopoBere
3a TyMOaJIHHs CerMeHT Ha rpbOHauHus ctwi6 e 1,01 (0,12).

Haii-uecture HexenaHu cbOUTHS, CHOOIIEHH 110 BpeMe Ha MpUiIarane Ha BCeKH 6 Mecena, ca

aptpanrus (45,8%), 6onka B kpaitHuk (37,9%), 601ka B repoa (32,7%) u XunepKaiuypus
(32,0%). Xunepkanuemusi ce ChOOIIaBa 1o BpeMe Ha Ipuiiarane Ha Bceku 6 mecena (19%) u
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Bceku 3 mecena (36,7%). Cepro3Hu Hexenanu cbOuTUs Ha xunepkanuuemus (13,3%) ce
ChOOIIABAT MO BpeMe Ha MpuIaraHe Ha BCEKH 3 Mecela.

B pasmmupeno npoyuBane (N = 75) cepno3HU HEXETaHU CHOUTHS Ha XUIIEPKATITHEMHUS
(18,5%) ca nabmronaBanu Mo BpeMe Ha MpujaraHe Ha BCEKH 3 Mecella.

[IpoyuBanusTa ca MpEeKpaTCHN MPEKIEBPEMEHHO NTOPaId Bh3HUKBAHE Ha
JKUBOTO3acTpalaBamu C’[>61/ITI/I$I " XOCIUTalIn3aluu, IbJIKAlU CC Ha XUTICPKAJIIUCMUA (B)K.
Touka 4.2).

B enHO MHOTOIIEHTPOBO, PAHIOMH3UPAHO, IBOMHOCIAIO, M1a11e00-KOHTPOIUPAHO,
napajieJIHo- TpyIoBO MPOYyYBaHE, IPOBEICHO NpH 24 nmeAuaTpuyHU NAUEHTHU C
TITIOKOKOPTUKOUA-UHAYIIMPaHa OCTEONOpo3a Ha Bb3pacT OoT 5 10 17 roauHu, olieHsaBaIio
IpOMsIHATa OT U3XO0AHOTO HUBO HA BMD Z-ckopa 3a myMOaimHus CerMEHT Ha TpbOHAYHUS
CTHJIO, 6€30MacHOCTTa U €(PUKACHOCTTA HE Ca YCTAHOBEHH M CIIEOBATEIIHO ACHO3yMab He
TpsiOBa J1a ce M3MOJ3Ba 332 TOBA MOKA3aHHUE.

EBporeiickara areHIys mo JeKapcTBara 0CBOOOK1aBa OT 33 IbJDKEHUETO 3a IPEIOCTABSIHE Ha
pe3ynTaTuTe OT MPOYyYBaHUATA C IEHO3yMal BbB BCUUKH MOATPYNH Ha NleAUaTpUYHATa
MOITyJIaIKs 32 JISYeHHEe Ha 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C a0JaTHBHA TEparusl C
MOJIOBM XOPMOHHU U B MOATPYIIM Ha MeauaTpUyHaTa MOMyJaus Ha Bb3pacT Mo 2 TOJUHH 32
JiedeHre Ha ocTeornopo3a. Bmkre Touka 4.2 3a nuHopManus OTHOCHO ynorpebda B
neauaTpusTa.

5.2 ®dapmakoKMHETHYHH CBOICTBA

AOGcopOuus

Crnen moaKokHO TIpriiokeHue Ha jo3a 1,0 mg/kg, KoaTo ChOTBETCTBA Ha pa3pellieHara 03a
60 mg, excio3unusTa Ha 6azara Ha AUC e 78%, B cpaBHEHHE C HHTPABEHO3HO MPUIIOKEHUE
MIPHY CBHIIOTO 1030BO HUBO. [Ipy Moako)kHO npuiioxkeHue Ha 60 mg, MaKCUMaIHU CEPYMHHU
KOHIIEHTpauuu Ha 1eH03yMa0 (Cmax) 6 pg/ml (rpanumm 1-17 pg/ml) ce nocrurar 3a 10 nau
(rpanunu 2-28 nHM).

Buorpancdhopmarims

KaTto ecrecTBeH nMyHOTI00Y/IMH, 1eHO3yMal ChAbpkKa caMO aMUHOKHCEITMHA 1
BBIJIEXUAPATH U € MAJIKO BEPOSITHO J1a Ob/ie SIMMUHHUPAH Ype3 YepHOAPOOEH METa00IU3bM.
OuaxBa ce HErOBUAT MeTab0JIM3bM U EITMMUHHUPAHE J1a CIeBaT IbTUINATA Ha KJIMPBHC Ha
UMYHOTJIOOYJIMHUTE, BOJICIIHN J0 pa3rpaxIaHe 0 MAJIKU NENTUIU U OTJCITHU
aAMHUHOKHCEIINHH.

EnumMunupane

Crnen Cmax, CEpyMHUTE HUBA HaMaJsBaT C MOJIYKUBOT 26 AHU (TpaHUIM 6-52 1HU), 32 IEpUOJ
ot 3 mecena (rpanunu 1,5-4,5 mecena). [Ipu nernecet u Tpu nporenta (53%) OT manueHTuTe,
6 Mecera ciefi mocjieaHaTa J103a, HsiMa U3MEpUMHU KOJIMYEeCTBa IeH03yMa0.

[Ipy MHOTOKpPATHO MOJKOKHO MpUIIokKEeHUE Ha 60 mg BEHBK Ha BCEKH 6 Mecela, He ce
Ha0Jr0/1aBa KyMyJIMpaHe WK IPOMsIHA BbB (papMaKOKMHETHKATa Ha JIEHO3yMad BbB BPEMETO.
dapMakOKMHETHKATa Ha IEHO3yMal He ce MOBIHABAa OT 00pa3yBaHETO Ha CBbP3BAIlU
aHTHTENa C IeHO3yMal U € CXO/IHa MPU MbXe U )KeHu. Bb3pactra (28-87 ronunm), pacara u
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CTaaus Ha 3a00JIABaHeTO (HUCKA KOCTHA Maca WJIM OCTEOIopo3a, KapIIMHOM Ha IpocTaTaTa
WM Ha MJIEYHATa )kJie3a) He MOKa3BaT 3HaUMMO Bb3JICHCTBHE BbPXY (papMaKOKMHETHKATa Ha
JIeHO3yMao.

HabmronaBa ce TeHeHIus 3a Bpb3Ka MEX/1y O-BUCOKOTO TEJIECHO TEIJIO U MO-HUCKATa
excno3unus, 6azupana Ha AUC u Cmax. Ta3u TenneHus obaye, He € OTYETEHA KaTo
KJIIMHWUYHO 3HAYUMa, Thil KaTo papMaKoAMHAMUIHUTE ePeKTH, Oa3upaHu Ha MapKEPHUTE 3a
KOCTEH OOMEeH U yBennueHreTo Ha BMD ca moCTOSHHH B IIMPOKH I'PAaHUIIM Ha TEIECHOTO
TErJo.

JIMHEeNHOCT/HEMMHENHOCT

B npoyuBanmus 3a onpenesnsHe Ha jg03aTa, IEHO3yMad MoKa3Ba HEJIMHEHHA, 10303aBUCUMA
(dhapMaKOKHMHETHKA, C TO-HUCHK KIMPBHC TIPU MTO-BUCOKH JJO3U WU KOHIICHTPAIINH, HO
MPUOJIM3UTEITHO TTPOTIOPIIMOHAIIHO Ha J103aTa MMOBUINIABaHE HA €KCIO3UIIUATA MPH 703U 0T 60
mg U MO-BHCOKH.

BuOpeuno yBpexaane

[Ipu mpoyuBaHe ¢ 55 manueHTy ¢ pa3IuyHa CTerneH Ha ObOpeyHa QyHKIHS, BKIIOUUTEIHO U
NalMeHTH Ha IMalin3a, CTENIeHTa Ha ObOPEeYHO yBpeKJaHe He TOBIHABA (PapMaKOKMHETHKATA
Ha JIeHO3yMao0.

YepHoapoOHO VBpEXKIaHE

He e mpoBexx1aHO KOHKPETHO MPOYYBaHE MPU MAIMEHTH ¢ YepHOAPOOHO yBpexaane. Kato
IS0 MOHOKJIOHAJTHUTE aHTHUTENA HE Ce SIMMUHUPAT ITOCPECTBOM YEPHOAPOOEH
metabonau3bpM. He ce ouakBa papMakoKHMHETHKATa Ha 1eHO03yMad Ja ObJie MOBIHSHA OT
YEPHOJPOOHO YBpPEKIAHE.

[legmaTpryHa DOITyJIaIys

Jleno3ymab He TpsOBa J1a ce U3IMOJ3Ba MPHY MeTUATPUIHH MOIyIanuu (BX. Touku 4.2 u 5.1).

B npoyuBane ¢aza 3 npu neguaTpudHM MAMEHTH C osteogenesis imperfecta (N = 153)
MaKCHMaJTHHUTE CEPYMHHU KOHIIEHTPAIIMU Ha IEHO3yMal ca HaOro1aBanu Ha jieH 10 B
paMKUTE Ha BCUUKHU Bb3pacToBU rpynu. [Ipu npunarane Ha Bceku 3 Mecela U Ha BCEKH 6
Mecera ce HabIto1aBa, 4e CPeITHUTE CEPyMHH Hali-HUCKU KOHIICHTPAIIMU Ha IEHO3yMal ca
MO-BUCOKHU TpH Jela Ha Bb3pacT oT 11 no 17 rogunu, a geuara Ha Bb3pacT OT 2 10 6 TOJAUHU
Ca C Hall-HUCKUTE CPEAHU HA-HUCKH KOHLEHTPALIUY.

5.3 IlpeakJMHUYHH JAHHU 32 0€30MACHOCT

B npoyuBaHus 3a TOKCHYHOCT IIPU €IHOKPATHO U MHOT'OKPATHO IIpUJIaraHe rnpu
JBJITOOTIAIIATA MaKaIli, 1034 1eH03yMao, Bojaemu 10 100 - 150 mpTr mo-rossmMa cucteMHa
€KCIO3MIIUS OT MPENopbUYUTEIHATA 1032 IPU X0pa, HAMAT e(heKT BbPXY ChpACYHO-ChA0BATA
busnonorusi, PepTUINTETa IPU MBKKUTE WIIH )KEHCKUTE M HE IMOKa3BaT crienupuIHa
TOKCHUYHOCT 32 Tapr€THU OPTaHHU.

CTaH,Z[apTHI/ITe TCCTOBEC 3a U3CJICABAHC HA TCHOTOKCUYHMA ITOTCHIIMA Ha I[GHOByMa6 HEC Ca
OLICHsABAaHU, THI KaTO TaKHWBa TECTOBE HE ca IMPUIIOKHUMHU IIPU Ta3l MOJICKYJIA. Bce ImakK,
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nmopaau €CTECTBOTO MYy € MAJIKO BEPOSATHO I[CHOSYM36 Ja UMa HAKaKbB IIOTCHIMAJI 3a
TCHOTOKCHYHOCT.

KapiuHoreHHUAT MOTEHIMA Ha ACHO3yMal HE € OIICHABAH IPU JABJITOCPOYHH TPOYUBAHHUS
[P JKUBOTHH.

[Tpu npenxMHUYHA Tpoy4uBaHus, npoBeaeHu npu knockout mumku 6e3 RANK mm RANKL
¢ Ha0JIr0JTaBaHO HapylIeHne Ha 0Opa3yBaHeTo Ha TUM(HM Bb3IM BB ¢eryca. HabmonaBana
€ CBHIIO JINIICA Ha JIAKTAIMs, B pe3yJITaT Ha MOATHCKAaHEe HA Ch3PSIBAHETO HA MJICYHATA XKJIe3a
(7100y710-aIBEOIAPHOTO pa3BUTHE HA )KJIe3aTa Mo BpeMe Ha OpeMeHHocTTa) pu knockout
muniky 6e3 RANK i RANKL.

[Tpu nmpoyuBaHe MpH ABIATOOMNAIATH MAaKalld, HA KOUTO € MPUJIOKEH JeHO3yMal 1o BpeMe Ha
NepuoJia, EKBUBAJICHTEH HA IbPBUS TpUMECTHp Ha OpeMeHHocTTa, ipu AUC ekcro3uiuu 10
99 mpTH TO-BUCOKH OT J103aTta mpH xopa (60 mg Ha Bceku 6 Mecena), HsMa JaHHH 3a
yBpexkaHe Ha Maiikata win ¢deryca. @ertanHure TuMGHU Bb3IU HE ca U3CJIEeIBaHH IIPH TOBA
IPOYyYBaHE.

[Tpu npyro mpoyuBaHe mpH IBJITOONAIIATH MaKalli, Ha KOUTO € MPHUJIOKEH AeH03yMab 1o
Bpeme Ha OpemeHHOCT npu AUC excno3unuy, 119 mbTH no-BUCOKH OT o3ata mpu xopa (60
mg Ha BCEKHU

6 Mecela), € UMajo MOBUIIABAHE HA MBPTBUTE PaXKIaHUS U MIOCTHATAIHATA CMBPTHOCT;
HapyIIeH KOCTEH PacTeX, BOJCII 10 HamalleHa 3[JpaBUHA Ha KOCTUTE, TOHMKEHA XeMaToIoe3a
¥ HETIPaBUJTHO MOJpekIaHe Ha 360uTe; Murca Ha nepudepHu muMQHN Bb3IU U 3a0aBeH
HEOHaTaseH pacTex. He e ycTaHOBEHO HUBO, IPU KOETO HE ce Ha0JI0/1aBaT HeXKeNlaH!
peakIiu 1o OTHOIEHHE Ha penpoaykiusTa. [llect mecena cinen paxxaaneTo, IPOMEHUTE
CBBP3aHH C KOCTHUTE Ca MOKa3aJIi 0OpPaTHO Pa3BUTHE U HE € HaOMoaBaH e(heKT BbPXY
NOHUKBaHETO Ha 360uTe. EpekTrTe BHpXY MTUMQPHUTE BH3JIM M HENPABWIHOTO MOAPEKIaHE HA
3p0MTE 00aue MEPCUCTUPAT U € HAOII0JaBaHa MUHUMAJTHA JI0 YMEpPEHA MUHEpaIH3allis B
MHOT'0 ThbKaHHU TP €IHO KHUBOTHO (Bpb3Ka C JICUEHUETO HE € ycTaHOBeHa). Hama nannu 3a
yBpEXKIaHe Ha MalikaTa Ipeau paXxAaHeTo; HeXKenaHu e(peKTH Mpu MaikaTa Bb3HUKBAT
HEUYEeCTO 10 BpeMe Ha pakaaHeTo. Pa3BuTHeTO Ha MailuMHATa MIJICYHA 5KJIie3a € HOPMAITHO.

[Ipu npeAKIMHUYHUTE IPOYYBAHMS 32 KAUECTBO HA KOCTUTE NP MaiMyHH Ha
IPOABIKUTEITHO JIEYEHHE C IEHO3yMal, HaMaJIIBAHETO Ha KOCTHHSI OOMEH ce CBbp3Ba C
NOBMILIABAHE HA 3]JpaBMHATA HA KOCTUTE U C HOpMaJHa KOocTHa xucrosorus. Kanuesure
HUBA Ca BPEMEHHO HaMaJIeH!, a HUBATa Ha NIapaTUPEOUIHUSA XOPMOH Ca BPEMEHHO YBEIUYECHHU
py MaiiMyHH ¢ OBapHEKTOMHUSI, JIEKYBaHU C JEHO3yMal.

[Tpu MBKKHM MUIIKH, TeHHO Moaenupanu aa excupecupaT huRANKL (knock-in mumikn),
KOWTO Ca MOJIJIOKEHN Ha TPAHCKOPTHKATHA (paKTypa, IeH03yMal 3a0aBsi OTCTPAHIBAHETO Ha
XpyIIsiyia ¥ peMOISTHPAaHETO Ha Kamyca Ha PpaKkTypara, B CPaBHEHHE C KOHTPOJIU, HO
OmoMexaHWYHATa 3/IpaBUHA HE € Oma 3acerHara HeOJaronpusTHO.

Knockout mumku (Bx. Touka 4.6) 6e3 RANK i RANKL nemoHCTpHrpaT HaManeHo TeIeCHO
TErJI0, MOHIKEH KOCTEH PacTexX U JIMIica Ha nmpoOuB Ha 350u. [Ipy HOBOpOACHHU IIITBXOBE,
naxuoupanero Ha RANKL (menta Ha TepanusiTa ¢ 1IeHO3yMal) C BUCOKH JI03U
ocreonpoTerepu, cBbp3aH ¢ Fc (OPG-Fc), ce aconuupa ¢ nHXxuOUpaHe Ha KOCTHUS PaCTeX U
npoOuBa Ha 3601. Te3u MpoMeHHn ca OMIIM YaCTUIHO OOPATUMHU MPU TO3U MO CIIE]
npekpatsBane Ha npuioxkenrnero Ha RANKL unxuburopu. [lonpactBamm npumath, Ha
KOWTO € mpuJjiarad neno3ymad 27 u 150 bt Hax
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knuanyHaTta ekcro3uims (10 u 50 mg/kg Ha no3a), MaT HapylieHne B PACTEKHUTE TUIOUYKH.
[Topamu ToBa, JIeYeHUETO C IeHO3yMal MOKe J1a HapyIIu KOCTHUS PAcTek MpH Jera ¢
OTBOPEHU PACTEKHH IJIOYKH U MOXKE JIa IIOTHCHE MMPOOUBa Ha 3h0UTE.

6. DAPMAIIEBTUYHUA JAHHHA

6.1 Chnucbk HAa IOMOIIHHUTE BellleCcTBa
Jlenena ouerHa kucenuna*

Hatpues xuapokcun (3a kopekmus Ha pH)*
CopOuron

[Tomucopbat 20

Bopa 3a numxeknun
* [Ipu cMecBaHe Ha JieicHa OlIETHA KUCEJIMHA C HATPUEB XUAPOKCH]I ce 00pa3yBa aleTaTeH

Oydep
6.2 HecnLbBMEeCTHMOCTH

[Ipu nurca Ha MpoyyYBaHMS 32 HECHBMECTHUMOCTH TO3H JIEKapCTBEH MPOAYKT HE TpAOBa J1a ce
CMECBA C IPYIH JIEKAPCTBEHU MPOAYKTH.

6.3 Cpok Ha roaHOCT

3 roguHu

Crnen kaTo ce u3BaJy OT XJIaAWJIHUKa, Osqay MOKE /1a ce ChbXpaHsBa HA CTailHa TeMrepaTrypa
(mo 25 °C) no 30 aHM B OpUTrMHAIHATA KAPTOHEHA oMakoBKa. TpsOBa aa ce u3nonssa B
paMmkute Ha To3u 30-AHEBEH MEPHUO/I.

6.4 ChnenuajHu yCJOBHS HA CbXpPaHeHUe

Ha ce cbpxpansiBa B xinaamiHuK (2°C — 8°C).

[a He ce 3ampa3ssBa.

CoxpaHsBaiiTe COpUHIIOBKAaTa B KapTOHEHATa OMAaKOBKa, 3a J]a ce Mpe/iNa3yu OT CBETINHA.

6.5 Bwuau chbabpikaHue HA ONIAKOBKATA

Enun ml pa3tBop B npeaBapuTeIHO HA'bJIHEHA CIIPUHIIOBKA 32 €IHOKpaTHA yrnoTrpeda oT
cThkJI0 TUM | ¢ urna ot HepbxAaeMa cromana pasmep 27G 1/2 3B, cbe cronep Ha OyTanoTo

(6bpomoOyTHIIOBa TyMa) WJIM 00€30TIacUTEN Ha UTJjaTa.

OnakoBKa ¢ e1Ha MpeIBApUTEIIHO HAITbJIHEHA CIIPUHIIOBKA ¢ 00e30IacuTel B OiincTepHa
OTaKOBKa.

He Bcuuku BU10BE OaKOBKU MOTAT J1a ObAaT MyCHATH B Ipojiaxoa.
6.6 CrnenuajHyu NpeANa3HU MEPKHU NPHU U3XBbPJIsiHEe U padoTa

o [Ipenu npunoxeHue, pa3TBOpHT TPsOBa Aa ce nposepu. He nnxexkTupaiite pa3rsopa,
aKO ChIbprKa YAaCTUILY WU € MBTEH, HJIU C IPOMEHEH LBAT.

. He pasknamaiirte.
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. 3a na ce nzberne nuckoMopT Ha MSICTOTO HAa MH)KEKTHpPAHE, OCTaBETe MPEABAPUTEITHO
HaITbJTHEHATa CIPUHIIOBKA Ja IOCTUTHE cTaifHa Temneparypa (1o 25°C) npeau
WHXEKTUPAHE U MHXKEeKTHpaiTe 0aBHO.

. WnxexTupaite 1UI0TO ChAbPKAHUE HA TPEIBAPUTETHO HAII'BJIHEHATA CIIPUHIOBKA.

[TenHO yKa3aHue 3a ynoTpeda € JaJIeHO B KapTOHEHAaTa OmakoBKa ,, IHCTpyKuu 3a
ynoTpeba®.

Heunznon3BaHusAT JiekapCcTBEH NPOAYKT WM OTHAIbYHUTE MaTepUaIl OT HEro TpsiOBa Ja ce
U3XBBPJISAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. HPHUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Theramex Ireland Ltd.
3" Floor Kilmore House
Park Lane Spencer Dock
Dublin 1

D01 YE64

Upnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/25/1997/001

9. JATA HA ITBbPBO PAZPEIITABAHE/ITOJHOBABAHE HA PASPEHIEHUETO
3A YIIOTPEBA

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[onpobna nHpopManus 3a TO3U JIGKAPCTBEH MPOIYKT € MPeA0CTaBeHa Ha yeOcaiita Ha
EBponeiickara areHius 1o Jiekapcrata https:// www.ema.europa.eu.
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IMPHUJIO’)KEHUE I1

IMPOU3BOJIUTEJIN HA BUOJIOI'MYHO
AKTHBHOTO BEHIECTBO U ITPOU3BOJAUTEJIN,
OTI'OBOPHHU 3A OCBOBOX/IABAHE HA
ITAPTU N

YCJIOBUSA NJIX OT'PAHUYEHUA 3A TOCTABKA "
YIIOTPEBA

APYI'N YCJIIOBUSA N U3BUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUSA NI OT'PAHUYEHUA 3A BE3OITACHA

N EOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
IMPOAYKT

22



A. TPOMU3BOJAMUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJAUTEJIN, OTTOBOPHHU 3A OCBOBOKJJIABAHE HA ITAPTUIHN

HMwme n apec Ha TPOU3BOANTCINTE Ha OHOJIOTHYHO aKTUBHOTO BCIICCTBO

Enzene Biosciences Ltd.

Plot No. A/22 A/1/2,

MIDC Chakan Industrial Area Phase II,
Khalumbre Village,

Khed Taluka,

Pune 410501

Nunna

HwMme u aapec Ha IPOU3BOJAUTEINTE, OTTOBOPHU 3a OCBOGO)K,Z[aBaHC Ha TapTHUANUTC

ADOH B.V.

Godfried Bomansstraat 31, Nijmegen,
Gelderland, 6543 JA,

Hunepnannus

[TeyaTHaTa IMCTOBKA Ha JIEKAPCTBEHUS MPOAYKT TpsiOBa Ja ChAbpiKa UMETO U aapeca Ha
IPOM3BOIUTENS, OTTOBOPEH 32 OCBOO0XKJaBAaHETO HAa ChOTBETHATA MAPTUJIA.

b. YCJIOBUSA NJIUN OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA
JlexapcTBEHHAT MPOAYKT CE OTITyCKa IO Jiekapcko npeanucanue (BxkK. [Ipunoxenue I: Kparka
XapaKTepUCTHKA Ha MPOIYKTa, TOUKa 4.2).

B. JAPYI'U YCJIOBUSA U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. Ieproauynmu akTyajam3upaHu a1okjaaau 3a 6esonacHoct (ITAJIb)

W3uckBanusta 3a nogasane Ha [TA/Ib 3a To3u ekapcTBEH NPOAYKT ca IIOCOUYEHHU B CIIUCHKA C
pedepentaute natu Ha EBponeiickus chio3 (EURD cniucsk), npeasuaen B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, n BbB BCUYKH CIIEABAIIHN aKTyalTU3alllH, TyOJINKyBaHH Ha
eBpornelickus yeOnopTai 3a JeKapcTBa.

I'. YCJIOBHUA NI OT'PAHUYEHUSA 3A BE3OITACHA U ECPEKTHUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (IIYP)

[Ipurexarenar Ha pa3peuienueTo 3a ynorpeda (IIPY) tpsdBa qa nu3BbpiiBa H3UCKBAaHUTE
JNEMHOCTH U JIeHCTBUS, CBBP3aHU C IIPOCIIEAsIBAHE Ha JIEKapCTBEHAaTa 0€30IacHOCT, IIOCOYCHH
B ogo6penus IIYP, npeacrasen B Moayn 1.8.2 Ha pa3penieHneTo 3a ynorpeda, KakTo U BbB
BCHUYKH CIICJIBAIK 0JI00peHH akTyann3aruu Ha [TYP.

Axtyanusupan [TYP tpsiOBa na ce monana:
o 110 UCKaHe Ha EBporneiickara areHuus 110 JIeKapCcTBaTa;
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. BUHArW, KOTaTo ce U3MEHsI CHCTeMaTa 3a yIpaBJIeHuEe Ha PUCKa, 0COOEHO B pe3yJiTaT Ha
oJiydaBaHC Ha HOBa I/IHq)OpMaL[I/I}I, KOATO MOXKC Ja JOBCAC 10 3HAYMMU ITPOMCHHU B
CHOTHOIICHUETO TT0JI3a-PHUCK, WM CIIE/ JOCTUTaHEe Ha Ba)KEH eTar (BbB BPbB3Ka C
pocCIie/sIBaHe Ha JICKapCTBeHAaTa 0€30MaCHOCT MJIM CBEXK/AHE HA PUCKA 10 MUHUMYM).

. JombJIHMTEHN MEPKH 32 CBe:KIaHe HA PUCKA 10 MUHUMYM

[IPY 1ps6Ba qa ocUTypH BBBEKIAHETO HAa HAIIOMHSINA KapTa 3a MalueHTa OTHOCHO
OCTEOHEKPO3a Ha YEIIOCTTA.
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IMPHJIO’KEHHUE I11

JAHHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA ITIPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HME HA JIEKAPCTBEHUA ITPOAYKT

Osqay 60 mg MHXEKIIMOHEH Pa3TBOP B IIPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
JIeHO3yMad

2. OBABJIABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 ml npeaBapuTEIHO HATBJIHEHA CIIPUHIIOBKA, Chabpikama 60 mg nenozymad (60 mg/ml).

3. CIIMCDBK HA IIOMOINHUTE BEIECTBA

Jlenena oreTHa KUCeNMHA, HATPUEB XUAPOKCH, cOpOUTOII, monucopoar 20, Bosa 3a
HNHXCKIINHN.

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

HNHxexkmoHeH pa3TBop
Enna npenBapuTenHo HAaITbIHEHA CIIPUHIIOBKA ¢ 00€30MacuTell Ha Uriara.

| 5.  HAYMH HA IPUJIOXKEHME M ITbT(UILA) HA BbBEK/JAHE

[ToaKOXHO MPUITOKEHHUE.

BazkHo: npeau paboTa ¢ mpeaBapuTEITHO HAITbIHEHATA CIIPUHIIOBKA MTPOYETETE JTMCTOBKATA.
[a He ce pasknama.

[Ipeau ymorpeba nmpoveTeTe TUCTOBKATA.

6. CIHEIHAAJHO NPEAYIPEXIEHME, YE JJEKAPCTBEHUMSAT IPOIYKT
TPSIBBA JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA U
JIOCET' A HA JIELIA

Jla ce chxpaHsBa Ha MSCTO, HEJIOCTHITHO 3a JIela.

‘ 7.  APYI'M CHEIUAJIHHU ITPEAYIIPEXJIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA TOAHOCT

I'onen no:
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‘ 9. CIHEIMAJIHHU YCJIOBUS HA CbXPAHEHHUE

Ia ce cbpxpansiBa B xinaamiHuk (2°C — 8°C).

[a He ce 3ampa3ssBa.

CoxpaHsBaiiTe mpeIBapUTEIHO HAIIbIHEHATa CIPUHIIOBKA B KapTOHEHATa OMAaKOBKa, 3a Jla ce
npeana3y OT CBETJIMHA.

10. CIIEOUAJIHU ITPEAITASHU MEPKH ITPU U3XBBPJISSHE HA
HEM3ITIOJI3BAHA YACT OT JIEKAPCTBEHMTE ITPOAYKTHU WIHN
OTHHAABYHU MATEPUAJIN OT TAX, AKO CE UBUCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Theramex Ireland Ltd.
3" Floor Kilmore House
Park Lane Spencer Dock
Dublin 1

D01 YE64

Npnannus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1997/001

‘ 13. IMAPTHUJAEH HOMEP

[TapTunen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

Osqay 60 mg

‘ 17. YHHUKAJIEH HAEHTUPUKATOP — JIBYU3MEPEH BAPKO/I

JIBynsmepeH 0apko ¢ BKIIOUEH YHUKAJICH UACHTH(PUKATOD

‘ 18. YHUKAJIEH WAEHTUO®PUKATOP — JJAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABbP/KAT BJIMCTEPUTE U
JIEHTUTE

INPEABAPUTEJIHO HAITBJIHEHA CITPUHIHOBKA B BJIMCTEP

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Osqay 60 mg
JeHO3yMal

‘ 2. HUME HA IPUTEXATEJISI HA PASPEINIEHUETO 3A YIIOTPEBA

Theramex Ireland Ltd

‘ 3.  JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'oxen no:

‘ 4. IHAPTUJIEH HOMEP

[TapTunen Ne

|5.  JIPYTO

S.C.
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MMUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABP/KAT MAJIKUTE
EJUHNYHU ITbPBUYHU OITAKOBKHA

ETUKET HA IIPEJIBAPUTE/IHO HAITbJIHEHA CITPUHITOBKA

1. HME HA JIEKAPCTBEHUS ITPOAYKT U ITBT(UIIA) HA BbBEX/IAHE

Osqay 60 mg
denosumab s.c.

‘ 2.  HAYMH HA IMTPUWIOKEHUE

‘ 3.  JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUIEH HOMEP

Lot

|5.  CbJAbPKAHHUE KATO MACA, OBEM WJIH EJUHULIN

1 ml

6. JIPYTO
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HAIIOMHSAIL TEKCT 3A KAPTA (nepdopnpana KbM NpeABAPUTEIHO HATBJIHEHATA
CIIPMHIIOBKA B 0JmcTep)

Osqay 60 mg uH)eKIus
JIeHO3yMad

s.C.
Crnenpala HHXXEKIUS ciaeq 6 Mecela:

N3non3paiite Osqay TOJAKOBA ABJITO, KOJKOTO € onpeaena Bamusr nekap
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b. JUCTOBKA
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JlucroBka: nHpopManus 3a moTpedUTEIA

Osqay 60 mg uH:KeKIIMOHEH Pa3TBOP B NMPeABAPUTETHO HANTBJIHEHA CIIPUHIIOBKA
neHo3ymab (denosumab)

VW Tosu JICKapPCTBEH MPOJIYKT MOJUICIKH Ha JOIMBIHUTEIHO Ha0mroaeHrne. ToBa 111e mo3BoH
OBP30TO YCTAHOBSBaHE HA HOBA MH(OPMAIIHSI OTHOCHO Oe3omacHocTTa. MoeTe 1a Jajiere
CBOSI IIPUHOC KaTO ChOOIINTE BCAKA HEXeJIaHaA PEaKIIHsl, KOSATO CTe MOJyYrIi. 3a HAYnHa Ha
ChOOIIIaBaHE HA HEXKEJIaHU PEaKIUy BUXKTE Kpas Ha TOYKa 4.

IIpoyeTeTe BHUMATEIHO HSVIATA JIUCTOBKA MPeIH 1A 3alMl04YHeTe 1a U3I0J3BaTe TOBA

JIEKAPCTBO, Thil KAaTO THA ChAbP:Ka BaxkHa 3a Bac undopmanus.

- 3ana3ere Ta3u JUCTOBKA. MOXke /1a ce HaJO0XKHU Jia 51 IPOUYETETe OTHOBO.

- AKO MMaTe HJIKaKBU JOIBJIHUTEIHU BBIPOCH, TonuTanTe Bammus nexap win
(bapmarieBT.

- ToBa nekapcTBO € mpeanrucano JuuHo Ha Bac. He ro mpeorcrbnBaiiTe Ha Apyru xopa.
To Moxe 1a UM HaBpeIr, HE3aBUCHUMO Y€ TIPU3HAIMTE Ha TSIXHOTO 3a00JIsBaHe ca
ChIIMTE KaTO Bammre.

- AKO TIOITydnTe HIKAKBU HEXKEIAHU PEaKIny, yBeaoMeTe Bamms nexap uinu ¢apMaiieBT.
ToBa BKIIIOUBA U BCHYKU BH3MOXKHH HEXKEJIaHU PEaKIIMK, HEOMHCAaH! B Ta3u JIMCTOBKA.
Buxre Touka 4.

- Bammust nekap me Bu nane nHanoMHsima kapTa 3a nMalydeHTa, ChIbpiKalla BaxkHa
uHpopManus BbB Bpbh3Ka ¢ 0€30IMaCHOCTTA, C KOSTO TPsiOBa Ja ce 3aro3HaeTe Npeau u
1o Bpeme Ha Jieuenueto Bu ¢ Osqay.

KakBo cbabpika Ta3u JHCTOBKA

KaxBo npexacrasnsia Osqay 1 3a KakBO c€ U3I0JI3Ba

KaxBo Tpsi6Ba ma 3HaeTe, mpeau aa usnon3sare Osqay

Kak na n3nomnssare Osqay

BB3MOXHU HeXelaH! peakiuu

Kak na cpxpansBare Osqay

CpabpxkaHue Ha ONIAKOBKAaTa U IOMBJIHUTEIHA HH(POpPMaLUs

AN D e

1.  Kaxkso npeacrasiasiba Osqay u 3a KaKBO ce H3M0J13Ba
Kakso npeacrasasia Osqay u Kak aeicTBa

Osqgay chabpika JeHO3yMa0, 0enThK (MOHOKIIOHAITHO aHTUTSIIO), KOWTO ce HaMeCBa B
JeiiCTBUETO Ha IpyT OeNThK, 3a J1a JIeKyBa 3arybara Ha KOCTHO BEILIECTBO M OCTEOIOpo3aTa.
Jleuennero ¢ Osqay npaBu KOCTUTE MO-3APABH U MMO-MAJIKO MOJATINBU HA CUYTIBaHE.

KocTra e )xuBa ThKaH 1 HENPEKbCHATO c€ BH300OHOBABA. XOPMOHBT €CTPOI'CH [TOMara KOCTHTE
na ca 3apasu. Cieq MeHoIlay3aTa, HUBaTa Ha €CTPOTeH Majar, B pe3yiITaT Ha KOETO KOCTUTE
MOXe€ J1a CTaHaT cJ1a0u U 9yIuiiBU. ToBa BIOCIIEACTBHE MOXKE Jla TOBEJIE 10 ChCTOSTHHE,
HapeueHo OCTEOINopo3a.

Octeonopo3a MoXke Jja ce TIOSBU U MPH MBXKETE MOPAIH pelulia IPUIMHH, BKIIOYUTEITHO
oCTapsiBaHE W/WJIM HICKO HUBO Ha MBKKUSI XOPMOH TECTOCTEPOH. TSI MOJKe J1a ce MOSIBH U TIPH
HaIMEHTH, MOJyYaBally NTIOKOKOPTUKOUAN. MHOTO MalMeHT! C 0CTE0nopo3a HiMat
CHMITTOMH, HO BBITPEKH TOBA Ca MOUIOKEHH Ha PUCK OT CUyIIBaHE Ha KOCTUTE, OCOOECHO Ha
rpbOHaKa, Ta300eIpeHNUTE KOCTH U KUTKUTE.
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XUpYypruyHu OINepanuy WiK JEKapcTBa, KOUTO CIUpAT MPOIyKIUATA HA €CTPOreH TN
TECTOCTEPOH, M3IMOJI3BaHHM 3a JICYCHHE Ha MAIIMEHTH C paK Ha I'bp/aTa WIK PaK Ha MpocTararta,
CBILIO MOTaT Ja IoBeAar o0 3aryba Ha KOCTHO BemiecTBo. Kocture craBar no-cnabu u ce
YYIST MO-JIECHO.

3a xakBo ce nznouasa Osqay

Osqay ce u310I13Ba 3a JICYCHUE Ha:

. 0CTEOITOpO3a MPH KEHH CJIe]] MeHOTay3a (MOCTMEHOIay3alTHa) U MbXKe, KOUTO HMaT
MOBUIIICH PHUCK OT ()paKTypa (CUylBaHE HAa KOCTHTE), HAMATSBAWKH PUCKA OT
rpbOHAaYHU ¥ HETPBOHAYHH (PPAKTypH U HPAKTypH HA Ta300€IPEHUTE KOCTH.

. 3ary0a Ha KOCTHO BEIIECTBO B PE3YJITAaT HA HAMAJICHHE HA HUBOTO Ha XOPMOH
(TecTocTepoH), NPUUYMHEHO OT ONEpaLUs WIN JIEUEHHUE C JIEKAPCTBA IIPH MALIMEHTH C paK
Ha rpocraTara.

. 3ary0a Ha KOCTHO BEIIECTBO B PE3YJTAT HA MPOABIDKUTEITHO JICUCHHUE C
TIIFOKOKOPTUKOUIM MIPH MALMEHTH C MOBUIIEH PUCK OT (pakTypa.

2. Kakso TpsiOBa 1a 3Haere, npeau aa usnouassare Osqay

He n3noussaiite Osqay

. aKo MMaTe HUCKHM HUBA Ha KAJINUH B KPHBTA (XUMOKATIUEMHUSA).

. aKo CTE€ aJIeprUYHU KbM JA€HO3YMal MM KbM HSAKOS OT OCTAaHAINTE ChCTAaBKH HA TOBA
JexapcTBO (M30pOeHU B TOUKa 6).

IIpenynpe:xaenus u npeanasHu MepKu
['oBopete ¢ Bamms nexap wim papmaneBT, npeau aa u3non3sare Osqay.

Jlokaro cte Ha yieueHue ¢ Osqay, MOXKe J1a Ce MOSIBU KO)KHA HH(MEKIUS ChC CHMIITTOMHU KaTO
MoJIyTa, 3aUuepBeHa 00JIACT OT KOXKaTa, Haif-4ecTo B JI0JTHATA YacT HA KPaKa, KOSITO YyBCTBATE
ropeiia u 60se3HeHa (IETyJIUT), ¥ MOXKe Ja € IPUAPYKEHA OT CHMIITOMH Ha TTOBUIIICHA
Temneparypa. Mods, cro01eTe Ha Bamus ekap He3a0aBHO, aKO pa3BUETE HIKOU OT TE3H
CHUMIITOMMU.

Tps6Ba na npuemare 100aBKU ¢ Kauil 1 BUTamMuH D, mokaro cre Ha neyeHue ¢ Osqay.
Bammsr nekap e o6¢chau ToBa ¢ Bac.

Bue Moxe 1a nMate HUCKM HUBA Ha KallllUi B KpbBTa, 10KaTo nmosryyaBare Osqay. Moust
KaxxeTe He3a0aBHO Ha Bamus siekap, ako 3a0enexuTe HIKOU OT CIEHUTE CUMIITOMU: CIIa3MH,
MOTpENBaHUs WIM KpaMIIU Ha MyCKYJIUTE, /WM U3TPBIIBAHE WM MpaByUYKaHe Ha IPbCTUTE
Ha pblieTe, KpakaTa Wi OKOJIO ycTaTa, W/WIM T'bpUYoBe, OObPKBaHE UM 3ary0a Ha Cb3HAHUE.

Psinko ce cho011aBa 3a TEXKKHU Cllydad Ha HUCKU HUBA Ha KaJIUil B KPbBTA, BOJICIIH JI0
XOCTIMTAIM3AIUSA, U JOPH )KHUBOTO3acTpamaBamy peakuun. [lopaau ToBa HUBaTa Ha KAl B
KpbBTa Bu 1m1e 0b1aT mpoBepsiBanu (Upe3 KPHBHO U3CIICBAHE) MIPEAN BCsAKA /1032, a IPU
MAIMCHTH C TIPEAPA3TOI0KCHUE KbM XUTOKAIIUEMHUS - B pAMKHUTE Ha JIBE CEJAMUITU CJIE]T
HayajHaTa J103a.

Wndopmupaiite Bamms nexkap, ako ©MaTe WM CT€ UMaJM TeXKHU MpodsieMu ¢ Ob0penuTe,
O0BOpeyHa HeTOCTAaTHYHOCT WM CE HYXK/IAaeTe OT Iuajli3a, WM IpreMare JIeKapcTBa,
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HapEeUYCHH MITFOKOKOPTUKOWIH (KaTo MPETHU30JIOH HITH JICKCAMETa30H ), KOUTO MOTaT Ja
yBEJNIMYAT pUCKa 32 Bac OT mosiBa Ha HUCKU HUBA HA KUK B KPBBTA, aKO HE MIPUEMATE
T00AaBKU C KaJIIIHUIA.

[TpobGsieMu ¢ ycTaTa, 360UTE WK YETI0CTTa

Hexenana peakiusi, HapedeHa ocTeoHekposa Ha uentoctta (OHY) (kocTHO yBpexaaHe Ha
YEIOCTTA) ce ChoOIIaBa psiako (Moxe na 3acerne 10 1 Ha 1 000 mymm), mpu marueHTH,
nonyyaBany Osqay 3a ocreornoposa. Puckst or OHY ce yBennuapa npu nauueHTH, J€KyBaHU
MIPOIBIDKUTEIIHO BpeMe (Moxke fa 3acerHe g0 1 Ha 200 qymm, ako ce JIeKyBaT B MIPOIbIHKCHUE
Ha 10 ronunan). OHY Moxe 1a ce nosiBM U clie]] CHUpaHe Ha iedeHueTo. BaxkHo e aa ce
HaIpaBy OMUT 3a MpeAoTBpaTsiBaHe pazputuero Ha OHY, Thii KaTO TOBa MOXKE Ja €
00JIe3HEHO CHCTOSIHHE, KOETO MOXKE J1a C€ OKaKe TPYAHO 3a JeueHHue. 3a 1a C€ HaMalld PUCKBT
oT pa3zsutue Ha OHY, B3emeTe cieHUTE Npeana3Hu MEpKU:

[Tpenu na 3amovHeTe JCUESHUETO, yBeIOMeTe Barus jgekap i MeIUIIMHCKA cecTpa
(METMIIMHCKHU CIICIIHAJINCT), aKo:

L] nMaTtec HIKAKBU HpO6H€MI/I C yCTaTa N 3’[:6PITG, KaTo JIOIIO CTOMATOJOTUYHO 3;[paBe,
3a00151BaHe Ha BEHIIUTE WIW TJIAHUPAHO W3BAXIaHE HA 350.

o HE ToJIy4YaBaTe peJOBHA CTOMATOJIOTMYHYU TPHXKH WIIH HE CTE HMAJIU CTOMATOJIOTHYCH
Hpernez[ OT OBbJTO BpeMe.

o CTe ImyIIay (ThH KaTo TOBA MOXE J1a YBEJIIUYHU PUCKA OT MPOOJIEMH ChC 3HOHTE).

. cTe O JIeKyBaHHM Mpeau Toa ¢ OudocdoHart (M3Mmoa3BaH 3a JeueHUe UiTu
MpeA0TBpaTABaHE HA KOCTHU HapyIICHUS).

o CTe MPUEMAIH JICKAPCTBA, HAPEUECHN KOPTUKOCTEPOUIU (KAaTO MPETHU30I0H WITH
JIEKCaMETa30H).

o uMaTe pax.

Bammsr nekap Mmoxke 1a Bu moMoun 1a ce moutokuTe Ha CTOMATOJIOTHUYEH MIPETJIe], TPeIu
na 3anoyHerte JieueHue ¢ Osqay.

Jlokato ce nekyBate, TpsOBa J1a IObpKATE JoOpa YCTHA XUTHEHA U JIa Ce MoJiaraTe Ha
PEIOBHH CTOMATOJIOTHYHH MPETJIeIu. AKO HOCHTE TIPOTE3H, TPSAOBA J]a CTE CUTYPHH, Y€ Te
IpujdAraT MpaBuIHO. Axo cTe IIOAJIOKECHHU Ha CTOMATOJIOTMYHO JICUCHUEC NJINU Bu npeacron
CTOMATOJIOTUYHA OTepaIys (Hamp. u3BakaaHe Ha 360), nHbopMupaiite Bamms ekap 3a
Bamrero cromaronoruuHo Jie4eHHe U yBeIoMeTe 3p00ieKkaps cH, ue ce JekyBaTe ¢ Osqay.

Cewpikerte ce ¢ Bamms nexap u 3p001ekap He3a0aBHO, aKO MMaTe MPOOJIEMH C ycTaTa UilH
3p0UTe, HATPUMED pa3KIaTeHH 30, 00IKa UM OTOK, WM HE3a3/IpaBsIBaIH S3BU HIIH
CeKpelus, Thi KaTo ToBa MOXe Ja ca npusHauu Ha OHY.

Heobuuaiinu ¢pakTypu Ha OenpeHaTa KOCT

[Ipu HsKOM XOpa MOTAT Ja Ce MOSBAT HeoOnUaliHu (PpakTypu Ha OeapeHara KocT, JOKaTo ce
nekyBat ¢ Osqay. CBbpkeTe ce ¢ Bamms nekap, ako mojryduTe HOBa WM HeoOnuaiiHa 60ka
B Ta300epeHara craBa, ClIabMHUTE WU O€IPOTO.

Jlena v 1oHOIIH
Osqay He TpssOBa J1a ce U3MOJ3Ba MPH Jela U IOHOMIH o 1 8-roauniHa Bb3pacr.

Apyru nexkapcra u Osqay
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Wndopmupaiite Bamms nexap wim dpapmalieBr, ako prueMaTe, HaCKOpO CTe IpUeMalli W €
BB3MOJKHO Ja TpUeMaTte Apyru jiekapctBa. OcoOeHo BaXHO € Jja KakeTe Ha Bamus nekap,
aKo ce JIEKyBaTe C Ipyro JIEKapCTBO, ChABPIKAIIO JIEHO3YMao.

He tps6Ba na npuemate Osqay 3aeHO ¢ APYTO JEKAPCTBO, ChABPIKAIIO AEHO3yMal.
bpeMeHHOCT U KbpMeHe

Osqgay He e U3MUTBaH Mpu OpeMeHHU keHU. BaxkHo e na mabopmupare Bamus nekap, ako cre
OpeMeHHa, cMsITaTe, Y€ MOXKe Jla CTe OpeMeHHa; WK IiaHupaTte OpemenHocT. He ce
npernopbuBa ynotpedara Ha Osqay, ako cre OpeMeHHa. JKeHH ¢ AeTepo/ieH MOTEHIaI TpsiOoBa
J1a U3MoJI3BaT e()eKTUBHU METO/IM 32 KOHTpALIETLIUs, J0KaTo ce JekyBar ¢ Osqay 1 3a Hall-

MaJKo 5 Mecella ciie]] cnupaHe Ha jieueHueto ¢ Osqay.

Ako 3a0peMeHeeTe o Bpeme Ha jedeHue ¢ Osqay Wiv Io-MajKo OT 5 Mecela ciell CiupaHe
Ha neyeHuero ¢ Osqay, MoJig yBegoMmeTe Bamms nekap.

He e u3BectHo nanu Osqay ce oTaens B KkbpMara. BaxkHo e na nHbopmupare Bammst nekap,
aKO KbpMHUTE WJIM IUTAHMpATe Aa KbpMUTE. Bamusar sekap me Bu noMmorse na pemmre nainu
Jla IpeyCTaHOBUTE KbPMEHETO UJIU J1a MpeKbCcHETe mpueMa Ha Osqay, KaTo B3eMe NMpeaABH
moJi3aTa OT KbpMeHeTo 3a 6ebeTo u monsara ot Osqay 3a MaikaTa.

AKO KbppMHTE 110 BpeMe Ha JiedeHue ¢ Osqay, MoJis yBenomeTe Bamus nekap.

[TocwBeTBaiite ce ¢ Bamus nekap uiu gpapmaneBT npeau ynorpedara Ha KOSTO U Ja €
JIEKapCTBO.

Iodgupane u paéora ¢ MAIIMHU

Osqay He MOBJIMsIBA WM TTOBJIMSIBA MPEHEOPEKMUMO CIIOCOOHOCTTA 3a modupaHe u padoTa ¢
MalluHU.

Osqay cbabpxa copoOUTOI

ToBa siekapcTBO chabpka 47 mg copouToN BbB Bceku ml pa3TBop.

Osqay cbabpka HATPUH

ToBa siekapcTBO ChABPKa MO-Manko oT 1 mmol Hatpwmii (23 mg) 3a 60 mg, T.e. MOXKe J1a ce
KaXke, 4e MPaKTUYECKU HE ChABbPKA HATPUH.

3.  Kak na usnoassare Osqay

[IpenopbunTennara g03a € €1Ha IpeIBapUTEIIHO HAITBbJIHEHA CIIPUHIIOBKA OT 60 mg,
IPUJIOKEHA BEIHBXK Ha BCEKH 6 Mecella, KaTo €IMHUYHA UHXKEKLUS MO KoxKaTa (IT0IK0XKHA
WHXKEKIIUS).

Haii-moaxoasmuTe MecTa 3a MHXEKTUpPaHEe ca TOpHaTa JacT Ha Oepara u kopema. YoBeKbT,

KOWTO ce rpuku 3a Bac, Moxe J1a h31on3Ba ChII0 BbHIIHATA YaCcT Ha MUIIHULATA Bu. Mo,
nonuraiite Bamms nekap 3a marata Ha cieABaiara HHxekiusa. Beska onakoBka Osqay
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ChABPIKa HAITOMHSIIA KapTa, KOSTO MOXe Ja ObJie M3BaJIeHa OT OJIMCTepHATa OIMaKOBKA U J1a
ce M3M0JI3Ba 3a 3allMCBaHE Ha JaTaTa Ha CIIEABAaIaTa HHKEKIIUSL.

OcgeH TOBa 111 TPsAOBA /1a MpreMarTe JOOABKU C KAl ¥ BUTaMuH D, TOKaTo CTe Ha JIeueHue
¢ Osgay. BammsT nekap me oo6cbau ToBa ¢ Bac.

Bammst nekap Moxke na pemu, ue € Hail-noope Bue ninm 4oBeKbT, KOUTO ce Tprxu 3a Bac, na
uxektupare Osqay. Bamust nexap win MEIMIMHCKY CIEHUATUCT 111€ MOoKaXkaT Ha Bac unu
Ha YOBEKa, rpukelll ce 3a Bac, kak na uznomssare Osqay. Mouist, npouereTe HHCTPYKIMHUTE 32
ynotpeba, BKIIFOUSHU B KAPTOHEHATa OMIAaKOBKA, OTHOCHO TOBAa Kak Ja u3mnon3Bare Osqay
MpeIBapUTENIHO HAITbIHEHA CIIPUHIIOBKA.

[a He ce pa3zkiaia.
AKO cTe mponycHau aa usnojassare Osqay

Ako e nponycHata 103a Osqay, HHXeKIUsATa TpsioBa fa ObJe NpUIokKeHa, KOJIKOTO €
BB3MOKHO MO-CKOpo. Criell TOBa, MHXKEKIMUTE TPsAOBa ja ObJaT MJIaHUPAHU Ha BCEKU 6
Mecela OT J1aTaTa Ha MOCJIeIHATa NHKEKIIUS.

AKo cTe cipesin ynorpedara Ha Osqay

3a 1a Ma Haii-roisiMa roJjiza ot Baiero neyeHue 3a HaMaliBaHE HAa PUCKa OT CUYMBaHMS,
BaXKHO € J1a n3noii3Bate Osqay TOJIKOBA JBJITO, KOJKOTO € onpenenui Bamust nekap. He
crimpaiite Bamero neuenue, 6e3 1a ce cebpkeTe ¢ Bammus igekap.

4. Bb3MOKHU HeKeJIaHU peakunu

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKC [1a ITPCAN3BUKA HCIKCIIAHN PCAKIIUHU,
BBIIPCKN Y€ HC BCCKU I' ITOJTy4aBa.

Heuecto, nanmenture nosnyyasamu Osqay, MoraT J1a pa3BUAT KOKHU UH(EKIUH (IPeIUMHO
uenynut). Moas, nagopmupaiite He3adaBHO Bamms nekap, ako pa3BueTe HIKOH OT TE3U
CHUMIITOMH, JOKaTO cTe Ha JedeHue ¢ Osqay: noayTa, 3adepBeHa o0aacT oT Ko)kaTa, Hail-
YecTo B JIOJTHATA YaCT Ha KpaKa, KOsITO UyBCTBATE ropeia 1 0ojie3HeHa (LIeTyJIUT) U ¢
BB3MOXHM CHMIITOMH Ha ITOBUILIEHA TEMIIEPATypa.

Psaxo, nanuenTture, nomydasamu Osqay, MOraT J1a pa3BUAT O0JIKa B ycTaTa W/WIIM YEIIOCTTA,
NOJlyBaHE WJIM HE3a3/[paBsBallM SA3BU B yCTaTa WIN YEJIOCTTA, CEKPELUs, CKOBAHOCT WIH
YyBCTBO Ha TEXKECT B YEIIOCTTA, MJIM pa3kiamiaHe Ha 360. ToBa MoXke a ca MpU3HaLM Ha
yBpeXJIaHe Ha YeII0CTHATa KOCT (ocTeoHekpo3a). Kaxere Ha Bamus jexap u 3p001exap
He320aBHO, aKO [10JIyYUTe TaKMBAa CUMIITOMH, JI0KaToO ce jiekyBaTe ¢ Osqay uiu cien
CIIMPAHE HAa JICYEHUETO.

Psaxo, maumenTute, noxyyaBaum Osqay, MOXKe Ja ©UMaT HUCKU HUBA Ha KLU B KPbBTa
(XunmokanuueMus); TeKKUTE CIyyal Ha HUCKM HMBA Ha KaJlIIMi MOTaT Ja JOBeAaT 10
XOCIUTAIN3alra U MOKC 1a Ca JOPH KUBOTO3aCTpalllaBalliu. CHUMIOTOMHTE BKJIIOYBAT
cra3Mu, NOTPEeNBaHUs WM KpaMIIi Ha MyCKYJIUTE, /U CKOBAaHOCT WJIM U3TPBIIBAHE Ha
NPBCTUTE HA PBLETE, IPBCTUTE HA KpaKaTa WM OKOJIO YCTaTa U/Wiu I'bpYOBe, 0ObPKBAHE UIIH
3ary0a Ha ch3HaHUE. AKO HSKOE OT M30poeHUTe ce oTHacs 3a Bac, ka:kere Ha Bamus jexap
He3a0aBHO. HuckuTe HUBA Ha Kalluid B KpbBTA MOXE J1a IOBEJAT 0 MPOMsIHA B ChpJICUHUS
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pUTHM, HapeueHa yabihkaBaHe Ha QT-uHTepBana, KOETo ce BUXK/Ia Ha eJIeKTpoKapIuorpama
(EKT).

Psanaxo morat n1a ce mosiBAT HeoOMuaitHu (hpakTypu Ha OeipeHaTa KOCT MpH MalueHTH,
nosydaBany Osqay. CBbp:keTe ce ¢ Bammus jiekap, ako moJly9uTe HOBa WM HeoOWUaiiHa
Ooska B Tazo0eapeHara cTaBa, clabuHUTE Wi OePOTO, Tl KATO TOBA MOXKE Jla € paHEeH
MPU3HAK Ha BB3MOXHA (pakTypa Ha OeapeHara KocT.

Psanko ce HaOmroAaBat ajnepruyHy peakiiuy Mpy MalueHTy, noiayyasamu Osqay. Cumnromute
BKJIIOUBAT I10/lyBaHE Ha JIMIIETO, YCTHUTE, €3UKa, 'bPJIOTO WU IPYTH YaCTH Ha TAJIOTO;
00puB, CHPOEK WU YPTUKH 1O KOXKaTa (KOMPUBHA TPECKa), XPUIIOBE HIIH 3aTPYTHEHO
numane. Moas, uHgopmupaiite Bammus Jiekap, ako MoJIy4uTe HIKOU OT T€3U CUMIITOMY,
JIoKato ce JekyBate ¢ Osqay.

MHoOro yecTH He:KeJIaHHU peaKknuu (MOXe /1a 3acerHar noseue ot 1 Ha 10 gymm):

. 0o0JiKa B KOCTHTE, CTAaBUTE U/WIIH MYCKYJIUTE, KOSITO TTOHSAKOTa € CHITHA,
. 0oJika B pblIeTe WU Kpakara (0oJika B KpailHUIIUTE).

YecTH HexkeJaHHU peakiuu (Moxe na 3acerHar g0 1 Ha 10 gymmm):

. 00JIE3HEHO YpUHUPAHE, YECTO YPUHUPAHE, KPbB B ypUHATa, HEBb3MOXKHOCT 32
3aabpKaHe HAa ypHHATA,

. UHQEKIHs Ha TOPHUTE JUXATeTHH IBTULIA,

. 0o0JKa, MpaBydKaHe WM U3TPBIIBAHE, KOETO C€ pa3lpoCTpaHsIBa HAJOMy IO Kpaka
(ummac),

. 3aIexk,

. KOpeMeH TuckoMpopr,

. o0pus,

. KOXKHO 3a00JIs1BaHE ChC ChPOEIK, 3aUepBsIBAaHE U/WIN CyXOTa (€K3eMa),

. Kocomnas (aJomerus).

HeuyecTu He:xxkenanu peakuuu (Moxe aa 3acersat 1o 1 Ha 100 gyrmmm):

. MOBUIIICHA TEMIIEPaTypa, MOBPBIIaHE U KOpeMHa 00JIKa MIIM AUCKOMQOPT
(TMBEPTHUKYIIHT),

. UH(EKIUS Ha YXOTO,

. 00pHUB, KOMTO MOXKE /1a Ce MOSIBY 110 KOXKaTa, MU SI3BU B ycTaTa (JTMXCHOUIHU

JIEKAPCTBEHH PEAKIINH ).

MHoro penku He:keJaHu peaknuu (Moxe n1a 3acersar 1o 1 Ha 10 000 gymmn):
. aJlepruyHa peaklys, KOsTO MOXKE J]a YBPEAU KPbBOHOCHUTE ChJIOBE MPEANMHO B

KoXata (Hamp. JIMJIaBU WK KaQeHUKaBO-4YepBEHHU METHA, YPTUKH 110 KOKaTa MIIM KOXKHU
SI3BU) (XUTEPCEH3UTHUBEH BACKYJINT).

C Heu3BecTHA 4eCcTOTA (OT HUTMYHUTE JAaHHU HE MOXKE Ja Ob/Ie HAIIpaBeHa OICHKA):

. roBopeTte ¢ Bammus nekap, ako umare 00JIka B yXOTO, CEKPET OT YXOTO W/HiIu MH(EKIus
Ha yxoTto. ToBa MOXe Ja ca MpU3HAIM 32 YBPEXKIaHe Ha KOCTTa B YXOTO.
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Cpo0aBaHe HA HeXKeJIAHU PeaKkunu

AKO IOJTy4nTe HIKAKBH HEXKEJIAaHU JIEKapCTBEHU PeaKIuy, yBegoMere Bamus nekap win
dapmarieBT. ToBa BKIIFOUBA BCHYKH Bb3MOKHH HEOITMCAHH B Ta3H JIMCTOBKA HEXKEIIAHH
peakuuu. MoxeTe ChIIo Aa ChOOIINTE HeXENIaH!U PEaKINH TUPEKTHO Ype3 HallMOHATHATA
cucreMa 3a cho01maBane, nocovyeHa B [lpmioxenue V. Kato cbobmaBaTe HeXeIaHH peaKIlu,
MOJKETE J1a JaJieTe CBOSI MPUHOC 3a MOJIyYaBaHe Ha TToBeue MHPOpPMAIUs OTHOCHO
0e30macHOCTTa Ha TOBa JIEKApCTBO.

5. Kak na cexpansBare Osqay
Jla ce cpxpaHsaBa Ha MSCTO, HEIOCTBITHO 3a JIeLa.

He uznon3BaiiTe ToBa JIeKapCTBO CIE CPOKA HA TOJHOCT, OTOEINSI3aH BHPXY €THKETA U
KapTOHEHaTa onakoBka, cien ,,EXP” u ,,['onen no:”. CpokbT Ha TOJHOCT OTTOBAps Ha
IIOCJIEAHUS JE€H OT IIOCOYEHUS MECELl.

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

[a He ce 3ampa3siBa.

CobxpaHsiBaiiTe MpeBapUTEIHO HAITbJIHEHATA CIPUHIIOBKA B KAPTOHEHATA OMaKOBKa, 3a J1a ce
Mpeanasy OT CBETJIMHA.

[IpenBapuTenHo HabJIHEHATa CIIPUHLIOBKA MOXeE Ja ObJIe OCTaBEHA U3BBH XJIAJMIIHUKA 32
JOCTUraHe craifHa temmeparypa (1o 25°C) npeau nnxekTupane. ToBa e HarpaBu
MH)KEKTUPAHETO MO-MaJIKO HenpuATHO. Criell KaTo CIIPUHIIOBKATa € OCTaBeHa J1a IOCTUTHE
craiina remneparypa (10 25°C), s TpsiOBa 11a ce u3nona3sa B pamkure Ha 30 1HU.

He u3xBbpisiitTe iekapcTBaTa B KAHAIU3ALUATA WA B KOHTEWMHEPA 33 JOMAILIHUA OTIIAIbLIH.

[TonmutaiiTe Bamus papmaieBT kak 1a U3XBBPJISTE JICKAPCTBaTa, KOUTO Beue HE M3TOJI3BATE.

Te3u MepKH 111€ CIIOMOTHAT 3a Ola3BaHE Ha OKOJIHATA Cpejia.

6. Cbabp:KaHHe HA ONMIAKOBKATA U A0NbJIHUTETHA HHpoOpManmst

KakBo cbabp:xa Osqay

- AKTHBHOTO BEIIECTBO € JeHO3yMal. Besika mpeBapuTeTHO HAITBIHEHA CIPUHIIOBKA OT
1 ml ceappxa 60 mg nenozymad (60 mg/ml).

- Jlpyrute chCTaBKU ca: JieJieHa OI[ETHA KHCEINHA, HATPUEB XUIPOKCU, COPOUTOI,
norcop6at 20 ¥ Bo/1a 32 MHXKEKITUH.

Kak m3riexaa Osqay 1 KakBo ChIbpiKa ONMIAKOBKaTa

Osqay e ouctbp, 6e311BeTeH 10 01e10 KBJIT HHKEKIIMOHEH Pa3TBOP B rOTOBA 3a YIoTpeda
MMpCABAPUTCIIHO HAIIbJIHCHA CIIPUHIIOBKA.

Bcsaka omakoBka CbAbpiKa ¢IHa MPCABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA C 00e30IacuTeN Ha
urijara.

He Bcuuku BUIOBE OMTaKOBKH MOTAT Jia Ob/IaT IyCHATH B MPOIaXKoa.
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IIpuTexaTesn Ha pa3pelieHHETO 32 yNIOTPeda U MPOU3BOAUTET
Theramex Ireland Ltd.

3" Floor Kilmore House

Park Lane Spencer Dock

Dublin 1

D01 YE64

WNpnannus

IMpousBoauTe
ADOH B.V.
Godfried Bomansstraat 31, Nijmegen,

Gelderland, 6543 JA,
Hunepnannus

Bxorouenu ca ykazanus 3a ynorpeoa.

JaTa Ha nmocJjieHO npepasriexiaHe Ha JUCTOBKAaTA
JApyru u3To4HUIM HA HH(pOPMALHS

[onpobna uHpopManus 3a TOBa JIEKApPCTBO € MpeaocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHITUs 1o JiekapcTBaTta: https:// www.ema.europa.eu/
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