IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JISKapCTBEH MPOAYKT TOJUICKU HA JOMIBJIHUTEIHO HaOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TOo
YCTaHOBSIBaHE Ha HOBa MH(OPMAITUSI OTHOCHO Oe30macHoCTTa. OT METUITMHCKHATE CITCITHATTHUCTH CE
W3KCKBa JIa ChOOIIaBaT BCAKa MMO03UPaHa HeKellaHa peakius. 3a HauiMHa Ha ChOoOIaBaHe Ha
HEXEJIaHU PEaKlMU BIXKTE Touka 4.8.

1. HNME HA JTEKAPCTBEHUA ITPOAYKT

Jubbonti 60 mg WHXEKITMOHEH PA3TBOP B MPEIBAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika npeaBapuTenHO HabJIHEHA CIIPUHIIOBKA chabpika 60 mg neHozymad (denosumab) B 1 ml
pa3tBop (60 mg/ml).

JeHno3ymab e 4oBenKo MOHOKJIOHANHO aHTUTsUI0 1g(G2, mpon3BeneHo B KIEThYHA JIMHUA 0T 003aiiHUK
(KJeTKM OT SIMYHUK Ha KUTaHCKH XaMcTep) upe3 pekomOuHanTHa JJHK TexHOMmorus.

TTomMoIIHO BEIIECTBO C U3BECTHO ACHCTBUC

To3u ekapcTBeH MPOAYKT ChABbPXKa 47 mg copOUTOI BHB BCEKH ml pa3TBop.

3a IIBJIHUSA CHOUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

WmxexnuoneH pa3TBop (MHKEKIIN)

BucTtbp 10 71€K0 onanecueHTeH, Oe3BETEH 10 0JIeA0XKBITCHUKAB WK OeokadeHnkas pa3TBop ¢ pH
Mexay 4,9 u 5,5 u ocmonanuret 245 — 345 mOsmol/kg.

4. KJIMHUYHU JAHHHN

4.1 TepaneBTHYHHU MOKA3AHUS

Jleuenne Ha 0CcTEONOPO3a MPH KEHH B TIOCTMEHOMAY3a M ITPU MBXKE, U3I0KEHH Ha MOBHUIIEH PUCK OT
¢dpaktypu. [Ipu skeHU B MOCTMEHOMAy3a JeHO3yMad 3HaYMMO HamallsiBa prcKa OT BepTeOpaiHu
¢bpakTypu, HeBepTeOpaHu GpakTypH U GpakTypH Ha Ta300eapeHara cTapa.

Jleuenne Ha 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO ¢ XOPMOHAIIHA a0Jalus IPH MbXKe C KapIIMHOM Ha
npocTaTara, M3JI0KEHU Ha TIOBUILEH PUCK OT (pakTypu (Bx. Touka 5.1). Ilpu Mbxe ¢ KaprHOM Ha
npocTaTara, nojyJyaBaliy XOpMOHaIHa abianus, JeH03yMad 3HauMMO HaMassiBa PUCKa OT

BepTeOpaHu ppakTypHu.

Jleuenue Ha 3ary0a Ha KOCTHO BEIIIECTBO, CBhP3aHa C MPOIBIDKUTEIIHA CUCTEMHA TIFOKOKOPTUKOUTHA
Tepanus MPpHU Bb3PaCTHU NAIIMEHTH C MOBUILICH PUCK OT (hpakTypa (BxkK. Touka 5.1).

4.2 Jlo3UpoOBKA M HAYUH HA NPUJI0KEHHE

gO?»PI[}OBKa

[Ipenopbuntennara no3a ¢ 60 mg neHo03yMal, MPIIIOKEHA KaTo €THOKPATHA MOKOKHA WHKEKIINS B
obmacrtTa Ha Oexpara, Kopema Wi MUIITHUIATa, BEIHEXK Ha BCEKH 6 Mecera.



ITanmenTHTe TPsAOBA A MOJIyIaBaT CHOTBETHO MOOABKHU C KauIuil 1 BUTaMuH D (BX. Touka 4.4).

Ha MalMUuEeHTUTEC, KOUTO CC JICKYBAT C Jubbonti, TpSI6Ba Ja c€ NpeA0CTaBU JIMCTOBKA 3a IMallMCHTAa U
HaIllOMHsIIIA KapTa Ha MalluCHTA.

OnrrManHaTa 00IIa MPOIBIDKATEITHOCT Ha aHTHPE30pOTUBHATA TEPAITHsI Ha OCTEOIIOPO3a
(BrirouBaina neHozymab u oudochonarn) He e ycranoBena. HeoOxoarmocTTa 0T mpoabinkaBaHe Ha
JICUCHUETO TPSIOBA J1a Ce MPEOIICHsBa MIEPHOIUTHO, Bb3 OCHOBA HA IOJI3UTE U TOTCHIIUATHATE
PHCKOBE, CBbP3aHU ¢ JIeH03yMa0, P BCEKH OTJIENEH MAllUeHT, 0COOCHO CJIE]] 5 WM TIOBEYe TOINHH
ynotpeba (Bx. Touka 4.4).

THayuenmu 6 cmapuecka ev3pacm (8v3pacm > 65)
He ce nanara xopurupaHe Ha J03aTa IpH MAIUEHTH B CTapUYECKa BH3PaCT.

bvopeuno yepeacoane
He ce nanara xopurupaHne Ha jJ03arta Ipy HalMEeHTH ¢ ObOpeUHO yBpexaaHe (BxK. Touka 4.4 3a
MIPETIOPBKHA OTHOCHO TPOCIIe/IIBaHe HA KAIIIMEBUTE HHUBA).

JluricBaT JaHHUW MPH MAIMEHTH C POIBKUTENIHA CUCTEMHA TIIFOKOKOPTUKOMTHA Teparys U TEKKa
cTerneH Ha ObOpeyHo yBpexkaane (CkopocT Ha riiomepyiHa ¢puitpanus [GFR] < 30 ml/min).

Yeprnoopobno yspedcoane
Be3onacHocTTa M epUKACHOCTTA HA JICHO3yMal He ca MPOYYBAHH NPH MAIUSHTH C YePHOAPOOHO
yBpexaane (BK. Touka 5.2).

Ileouampuuna nonynayus

Jubbonti He TpsOBa 1a ce U3IONI3BA MPH Jlela Ha Bh3pacT < 18 roanHn nopanu cbo0pakeHus 3a
0e30MacHOCT — CEpHO3HA XUMEPKAILIUEMUS ¥ OTEHIMAIHO HHXUOWPaHe Ha KOCTHUS PACTEX M JIHUIICA
Ha MpoOuB Ha 360 (BK. Touku 4.4 u 5.3). Hanuunute noHacrosiieM JaHHH 32 Jela Ha Bb3pacT

oT 2 1o 17 roguHwm ca onucany B Touku 5.1 u 5.2.

HauuH Ha npuiioxxeHue

3a IMMOAKOXXHO IMPUIIOXKCHUC.

[IpunoxenneTo TpAOBa 1a ce HAIIPaBH OT JIUIIE, KOETO € afieKBaTHO 00y4eHO Ha TEXHUKATa Ha
UHXEKTHUPAHE.

VYkazanus 3a ynorpeba, paboTta v U3XBLPIISHE ca JaJIeHH B TOUKa 6.6.
4.3 IIporuBomokazaHus

CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HMJIM KBM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

Xunoxkanuuemus (BX. Touka 4.4).
4.4 Croenuananu npeaynpeskaeHus: U NpeANa3sHl MepKH IPU ynorpeda

IIpocnenumoct

3a fma ce moIo0pH MPOCIEAUMOCTTa Ha OHMOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MTAPTHIHUAIT
HOMEp Ha MPIIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3arrCBarT.



JIo0aBKM ¢ KaJalMi ¥ BUTaMKUH D

A,I[eKBaTHI/IHT IMpUeM Ha Ka.TILII/Iﬁ ¥ BuTamMuH D ¢ BakeH 3a BCUYKH MMaluCHTH.

IIpennasun Mepku mpu ynorpeda

Xunoxanyuemus

BaxxHo e aa ce uaeHTUGHUIMPAT MAMECHTHTE, U3I0KEHN Ha PUCK OT XUITOKAIIIUEMHUSL.
XumokaniyeMusaTa TpsOBa ga Ob/ie KOpUrupaHa uype3 aJcKBaTeH MpUeM Ha Kajluidi 1 BATaMuH D
Mpey 3aroyBaHe Ha TepanuiaTa. [IpenopruBa ce KIMHUYHO MPOCIIeAsSBaHE Ha KaJIIIMCBUTE HIBA
MIpeIy BCSKA /1032 U, TIPY MAIUSHTHUTE, MPEAPA3MOI0KEHN KbM XUITOKAIIMEMHUs B PAMKHUTE Ha JIBS
CEJMMIIY CJIe]] HaYaJlHaTa /103a. AKO IPH HIKOM MAIMEHT Ce MOSABAT HpPEArojaracMi CUMITOMHU Ha
XUTOKAJIUEMHSI TT0 BpEME Ha JISUeHHETO (BXK. TOUKa 4.8 32 CUMIITOMH), TPsIOBA J1a C& U3CIIeABAT
KaJueBuTe HUBA. [lanuenTrure TpssOBa 1a ObJAT HAChPYABAHH J]a CHOOIIABAT CUMIITOMH,
MMOKA3aTeNTHN 38 XHUIIOKAIIIHEMHS.

HpI/I IMOCTMApPKECTUHI'OBH YCIIOBUS CC C’[)OGH_IaBa 3a TCXKKa CUMIITOMaTHYHa XHUITOKaAJINUCMUA (BOI[CH_[a
A0 XOoCIHUTalIn3anus, >KUBOTO3aCTpalliaBaun CHLOUTHS U CJIy4dau C JICTAJICH I/I3XO,Z[). B’LHpeKI/I e
MOOBCYCTO CJIyUau HACTBIBAT MPE3 MBbPBUTC HAKOJIKO CCAMUILIA OT HAYaJIOTO HA JICYCHUCTO, TS MOXKE [1a
C€ IIOsIBU U I10-KBCHO.

CLH’BTCTBaI]_Ia TJIIFOKOKOPTUKONJHA TCPAIlns € JOMIBJIHUTCICH PUCKOB CpaKTOp 3a XUIIOKAJIIIUCMUS.

bvopeuno yepescoane

[TanuenTuTe ¢ TeXxKa cTereH Ha OBOpedHO yBpekaaHe (KpeaTHHUHOB KIuphHC < 30 ml/min), nim
KOWTO Ca Ha JIHAJN3a, ca C MO-TOJISIM PUCK OT pa3BUTHE HAa XUITOKATIIMEMUs. PUCKBT OT pa3BuTHE Ha
XUIMOKAIIUEMHS ¥ CHITBTCTBAIIO MTOBHUIICHNE HA TIAPATUPECOUTHHS XOPMOH CE yBeIr4uaBa ¢
HapacTBaHE Ha CTeleHTa Ha 0bOpedHoTO yBpexaaHe. CholmmaBa ce 3a TeKKH U JeTaTHU CIydau.
AJIeKBaTHUAT TPHEM Ha KaJIuii, BATaMHH D ¥ peoBHOTO IpociesiBaHe Ha KalHeBUTE HUBA €
0c00€HO Ba)KHO MPU TE3U MALMEHTH, BHXKTE MO-TOpE.

Kooicnu ungpexyuu

[TanuenTHTe, MONMyYaBay 1eH03yMad, MOXKE Ja Pa3BUAT KOXKHU HH(EKIMH (OCHOBHO IICITYJIUT),
BOJICIIIH JI0 XOcIuTanu3anus (BxK. Touka 4.8). [Tlanuenture TpsOBa 1a Ob/jaT MOCHBETBAHU J1a
MTOTHPCAT JIEKapCKa MOMOII, aKO MPH TSIX CE MOSBAT MPU3HAIM WIM CHMITOMH Ha HETYJIHT.

Ocmeonexposa na yemocmma (OHY)
OHUY ce cro011aBa psSAKoO MpH MAIMEHTH, TOTyYaBaIy IeH03yMa0 3a JIeYeHHe Ha 0CTe0opo3a (BK.
Touka 4.8).

Hauanoro Ha ne4eHneTo/HOB KypC Ha JICUCHUC TpiI6Ba Ja €€ OTJIOXHU NPHU MALUCHTH C HE3apaCTHAIN
OTKPUTHU JIE3UN HA MEKUTE ThbKaHHU B yCTaTa. HpI/I ManUEHTH CHC CHIIBTCTBAIIN PHUCKOBU (l)aKTOpI/I ce
MpernopbpYBa CTOMATOJIOTUYCH IIPETJICa C HpO(l)I/IHaKTI/I‘-IHO 3b00JIeUCHIE U HHAWBUAYaJIHA OLICHKA Ha
CbOTHOIICHHUECTO HOHBa/pI/ICK, mnpeau JICUCHUEC C I[CHO3YM36.

Crnennure puckosu GakTopu TpsOBa Aa ce NMAT NPEABU] NIPH OLICHSIBAHE Ha PUCKA 3a ITallMeHTa OT

pa3zsutue Ha OHY:

o AKTUBHOCT Ha JICKApCTBEHUS MMPOAYKT, KOUTO HHXHOHMpa KOCTHATA Pe30pOLHs (II0-BUCOK PUCK
IpU BUCOKO aKTUBHU ChEIUHEHUs), HAUMH Ha IPUIOKEHHE (T10-BUCOK PHCK IIPU IAPEHTEPATHO
HPUIOKEHHUE) M KyMyJIaTHBHA 71032 Ha KOCTHO-pe30pOTUBHATA TEpaIusl.

. pak, IpuApysKaBaIiy 3a00ABaHus (HAIIP. aHEMUS, KOaryJIonaTHH, HHPEKIUH),
TIOTIOHOMYIIICHE.

o CHITBTCTBAIIIY JICYCHUS: KOPTUKOCTEPOHIH, XUMHUOTEPAITHsl, HHXUOUTOPU HA aHT'HOTEHE3aTa,
JThUETEpAITUs Ha IJIaBaTa U MIUsTa.

o JIoIIa YCTHA XUTHEHA, TapOJ0HTO34, JIOIIO IIOCTABEHH MTPOTE3H, aHAMHE3a 32 CTOMATOJIOTHYHO

3a0o0sABaHe, MHBa3UBHU CTOMATOJIOTUYHH MPOLEAYPH (HAIp. eKCTPAKIUI Ha 350).



ITo Bpeme Ha JrleueHuE ¢ IeH03yMad BCHYKH TAITUCHTH TPSOBa Aa OBAAT HACKPYABAHM J1a TTOAIBPKAT
no0pa yCTHa XMTHEHa, JIa Ce MOJIaraT Ha pyTUHHU CTOMATOJIOTHYHHY TIPETJIeId ¥ He3a0aBHO Ja
CHOOIIAaBAT 32 BCHYKKM CUMIITOMH OT CTpaHa Ha yCTHATAa KyXHHA, KaTo pa3KjallaHe Ha 350, 00JKa WIn
MOIyBaHe, WM He3a3paBsBally S3BU WU ceKperus. [1o BpeMe Ha JIeueHneTo, HHBa3UBHU
CTOMATOJIOTUIHH MPOIIEAYPH TPSIOBa Jla ce M3BBHPIIBAT CaMO CJIC]] BHUMATETHA MPElleHKa U TPsIOBa 1a
ce n30srea U3BLPIIBAHETO UM B HEMTOCPEACTBEHA OJIU30CT C MPUIIOKEHHUETO HA JICHO3YyMao.

[TnanbT 3a JIeueHue Ha MareHTuTe, kouTo pazsuBatr OHY, TpsOBa na 0b/ie H3TOTBEH B TACHO
CHTPYAHUYECTBO MEKAY JICKYBALIHA JIEKap U CTOMATOJIOT WM JIMLEBO-YEIIOCTEH XUPYPT C ONHUT B
OHU. Tps6Ba ga ce 0OMUCIN BPEMEHHO NPEKbCBAHE Ha JICYEHUETO, JOKATO ChbCTOSHUETO OTLUIYMH U
JIOTIPUHACSIIIIUTE PUCKOBU (PaKTOPH OBAAT HAMAICHH, aKO € Bb3MOXKHO.

Ocmeonexpo3a Ha 6bHUIHUSL CTTYX08 NPOXOO

Nma croOienns 3a OCTEOHEKPO3a Ha BHHIIHUS CITYXOB IPOXO/I MIPH JISYEHUE C IeHO3yMal.
Bb3MoxxHUTE pUCKOBH (DaKTOPH 32 OCTCOHEKPO3a Ha BHHIIHUS CIYXOB IPOXOJI BKIIOYBAT YHOTpeda
Ha CTEPOMIH U XUMHOTEpANusl 1/ UK JOKAIHU PUCKOBU (PaKTOpH, KATO HApUMEP MHPEKLUS WIH
TpaBMa. BeposTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BHHITHHS CIYXOB MTPOXO TPsiOBa Jja ce uma
OpeABH] TIPH MAIMEHTH, IPHEMAaIH JIeH03yMa0, KOUTO pa3BUBAT CUMIITOMHU OT CTpPaHa Ha YXOTO,
BKJIIOUMTENTHO XPOHUYHH YITHH HH(EKINH.

Amunuunu gpaxmypu na bedpenama Kocm

Nma choOieHus 3a aTUUYHE QpakTypy Ha OepeHara KOCT MPH MaIl[MeHTH, TOTyYaBally 1eHO3yMa0
(Bk. Touka 4.8). ATunuyauTe QpakTypu Ha OepeHaTa KOCT MOXKE JIa Ce TIOSBAT MPY MUHHMAJTHA
TpaBMa Wi 0e3 TpaBMa B cyOTpOXaHTepHUTE U AuadU3HUTE 00JacTh Ha OeapeHara KocT. Te3u
CBHOUTHS Ce XapaKTePU3UPAaT ChC CIeUUPUIHN PEHTTCHOJIOTHYHH HAXOJKU. ATHIINYHU QpakTypH Ha
OelpeHaTa KOCT ce ChOOIIABAT CHIIO NMPH MAIMEHTH C OTPE/ICICHU ChITBTCTBAIM ChCTOSIHUS (HATIP.
neduuT Ha BuTaMuH D, peBMaTouaeH apTpuT, xumnodocdaraszus) u npu ynorpeda Ha HIKOU
JICKapPCTBEHU NPOAYKTH (Hanp. oudochoHaTy, MIFOKOKOPTHKOUIN, MHXHOUTOPH HA TIPOTOHHATA
nomria). Te3u crOnTHS ca HACTHIIBaNIM U 0e3 anTupe3opOTHBHA Tepans. [lomoOHM dpakTypw,
CHOOIIIEHN BBB Bpb3Ka ¢ buochoHaTy, 4ecTo ca OmiaTepaaHy; MOpaad TOBA MPH MAIlUEHTH,
JISKYBaHHU C JICHO3yMa0, KOUTO ca MpeThpriesin (pakTypa Ha TSUIOTO HA OelpeHara KocT, TpsOBa Jia ce
u3cieiBa KOHTpanarepaiHara OegpeHa kocT. TpsaoBa Ja ce 0OMUCIIN peKpaTsIBaHe Ha TEPaNusiTa ¢
JICHO3yMa0 MpH MAIMEeHTH, 32 KOUTO Ce T0I03Upa, Ye UMAT aTHITUYHA GpakTypa Ha OepeHara KocT B
OuYaKBaHE Ha OIICHKATa Ha MallMeHTa Bb3 OCHOBA HA MHAWBUAYAIIHO ONPENEICHOTO ChOTHOLICHUE
non3a-puck. [1o BpeMe Ha JieueHHeTo ¢ 1eH03yMal, MalueHTHTe TpsiOBa Aa ObAaT MOCHBETBAHU A2
chOOIaBaT 3a HOBa WIM HeoOWJalHa 0ojika B 0epoTo, Ta300eapeHaTa cTaBa WK CJIa0MHHTE.
[TanmeHTH ¢ TaKUBa CUMITTOMH TPsIOBa Ja ce M3CIIeaBaT 3a HellbJIHA (paKkTypa Ha OeqpeHaTa KOcCT.

IIpoovroicumento anmupe30poOMuGHO ieuenue

[IpoaBIKUTETHOTO aHTHPE30POTHUBHO JiedeHHe (BKITIOYBAIIO IeH03yMad u 6udochoHaTn) Moxe 1a
JIOBEJIC JIO TIOBUIIICH PUCK OT HEXEJIAHU PE3YJITaTH, KATO OCTCOHEKPO3a HA YCIFOCTTa U ATUITUYHU
(hpakTypu Ha OellpeHaTa KOCT Opaay 3HaYMMO MOTUCKaHE Ha KOCTHOTO peMoJierpaHe (BxK.

Touka 4.2).

Cvnvmemeaujo jiewenue ¢ Opyau 1eKapcmeen npoOyKmu, CbObpicauju 0eHo3ymad

[TanuenTw, nekyBanu ¢ Jubbonti, He TpsiOBa qa OBAAT JIEKYBaHH €IHOBPEMEHHO C IPYTH JICKAPCTBEHU
HPOJYKTH, ChABPIKAIIN IeH03yMa0 (3a MpeoTBpaTsIBaHe Ha ChOUTHS, CBbP3AHU C KOCTHATA CHCTEMa
NPY BB3PACTHU C KOCTHH METACTa3U OT COJUIHU TYMOPH).

Xunepkanyuemus npu neOuampudnu nayuenmu

Jubbonti He TpsiOBa 1a ce U3MON3Ba PU NeAUaTPUYHK HaureHTH (Bb3pact < 18). Crobmasa ce 3a
cepro3Ha XunepKanuueMus. Hakou ciyvan B KITMHUYHY IPOYYBaHU €A YCIOKHEHU OT OCTPO
OBOpEUYHO yBPEXKIaHE.



Tomownu eewecmsa

To3u nexkapcTBeH MPOAYKT ChAbpxa 47 mg copOuTON BHB Bceku ml pa3tBop. TpsidBa ma ce mma
NpeABHU] aTUTUBHUAT €(EKT Ha ChIIBTCTBAILO NPUIaraHy MPOAYKTH, ChABPIKAIIN COPOUTOI (MITH
($pykTO32a), KAKTO U XPAHUTEITHUAT IPHUEM Ha copbuton (mnu Gpykrosa).

To3u neKkapcTBEH NPOAYKT ChIbprka Mo-Majako oT 1 mmol HaTpuii (23 mg) BbB Bceku ml pa3TBop, T.€.
MOJKeE JIa Ce KaXKe, 4e MPAKTHUUYECKU HE ChABPKa HATPHUIA.

4.5 B3amMmopeiicTBHE ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYrH (JopMH Ha B3auMojeiicTBHe

B eqHo mpoyuBaHe 3a B3auMOJICHCTBUATA, I€HO3yMa0 HE MOBIHsABA (DapMaKOKHMHETUKATA Ha
MUIa30j1aM, KOHTO ce MeTabou3upa upe3 utoxpom P450 3A4 (CYP3A4). Tora nokaspa, 4e
JIEHO3yMa0 He TpoMeHsl (papMaKOKMHETHKATa Ha JIEKAPCTBEHU MPOIYKTH, KOUTO C€ METa0OIU3NPaT
upe3 CYP3A4.

Jluncpar KIMHUYHYU JaHHU 3a €IHOBPEMEHHOTO MPHJIOKEHUE Ha ICHO3yMa0d U XOPMOHO3aMeCTRaIla
Tepanus (HampuMmep eCTPOTeH ), CUnTa ce obade, 4e Bh3MOKHOCTTA 32 (hapMaKoJUHAMHYHO
B3aUMOJICHCTBHE € MaJIKa.

[Ipu xeHu B MOCTMEHONAY3a ¢ OCTE0NOPO3a, (papMakOKMHETHKATa U (papMaKOAMHAMHKATA Ha
JIEHO3yMal He ce MOBIMABAT OT MIPEAXOIHA Tepanys ¢ aJeHIPOHAT, Ha 0a3aTa Ha JaHHU OT NIPOYyYBaHe
C Ipexo/iHa Tepamnus (0T aleHIPOHAT KbM AEHO3yMal).

4.6 @epruaurTet, )peMEHHOCT U KbpMeHe

BpemenHocT

Jluncear wim nMa OrpaHUYCHU JIaHHU OT YIIOTpebarTa Ha JeHo3yMal mpu OpeMeHHH KEHHU.
IIpoyuBaHusATa IpH )KUBOTHH MTOKA3BAT PETIPOJYKTHBHA TOKCHYHOCT (BXK. TOUKA 5.3).

Jubbonti He ce nmpenopbuBa 10 BpeMe Ha OPEMEHHOCT U IPH JKEHH C JICTEPOJICH MOTEHIINAI, KOUTO HEe
U3I10J13BaT KOHTpaueniws. JKenure TpsiOBa 1a ObaaT NOCHBETBAHU 1a HE 3a0PEMEHSBAT [0 BpEMe Ha U
Haif-Manko 5 Meceria ciej siedenueto ¢ Jubbonti. Edexture Ha Jubbonti e BeposiTHO J1a ca mo-rojemMu
110 BpeMe Ha BTOPUSI U TPETHS TPHMECTHP Ha OPEMEHHOCTTA, Thil KATO MOHOKJIOHAJTHUTE aHTUTENa
IPEMHUHABAT IPe3 IUIAIIEHTATA 10 JIMHEEH MOJIEI C HalpeJBaHe Ha OPEMEHHOCTTA, KaTo Hail-roIsiMo
KOJIMYECTBO IIpEMHUHABa IPE3 TPETUA TPUMECTHP.

Kopmene

He e u3BecTHO manu neHo3ymMal ce eKCKpeTupa B KbpMaTta. [Ipr TeHeTHYHO MOJISTUPaHU MUILKH, IPU
KOHMTO PELENTOPHUAT akTUBaTop Ha sapeHus ¢paxtop-kB murann (RANKL) e 6un u3kimoueH upe3
reHHO oTcTpansBane (,,knockout MuIiku’), mpoy4YBaHusTa IOKa3BaT, ye aumncara Ha RANKL (taprer
Ha JAeH03yMal — BXX. Touka 5.1) 1Mo Bpeme Ha OpeMEHHOCT, MOKE Ja TIOBJIHSE BEPXY Ch3PsIBAHETO HA
MJICYHHUTE KJIE3U, BOJACIIO 10 HApYLICHA JIAKTallMs cliesl paxaaHe (Bxk. Touka 5.3). TpsoBa na ce B3eme
pelleHne 1K Jia ce MPEyCTAaHOBH KbPMEHETO HIIH Jla He ce MPHIIoXKH TepanwusTta ¢ Jubbonti, kato ce
B3eMarT MPEeJBUI 110JI3aTa OT KbPMEHETO 32 JICTETO U M0JI3aTa OT TeparnusiTa 3a )KeHara.

DepTUIuTeT

Hsma nannu 3a edexra Ha neHo3ymMal BbpXy depTunutera npH xopa. [IpoyuBanust npu >KHBOTHHU HE
MOKAa3BaT NPEKU WIIH HENPEKH BpEAHU eheKTH, CBbp3aHH ¢ GepTrauTeTa (BXK. Touka 5.3).

4.7 EdexTH BbpXYy cCoco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHHA

Jubbonti He moBNMsBa WM NOBIMABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a opupaHe U padoTa c
MAIlHH.



4.8 Hexenanu JjeKapcTBeHH peakuu

O0600611IeHMEe Ha npodiia Ha OE30IIaCHOCT

Haii-uecture HexxemaH! peakiiuyl MpH 1eHo3yMab (HabI0JaBaHu MY MTOBeYe OT €IWH MAIMeHT Ha
JIeceT) ca MyCKYJITHO-CKeseTHa 0ojka 1 Ooika B kpaitHuiuTe. [Ipu manueHTH, npueManiy 1eHo3yMao
ca HaOJIFOTaBaHU HEYSCTH CIIy4ad Ha IeIYJTUT; PEAKH CIydYar Ha XUITOKAIIUEMUs,
CBPBXUYYBCTBUTEIIHOCT, OCTEOHEKPO3a Ha YEINIOCTTAa M aTHITMYHU (PpakTypu Ha OepeHara KocT (BxK.

TOYKH 4.4 1 4.8 — onrcanne Ha N30paHN HEXKETIaHU PEaAKITHH ).

TabauyeH CIHUCHK HA HEXKCITAHUTE PCAKIINN

Jlannute B Tabnuma 1 mo-0y ONKMCBAT HEXETaHH PEAKIMH, ChOOIIECHH MPH KIMHUYHU POYYBAHUS
(haza Il u 11l mpu manueHTH ¢ OCTEOTIOPO3a U KapIIMHOM Ha MIICYHATA JKJIe3a WM IPOCTaTaTa,
MOJIy4YaBally XOPMOHAIHA a0JIallKsl, W/UIH OT CIIOHTAHHH ChOOIICHHUS.

H3mon3BaHa e clieiHaTa KOHBEHIHS 32 Kiacu(uKaIys Ha HeKEITAHUTE JICKAPCTBEHH PEAKIINH (BXK.
tabnuna 1): maoro gectu (> 1/10), wectu (> 1/100 mo < 1/10), veuectu (> 1/1 000 go < 1/100), penku
(> 1/10 000 no < 1/1 000), muoro peaku (< 1/10 000) u ¢ Heu3BecTHA YecTOTa (OT HAJTMUHUTE TaHHU
He MOJKe J1a ObJie HarpaBeHa oreHka). [Ipu BCSIKO TpymupaHe B 3aBUCHMOCT OT YECTOTATa U
CHCTEMO-OPTraHHHUS KJIaC, HEeKETAHUTE JICKAPCTBEHH PEAKIIMHU CE U30POABAT B HU3XOIAIIL PE/I 1O
OTHOIIICHHE Ha TIXHATA CEPHO3HOCT.

Ta6anna 1. Hexenann peakuum, cb001IeHH NPH NALAEHTH ¢ 0CTEONOP03a U MALUEHTH ¢
KapPIUHOM Ha MJICYHATA KJIe3a WIIH IPOCTATATA, OJy4aBally XOPMOHAJIHA abjaanus

MedDRA cucremo-opranex
KJ1ac

Kareropus yecrora

Hexenanm peaknuu

Wudexiyu n nadecTanun YectHn Wubekuns Ha MTMKOYHUTE IBTUIIA
Yectu Wubekuns Ha rOpHUTE TUXATSITHA
THTHINA
Hewectn JluBepTHKYIUT!
Heuectn Llemymur!
Heuectn WNudekuus Ha yxoTo
Hapymennst Ha uMyHHaTa Penxu CBpPBbXUyBCTBUTEIHOCT KbM JIEKAPCTBOTO'
cucreMa Penku AnadunaktiuHa peakuus'
Hapymenus Ha metabonusma u | Peaxu Xumnokanmuemus'
XpaHEHETO
Hapyuienust Ha HepBHATa Yectu HNinac
cucTemMa
CroMantHo-uypeBHU Hapymmenus | Yectn 3amnek
Yectn AbGnomuHaneH JucKoMpopT
Hapymienns Ha koxaTa u Yectn O6puB
MOJKOXHATA ThKaH UecTtu Ek3zema
UecTtu Anonenust
Heuectn JIMXCHOMIHY JIEKAPCTBEHHU PEAKIMH '

MHoro penku

XI/IHepCCHBI/ITI/IBCH BAaCKYJIUT

Hapymenus Ha
MYCKYJIHO-CKEJIETHaTa CUCTEMa
U ChbeJUHUTEIHATA ThKaH

MHoro JecTn
MHoro gecTu
Penxu
Penxu

C Heu3BECTHA YECTOTA

Bonka B kpaiiHunure
MycKynHO-CKeneTHa Oonka'
OcTeoHeKpo3a Ha YeTocTTa!

Atunuyny GppakTypu Ha GeapeHaTa KocT!
OcCTeoHEKpO3a Ha BHHIIHUS CIYXOB
npoxox’

! Bukre Touka ,,Onucanue Ha W30paHU HEKEIAHH PEaKIUK .

2 BuxTe Touka 4.4,




B cOopHus aHa M3 Ha JaHHKW OT BCUYKH IUIale00-KOHTpoIupaHy u3nursanus ¢asza Il u daza Il e
CHOOIIIEHO 3a TPUTIOIOA00HO 3a00ssIBaHe ¢ o01a yectora ot 1,2% 3a gerno3zymad u 0,7% 3a mianeoo.
Brnpeku de ToBa HECHOTBETCTBHE € YCTAHOBEHO Upe3 COOpPEH aHaIM3, TO HE € YCTAHOBEHO 4pe3
cTpaTuUIUpaH aHaIU3.

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Xunokanyuemus

[Ipu nBe mIaned0-KOHTPOIUPAHU KIMHUYHM MTpoyuBaHus ¢a3za Il npu skeHu B MoCTMEHONAy3a ¢
octeonopo3sa, npudmmsurenso 0,05% (2 ot 4 050) ot maIMEeHTKUTE ca UMaTl HAMAJICHU CEPyMHH
HMBa Ha Kanui (rmo-manko ot 1,88 mmol/l) cnex nmpunarane Ha neHo3yMa0. He ca chobmiaBanu
HaMaJICHd CEpYMHHU HUBa Ha Kajiuii (o-mMaiko ot 1,88 mmol/l), kakTo npu aBete
1ane00-KOHTPOJIUPAHN KIMHUYHE TTpoyuBaHus ¢asza Il mpu manmenTr ¢ XopMoHaiiHa abiamnus, Taka
Y TIpY T1a11e00-KOHTPOIMPAHOTO KIIMHUYHO npoy4uBane (aza Il mpu mbxke ¢ ocTeonoposa.

[Tpu NOCTMAapKETUHTOBH YCIIOBHUS Ca ChOOIIABAHU PENIKU CITydau Ha TEXKKA CUMIITOMATHYHA
XHUIOKAIUEMHS, BOACIIA A0 XOCIUTAIN3ALNUS, KHUBOTO3ACTpAIaBAILX CEOUTHS U CITy4YaH C JICTaJeH
U3XO0J1, IPEJIUMHO TIPH MAIMEHTH C TIOBUIIEH PUCK OT XUIMOKAJIMEMUS, OTy9aBalin JeH03yMa0, KaTo
MOBEYETO CIIyYau ca HACTBHIIWIU B TbPBUTE CEAMMIIM OT HA4ajoTo Ha JiedeHueto. [Ilpumepu 3a
KJIMHUYHY TPOSIBU HA T€XKa CHMIITOMATUYHA XUITOKAIIMEMUS BKIIIOYBAT YABIKaBaHE HA
QT-unrepsana, TeTaHus, TBPUYOBE U HAPYLICHO NICUXUYHO CHCTOSIHUE (BXK. ToUKa 4.4). CumnromMute
Ha XUIOKAIMUEMHUS B KIMHUYHUTE U3MUTBAHUS C IEHO3yMad BKITIOUBAT ITAPECTE3NH WIIM MYCKYJTHA
CKOBAHOCT, MIOTPENBaHUs, CIIa3MU U MYCKYJIHH KPaMIIH.

Koorcnu ungpexyuu

[Mpu nnane6o-KOHTpONMpPaHUTE KIMHUYHHU npoyuBaHus ¢aza 1, obmaTa yecTora Ha KOXKHH
nH(peknny e Onna CXoHa MpH TPYNHTE Ha 1Uarnedo U AeH03yMal: Ipy )KeH! B TIOCTMEHOIIay3a ¢
octeonopo3a (taredo [1,2%, 50 ot 4 041] cnpsimo nerozymad [1,5%, 59 ot 4 050]); mpu MBxKe C
octeonopo3a (taredo [0,8%, 1 ot 120] cnpsamo neno3ymad [0%, 0 ot 120]); npu narueHTH ¢
KapIMHOM Ha MJIEYHATA JKJIe3a WU IMPOoCTaTaTa, odyJyaBalld XOpMoHalHa a0nanus (Tane6o

[1,7%, 14 ot 845] cripsimo aenozymad [1,4%, 12 ot 860]). Koxxan nabeknnu, Bogemu 10
xXocnuTau3anus, ca chobiaanu npu 0,1% (3 ot 4 041) oT )keHUTE B IOCTMEHOIAy3a C OCTEOIOpO3a,
noJryyasani riame6o, cipsamo 0,4% (16 ot 4 050) ot xeHuTe, mosyyasarm AeHo3ymad. Te3u ciayyau
ca mpeauMHO nenyauT. [Ipyu npoyuBaHUsATA TPH KapIIMHOM Ha MJIEYHATA JKJIe3a M IIPocTarara,
KOXXHHUTE UHPEKIUH, ChOOIIEHN KaTO CEPUO3HHU HEKEJIAHU JICKAPCTBCHH PEAKIIMH, Ca CXOHU MPU
rpynute Ha maneoo (0,6%, 5 ot 845) u neno3ymab (0,6%, 5 ot 860).

OcmeoHexkposa Ha uenocmma

OHUY ce cro0riaBa psiako, pu 16 ManueHTH B KIMHUYHUTE MPOYYBAHUS MTPH OCTEOTIOPO3a U TPU
MAIMEeHTH C KapLIMHOM Ha MIIEYHATA JKJIe3a WM MpocTaTaTa, MoydaBalld XOpPMOHAITHA a0Iamms,
BKIItouBarm 00mio 23 148 nanmenty (Bx. Touka 4.4). Tpunanecer ot Te3u cirydan ¢ OHY ca
HACTBIIMJIM [IPY XKEHU B MMOCTMEHOIAay3a C OCTEONOPO3a M0 BpeMe Ha Pa3IIUPEHOTO KITMHHYHO
npoyuBane ¢asa I, cinen neyenue ¢ neno3ymad B npoabinkenue Ha 10 roquan. Yectorata Ha OHY
¢ 0,04% na 3-tara roguna, 0,06% Ha 5-tata roguHa u 0,44% Ha 10-TaTa roguHa OT JIEYESHHUETO C
neHo3yMao. Puckbst or OHY HapacTBa ¢ IpOIBIDKUTETHOCTTA Ha EKCIIO3UITUS Ha JCHO3yMa0.

Amunuunu ¢opaxmypu na 6beopenama Kocm
B nporpamara 3a KJIMHUYHU MPOYYBAHUS IPU OCTEONIOPO3a, ATUIINIHN PpaKkTypH Ha OeipeHaTa KocT
ca ch00IIaBaHM PSJIKO MIPH NAIMECHTH, JISKyBaHU ¢ ACHO3yMal (Bxk. Touka 4.4).

Jlusepmuxyaum

B exno mnane6o-koHTpoIupaHo KIMHUYHO npoyuBane (¢aza Il mpu manmenTH ¢ kaprimHoM Ha
MpOCTaTara, MoJy4aBald aHaporeH-aenpuBanuonHa tepamus (ADT), e ycraHoBeH aucOanaHc 1o
OTHOIIIEHUE Ha HEXXeTaHUTe ChOMTHS 3a nuBepTUKyIHT (1,2% meHozymab, 0% mnamnebo). YectoTtara
Ha IMBEPTHUKYJIHUT € CPABHUMA MEXY ABETE TEPAIEBTUYHU I'PYIH MIPH KEHUTE B IOCTMEHOTIAY3a HITH
MBKETE C OCTEOINOPO3a U NPHU KCHHUTE, JIEKyBaHH C apOMaTa3HU UHXHOUTOPH 32 HEMETACTATUICH
KapIMHOM Ha MJICYHATA XKJIe3a.



Cevp3anu ¢ 1ekapcmeomo peaxkyuu Ha C8PbXUY8CMEUMETHOCT

[Ipu moCTMapKETUHTOBY YCIIOBUS, IPH MALMEHTH, MOJyJYaBaIiy JeH03yMal ca ChOOIICHH PEIKH
CHOUTHS Ha CBPHXUYBCTBUTEIHOCT, CBBP3aHa C JICKAPCTBOTO, BKIFOYUTEITHO OOPUB, YPTHKAPHUS,
MOTyBaHe Ha JINIETO, epUTEM U aHA(PMIAKTUIHH PEAKIIHH.

Mycxyano-ckenemna 601Ka

[Tpu NOCTMAapPKETUHTOBH YCIIOBUS IMa CHOOIIEHHUS 32 MYCKYJIHO-CKEJIETHA OOJIKa, BKIIFOUHTEITHO
TEXKH CITydau TP MalMeHTH, MoTydaBaliy JeHo3ymMa0. B KTuHIIHUTE TpOydYBaHus,
MYCKYJIHO-CKeJIeTHa O0JIKa ce ChoOIIaBa MHOT'O YECTO B IPYNUTE Ha IEHO3yMal U mianeoo.
MyckynHo-ckeneTHa 00Jka, BOAeLIa 0 IPEYCTaHOBsIBAHE Ha U3MUTBAHOTO JEYEHHUE, C€ ChOOIaBa
HEYecTo.

Jluxenouonu rexapcmeenu peakyuu
Crol1maBa ce 3a TUXESHOWIHY JICKAPCTBCHU peakIiy (HapuMep peakiyu, o100H! Ha JTUXEH
TUTAaHYC) MPH MAIUEHTH B TOCTMapKETUHTOBU yCIIOBHSL.

AQYFI/I CTICIIMAJIHU IOy JIallv

Ieouampuuna nonynayus

Jubbonti He TpsiOBa na ce U3MON3Ba MpU NeAUaTPUYHK HauueHTH (Bb3pact < 18). Crobmmasa ce 3a
CepHo3Ha XunepkaauueMus (Bx. Touka 5.1). Hakou ciyyan B KIMHUYHY IIPOYYBAHHUS Ca YCIOKHEHH
0T 0CTPO OBOPEUHO yBpEKIaHE.

bvopeuno yspeacoane

[Tpu KIMHWYHN POYYBAHUS, TTAIIMEHTH C TEKKA CTETICH Ha ObOPEYHO yBpexKIaHe (KpeaTHHUHOB
kiupbHC < 30 ml/min), nny TakuBa Ha XeMOAWANIN3a, CA U3JI0KEHH Ha MO-BUCOK PUCK OT
XHUIOKAJILUEMHS TIPH JIUIIca Ha 100aBKa Ha KalnIWi. AIEKBaTHHUAT IPUEM Ha KaJIlMid ¥ BUTaMuH D e
Ba)KCH TIPH MAIMEHTH C TeXKa CTETeH Ha ObOPEYHO YBpEKIaHe, WIH TAKMBa HA XeMOIUAIN3a (BXK.
Touka 4.4).

Cpo0111aBaHe Ha MOA03UPAHN HEXETAHN PEAKITHH

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIMU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaykHO. TOBa 1M03BOJIABA Ja MPOIBIKHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
MOJT03UPaHa HeXKEIaHa PeaKiys Ype3 HAI[MOHAIHA CUCTEMa 32 ChOOIaBaHe, TIOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane
Hsma onut ¢ ipego3upane npu KIMHUYHUTE OpOyYBaHUs. B KIMHUYHKUTE NpOyYBaHHUS ca MpUilaraHu

no3u aeHo3ymad o 180 mg Ha Bceku 4 cenvunn (KymyaaTtuBHA 1o3a 10 1 080 mg 3a 6 Mecera) 1 He
ca HaOJIFO1aBaHU AOMBITHUTEITHU HEXKEIIAaHU JICKAPCTBCHU PEAKITHH.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoauHAMUYHHU CBOWCTBA

dapmakoTepaneBTuuHa rpyna: JlekapcTsa 3a JeueHHE Ha KOCTHH 3a0oisiBanus — Jpyru ekapcTsa,
MIOBJIMSABAIIN KOCTHATa CTpyKTypa u MuHepanuzanus, ATC kox: M05BX04

Jubbonti e 6uonornyno noxodeH nexapcTBeH NpoayKT. [loapobHa undopmanus e nperocTaBeHa Ha
yebcaiita Ha EBponeiickaTa areHnus 1o jekapctaTa https://www.ema.europa.eu/.




MexaHnu3bM Ha JIEUCTBUE

JleHo3ymab e 4oBemiko MOHOKIOHATHO aHTHUTLIO (IgG2), KOeTo TapreTHO Ce CBhP3Ba C BUCOK
adunuteT U crnerpduyaroct ¢ RANKL, npefaoTBpaTsBaliku ak THBUPAHETO Ha HETOBHUS PEIETITOP
RANK, pa3rnosioxeH 1o moBbpXHOCTTA HAa OCTCOKIACTHUTE MPEKYPCOPU M OCTEOKIACTHUTE.
IIpenoTBparsBaneTo Ha B3aumoeiicTBreTo RANKL/RANK nuxubupa oOpa3yBaHeTo Ha
OCTEOKJIACTH, TAXHATA (DYHKIIUSA U KU3HECTTOCOOHOCT, HAMATSIBAWKHY 110 TO3W HAYMH KOCTHATA
pe30pOIHsl B KOPTHKATHUTE ¥ TPaOEKyIapHUTE KOCTH.

(DaDMaKO JUHAMWYHNU Cd)CKTI/I

JlegenueTo ¢ neHo3yMad Obp30 HaMaIsIBa CTETIICHTAa HA KOCTEH OOMEH, JOCTUTANKH 3a 3 THH
Half-HHCKaTa CTOMHOCT Ha MapKepa 3a KocTHa pe3opouus, cepymun 1 C-tenonentuau (CTX) (85%
HaMmaJsBaHe), ChC 3aMa3BaHe Ha HaMaJIeHHETO B paMKHTE Ha JO30BHs MHTEpBajl. B kpas Ha Bcekn
71030B HHTepBa)l HamassiBaHeTo Ha CTX e yacTHyHO 1mo-c1abo, B CpaBHEHHE C MAKCUMAIHOTO
HamaJsieHue ot > 87% mo mpubnmsutenHo > 45% (auanaszon ot 45-80%), koeTo oTpassiBa
00paTUMOCTTa Ha €PEKTUTE Ha IEHO3yMal BbPXY KOCTHOTO PEMOJIEIUpPAHe ciie]] OHKaBaHe Ha
cepyMHHUTE HUBA. Te3u eeKTH ce MOIbPIKAT C HEMPEKbCHATO JiedeHne. MapkepuTe 3a KocTeH 0OMeH
0OMKHOBEHO JIOCTUTAT HUBATA MPEIH JICUeHHETo 9 Mecena cie mocienHara jgo3a. [Ipu moBTopHO
3aroyBaHe Ha JieHo3yMa0, HamassiBaneTo Ha CTX e cxoHO ¢ ToBa, HAOII0AaBaHO NPH MALUECHTH,
KOHTO 3aroyBaT JICUCHHUE C JJeHO3yMal 3a IbPBH ITBT.

HUmyHorennoct

[To BpeMe Ha JIeYCHUETO € ACHO3yMad MOXe Jla ce pa3BHSIT aHTUTeNa cpelly JaeHo3ymab. He e
HaOJro/1aBaHa sIBHA BPB3Ka MEXKIy Pa3BHTHUETO HA aHTUTEA U PapMaKOKWHETHKATA, KITHMHUIHUS
OTrOBOP WJIH HEXKETAHOTO CHOUTHE.

Knnangna CSIJI/IKaCHOCT ¥ 0€30IMacHOCT ITpU )KCHU B ITIOCTMCHOTIIAy3a ¢ OCTCOIIOPO3a

Eduxacnoctra u 6e30macHOCTTa Ha JEHO3yMa0, IpuiIaral Ha BCEKH 6 Mecella 3a MEepHoJ OT 3 TOAWHH
€ M3ClIeIBaHa MpH KeHHU B mocTMenonaysa (7 808 »xenu Ha Bb3pact ot 60 no 91 rogunwm, 23,6% ot
KOHMTO Ca MMaJIi Mpeo0iiaaBalio BepTeOpaiHd PpakTypH), ¢ U3XOAHH T-CKOPOBE 32 KOCTHA
MUHepanHa mrbTHOCT (BMD) Ha mymOanHu npelnuieHd Wik Ha Ta3o0epeHa cTaBa Mexkay —2,5 U —
4,0 u cpenHa abCOMIOTHA BEpOATHOCT 3a (hpaktypa B pamkute Ha 10 roguau - 18,60%

(nmnamnason: 7,9-32,4%) 3a royisMa ocreonopoTruHa Gpaktypa u 7,22% (auanaszon: 1,4-14,9%) 3a
¢paktypa Ha TazobenpeHara craBa. JKenu ¢ 1pyru 3a00sBaHHs WM KOUTO Ca Ha JICYCHHE, KOETO
MOXe J]a TTOBJUsie KOCTUTE, ca OMIIM M3KIIIOYEHHU OT TOBa MpoyuBaHe. JKeHure ca momydaBanu
eXeIHEBHO q00aBku ¢ Kanui (Hai-mainko 1 000 mg) u Butamund D (Hait-manko 400 1U).

Egpexm evpxy eepmebpannume ¢ppaxmypu
JleHo3yMa0 3HAUHUTEITHO HAaMasiBa PUCKa OT HOBH BepTreOpainu ppakrypu Ha 1-Ta, 2-Ta U 3-Ta

roguHa (p < 0,0001) (Bx. TabnMIa 2).

Taéanuna 2. EpexThT Ha JeH03yMa0 BLPXY PUCKa OT HOBM BepTeOpaianu ¢ppakTypu

[Iponent Ha xenure ¢ ppaxtypu (%) Hamanssane Ha | HamansaBane Ha
[Tnane6o Jenozymab a0comoTHUSA OTHOCUTCIHUS
n=3906 n=3902 puck (%) puck (%)
(95% CI) (95% CI)
0-1 roguna 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 roguHu 5,0 1,4 3,5(2,7,4,3) 71 (61, 79)**
0-3 roguxu 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*

*p < 0,0001, **p <0,0001 — ekcrutopaTopeH aHaIU3
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Egexm evpxy ppaxmypume na mazobedpenama cmasa

Henozyma6 moxassa 40% otHocurenno HamansBaHe (0,5% HamansBaHe Ha aOCONIOTHHS PHUCK) Ha
pucka ot ¢pakTypa Ha Tazo0eapeHara cTaBa 3a nepuoj ot 3 roaunu (p < 0,05). YUectoraTta Ha
¢dpaktypute Ha Tazo0enpenata ctasa € 1,2% B mauebo rpynara, B cpaBHenue ¢ 0,7% B rpynaTa Ha
JleHo3ymMab 3a 3 ToauHHU.

B post hoc ananuz nipu xeHu > 75 roauHu € Ha0Mr0AaBaHO 62% HaMalsiBaHEe HA OTHOCUTEITHUS PUCK
npu neHozymab (1,4% HamansBaHe Ha abcomoTHUS prck, p < 0,01).

Epexm 6vpxy ecuuxu KIuHUYHU ppakmypu
Jeno3ymab 3HaunMo HamassiBa PaKTypuTe MPU BCUUKU BUIOBE/TPyNnu QpakTypH (Bx. Tadbnuna 3).

Ta6anna 3. EpexThT HAa NeH03yMa0 BbPXY PHCKa OT KIMHAYHHA (PPAKTYpPH 32 3 TOAMHHA

IIporieHT Ha >KEHUTE C HawmansBane na | Hamansiane Ha
bpaxtypu (%)" a0COMIOTHHSA OTHOCHUTETHUS

Ilnane6o | Jenosyma6 | puck (%) puck (%)

n =3 906 n=3902 (95% CI) (95% CI)
Kaksaro u 1a € kiuauuHa ppakrypa’ 10,2 7,2 2,9 (1,6, 4,2) 30 (19, 41)***
Knuanana BepTedpanna ppakrypa 2,6 0,8 1,8 (1,2,2,4) 69 (53, 80)***
Heseprebpanna gppakrypa’ 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)**
Tonsma HeBepTeOpanHa Gpakrypa’ 6,4 5,2 1,2 (0,1, 2,2) 20 (3, 34)*
Tonsima ocreonopothyHa (pakrypa’ 8,0 53 2,7(1,6,3,9) 35 (22, 45)***

*p <0,05, **p =0,0106 (6mopuuna kpaiina mouxa, 6KIOUEHA NPU KOPUSUPAHE 3a MHOICECMBEHOCHT),

**%p < 0,0001

" Yecrora Ha crbutusita mo Kaplan-Meier 3a 3 rogunu.

! BKiII0YBa KIMHUYHY BEPTEOpaIHu (PpakTypH U HEBEPTEOPATHHU (PAKTYpH.

2 VI3ki1i04Ba T€3M HA NMPEIUIEHUTE, YEPETIA, JTUIETO, MAaHIMOYJIaTa, METAKAPIIAIHUTE KOCTU U
(hamaHruTe HA MPHCTUTE HA PBLETE U KpaKara.

3 Brirousa Tasa, quctaieH heMyp, IIpOKCUMAaIHA TUOUs, peOpa, IPOKCUMAJIEH XyMEpPYC,
HpEeIMUIIHALIA U Ta300€IpeHa CTaBa.

* BkirouBa KIMHUYHU BepTeOpainu GppakTypu, Ta300eApeHa cTaBa, MPEAMULIHALA U GPAKTYPH Ha
xyMmepyc, onpenenenu no C30.

IIpu xenu ¢ uzxoana BMD < -2,5 Ha muiikata Ha peMypa, 1eH03yMab HaMaisiBa pUCKa OT
HeBepTeOpanau ¢paktypu (35% HamamsiBaHe HA OTHOCUTEIHHS PUCK, 4,1% HaMansiBaHe Ha
abcomroTHHS pUCK, p < 0,001, excruiopaTopeH aHaIu3).

HamansBaneTo Ha 4ecToTaTta Ha HOBU BepTeOpaHU GpakTypH, GpaKkTypH Ha Ta300eIpeHara cTapa u
HeBepTeOpatHu QpakTypH upe3 JeHo3yMab 3a 3 TOIMHU € MOCTOSHHO, HE3aBUCHMO OT M3XOJHUS PUCK
3a ppakTypu B pamkute Ha 10 roauHu.

Eghexm 6vpxy xocmnama munepaina nivmuocm

JeHo3yma0 3HaunTenHo yeennyapa BMD Ha BCHUKHM KIMHHYHO U3MEPEHH MECTa, CIIPSIMO I1aredo
Ha 1-ta, 2-Ta u 3-ta rogunau. [eno3zymabd ysenudaasa BMD c 9,2% na imymbannute npenieHy, ¢ 6,0%
Ha Tazo0enpeHara crasa, ¢ 4,8% Ha muiikara Ha ¢pemypa, ¢ 7,9% Ha TpoxaHTepa Ha OeapeHara KocT,
¢ 3,5% na aucrannara 1/3 Ha panuyca u ¢ 4,1% Ha IAI0TO TATIO 3a IEPHUOJ OT 3 TOJUHH (BCUYKH P
<0,0001).

[pu KJIVMHUYHU POYYBAHUS, U3CIEABAIIM e(PEKTHTE OT MPEKbCBAHETO Ha JeHo3yMad, BMD ce Bpbia
KbM CTOﬁHOCTH, HpI/I6HI/I3I/ITeHHO 0 HUBAarta Hpezm JICHCHUCTO U OCTaBa IIO-BHUCOKA OT Ta3u HpI/I
miare6o 3a mepuoj ot 18 Mecena cie mocienHara go03a. Te3n JaHH! OoKa3Bar, 4e ce Hajara
NPOJBIDKUTEIHA TEPAITUs ¢ JIeH03yMa0 3a MobpiKaHe Ha e(heKTa Ha JICKAPCTBEHUS TPOIYKT.
IToBTOpHOTO 3amoYBaHe Ha JCHO3yMabd BOIM 110 yBenruyaBane Ha BMD, cxomHo ¢ ToBa nipu
I'bPBOHAYATHOTO MPHUJIAraHe Ha JEHO3yMao.
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Omeopeno npoodwvidiceHue Ha NPoyY8anemo NpU leyeHue Ha 0Cmeonopo3a 8 NOCMMEHONAY3a

06110 4 550 xenu (2 343 na neno3zymab u 2 207 Ha mnamne0o0), KOUTO ca MPOIMYyCHATH HE TIOBEYE OT
€/IHa /1032 OT U3MUTBAaHUS MPOAYKT B OCHOBHOTO MPOYUYBAHE, OMUCAHO MO-TOPE, U Ca 3aBbPLIHIH
NPOYYBAaHETO C BU3UTaTa Ha 36-TUS Mecell, ca BKIIOYEHH B 7-TOANUIIHO, MHOTOHALIMOHAIIHO,
MHOTOIIEHTPOBO, OTBOPEHO Pa3IIMPEHO MPOYUYBaHE C €HO PaMo, 3a OIICHKa Ha AbJITOCpOYHATA
Oe3omacHOCT U e(hUKaCHOCT Ha JICHO3YMa0. BCHUKHM KeHH B pa3IIMPEHOTO IPOyIBAHE € TPSOBAIO da
moJTyJaBaT JieHo3yMa0 60 mg Ha BCceku 6 Mecena, KaKTo U €XKeTHEBHO Kajwii (Hail-manko 1 g) u
BuTamuH D (Haii-manko 400 [U). O6mio 2 626 yyactaunm (58% OT skeHHTE, BKIIOYCHH B
pasmIMpEeHOTO MpoyYBaHe, T.€. 34% OT )KeHUTe, BKIIIOUYEHH B OCHOBHOTO MPOYYBAHE) Ca 3aBBPIIIITN
Pa3MIKpPEHOTO IPOYYBAHE.

[Ipu manmenTH, NeKyBaHu ¢ JeHO03yMad B npoabikenue Ha 10 roguan, BMD ce e ysenuunia cripsimo
H3XOJHOTO HMBO B OCHOBHOTO npoyuBane ¢ 21,7% Ha mymOanauTe npeuuiend, 9,2% Ha
tazo0eapeHata crasa, 9,0% Ha mmiikata Ha Gpemypa, 13,0% Ha TpoxanTepa Ha 6enpeHara kocT u 2,8%
Ha qucranHata 1/3 Ha paguyca. Cpenaust BMD T-ckop Ha mymMOaiHUTE IpENUIeHH B Kpast Ha
npoyuBaHeTo € —1,3 npu nanueHTuTe, JeKyBaHH B Mpoabiokenue Ha 10 roguHm.

UYecroraTa Ha (hpakTypuTE € OlleHEeHa KaTo KpaifHa Touka 3a 0€301acHOCT, HO epUKACHOCTTA MTPH
npeaoTBpaTsIBaHe Ha (PakTypH HE MOXKe Jia Objie M3UMCIIEHA ITOpaIy BUCOKHsI Opoii NPEeKbCBAHUS U
OTKPHUTHS AW3aiiH Ha poyuyBaHeTo. KyMmyiaTuBHaTa yecToTa Ha HOBU BepTEOpaIHu PpakTypH U
HeBepTeOpanHu (GpakTypH € CbOTBETHO 0KoJo 6,8% 1 13,1% npu nauneHTH, OCTaHAIU Ha JISYEHHUE C
JeHo3yMa0 B npoabinkeHue Ha 10 rogunam (n = 1 278). [areHTuTe, KOUTO HE Ca 3aBbPIIUIH
MIPOYYBAHETO NOPAIH HAKAKBA IPUYMHA, Ca HMAJIU IT0-BUCOKA YECTOTa HA (PpaKTypHu IO BpeMe Ha
JICYCHHUETO.

[o BpeMe Ha pa3MIMPEHOTO MPOYUBAHE Ca Bb3HUKHAIN TPHHACCET IOKa3aHU Clydas Ha
octeoHekposa Ha yemoctta (OHY) u 1Ba moka3anHu ciydas Ha aTUTUYHU (QpaKkTypH Ha OeapeHarta

KOCT.

Knnanyna e(bI/IKaCHOCT 1 0€30IMacHOCT OpHu MBIKE C OCTCOIIOPO3a

EdukacHocTTa 1 6€30IaCHOCTTA Ha IeHO3yMa0, IpuUjiaral BEAHBXK Ha BCEKU 6 Mecella 3a EPHo OT
1 roguHa, € Ipoy4eHa mpu 242 MbxKe Ha Bb3pacT oT 31 10 84 roguHu. YUacTHUITUTE C H3YHCIICHA
ckopocT Ha riomepyiHa punrparus (eGFR) < 30 ml/min/1,73 m? ca GUIM M3KIIIOUEHH OT
M3MHUTBaHETO. BCHUKH MBXKe ca ToTydaBaii €KeIHEBHO J00aBkH ¢ Kammid (Haii-manko 1 000 mg) u
ButamuH D (Haii-manko 800 IU).

[IppBHUHATa MpOMEHIMBa 32 €(pUKAaCHOCT € poueHTHaTa npoMsHa B BMD na mymGannure
HpenuieH:, e(hUKacCHOCTTA [0 OTHOIICHKE Ha (PpakTypuTe He € oreHeHa. J(eHo3yMad 3HauMMo
yBenuuaBa BMD Ha BcHuky KIMHUYHO M3MEPEHH MecTa crpsiMo mianedo Ha 12 mecena: ¢ 4,8% Ha
aymOanHuTe npenuieHd, ¢ 2,0% Ha 1su1o 6enpo, ¢ 2,2% Ha muiikata Ha hemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oeapenata koct U ¢ 0,9% Ha quctanHara 1/3 Ha paguyca (Bcuuku p < 0,05).
Jeno3ymab ysenmuaBa BMD Ha jrymOaiiHUTE TIPENUICHU CIIPSIMO U3XOHOTO HUBO 1ipu 94,7% oT
MBKeTe Ha 1-Ta ronquna. 3HauuTenHo yBennuenue Ha BMD na mymOannute npeiieHuy,
Tazo0e/peHaTa cTaBa, IuiKkara Ha (heMypa U TpoxaHTepa Ha OeipeHaTa KOCT € HaOII0AaBaHo 10 6-Hs
Mmecetr (p < 0,0001).

KocTtHa xucTonorus npu )XeHu B IOCTMEHONAY3a U MBXKE ¢ OCTSOIIOP03a

KocTHara xucronorus ¢ orieHeHa mpu 62 KeHU B TIOCTMEHOIIay3a ¢ 0CTEO0IOp03a MM C HUCKAa KOCTHA
TUTBTHOCT, KOMTO HE ca OWJIM JICKYBaHHU 3a OCTEOIOPO03a WITK Ca MPEMHUHAH OT IMPEAIIeCTBaIIa
Tepanus ¢ aleHIPOHAT KbM TOCIIe/BAIA TEpaIHs ¢ IeHo3yMao 3a nepuoy ot 1-3 rogunu. [letnecer u
JICBET JKEHH Ca yYaCTBaJIX B IIOJU3IUTBAHETO ¢ KOCTHA OHoricus Ha 24-us mecent (n = 41) u/unu 84-ust
Mecel] (n = 22) OT pa3mIupeHOTO MPOYYBAHE MTPH KEHH B TOCTMEHOIay3a ¢ ocTeonopo3a. KocTHara
XHUCTOJIOTHS € OLIEHEHA CHIIO ¥ NPH 17 MBKE C OCTEONmopo3a Clie/l eHa FoJuHa JIeUeHUE ¢ JeH03yMa0.
Pesyarature OT KOCTHUTE OHMOIICHH IMOKA3BaT KOCTH ¢ HOPMaJIHA CTPYKTypa U KayecTBO, O€3 JaHHU 3a
nedeKTH B MEUHEpalIM3anusaTa, 0e3 He3psiia KocT win (hnopo3a Ha KOCTHHSI MO3BK.
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XuctoMophoMEeTpHIHHUTE HAXOJIKH B Pa3IIHPEHOTO MPOYYBAHE TP KEHH B TIOCTMEHOTIAY3a C
0CTEOIOpO3a MOKAa3BarT, 4ye aHTHPE30pOTHBHUTE e()eKTH Ha JIEHO3yMa0, M3MEPEHH Ype3 aKTHBHPAHE Ha
YeCcTOTaTa U CTEIICHTa Ha KOCTHO 00pa3yBaHe, ce 3ala3BaTr C TCUCHHE Ha BPEMETO.

Knnangna CSIJI/IKaCHOCT u 0€30IMacHOCT IIpYU MaMUEHTHU ChC 38.1"268. Ha KOCTHO BEHICCTBO, CBHP3aHO C

OTHCMAaHC Ha aHJAPOrcHU

EdukacHocTTa 1 6€30MaCHOCTTA Ha ICHO3YMa0, MIPUJIOKEHA BEIHBK Ha BCEKH 6 Mecella 3a IepHO/I
oT 3 TOIMHY € M3CJeIBaHa IIPU MbBKE C XUCTOJIOTMYHO JOKa3aH HEMETaCcTaTHIeH KapIIMHOM Ha
npocratara, nony4yasau ADT (1 468 mbxe Ha Bb3pacT 48-97 roguHm), KOUTO ca U3JIOKEHU Ha
TIOBHIIIEH PUCK OT (hpakTyp (ompeaeneH karo > 70 rogunawn, win < 70 roguau ¢ BMD T-ckopose Ha
ayMOaJHUTE MPEILICHH, Ta300eApeHaTa cTaBa WM mmuiikata Ha pemypa < -1,0 wiu aHamHe3a 3a
0CTEONOPOTHYHA (pPaKTypa). BcHUku Mbke eXKEeTHEBHO ca TOTy4YaBaliv J00aBKa ¢ KAl
(mait-manko 1 000 mg) u Butamun D (Haii-manko 400 IU).

Jeno3zymab 3aaunmo ysenudasa BMD Ha Bcmuky KIMHHYHO U3MEPEHH MECTA, B CPAaBHEHHE C
iane0o 3a nepuof ot 3 roguHu: ¢ 7,9% Ha myMmOanHHTE MpenuieHd, ¢ 5,7% Ha Tazo0eapeHara crasa,
¢ 4,9% Ha mwmiikata Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha OelpeHara Koct, ¢ 6,9% Ha

mucranHata 1/3 na paguyca u ¢ 4,7% Ha 1sutoTo 1ss10 (Bemuku p < 0,0001). B npocnektrBHO
IUTAHUPAH eKCIUIOPATOPEH aHaIu3 3HaYuMO yBenuueHne Ha BMD Ha iymOanHuTe npenuieH,
Tazo0eapeHaTa cTaBa, IIMiKaTa Ha (heMypa U TpoxaHTepa Ha OeipeHaTa KocT ce HabmonaBa 1 mecer
cJle]] HadaJHaTa Jo3a.

JleHOo3yMab moka3Ba 3HAYMMO HAMAJISIBAHE HA OTHOCUTEIHUS PUCK OT HOBH BEPTEOpAITHH
dpaxtypu: 85% (1,6% HamansBaHe Ha a0CONIOTHHS PHUCK) 3a 1 roguHa, 69% (2,2% HaMansiBaHe Ha
a0COJIFOTHUS PUCK) 3a 2 roaunu U 62% (2,4% HamaissBaHe Ha aOCOJFOTHHSI PUCK) 32 3 TOJUHU
(Bcuukm p < 0,01).

Knnangna CSIJI/IKaCHOCT ¥ 0€30MMacHOCT IIpYU MAMUCHTH CHC 38.1"268. Ha KOCTHO BEHICCTBO, CBHP3aHO C

aJIOBAaHTHA TCpanuda ¢ apoMaTa3cH I/IHXI/I6I/ITOD

EdukacHocTTa 1 6€30IaCHOCTTA Ha IeHO3yMa0, MPHJIOKEH BEIHBK Ha BCEKU 6 Mecella 3a 2 TOIuHH,
ca u3CcIeABAaHU IIPH KEHU C HEMETacTaTHUEH KapIIMHOM Ha MJIeUHaTa XJje3a (252 »eHu Ha

BB3pacT 35-84 rogunn) u m3xogau BMD T-ckopose mexny —1,0 1o —2,5 Ha tymOaIHUTE NpelIeHH,
Tazo0e/peHaTa cTaBa Wi IUiKaTa Ha 0epoTo. Beuiky sKeHU exeTHeBHO ca ToTydaBaiy J100aBKa ¢
kaymui (Haii-manko 1 000 mg) u Butamun D (Hait-manko 400 IU).

[IspBuYHaTa MPpOMEHIIHBA 32 €(hUKACHOCT € IpOMsIHA B TiporieHTHTe Ha BMD Ha mymbanaute
MPeLUIeHH, ePUKACHOCTTA 10 OTHOIICHHE Ha (PPAKTYpHUTE HE € OlleHeHa. JleHo3yMal 3HauuMo
yBenmmuaBa BMD Ha BCHYKH KIIMHUYHO H3MEPEHU MECTa, B CpaBHEHHE C ruianedo 3a 2 roaunu: ¢ 7,6%
Ha JIyMOanHHUTe TIpenuieHy, ¢ 4,7% Ha Tazo0enpeHara crapa, ¢ 3,6% Ha muiikata Ha heMypa, ¢ 5,9%
Ha TpoxaHTepa Ha Oe/ipeHaTa Kocrt, ¢ 6,1% Ha nucrannata 1/3 Ha paguyca u ¢ 4,2% Ha ISIIOTO TSUIO
(Bcuuxwu p < 0,0001).

JleueHwne Ha 3ary0a Ha KOCTHO BEIIECTBO, CBbP3aHa ChC CHCTEMHA TITIOKOKOPTHKOWIHA TCPATTHSI

Eduxacnoctra u 6e30macHocTTa Ha JeHO3yMal ca uciensanu npu 795 manuentu (70% xeHu u
30% mbxe) Ha Bb3pacT ot 20 1o 94 roaunu, 1eKyBaHH ¢ > 7,5 mg THEBHO NepopalieH MPeIHU30H
(M HETOB CKBUBAJICHT).

[Ipoyyenu ca aBe MOANOMYIALMH: IPOABIKABALLY [NIIOKOKOPTHKOUIHA Tepanus (> 7,5 mg qHEeBHO
MIPETHI30H WM HETOB EKBUBAJICHT 3a > 3 Mecella Mpear BKIII0YBaHe B IIPOyUBaHeTo; n = 505) u
3aroYBany TIFOKOKOPTUKOHIHA Tepanus (> 7,5 mg AHEBHO MPEAHU30H WM HETOB €KBUBAJICHT

< 3 Mecena npenu BKIOYBaHE B poyuBaHeTo; n = 290). [lanuenTture ca pannomusupanu (1:1) na
NOJTy4aBaT WK JeH03yMad 60 mg MoJK0KHO BeIHBXK HA BCEKH 6 Mecela, WK epopajieH
pu3eapoHaT 5 mg BEAHBXK IHEBHO (aKTHBHA KOHTpoJja) 3a 2 rogunHH. [lanmentrure momy4yasar
eXeHeBHO Jo0aBkH ¢ kamui (Hai-manko 1 000 mg) u Butamud D (Hait-manko 800 1U).
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Egexm evpxy kocmnama munepanna niemuocm (BMD)

B noamonynanusta, npoabipKaBalia TIIIOKOKOPTUKOUIHA TepaItus, IEHO3yMal MOKa3Ba Mo-roIsMo
yBenmueHre Ha BMD Ha mymOamHuTe MpenuieHy, B CpaBHEHKE ¢ pu3epoHaT Ha 1 roguHa (1eHo3ymad
3,6%, puzenponar 2,0%; p < 0,001) u Ha 2 rogunu (aeHO3yMab 4,5%, puzenponat 2,2%; p <0,001).
B nmoanonynanusTa, 3ano4paiia riIOKOKOPTHKOMIHA Tepamus, IeH03yMal IMoKa3Ba IMo-ToJIsiMO
yBenmueHre Ha BMD Ha mymOamHuTe NMpenuieHy, B CpaBHEHHE ¢ PU3eIpoHaT Ha | roguHa
(menozymab 3,1%, pmseaponat 0,8%; p < 0,001) u Ha 2 ronunu (xero3ymad 4,6%, puzeaponat 1,5%;
p <0,001).

OcgeH TOBa 1eHO3yMal MOKa3Ba 3HAYUTETHO MO-TOJISIMO CPEIHO NMPOLEHTHO yBennueHue Ha BMD ot
W3XOJHUTE CTOWHOCTH, B CPaBHEHHE C pU3E/IPOHAT, Ha Ta300e[peHara cTaBa, niiKkaTa Ha pemMypa 1
TpoxaHTepa Ha OeipeHaTa KOcT.

[Tpoy4BaHeTo HE € ¢ MOLTHOCT 3a JICMOHCTpUpaHe Ha pa3nuka npu ¢ppakrypure. Ha 1 roguna
YyecTOTaTa Ha HOBa PEHTIeHOrpadcka BepreOpanHa ¢ppakTypa cpen yyacTHuuTe € 2,7% (1eHo3ymao)
capsmo 3,2% (puzeaponart). [lpu yuacTHuMTEe yecToTaTa Ha HeBepTeOpanHa dpakrypa e 4,3%
(menozymad) cripsimo 2,5% (puseaponar). Ha 2 roguam choTBeTHUTE cTOWHOCTH ca 4,1%

crpsimMo 5,8% 3a HOBHU peHTreHorpadcku BepTeOpainuu Gpakrypu u 5,3% crpsimo 3,8% 3a
HeBepTeOpanHu ¢paktypu. [loBedeTo ot GppakTypure ce HaOMOaBaT B OATIOINYJIALMATA,
NPOABIDKABALIA C IITIOKOKOPTUKOUIHA TEParusl.

Ilenuarpuyna nomnyJanus

IIpoBeneHo e mpoy4BaHe ¢ eaHO paMo ¢asa 3 3a oleHKa Ha epuKacHOCTTa, 0€30IIaCHOCTTA U
(hapMakOKHMHETHKATa TIPH JIETa C osteogenesis imperfecta Ha Bb3pacT ot 2 fo 17 roguny, 52,3% ot
MBKKHU 11011, 88,2% oT eBponenanata paca. O0mo 153 yyacTHUIM TbPBOHAYAIHO MOTy4aBaT
MOJKOXKHO (S.c.) Aeno3ymad 1 mg/kg no makcumym 60 mg, Ha Bceku 6 Mecena 3a 36 Mecena.
Ilectaecer yyacTHULIM IPEMUHABAT Ha [IpUjlaraHe Ha BCEKHU 3 Mecella.

Ha mecen 12, npu npuiarane Ha BCEKH 3 Mecella, pa3jidKaTta B CPeJHUTE CTOWHOCTH MO0 METO/1a Ha
Haii-mankute kBaapath (LS) (ctanmaptha rpemka, SE) ot uzxogHoro HuBo Ha BMD Z-ckoposerte 3a
TyMOAaHHS CeTMEHT Ha TpbOHaunHms cThio e 1,01 (0,12).

Haii-yecture Hexxenanu chbOUTHSA, CHOOIIEHH 10 BpeMe Ha TpUIIaraHe Ha BCEKH 6 Mecena, ca
aptpairus (45,8%), 6onka B kpaiinuk (37,9%), 6ojka B repba (32,7%) u xunepkanuypus (32,0%).
XunepkanuueMus ce cboOlaBa o BpeMe Ha npwiarade Ha Bceku 6 mecena (19%) u Bcexku 3 mMecena
(36,7%). Cepno3nu HexenaHu crOouTHs Ha xunepkammemus (13,3%) ce cro0maBar o Bpeme Ha
MpuUjlarane Ha BCEKH 3 Mecela.

B npoxpmkenne Ha npoyuBaneTo (N = 75) ceprno3HU HEKENTaHU CHOUTHS Ha XUMEPKATIUEMUS
(18,5%) ca nabaronaBaHu 1O BpeMe Ha NpWJIaraHe Ha BCEKH 3 Mecena.

IIpoyuBaHusTa Cca MpeKpaTeHN MPEXIEBPEMEHHO MTOPaI Bb3HUKBaHE HA )KMBOTO3aCTPAIlIaBaIIH
CBHOUTHS M XOCIUTAIIN3ALINY, IBJDKAIIN CE HA XUTIEPKAIITUeMHUs (BXK. Touka 4.2)

EBpomneiickaTa areHIys 1o JeKapcTBara oTiara 3aIbJDKEHHETO 3a MPEJI0CTaBsiHE Ha PE3YNITaTUTE OT
NpOYYBAHUATA C pe)ePEHTHHS JICKApCTBEH MPOIYKT, ChIbPIKAIll JCHO3yMa0, B €JHA HIIH TI0BeYEe
HOArPYIIN Ha NeUaTpUYHAaTa MOITyJIals 3a JICUCHHE Ha 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C
a0aTHBHA Teparnys ¢ TMOJIOBU XOPMOHH U B MOATPYINHN HA MTEANATPHUYHATA TOIMYJIAINS HA BE3PACT
moJT 2 TOJVHM 32 JIeUeHHe Ha 0CTeornopo3a (BK. Touka 4.2 3a nHbopMaIysi OTHOCHO yIoTpeda B
neInaTpusITa).
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5.2 ®apmMakoKMHETHYHH CBOWCTBA

AOcoporus

Cren moAKOXKHO HpUiIoKeHHe Ha 1o3a 1,0 mg/kg, KosITo ChOTBETCTBA Ha paspelieHara qo3a 60 mg,
excriouiuaTa Ha 6azara Ha AUC (tutomn o KpuBara) € 78%, B cpaBHEHHE C MHTPABEHO3HO
MPHUIIOKEHUE TIPH CHIIOTO A030BO HUBO. [IpH moakox)HO puioxeHne Ha 60 mg, MaKCUMaITHU
CepyMHH KOHIIeHTpaluu Ha 1eH03yMa0 (Cmax) 6 pg/ml (rpanuim 1-17 pg/ml) ce qocturar 3a 10 qHu
(rpanunu 2-28 mHN).

Buorpanchopmarms

Karo ectecTBeH HMYyHOTJIOOYIIHH, IEHO3yMad ChIAbPKa CAMO aMUHOKHCEITMHH U BBIIICXUAPATH U €
MAJIKO BEPOSTHO Jia ObJIe SNMMUHUPAH Ype3 YepHOApoOeH MeTabomn3bsM. OUakBa ce HETOBHST
MeTabOoJM3bM U eTMMUHHUPAHE J]a CJICIBAT IIHTHUINATA Ha KIUPHHC HA UMYHOTJIOOYJITMHUTE, BOJEIITH 10
pasrpaxxiane 10 MaJK{ MENTHAR U OTACITHA aMHHOKUCEITHHH.

Enumunupane

Craen Cuax, CEpyMHUTE HIBA HAMAaJISBAT C MOMYKUBOT 26 AHU (TpaHULU 6-52 qHM), 338 IEPHOA OT
3 mecena (rpanum 1,5-4,5 mecena). [lpu netneceT u Tpu nporierra (53%) ot namueHTure, 6 Mecena
CJIe]l TIocIeHaTa 103a, HAMa H3MEePUMH KOJTNYeCTBa IEHO3yMal.

[Ipu MHOTOKpaTHO MOAKOXHO MpHUJIOkKeHue Ha 60 mg BEAHBXK HA BCEKH 6 Mecela, He ce HalmogaBa
KyMYJIHpaHe WM IPOMsIHA BbB (DapMaKOKMHETHKATA Ha JIEHO3yMad BbB BPEMETO.
dapMaKOKHHETHKATa Ha A€HO3yMal He ce TIOBIHABA OT 00pa3yBaHETO Ha CBbP3BAIM aHTUTENA C
JIEHO3yMal U € CXO0JIHA TIPU MBXKe | xkeHH. Bw3pactra (28-87 roaunun), pacara u craaus Ha
3a00Js1BaHeTO (HUCKA KOCTHA Maca I OCTEONopo3a, KapLMHOM Ha IpocTaTaTa WM Ha MieyHaTa
JKJIe3a) He TOKa3BaT 3HaYMMO BB3EHCTBHE BhPXY (hapMaKOKHMHETHKATa Ha JeHO3yMao.

HabmronaBa ce TeHACHIMS 32 Bpb3Ka MEKIY MTO-BUCOKOTO TEIECHO TETJIO U MO-HUCKATa eKCTIO3UITHS,
6asupana Ha AUC u Cax. Tasu Tennenmus odade, He € OTYETEHA KaTO KJIMHUYHO 3HAYMMa, ThI KaTo
(hapmakoguHaMUYHUTE e(DeKTH, Oa3upaHu Ha MapKEPUTE 32 KOCTCH OOMEH U yBeinueHreTo Ha BMD
Ca TIOCTOSIHHU B IIMPOKH TPAHUIIA HA TEJIECHOTO TETJIO.

JInHEeHHOCT/HENMMHEHHOCT

B Mpoy4BaHUAd 3a ONIPCACIIAHC HA 1034aTa, ,Z[CHOBYM8.6 IIOKa3Ba HeﬂHHeﬁHa, J0303aBHCHUMaA
(I)apMaKOKI/IHeTI/IKa, C MO-HUCBK KIIMPBHC IIPU IMO-BUCOKHU 103U WJIN KOHUOCHTpAllUU, HO
HpI/I6J'II/I3I/ITeJ'IHO MMPOMNMOPIMOHATIHO Ha J034aTa MMOBUIIIABAHC HA CKCIIO3UIUATA ITPU 03U OT 60 mgu
IIO-BHUCOKH.

br0Opeuno yBpexaaHe

IIpu nmpoy4uBane ¢ 55 manueHTH ¢ pa3TuvHa CTETIeH Ha OBOpedHa (HyHKIHS, BKIFOUYNTEITHO U MAllUeHTH
Ha J[Uain3a, CTeTeHTa Ha ObOPEYHO yBpeXJaHe He MOBIHsIBa (hapMaKOKHHETHKATa Ha JCHO3yMao.

YepHoapoOHO YBpEXIaHe

He e mpoBex1aHO KOHKPETHO MPOyYBaHe NP MAIMEHTH ¢ YepHOIPOOHO yBpeknane. Karo msuto
MOHOKJIOHAJTHHTE aHTHTENA HE CE SIMMUHUPAT TIOCPEICTBOM YepHOIpoOeH MeTabonmm3bM. He ce
ouakpa (hapMaKOKHMHETHKATa Ha JIcHO3yMal Ja Objie MOBIKIHA OT YEPHOAPOOHO YBPEKIAHE.
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IlenuaTpuyHa momyaamus

Jubbonti He TpsiOBa 1a ce U3MON3Ba PU NEIUATPHUYHH NOMyIanuy (BX. TOUkH 4.2 1 5.1).

B npoyusane ¢aza 3 npu neAuaTpUUHU HAlUEeHTH ¢ osteogenesis imperfecta (N = 153) MakcuMaaHUTE
CepyMHH KOHIICHTPAIIUK Ha JICHO3yMalb ca HaOIo1aBany Ha JieH 10 B paMKUTE Ha BCUYKH Bh3PaCTOBH
rpynu. [Ipu npunarane Ha Bceku 3 Mecella M Ha BCEKU 6 Mecela ce HaOIro1aBa, 4e CpeTHUTE
HaH-HUCKH KOHIICHTPAIIMK Ha IEHO3yMald B cepyMa ca MO-BUCOKH TIPH JIelia Ha Bb3pacT

ot 11 mo 17 rogwawM, a Aerata Ha Bb3pacT OT 2 10 6 TOIWHU ca C HaA-HUCKUTE CPEIHN HA-HUCKU
KOHIIEHTPAIUH.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

B npoy4BaHus 3a TOKCHYHOCT NPU €THOKPATHO M MHOTOKPATHO MIPHUJIAraHe TP TBJITO0TAIIATH
Makary, 1031 AeHo3ymao, Bomemntu 10 100 - 150 obTu mo-rojisiMa CUCTEMHA €KCTIO3HITHSI OT
NpenopbUYUTENHATA 1032 TIPH X0Pa, HIMAT e(DeKT BEPXY ChpACUYHOCHI0BaTa (PU3UOIIOTHS,
(hepTrIUTETA IPU MBKKHUTE WM )KEHCKHUTE M HE TIOKa3BaT CIIEIU(UIHA TOKCHYHOCT 32 TAPTeTHU
OpraHu.

CTaHI[apTHI/ITe TECTOBEC 3a U3CJICABAHC HA TCHOTOKCHYHHA ITIOTCHIIMAJI Ha HGHOSYM3.6 HC Ca OIICHsABAaHH,
THU KaTO TaKMBa TECTOBE HE Ca MPUJIOKHUMHU IIPU Ta3U MOJICKYJIA. Bcee Mak, rnopaau €CTeCTBOTO My €
MaJIKO BEPOATHO ILeHO3yMa6 Ja UMa HAKAaKbB IIOTCHIHAJI 3a TCHOTOKCUYHOCT.

KapHI/IHOFeHHI/IHT IIOTCHIIMAJ Ha ,Z[GHOBYMa6 HE € OLCHABAH IPHU ABJITOCPOYHU IPOYUBAHUSA ITPU
JKHBOTHH.

[Ipu npenxnmanYHA ipoy4BaHusl, poseneHu mpu knockout mummku 6e3 RANK mmn RANKL e
Ha0III0/IaBaHO HapyIIeHHe Ha 00pa3yBaHeTo Ha TuM(HU BB31H BEB (peTyca. HabnrogaBana e chIo
JIMIICA HA JIAKTAaLlUsl B Pe3yJITaT Ha MOATUCKAHE HAa CHh3PSIBAHETO HA MIIEYHATA KJIe3a
(;10Oymo-anmBeoIapHOTO pa3BUTHE Ha JKJIe3aTa Mo BpeMe Ha OpeMeHHOCTTa) ipu knockout mumku 6e3
RANK wmmu RANKL.

[Tpu npoyuBaHe Npu ABATOONANIATH MAaKallK, HA KOUTO € PUJIOKEH JIEHO3yMal Mo BpeMe Ha
Meproja, EKBUBAJICHTEH Ha ITPBHS TPIMECThp Ha OpemenHoctTa, mpu AUC excriozuiuu 10 99 mbTH
I0-BUCOKU OT J03aTa Mpu Xopa (60 mg Ha Bceku 6 Mecela), HAMa JaHHU 3a yBpEeKAaHe Ha MalikaTa
win peryca. DetamHure TUM(HN BB3ITU HE ca U3CJICABAHU MIPH TOBA IPOYUYBaHE.

[Ipu apyro npoyuBaHe Npy ABITOONAIIATH MAKaIM, HA KOUTO € IPWIOXKEH JeHO3yMal 110 BpeMe Ha
opemennoct npu AUC ekcrio3unuu, 119 mbTr mo-BHCOKH OT A03aTa mmpu xopa (60 mg Ha

BCeKU 6 Mecela), € UMaJIo IOBUIIABAHE HA MbPTBUTE PAXKAAHUS U IIOCTHATAJIHATA CMBPTHOCT;
HapyIleH KOCTEH PacTeX, BOJEIL 10 HaMaJIeHa 3[JpaBUHA Ha KOCTUTE, IOHI)KEHA XeMaToII0e3a U
HEeNpaBUIIHO NOApEXKIaHe Ha 350UTE; JTUIca Ha epudepHu TUMGHH BB3JIH U 3a0aBeH HEOHATaJIeH
pactex. He e ycTaHOBeHO HUBO, IPH KOETO HE ce HAOMI01aBaT HEXKEJIaH! PEaKIMH 110 OTHOLICHHE Ha
penpoaykuusta. Illect Mecena ciien paxaaHeTo IPOMEHUTE, CBBP3aHU C KOCTHUTE, Ca II0KA3aIx
00paTHO pa3BUTHE U HE € HabronaBaH eheKT BbPXy MOHUKBAHETO Ha 3p0uTe. EdhexTure BHpXY
TuM(HUTE BB3IM U HEMPABIITHOTO NOApEXJaHe Ha 3501Te 0bade mepcucTUpaT 1 € HabJrogaBaHa
MUHHMMAJIHA 10 YMEpPEeHa MUHEPAIU3alisl B MHOI'O ThKAaHH IIPU €IHO XKUBOTHO (BPB3Ka C JICUEHHETO HE
¢ ycraHoBeHa). Hsima nanHu 3a yBpeskiaHe Ha MalikaTa Ipey paXkIaHeTo; HeKeIaHu epeKTH mpu
MalikaTa Bb3HMKBAT HEUECTO IO BpEME Ha paxk1aHeTo. Pa3BuTHeTO Ha MalfuMHAaTa MJICYHA XKJe3a €
HOPMAJIHO.

[pu npeAKTMHUYHUTE POYYBAHHS 32 KAYECTBO HA KOCTUTE MPU MaWMYHHU HA TPOIBIHKUTEITHO
TpeTUpaHe ¢ ICHO3yMab, HaMaJIIBAHETO Ha KOCTHUS OOMEH Ce CBbP3Ba C MOBHUIIIABAHE HA 3/IpPaBHHATA
Ha KOCTUTE U C HOpMAJIHA KOCTHA XHUCTOJIOTHA. KaJIIlI/IeBI/ITe HHUBA Ca BpEMCHHO HaMaJICHU, a HUBaTa
Ha [apaTUPEOUIHHUSI XOPMOH Ca BPEMEHHO YBEJIMUYEHU IPU MAMYHU C OBAPUEKTOMUS, JIEKYBAaHU C
JIEHO3yMao.
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[Ipu MBXKKH MUILIKH, TeHHO Moaeaupanu 1a ekcrupecupat huRANKL (knock-in Muiiku), KOuTo ca
MTO/NTO’KEHH Ha TPAHCKOPTHUKAITHA (DpakTypa, 1eH03yMab 3a0aBsi OTCTPAHIBAHETO HA XPYIIsUIia U
peMoJienupaHeTo Ha Kanyca Ha pakTypaTa, B CpaBHEHHE C KOHTPOJIHUTE, HO OMOMEeXaHUYHATA
3/paBUHA HE ¢ Ona 3acerHara HeOJIaronpusTHO.

Knockout mumiku (Bx. Touka 4.6) 6e3 RANK nian RANKL nemMoHCTpupaT HaMajieHO TEJIeCHO TErJIo,
MOHM)KEH KOCTEH PacTeXk M JIUIca Ha MPoOUB Ha 3601. [Ipy HOBOPOAEHH MITbX0OBE HHXUOMPAHETO HA
RANKL (menrta Ha Tepanusra ¢ AeHO3yMa0) ¢ BUCOKH JI03HU OCTEONPOTETEPHH, CBhp3aH ¢ Fc
(OPG-Fc), ce aconumnpa ¢ ”HXHOMpaHe HAa KOCTHUS PAacTeX U MpoOuBa Ha 3p0uTe. Te3n mpoMenu ca
OMIM YacTUYHO 0OPaTHUMHU IPH TO3M MOJIEJI Clie/l IpeKpaTsBaHe Ha npuiioxenneto Ha RANKL
uHxubuTopu. KOBEeHUIHM pUMaTH, Ha KOUTO € mpujiarad AeHo3yMad 27 u 150 mbTi Hag KITMHUYHATA
excniozutust (10 u 50 mg/kg Ha 103a), IMaT HapyIICHHE B paCTeXKHUTE TI0YKH. ClieJ0BaTeITHO
JICYCHUETO C ACHO3yMad MOKE Jla HapyI KOCTHHS PAacTeK MPH Jela C OTBOPEHH PACTEKHH IJI0UYKH U
MOXe J]a TOTUCHE poOuBa Ha 3bOUTE.

6. DPAPMAIIEBTUYHU JAHHHU
6.1 Choucnbk Ha NOMOIIHHUTE BelIECTBA

Jlenena ouerHa KucenuHa™*

Cop6uTton (E420)

ITommcopbar 20

Hatpues xunpokcun (3a kopekius va pH)*

XiopoBoAOpOIHA KHCENTUHA (3a Kopekius Ha pH)

Bopa 3a naxkexknuu

* [lpu cMecBaHe Ha JieJileHa OIeTHA KHUCENIMHA C HAaTPHUEB XHUIPOKCH ce 00pa3yBa areTateH oydep.

6.2 HecbBMECTHMOCTH

[Ipu nunca Ha npoyyBaHMA 32 HECHbBMECTUMOCTH TO3H JIEKAPCTBEH MIPOAYKT HE TPsiOBa /1a ce CMeCBa C
JPYTH JEKapCTBEHU MPOTYKTH.

6.3 Cpoxk Ha rogHoCT

3 roguH"

Crnen kato ce u3Baay OT XJIaIMITHAKA, Jubbonti MoXe 1a ce chXpaHsBa Ha CTaifHa TEMIIEpaTypa
(mo 25 °C) mo 30 qHM B KapTOHEHATa OMIAKOBKA, 32 Jla c€ Ipe/na3u OT cBeTiuHa. TpsoBa na ce
M3T0JI3Ba B paMKUTE Ha TO3U 30-THEBEH TIEPHO.

6.4 CrnenuanaHm yca0BHS HA CbXpaHeHHe

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

a He ce 3ampa3sspa.

CoxpaHsBaiiTe MpeABapUTEIHO HATbJIHEHATA CIPUHIIOBKA B KAPTOHEHATa ONAKOBKa, 3a /1a Ce
Mpeanasy OT CBETINHA.

6.5 Buau cbabpkaHue Ha ONMAKOBKATa

Enua ml pa3tBop B IpeIBApUTETHO HATBIIHEHA CIIPHHIIOBKA 32 €THOKpPAaTHA YyIoTpeOa OT CTHKIIO
tun | ¢ urna or HepbxAaema cromana 29G, ¢ npeanasurell, ryMeHa Karavka Ha uriara
(TepMoOIIaCTHYEH elacToMep), FyMeHa riaBa Ha OyTanoTo (0poMoOyTHIOBa T'yMa) U IIJIACTMAcOBO

cTe610 Ha OyTaIoToO.

OmnakoBKa ¢ CIHa MMPCABAPUTCIIHO HAITBJIHCHA CIIPUHIOBKA C IPCAIIAa3UTCII.

17



6.6 CroenuajJHU NMpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

. IIpenn npunokeHne pa3TBOPHT TPSIOBa a ce mpoBepH. He mHKeKTHpalTe pa3TBopa, ako €
MBTEH WIH ChIbPHKA BUIUMHU YACTHULIH.

. He paskinamaiire.

o 3a na ce nzberHe TUCKOMQPOPT Ha MSCTOTO Ha WHXKEKTHPAHE, OCTABETE MPEIBAPUTEITHO

HaITbJIHEHATa CIPUHIIOBKA J]a JOCTUTHE CTaliHa Temneparypa (10 25°C) npeau HHKeKTUpaHe U
WH)XEKTHpaiiTe 6aBHO.
. NHxeKkThpaiTe 1SU10TO ChIBbPKAHNE Ha IPEIBAPUTEIHO HAIIBJIHEHATA CIIPUHIIOBKA.

[IpHUTE YKa3aHUs 3a ynoTpeda ca gaJeHH B IMCTOBKATa, TOUKa 7, ,,YKa3aHuUs 3a ynoTtpeda‘.

Hewusmnon3paHnusr JICKApPCTBCH MNPOAYKT WX OTHAABYHUTC MaTCpUalid OT HETO Tp;1613a Ja C€ U3XBBPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3UCKBAHMA.

7. INPUTEXATEJ HA PASPEHLIEHUETO 3A YIIOTPEBA

Sandoz GmbH

Biochemiestr. 10

6250 Kundl

ABcTpus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1813/001

9. JATA HA I'BPBO PAZPEINABAHE/IIOJHOBSIBAHE HA PASPELHLIEHUETO 3A

YIIOTPEBA

Jata Ha mppBO paspemanaune: 16 mait 2024 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpoOHa mH(pOpManHs 3a TO3H JEKAPCTBEH MPOAYKT € IMpeIocTaBeHa Ha yebcalita Ha EBponeiickaTta
areHITUs 110 JIeKapcTBaTa https://www.ema.europa.eu.
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IMPUJIOKEHHUE IT
MHNPOU3BOJUTEJ HA BUOJOT'MYHO AKTUBHOTO BEIIECTBO
N IMPOU3BOJAUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA
IHAPTU N
YCJIOBUSA NJIM OT'PAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'UN YCJIIOBUA U UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUSA ITPOAYKT
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A. NPOU3BOIUTEJI HA BUOJIOTNYHO AKTUBHOTO BEIIECTBO U
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIN

Hme n aapeC Ha MPOU3BOAMTCIIA HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Novartis Pharmaceutical Manufacturing LLC
Kolodvorska cesta 27

1234 Menges

CrnoBenus

Hme n aapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 34 0CB060)KI[3B3H€ Ha NapTHuauTC

Novartis Pharmaceutical Manufacturing GmbH
Biochemiestr. 10

6336 Langkampfen

ABctpus

b. YCJIOBUsA NN OI'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

.HeKapCTBCHI/IﬂT MNPOAYKT C€ OTITYCKa IO JICKAPCKO MNPCANNCaHUC.

B. JPYI'U YCJIOBUSA U U3NCKBAHUSA HA PASPEHLIEHUETO 3A YIIOTPEBA
. Ilepuoauynm akTyaJau3upanm 1okjaaau 3a oezonacuoct (ITAIB)

M3uckpanusaTa 3a nonaBane Ha [TIAJIb 3a To3u JJeKapCTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha EBponerickus cpio3 (EURD cnucek), npeasuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyJIM3aIMH, TTyOJIUKYBaHH Ha €BPOIICHCKHS
yeOmopTa 3a JeKapcTBa.

. YCJI0OBUs NWJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. ILnan 3a ynpasijenue Ha pucka (ITYP)

[Mputexatenst Ha pa3peuieHrero 3a yrnorpeda ([IPY) tpsabdsa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
NIEHCTBYSI, CBBP3aHU C TIPOCIeAsIBaHe Ha JIEKapCTBeHATa O€30I1acHOCT, mocoyeHn B omodperns [1YP,
npezactaBed B Moayn 1.8.2 Ha pa3penieHneTo 3a ynorpeda, KakTo U BbB BCUYKH CIICIBALIH 0JJ00pEHH
akTyanu3anuu Ha [TYP.

Axryammsupas [IYP TpsiOBa na ce mogasa:

. 0 MCKaHe Ha EBpornelickara areHuus 1o JeKapcTBaTa;

o BUHArd, KOraTo ce M3MEHsI CHCTeMaTa 3a yIpaBJIeHUE Ha PHCKa, 0OCOOCHO B pe3yirTaT Ha
Nojy4yaBaHe Ha HOBa HH(POPMALUS, KOSTO MOXKE /1a IOBeIe 10 3HAYMMHU MPOMEHH B
CBHOTHOILIEHHETO 0JI3a/PUCK, WK CIIE JOCTUI'AHE Ha Ba)KEH eTal (BbB BPb3Ka C
IpociensBaHe Ha JISKapCTBeHAaTa 0e30I1aCHOCT MJIM CBEXIaHE Ha PUCKa J0 MUHUMYM).

° ,Z[OH’!)J]HI/ITCJ]HH MEPKH 3a CBCKAAHE HA PUCKA 10 MUHUMYM

[IPY Tps6Ba 1a OCUTYpH BBBEKIAHETO HA HATIOMHSINA KapTa Ha IMAIlMeHTa OTHOCHO OCTEOHEKPOo3a Ha
YENIOCTTA.
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ITPHUJIOKEHHUE III

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

KAPTOHEHA KYTUSA HA ITIPEJIBAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA

1.

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jubbonti 60 mg UHXEKIIMOHEH Pa3TBOP B MIPESABAPUTEITHO HAITBITHEHA CIIPHHITOBKA
JleHO03yMao

2.

OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

1 ml npeaBapUTEIHO HAITBJIHEHA CIPUHIIOBKA, Chabprkaina 60 mg neHo3zymad (60 mg/ml).

3.

CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomTHm BemiecTBa: JieAcHA OlleTHA KucennHa, copouroir (E420), XxmopoBogopoaHa KHCETHHa,
HATPUEB XUIPOKCUJ, monucopoat 20, Boja 3a MHKCKITUH.

4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HWHXEKIIMOHEH pa3TBOp
1 mpenBapUTENTHO HATBJIHEHA CIIPUHLIOBKA C MPEANAZUTEN

5.

HAYYH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXKJIAHE

IToakoxHO MpUITOKEHUE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

He paskinamaiire.

He u3non3Baiite, ako 3ameyaTBaHETO € HAPYIICHO.

QR kox, KoiTO TPsOBA Aa OBAC BKIOYEH + www.jubbonti.eu

6.

CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

| 7.

APYI'U CHEIIUAJIHU NPEAYIIPEXJIAEHUSNA, AKO E HEOBXOANUMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.

Ja He ce 3ampassiBa.

CobxpaHsBaiiTe IpeIBapUTEIHO HAIIBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 3a J1a ce
MpeAnasy oT CBETIUHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1813/001

13. HAPTHJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Jubbonti

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DHUKATOD

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

TEKCT BbPXY BJIMCTEPA

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Jubbonti 60 mg nHxexuus
JIEHO3yMal

‘ 2. HUME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. MNAPTUJAEH HOMEP

Lot

/5.  JIPYTO

S.C.
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUYHHU
II'bPBNYHH OITAKOBKH

ETUKET HA CIIPUHIIOBKATA

1. NME HA JIJEKAPCTBEHUSA IMTPOAYKT U ITbT(MIIA) HA BBBEXK/JIAHE

Jubbonti 60 mg UHXKEKIHS
JIEHO3yMal
s.C.

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

‘ 5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

| 6. JIPYTO
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TEKCT HA KAPTA C KAJIEHJIAP (Bk/Il0YeHa B OIAKOBKATA)

Jubbonti 60 mg UHXEKIHS
JIEHO3yMao

s.C.
Crenpaiia WHXEKIUA cieq 6 Mecena:

Wznon3eaiite Jubbonti ToakoBa 1BJIT0, KOJKOTO € Mpeanucan BamusaT aekap.
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Bb. IUCTOBKA
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JIncroBka: nH(ppopManusA 3a MOTpedUTENA

Jubbonti 60 mg MH:KeKIHMOHEH Pa3TBOP B NPeABAPUTETHO HANIBJIHEHA CIPHHIIOBKA
neHo3yMab (denosumab)

vTO3I/I JICKapCTBEH MPOIYKT MOJICKH Ha AOMBIHUTEIHO HabMoqcHue. ToBa Iie Mo3BOIH OBP30TO
yCTaHOBSIBaHE HA HOBA HH(POPMAIIUs OTHOCHO Oe30macHocTTa. MoeTe J1a iajieTe CBOs PUHOC KaTo
CHOOIIUTE BCSKA HEXETaHa Peakilvs, KOSATO CTE MOTYYMIH. 3a HaYMHA Ha ChOOIIIaBaHe HA HEXETaH!
peaxIiy BUXKTE Kpasi Ha TouKa 4.

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPEIM Aa 3all0YHeTe 1a U3N0JI3BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABbP:Ka BajkHa 32 Bac nundopmanus.

- 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJIOXKH J1a 5 POYETETEe OTHOBO.

- AKO UMaTe HAKaKBH JIOMBIHUTETHA BBIIPOCH, TonuTaiiTe Bamus nekap wiu Gapmarest.

- ToBa nexapcTBO € mpeanucano JnyHo Ha Bac. He ro mpeotcremnBaiite Ha apyru xopa. To Moxe
Jla M HaBpeIH, He3aBUCUMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisBaHe ca chIuuTe KaTo Bammmure.

- AKO TIOITyunTe HAKAKBU HEXKEJIaH! peakin, yBegomere Bamms nekap win hapmarnent. ToBa
BKJIFOUBA Y BCHUKH BB3MOKHHU HEKEIAHU PEAaKIIMY, HEOIIMCAHH B Ta3M JINCTOBKA. Bukre
TOuKa 4.

- Bammsr nexap e Bu naje HarmoMHs1Ia KapTa Ha MallUeHTa, ChIbpiKalla BaykHa HHDOpMAIIHs
BBB BPb3Ka ¢ 0E30MAaCHOCTTA, C KOSTO TPSIOBA 1a ce 3allo3HaeTe MPEeH U 10 BpeMe Ha
nedenneTo Bu ¢ Jubbonti.

KakBo cbabpika Ta3u JUCTOBKA

Kaxso npencrasmisiBa Jubbonti 1 3a KakBo ce U3IMONI3BA
Kaxso Tps6Ba na 3Haere, npeau na u3non3sate Jubbonti
Kaxk ma m3monssare Jubbonti

BBb3MOXHU HEeKETaH! PEaKIiu

Kak ma cexpanssare Jubbonti

ChappikaHue Ha ONIAKOBKATA U AOMBJIHUTEIHA HHpOpMAaLUs
Ykazanus 3a ynoTrpeba

Nk LN -

1. Kaxkso npeacrasassa Jubbonti u 3a kakBo ce n3MoJ3Ba
Kaxkso npeacrasiassa Jubbonti u kak aeiictea

Jubbonti chabpka neHO3yMa0, OeNTHK (MOHOKJIOHATHO aHTHUTSIIO), KOWTO C€ HAMECBa B JICHCTBHETO
Ha IpyT OeNThK, 3a 1a JIeKyBa 3arybara Ha KOCTHO BEIECTBO U ocTeoropo3ara. Jledenuero ¢ Jubbonti
HpaBH KOCTHTE MMO-3/IPaBU M TIO-MAJIKO MOJATIMBH Ha CUYIIBAHE.

KocrTa € uBa ThKaH 1 HEMPEKHCHATO C€ BH30OHOBSIBA. XOPMOHBT €CTPOTeH IToMara KOCTUTE J1a ca
3npaBu. Crieql MeHoOTIay3aTa, HUBaTa Ha €CTPOTEH MalaT, B pe3yJTaT Ha KOETO KOCTUTE MOXKE J]a CTaHAT
cnabu u uymuBY. ToBa BIOCIEACTBHE MOXKE /1a I0BeJie 10 3a00saBaHe, HapeueHO OCTE0Nnopo3a.
OcTeomnopo3a MOXKe Jja ce TIOSBH U TIPY MBKETe TMOPaIy peniia IPUIHHA, BKIIOYUTEITHO OCTapsIBaHe
W/WIA HUCKO HWBO Ha MBKKHSI XOPMOH TECTOCTEPOH. st MOKe Jja ce TIOSIBY U TIPH TaIEHTH,
MOJTy4YaBaIIH TJIFOKOKOPTUKOUAM. MHOTO NMAIMEeHTH C OCTEON0P03a HAMAT CUMIITOMHU, HO BHIIPEKH
TOBA Ca MOJUIOKESHH HA PUCK OT CUYIIBAHE HAa KOCTHTE, 0COOEHO HAa TpbOHAaKa, Ta300€IPEHUTE KOCTU U
KHUTKHTE.

XI/IpprI/I‘lHI/I OTiepanuu Wiu JICKApCTBAa, KOUTO CIUPAT NPOAYKIHATA HA CCTPOICH UJIU TECTOCTCPOH,

W3IIOJI3BaHM 3a JICUCHUE Ha MMAIMCHTH C PaK Ha T'bplaTa WK pak Ha IpocTaraTa, ChI0 MOTaT 1a
JoBeaaT 1o 3ary0a Ha KOCTHO BemecTBO. KocTruTe cTaBaT mo-ciabu U ce IyIsT MO-JIECHO.
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3a xakBo ce n3noa3sa Jubbonti

Jubbonti ce u3noa3Ba 3a JcUeHNE Ha!

o 0CTEOIOpO3a NPH JKEHH CJIE]] MEHOTay3a (IOCTMEHOTay3aJIHa) U MBKe, KOUTO UMAT IMOBHIICH
pHCK OT (pakTypa (CUyBaHE HA KOCTUTE), HAMAISIBAMKY PUCKA OT TPhOHAYHU ¥ HETPHOHAYHU
bpakTypu 1 GpaKTypH Ha Ta300eAPCHUTE KOCTH.

. 3ary0a Ha KOCTHO BEIIECTBO B PE3YJITAT HA HAMAJICHUE HAa HUBOTO Ha XOPMOH (TECTOCTEPOH),
MIPUYUHEHO OT OTIEPAIIFsl FIIH JICUCHUE C JICKApCTBa MPH MAIlUEHTH ¢ pak Ha IIpocTaTaTa.
o 3ary0a Ha KOCTHO BEIIECTBO B Pe3yJTaT Ha MPOJBIDKUTEIIHO JICYEHUE C TIIIOKOKOPTUKOUAH MIPH

MAIUSHTH C TIOBUIIICH PUCK OT (PpakTypa.

2. Kakso Tps0Ba 1a 3HaeTe, npeau Aa u3noJassare Jubbonti

He u3noa3saiite Jubbonti

. aKo MMaTe HUCKU HMBA Ha KAIIWN B KPbBTA (XUMOKAIIIUEMIS).

. aKo CTe ajJleprU4HU KbM JICHO3yMal WM KbM HSAKOSI OT OCTaHAIIUTE ChCTABKU Ha TOBA JIEKAPCTBO
(n30poeHu B TOUKa 6).

Mpexynpesxaenus u npeanasHu MepKU
I'oBopere ¢ Bamus nexap wmu apmareBT, penu aa usnonssare Jubbonti.

Jokaro cte Ha neueHue ¢ Jubbonti, MOXKe /1a ce MOSBU KOKHA WHPEKIHS ChbC CHMITOMH KaTo MOJyTa,
3auepBeHa 00JIacT OT KOXKaTa, Hali-4ecTo B JOJIHATA YacT Ha KpakKa, KOSTO YyBCTBATE ropelia 1
Gone3HeHa (IeTyJIuT), 1 MOXKeE Jia € MPUAPY)KEHa OT CUMIITOMHU Ha MOBHIIICHA Temieparypa. Mouts,
choOrrere Ha Bamus Jiekap He3a0aBHO, aKO pa3BUETE HSIKOU OT TE€3U CUMITTOMH.

Tps6Ba ma mpuemate 100aBKH ¢ KaiIwii 1 BUTaMuH D, mokaTo cte Ha iedenne ¢ Jubbonti. Bammst
aekap e oocbau ToBa ¢ Bac.

Bue morxe 1a nmaTe HUCKY HUBA Ha KaJIIUi B KPBBTA, JOKATO moxy4asare Jubbonti. Moms xaxere
He3abaBHO Ha Bamms nekap, ako 3a0enexuTe HIKOU OT CIIEAHUTE CUMIITOMH: CIIa3MH, IOTPENBaHHUs
WM KPaMITi Ha MYCKYJIMTE, U/WIIM U3TPBIIBaHE WM MpaByUYKaHe Ha MPBCTUTE HA PBIETE, KpakaTa Win
OKOJIO yCTaTa, W/Wiu I'bpUOBe, OOBPKBAHE MM 3ary0a Ha Ch3HAHHE.

Psanxo ce cro01mmaBa 3a TEXKH CIydan HAa HICKM HYBA Ha KWK B KPBBTA, BOJCIIH JI0
XOCIUTAIIN3ALUS, ¥ JIOPH KUBOTO3acTpaliaBaiiy peakiuu. [lopaay ToBa HUBaTa Ha KaIIHUK B KPbBTa
Bu e 0b1aT nipoBepsiBaHu (Upe3 KPBBHO U3CICABAHE) MPEIN BCAKA 71034, a MPU MAIUEHTH C
MIPEeAPAa3NOI0KEHNE KbM XUTIOKAIIIHEMIS - B pAMKHTE Ha JBE CEIMHUIIH CJIe] HaYaTHaTa J03a.

TpsiOBa na kaxkeTe Ha Bamms jgekap, ako IMaTe WU CTE UMaITd TEXKKH PpoOiieMu ¢ ObOpenure,
OBOpedHa HEeIOCTATHYHOCT WM CE HYXJIaeTe OT JIMANIN3a, WM IpUeMare JIeKapCTBa, HapeueHH
TIIIOKOKOPTHKOUIM (KaTo MPEIHU30JI0OH W IEKCaMeTa30H), KOUTO MOTaT Jla yBeIn4aT prcka 3a Bac
OT IOSIBa HA HUCKW HUBA Ha KaJIHii B KPhBTA, aKO HE IpreMaTe N00aBKY ¢ KaJIIHi.

[IpoGnemu ¢ ycrara, 350MTE WK YTFOCTTA

Hexenana peakius, HapedeHa ocTeoHekpo3a Ha uyemocTTa (OHY) (kocTHO yBpekIaHe Ha YEIFOCTTa),
ce cpobmana psiako (Moske Aa 3acerde 10 1 Ha 1 000 mymmw) mpu HareHTH, MoJIyYaBalin 1eH03yMa0
3a octeonopo3a. Puckst or OHY ce yBenmnuapa mpu MalyeHTH, JIEKYBaHU MPOIBIDKUTEIHO BpeMe
(mosxe ma 3acerde 10 1 Ha 200 gymu, ako ce JiekyBat B npoabbkeHue Ha 10 roquan). OHY moxke na
ce TIOSIBU U CJie/ CITUpaHe Ha JeueHueTo. BaxkHo € Ja ce HampaBu OIUT 3a MPEIOTBPATABaHE
paszsutueto Ha OHY, Thil KaTo TOBa MOXKeE J1a € OOJE3HEHO ChCTOSHHE, KOSTO MOXKE J]a CE& OKaXKe
TPYJHO 3a JiedyeHre. 3a Ja ce HaMalll pUCKBT OT pazButue Ha OHY, B3eMeTe cieHuTe Mpeara3Hu
MEPKH:
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[Ipenu na 3amoyHeTe JieueHHETO, TPSAOBA Ja KakeTe Ha Bamus nexap wim MeIUIIUHCKA cecTpa
(MEIUITMHCKY CTIEITHANINCT), aKo:

o uMare HIKaKBH MPOOJIEMH C ycTaTa WK 3b0UTe, KaTo JIONIO CTOMATOJIOTHYHO 3/IpaBe,
3a00JIIBaHEe Ha BEHIIUTE HITH ILUIAHUPAHO M3BAXKIAAHE HA 350.

o HE TI0JTyYaBaTe PeIOBHU CTOMATOIIOTUYHH TPUKH WM HE CT€ UMM CTOMATOJIOTHYEH TIperIie]]
OT JBJITO BpPEME.

o cTe mymray (Thil KaTo TOBa MOXeE JIa YBEIMYN PHUCKA OT IPOOJIEMU ChC 3HOUTE).

. cTe OWIM JICKyBaHM IIpeu ToBa ¢ OudochoHaT (M3M0a3BaH 3a JICUSHUE WM MTPEIOTBpaTsIBaHE
HAa KOCTHHU HapyIIEHUS).

. CTe MpUEeMalTH JIEKapCTBa, HApPEUeHH KOPTUKOCTEPOH N (KaTO MPEAHU30II0H HIIN
JIEKCaMETa30H).

o uMaTe pax.

BamusT nexap Moxxe aa rmormcka oT Bac na ce moyioxkure Ha CTOMaTOJIOTMYCH Mpersiel, MPean 1a
3aroyHeTe Jeuenne ¢ Jubbonti.

Jokaro ce neKyBate, TpsiOBa 1a NOAIbpKATe T00Opa YCTHA XUTHEHA U JIa Ce TIoJIaraTe Ha peloBHU
CTOMATOJIOTHYHH IIperyiein. AKO HOCUTE MPOTE3H, TPAOBA Jja CTe CUTYPHH, Y€ T€ NPWIIAraT IPaBUIIHO.
AKO CTe NMOATI0kKEHN Ha CTOMATOJIOTMYHO JIEUEHUE UK BU npencTon cTOMaToIOrM4Ha ONeparys
(Hamp. U3BaXKAaHe Ha 360), MHPopMupaliTe Bamms ekap 3a BanieTo cToMaTonoruyHo JiedeHue u
yBeZoMeTe 3p00JIeKaps cH, ue ce JiekyBaTe ¢ Jubbonti.

Ceppkere ce ¢ Bamus nexap u 30051¢kap He3a0aBHO, aKO UMATE MPOOJIEMH C yCTaTa W 3hOUTE,
HarpuMmep pasKiiaTeHH 360U, O0JIKa WK OTOK, WIIM He3a3/IpaBsBaIlH S3BU MJIM CEKPELHsl, Thil KaTO
TOBa MOKe J1a ca npu3Hany Ha OHY.

HeoOuyaitnu dhpakTypH Ha OeapeHaTa KOCT

[Ipu HAKOM XOpa MOTaT J1a ce MOsBAT HeoOnUaitHu (pakTypH Ha OepeHaTa KOCT, IOKATO Ce JISKYBaT C
neHo3yMab. Ceepikere ce ¢ Bamms nekap, ako MoJryduTe HOBa WM HeoOnJaiiHa 0oJka B
Ta3o0eapeHara cTaBa, CIabuHUTE I OSIPOTO.

Jleua u roHomu

Jubbonti He TpsOBa 1a ce U3MOJI3BA MPH JICla U FOHOIIM 10/ 18-roauiiiHa Bh3pacT.

Apyru nexapcrBa u Jubbonti

Tps0Ba na kaxxere Ha Bamms nekap win papManeBT, ako puemMaTe, HaCKOPO CTe PHEMalTd WU €
BB3MOJKHO J1a ITpueMaTte Apyru jiekapcra. OcoOeHO BaXKHO € Jla KakeTe Ha Bamms niekap, ako ce
JIEKyBaTe ¢ IPYTo JICKapCTBO, ChABPKAIIO AeHO3yMa0.

He tpsi6Ba na npuemare Jubbonti 3aeaH0 ¢ APYTO JEKAPCTBO, ChABPKAILIO AEHO3YMao.
BpeMeHHOCT 1 KbpMeHe

JleHo3ymab He e M3MUTBaH Npu OpeMeHHHM skeHH. BaxkHo e na nadopmupare Bammmst nekap, ako cte
OpeMeHHa, cMsTaTe, 4Ye MOXKe Jla CTe OpeMeHHa; WK IuaHupare OpemMeHHocT. He ce npenopbuBa
ynorpebata Ha Jubbonti, ako cTe OpeMenHa. JKeHu ¢ geTepo/icH MoTeHIMal TPSOBa Ja U3M0I3BaT
e(eKTUBHM METOAM 3a KOHTpAIICIIIIHs, JOKATO ce JeKyBat ¢ Jubbonti u 3a Hali-mManko 5 Mecera ciexn

crnipane Ha jiedenueTo ¢ Jubbonti.

AKko 3a0pemMeHeeTe 1o BpeMe Ha jiedeHue ¢ Jubbonti win mo-mManko oT 5 Mecema ciie]] ciimpase Ha
nedeHnueTo ¢ Jubbonti, TpsaOBa ma kaxxete Ha Bamms iexap.
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He e u3BecTHO manu aeHo3yMab ce oTaens B kbpMara. BaxkHo e ga nndopmupare Barims jgekap, ako
KbPMHTE WIN IUTAHUpATe Ja KbpMHUTE. Bammsr nexap me Bu momorse na pemmre ganu fa
npeycTaHOBUTE KbPMEHETO WX J1a IPEeKbCHETE MPUIIOKEHNEeTo Ha Jubbonti, kKaTo B3eMe MpeaBul
noj3ara oT KbpMeHeTo 3a O0ebero u monzata ot Jubbonti 3a malikata.

AKO cTe OpeMeHHa WM KbpMUTE, CMATATE, Y€ MOJKE Ja CTe OpeMeHHa WK IUIaHupaTe OPEeMEHHOCT,
nochBeTBaiTe ce ¢ Bammms nexap wiu gapmanieBT mpeau ynorpedaTa Ha TOBa JIEKapPCTBO.

Ilodupane u padoTa ¢ MAIIMHU

Jubbonti He moBNMsABa WM NOBIMABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a opupaHe U padboTa c
MAIlIHH.

Jubbonti ceabpxa copouTOI
ToBa nekapcTBoO chbpka 47 mg cCOpOUTOI BBB Bcekr ml pa3TBop.
Jubbonti cbabpxa HATPMIA

ToBa nexapcTBO ChABPKa Mo-Manko ot 1 mmol Hatpwuii (23 mg) BEB Bceku ml pa3TBop, T.€. MOXKeE Ja
ce KaxKe, 4e MPaKTUUECKH HE ChABbPKAa HATPHIL.

3. Kaxk na n3noaszsare Jubbonti

Bunaru usnosBaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bammusar nekap. Ako He cTe CUTYpHU B
Hello, nonurtaite Bammus nexap unu gpapmanesT.

IIpenoprunTenHara 103a € e1Ha MpeABAPUTENIHO HATbJIHEHA CIIPUHIIOBKA 0T 60 mg, MpuioxeHa
BEJHBK Ha BceKu 6 Mecela, KaTo eIUHUYHA HHXKEKIHSI 0] KOXKaTa (MOJKOKHA WHXKEKLHS).
Haii-moaxoasmuTe MecTa 3a MHXEKTHPAHE ca TOPHATA JacT Ha OenpaTa u kopema. YoBEeKbT, KOUTO ce
rpuxu 3a Bac, Moxe aa u3non3Ba ChllO BhHIIHATA YacT Ha MuliHULara Bu. Mouid, nonuraiite Bamms
JieKap 3a JaTaTta Ha clie/BalaTta nHxekuus. Beska omakoska Jubbonti cbrbpika KapTa ¢ KaJeHAap ChC
CTHKEP, KOSITO MOXKE J1a Ce M3II0JI3BaA 3a 3allMCBAHE HA J1aTaTa Ha ClIeABAIaTa HHKECKIU.

Ocgen ToBa 11Ie TPsOBa 1a mpreMaTe J0OAaBKH ¢ KaJIIMid U BUTaMHH D, JOKaTO cTe Ha JIeYCHHUE C
Jubbonti. Barmmst nexap me o0chau ToBa ¢ Bac.

Bammusar nexkap Moxe Ja peuin, ue e Hail-1oope Bue unu 4oBekbT, KOiTO ce rpuxu 3a Bac, aa
umkektupate Jubbonti. Bammust nekap Wi MeIUIIMHCKY CIICIUAJIKCT Ie MOKakaT Ha Bac win Ha
JOBEKa, TPIKEI] ce 3a Bac, kak ma usmonssare Jubbonti.

MouJis1, mpoyeTeTe TOYKa 7 ,,YKa3aHus 32 ynorpeda“ B Kpast Ha Ta3d JJMCTOBKA 32 MHCTPYKIIUH
OTHOCHO TOBAa KakK Ja HH:KeKTHpaTe Jubbonti.

[Ipenn ga vHXeKTHpaTe, MPOYETETE IsUTaTa JTUCTOBKA, KOSTO BKIIFOYBA YKa3aHHUATA 32 yrmoTpeoda.
JlucroBkara e mocthiHa 1 upe3 QR koxa u yeOcaiita, IOCOYSHH MO-TI0ITY:

QR xox, ko#TO TpsiOBa A2 OBbAE BKIOYEH + www.jubbonti.cu

Ja He ce pazkJiaiia.
AKo0 cTe ponmycHaJJu aa usnojssare Jubbonti
Ako e nporrycHara j103a Jubbonti, mHxekIusATa TpsOBa 1a OB/ TPUIOKEHA, KOJIKOTO € B3MOXKHO

IMO-CKOpPO. CJ'IC,Z[ TOBa MHXKCKIIMUTEC Tpﬂ6Ba Ja 6’L,Z[aT IJIaHUPAaHU Ha BCCKU 6 MECfC1a OT JaTaTta Ha
IMOoCJICAHATa MHXKXCKIWA.
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AKo cTe cripesu ynoTpedara Ha Jubbonti

3a 1a uma Haif-rossiMa mosnsa ot Bamero neueHue 3a HamansiBaHEe Ha pUCKa OT CUYNBAaHUsI, BAKHO € J1a
n3non3sare Jubbonti TonKoOBa IBJITO, KOIKOTO € mpeAanucan Bamust aekap. He cimpaiite Bamero
JeueHue, 0e3 1a ce CBbpikeTe ¢ Bamus nexap.

4. Bb3MOKHH HeKeJTaHu p€aKkuumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE [1a NPECAN3BUKA HCIKCIAaHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

HedecTo nanmentuTe, nomyyaBaiiy 1eH03yMa0, MOTaT Aa Pa3BUAT KOXHHU HHPEKUUH (IPEIUMHO
uenynut). TpsidBa n1a ka:xere He3a0aBHO Ha Bauus nekap, ako pa3BueTe HIKOH OT Te3U
CHUMIITOMH, JIOKATO CTE Ha JiedeHue ¢ Jubbonti: momyTa, 3auepBeHa 00JIaCT OT KoXKaTa, Hail-4ecTo B
JIoJTHATa YacT Ha KpakKa, KOsITO UyBCTBaTe ropeia 1 0oje3HeHa (LeIyIuT) U ¢ Bb3MOKHU CHMIITOMH
Ha MOBHIIEHA TeMIIepaTypa.

Psiiko manueHTuTe, NoTydaBaliy AeHO3yMal, MoraT /1a pa3BUAT OOJIKa B yCTaTa M/WIIN YeIOCTTa,
HO/yBaHe WIM He3a3ApaBsBallly sI3BH B yCTaTa MIIH YEIIOCTTA, CEKPEIsl, CKOBAHOCT MJIM YyBCTBO Ha
TEKECT B YETIOCTTa, WIN pasKiialane Ha 360. ToBa MoXke /1a ca MpU3HALKM HA YBPEKIaHE HA
YenocTHaTa KocT (ocTeoHekpo3a). Kaxere Ha Bamms Jiekap u 3b60/1ekap He3a0aBHO, aKO
HOJyYUTEe TAaKMBa CHMITOMH, JOKATO ce JeKyBarte ¢ Jubbonti wiu ciies ciupaHe Ha JICUCHHUETO.

Psnxo manuenTure, noiydasamy Jubbonti, Moke 1a UMaT HUCKU HUBA HA KaJIUI B KPHBTA
(xumoxanuueMus ); TeKKUTE cIydau Ha HUCKM HHMBA Ha KaJIIUH MOraT Ja JOBeAaT J0 XOCIUTATU3aIus]
U MOJXKE J1a ca JOPHU >KUBOTO3acTpamasaiy. CHUMITOMUTE BKIIOYBAT CIIA3MH, TOTPEIIBAHUS WIN
KpamIld Ha MYCKYJIUTE, U/WIH CKOBAHOCT WJIM U3TPBIIBAHE HAa IPBCTUTE HA PBLETE, IPBCTUTE HA
Kpakara MM OKOJIO ycTaTa H/MiIi I'bpuoBe, OObpPKBaHe MU 3ary0a Ha ch3HaHHE. AKO HAKOE OT
n30poeHuTe ce oTHacs 3a Bac, kaxkeTe Ha Bamms Jiekap nHe3adaBHo. Huckute HIBa Ha KaJIiii B
KPBBTa MOXKE /1a I0BeIaT [0 IPOMSIHA B ChbPACYHMS PUTHM, HapeUeHa yabrkaBaHe Ha QT-unrepana,
KOETO ce BIbKAa Ha enekrpokapauorpama (EKD).

Psinxo Morar aa ce mosiBIT HeoOM4aliHu QpakTypu Ha OeJpeHaTa KOCT MPH MAIUEHTH, TOTyJaBau
Jubbonti. CBbpikeTe ce ¢ Bamms jiekap, ako mMoyryuuTe HOBa Wi HeoOu4JaiiHa 00JIKa B
Tazo0eApeHaTa cTaBa, ClabMHUTE WU OEPOTO, Thil KATO TOBa MOXKE Ja € paHeH NPH3HAaK Ha
BB3MOXKHA (hpaKkTypa Ha OeapeHara KocT.

Psinko ce HaOroaBaT aNepriuyHU PEaKIUU PY MAIMEHTH, MOJTyYaBaniy JeHo3yMad. CuMnToMuTe
BKITIOYBAT IT0/IyBaHE Ha JIMIETO, YCTHUTE, €3UKa, THPJIOTO WU JPYTH YacTH Ha TSUIOTO; OOPHB,
CBHPOEX WM yPTUKAPHSI IO KOXKaTa (KOMPHUBHA TPECKA), XPUTIOBE WJIH 3aTpyAHeHO aumaHe. TpsioBa
1a Kaxkere Ha Bamms gexap, ako NOJIy4YUTe HAKOU OT TE3H CUMIITOMHU, JIOKATO CE JICKyBaTe C
Jubbonti.

MHoOro yecTH He;KeJIaHU peakluu (Moke J1a 3acerrat noseue oT 1 Ha 10 aymm):
o 0oJIka B KOCTUTE, CTABUTE M/WJIM MYCKYJIUTE, KOSITO MOHSKOTa € CHITHA,
. Ooika B pBIleTe WM Kpakara (00Ka B KpalHUIIUTE).

YecTH HexeIaHU peakunu (Moxe na 3acersHar no 1 Ha 10 gymm):

o 0ONe3HEHO ypUHUpAHE, YeCTO YPHHUPAHE, KPBbB B YPUHATA, HEBB3MOXKHOCT 32 33 IbpKaHe Ha
ypHHara,

WHQEKIYS HAa TOPHUTE JUXATCIIHU IIbTHUIIIA,

0oJKa, MpaByUYKaHe WIN U3TPBIIBaHE, KOETO C€ pa3NpoCTpaHsIBa HAJOMY 10 Kpaka (UIIuac),
3arex,

KOpEeMeH JUCKOMQOPT,
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o o0pusB,
. KOXKHO 3a00JIsIBaHe ChC ChbpOEK, 3aUepBsIBAHE W/HITH CyX0Ta (EK3eMa),
. Kocoraj (aTonerws).

HeuecTu HexkenaHu peakinuu (Moxe aa 3acerHar g0 1 ma 100 gymm):

. MOBHIIIEHA TEMIIEPATypa, MOBPBIaHe U KOpeMHa 00JIKa Wi JTUCKOM(OPT (IUBEPTHKYITUT),

o UHQEKIHS Ha yXOTO,

. 00pHB, KOWTO MOJKE /1a CE TOSBY IO KOXKaTa, M SI3BU B ycTaTa (JINXECHOUIHH JIEKapCTBEHU
peaxnun).

MHoOro peaxu He:keJlaHu peakuuu (Moxe fa 3acerrat o0 1 Ha 10 000 qymmn):

o ajyiepruvHa peakiysi, KOTO MOXKe Jia yBPEIU KPbBOHOCHUTE ChJIOBE NIPEJANMHO B KOXkata (Harp.
JUJIABH WK KaESHUKABOUCPBEHU METHA, YPTUKAPHS 0 KOXKATA UITH KOXKHU SI3BH )
(XMTIEpCEeH3UTUBEH BACKYJIIHUT).

C Heu3BeCTHA 4eCcTOTA (OT HAIMYHUTE JIAHHU HE MOJKE J1a ObJIc HallpaBeHa OIICHKA):
° roBopere ¢ Bamus siekap, ako umare 00JIKa B yXOTO, CEKPET OT YXOTO W/MiIu MH(DEKIHs Ha
yxoto. ToBa MoOXe J1a ca IpU3HAIHN 32 YBPEX,AaHEe Ha KOCTTa B yXOTO.

Chol0maBaHe Ha HesKeJaHU peaKIuu

AKO MOTyYUTe HIKAKBU HEKETAHHU JICKAPCTBCHH PEaKIiK, YBeaoMeTe Barus exap wiu GapmarienT.
ToBa BKJIFOYBA BCHYKH B3MOXKHH HEOMTHUCAHU B Ta3H JIMCTOBKA HEXEIAHU peakiuu. MoxeTe ChIIo Jia
CHOOIINTE HEXKETIAHH PEAKI|H JUPEKTHO Upe3 HAIlMOHAIHATA CUCTEMA 3a ChOOIIaBaHe, MOCOYeHA B
[punoxenne V. Kato chobiaBare HexelaH! PEAKIIUH, MOXETE J1a TaJeTe CBOSI MPUHOC 3a
NoJy9YaBaHe Ha ToBede HH(GOpMAIIHs OTHOCHO 0€301acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiate Jubbonti
[la ce cpxpaHsiBa Ha MSCTO, HEJJOCTBITHO 32 JICLA.

He usmnosn3paiiTe TOBa JIEKapCTBO CJIE] CPOKa Ha FOJHOCT, OTOE/IsI3aH BbPXY €TUKETa U KapTOHEHATa
omnakoBka cinen ,,EXP” u ,,l'omen 1o0:”. CpoKbT Ha TOJHOCT OTTOBAps HA MTOCICTHUS ACH OT TOCOYCHIS
Mecell.

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

a He ce 3ampa3sspa.

ChxpaHsBaiiTe MpeIBApUTEITHO HATBITHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMIAKOBKA, 32 J1a CE
Iperas3y OT CBETIINHA.

[IpenBapuTenHo HabJIHEHATA CIPUHIIOBKA MOXKE 1a Ob/ie OCTaBeHA U3BBH XJIaJUIIHUKA 33 JOCTUTaHE
craita Temnepatypa (10 25 °C) npeau nHxekTHpaHe. ToBa Iie HallpaBu WHXEKTUPAHETO MO-MaJIKO
HenpuaTHo. Cries KaTo CIIpUHIIOBKATa € OCTaBeHa Ja JOCTUTHE cTaifHa Temnepatypa (10 25 °C), 14
TpsiOBa J1a ce u3nomn3ea B pamkute Ha 30 auu. [lonpoOHa nnpopmanus € JageHa B Touka 7 ,,YKa3zaHus
3a ynotpeba‘““ B Kpasi Ha Ta3u JINCTOBKA.

He HBXB’LpHHﬁTe JICKApCTBATa B KaHAJIU3alusATa WU B KOHTeﬁHepa 3a JOMAIllHA OTIIaaAbIIn.

Ilonuraitite Bamms q)apMaueBT KakK aa U3XBBPJIATE JICKapCTBaTa, KOUTO BEYEC HE U3I10JI3BATE. Te3n
MCPKH 1II€ CIIOMOIrHaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.
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6. Cobabp:kaHue HA ONIAKOBKATA U IOMbJIHUTETHA HHPOPMaLUs
Kakspo cbabp:xa Jubbonti

- AKTHBHO BEILECTBO: IcHO3yMa0. Besika npenBapuTeIHO HallbJIHEHA CIIpHHIIOBKA 1 ml ¢
npeanasuTe cbabpika 60 mg nenozymad (60 mg/ml).

- Jpyru cheTaBKu: JiefieHa olieTHa KucenuHa, copouton (E420), monucopbar 20, HaTpues
XUJIPOKCHI, XJIOPOBOIOPOJIHA KHCEJIMHA U BOJIA 32 WHIKECKITHH.

Kaxk m3rne:xna Jubbonti m kakBo cbABpKa OMAKOBKATA

Jubbonti e 6uCTHp 70 JIeKo omanecienTeH, Oe3BETEH 10 OJIeT0KBITCHUKAB HITH OJieIoKaQ)eHUKaB
MHXEKIIMOHEH pa3TBop. Jubbonti ce mpeaocTass B IpeIBapUTEIIHO HATBIIHEHA, TOTOBA 33 YIOTpeda
npo3payHa CThKIJICHA CIIPUHIIOBKA THII | ¢ UTiIa oT Hephkaaema cromana 29 G ¢ mpeanasuren, ryMeHa
Karadka Ha uriara (TepMOIUIaCTHYCH eJacToMep), T'yMeHa IiaBa Ha 0yTanoTo (OpoMoOyTHIIOBa TyMa)
Y TIACTMACOBO CTeOJI0 Ha OyTaloTo.

Besika onakoBka ChAbpiKa €AHA NPCABAPUTCIIHO HAITbJIHCHA CIIPUHIOBKA C MMPEATIA3UTCII.

IIpuTexaTes Ha pa3peLIeHUETO 32 ynoTpeda

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

IIpousBoauren

Novartis Pharmaceutical Manufacturing GmbH

Biochemiestr. 10
6336 Langkampfen
ABcTpus

3a fomBIHUTENTHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPEICTaBUTEN HAa MPUTEKATEIsl Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tél/Tel: +32 2 722 97 97

Bbbarapus
Cannos bearapus KUT
Tem.: +359 2 970 47 47

Ceska republika
Sandoz s.r.0.
Tel: +420 234 142 222

Danmark/Norge/island/Sverige
Sandoz A/S
T1{/Simi/Tel: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Lietuva
Sandoz Pharmaceuticals d.d filialas
Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel: +32 2 72297 97

Magyarorszag
Sandoz Hungéria Kft.
Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland

Sandoz B.V.
Tel: +31 36 52 41 600
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Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

E\rada

SANDOZ HELLAS MONOIIPOZQITH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 1 49 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385 123 53 111

Ireland
Rowex Ltd.
Tel: +353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 96541

Kvnpog

SANDOZ HELLAS MONOIIPOZQITH A.E.

TnA: +30 216 600 5000

Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romaénia
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland
Sandoz A/S
Puh/Tel: +358 10 6133 400

United Kingdom (Northern Ireland)
Sandoz GmbH (Austria)
Tel: +43 5338 2000

I[aTa Ha IOCJCIHO NMpepasrjaeckaaHne Ha JIUCTOBKaTa

Ho;[p06Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € MPEAOCTABCHA HA ye6caﬁTa Ha EBpOHCﬁCKaTa arCHIus

10 JIeKapcTBaTa: https://www.ema.europa.eu/

7. Yxka3anus 3a ynorpeda

Tesu ,,Ykazanus 3a ynorpeba“ cbappxkat nHbOopMaIis Kak a1a nmkekrupare Jubbonti.

Axo Bamuar nekap npeneHy, 4ye Bue wim 4oBekbT, KOMTO ce TprxkH 3a Bac, cTe B CbCTOsSHUE Aa
uIKekTupare Jubbonti y 1oma, yBepere ce, ue Bammst nekap wix MeIUIMHCKA CeCTpa IIe MOKaXaT
Ha Bac unu Ha 4yoBeka, KOeTo ce IpixkH 3a Bac, kak 1a MOATOTBUTE U MHKEKTUPATE C MIPEIBAPUTEITHO
HaITbJIHEHATa CIpUHLIOBKa Jubbonti, mpenu 11a st U3Moa3BaTe 3a IbPBU IIBT.

VYBepere ce, 4e cTe MPOUeU U pa3dpasiy Te3u yKa3aHus 3a yrnorpeda, mpean 1a u3Mnoi3Bare
NpeIBAPUTETHO HATbJIHEeHATa cripuHIloBKa Jubbonti. [oBopete ¢ Baims nekap, ako ©MaTe BhIPOCH.
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Mpeau ynotpe6a Cnep ynotpe6a |

[naea Ha ByTanoTo

Bytano

Kpunua Ha npegnasvren

MpepnasuTen

Cpok Ha rogHocT

[Mpo3opue 3a HabnogeHue

Mrna

Kanadka 3a urna

Baxxna nndgopmanus, KOATO TPAOBA 1a 3HaeTe, Mpeau Aa HHKeKTHpaTe Jubbonti

J Jubbonti e camo 3a TOAKOXKHO MHKEKTUPaHe (MHKEKTHUPATE TUPEKTHO B MACTHHSA CJIOH MOJ
KOJXKaTa).

o He u3nonsBaiite npenBapuTeIHO HAITbJIHEHATA CIIPUHIIOBKA, aKO 3aIIeYaTBAHETO HA BBHIIIHATA
KapTOHEHa ONaKOBKa WJIM Ha MJIAaCTMAaCOBOTO THE3ZO0 € CUYTICHO.

. Huxora He pa3kiiamaiiTe npeIBapuTEIIHO HAIIBJIHEHATA CIIPUHIIOBKA.

o He u3nonssaiite, ako npeaBapuTeTHO HAITbJIHEHATa COIPUHIIOBKA € OMiia U3ITyCHATa BbPXY
TBBPJIa IOBFPXHOCT WIIM U3ITyCHATA CJIe] OTCTpaHsIBaHE Ha Karadkara Ha WIJiaTa.

. IIpenBapuTenHo HabJIHEHATA CIPHUHIIOBKA UMa MIPEeANa3uTell, KOUTO ce akTUBUDA, 32 /1a

IIOKPUEC HIIaTa, CJIC KaTO MHKXCKTUPAHETO 3aBbPIIN. HpennamTenﬂT ImoMara 3a
npeaAOTBpaTABAHC Ha HApAHABAHUA OT Y60>K)_IaHC C Urjia Ha BCCKH, KOHTO 60paBI/I C
MNPpCABAPUTCIHO HAITBJIHCHATA CIIPUHIOBKA CJICH MHKCKTUPAHC.

o BuuMmaBaiiTe 1a He 10KOCBaTe KPHJINATA HA MPeINa3uTeNs npeny ynorpeda. JlokocBaHeTo
UM MOXKE J1a TOBEJIC 10 aKTUBHPAHE Ha MPEANAa3UuTeNs TBbPC PaHo.

o He ce omurBaiiTe 12 n3M0J3BaTe MOBTOPHO WIIH J1a Pas3riio0sBaTe MpeIBapUTEIHO HAITbIHEHATA
CTIPUHIIOBKA.

. He nwpmaiite Ha3an OyranoTo.

Cbxpanenue Ha Jubbonti

. [a ce cpxpansBa B xnaqiiHUK Mexay 2 °C u 8 °C.
Ja He ce 3ampa3ssBa.

. AKO € He0O0X0JUMO, MOKETE JIa ChXpaHsBaTe MpeIBapUTeTHO HAITbIHEHATA CIIPUHIIOBKA TIPU
craitaa Temnepatypa 1o 25 °C mo 30 qHw.

. W3xBbpiieTe npeaBapUTEIHO HAIIbJIHEHATA CIPUHIIOBKA, KOSITO € OMJla ChbXpaHsIBaHa Ha CTaiHa
TeMriepatypa, cien 30 aHH.

. CoxpassBaiiTe IpeABapUTEIHO HATBJIHEHATA CIIPUHILIOBKA B OPUTHHAIHATA KAPTOHEHA
OIMaKoOBKa JI0 TOTOBHOCT 3a ymoTpe0a, 3a Jia ce Mpeana3u OT CBETINHA.

. [a ce cpxpaHsBa Ha MSICTO, HEIOCTBITHO 32 ACLa.
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IToaroroBka 3a HH;KeKTHPaHe Ha Jubbonti

Ctenka 1. OcTaBere ga J0CTHTHE CTAalHA
TeMIepaTypa

U3Bajiere kapTOHEHATa KYTHSI, ChIIbpKaIla
MIPEIBAPUTEITHO HAIThTHEHATA CIIPUHIIOBKA, OT
XJIQJIMJTHAKA U S OCTaBeTE HEOTBOPEHA 3a OKOJIO
15 mo 30 MuUHYTH, TaKa Y€ Ja JOCTUTHE CTaliHa
TeMIeparypa.

Crebnka 2. Ch0epere KOHCYyMaTHBH

YBepere ce, 4ye uMarte ciIenHOTO (He €

BKJIIOYEHO B KAPTOHEHATa OIIAKOBKa):

. TaMnoH cbc cnupT

o ITamydeH TaMIIOH WU MapIIs

. Konreiinep 3a U3XBBpIIsIHE HA OCTPH
IpeIMETH

. IInactup

Crtbika 3. PazonakoBaiite

OTBOpeTe m1aCTMaCcoOBOTO T'HE3/10, KaTO
OTJICIUTC MOKPUTUCTO. HzBagere
IIPpEABAPUTEIHO HAITbJIHCHATA CIIPUHIIOBKA,
KaTo A ABPKUTE B Cpe€liaTa, KaKTO € IIOKa3aHo.

He OTC’I‘paHﬂBaﬁTe KarmaykaTta Ha urjaTta,
J0KaToO HE CTC 'OTOBU Ja MHXKXCKTHUPATE.
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Crpnka 4. U3BbpleTe NPOBEPKH 3a
Oe3omacHoCT

[ornennere mpe3 mpo3op4eTo 3a HAOIIOCHNE
Ha MpeBapUTEITHO HAITBITHEHATA CIIPUHIIOBKA.
Teurocrtra BBTpE TpsOBa 1a OBaE OUCTHP 10
JIEKO omasiecupai, Oe3nBeTeH 10

0JIe 0K BITCHUKAB WK OJie10KadeHUKAB
pa3TBoOp. Moe J1a BUIUTE Bb3IyITHU
MeXypueTa B TEYHOCTTA, KOETO € HOPMAITHO.

He onuTBaiiTe 1a npemaxBaTe Bb3ayXa.

. He v3nosn3zBaiite npeaBapuTeHO
HaI'bJIHEHATa CIIPUHLIOBKA, aKO
TEYHOCTTA € MBbTHA WJIH ChIBPXKa BUAUMU
YaCTHIIH.

. He u3nonssaiite npeBapuTEIHO
HaIbJIHEHATa CIPUHIIOBKA, aKO U3TIISKIa
TIOBpEJIeHA WM aKO € MPOTeKJIa.

. He uznonsBaiite npeIBapUTEIHO
HaIbJIHEHATa CIIPUHIIOBKA CIIE/ CPOKa Ha
rogaocT (EXP), xoiiTo € oTeuaran
BBPXY €TUKETa Ha NIPEABAPUTEIIHO
HaI'bJIHEHATa CIIPUHIIOBKA U KapTOHEHaTa
OIIaKOBKaA.

BBB BCHUKM TE3U CiIy4yau ce CBbpXKETe ¢ Bammms
JeKap, MEJMIMHCKA CecTpa WK (apMarieBT.

Crbnka 5. U36epeTe MSICTO 32 HH:KEKTHPaHe

Tps0Ba 1a MHXKEKTHpATE B IIpeIHATA YacT Ha
OenpaTa WM B JIONHATA YaCT Ha KOpEeMa, HO He
B 30HaTa Ha 5 cm OKOJIO ITbIA.

He unxekTupaiiTe B K0xa, KOSITO €
YyBCTBUTETHA, HATHPTEHA, 3aU4epPBEHA, JIFOIIEIa
ce, TBBbp/Ia WIH B 00J1acTh ¢ O6ee3n Ui CTPHUH.

AKO 4OBEKBT, KOWTO ce Tprku 3a Bac, Bamusar
JIeKap WK METUIIMHCKa cecTpa Bu mocraBsaT
WHXKEKIHATA, TE€ MOKE CHIIO Jja HHKEKTUPAT B
rOopHaTa 4acT Ha pbKaTa.

+———lNpo3opye 3a
HabnooeHve

CpoK Ha
rogHOCT
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HNnxextupane ¢ Jubbonti

Crbnka 6. ITouncrere MCTOTO HA
HHKEeKTHPaHe

W3muiite PBULCTC CH CBC CAIlyH U BOJA.

[TouncreTe M30paHOTO MSACTO HA MHKEKTHUPAHE
C TaMIIOH CcbC crupT. OcTaBeTe ro Ja U3ChXHE
MpeIn MHKEKTHPaHe.

He noxocpaiiTe u He nyxaiiTe BbpXY
MOYHCTEHATa 30Ha MIPeI MHKEKTHPAHE.

Crenka 7. OTcTpaHeTe KamayKaTa Ha
UrJaTa

Wznwppmaiite cuimHO O€3 Or'bBaHe, 3a J1a
OTCTpaHUTE KaraykaTa Ha UTjaTa oT
MIPEIBAPUTEITHO HAITBIHEHATA CIIPUHITOBKA.
Mosxe 1a BUIUTE Kalka TEYHOCT B Kpasi Ha
urnara. ToBa € HOpMaJHO.

He nocraBsiiTe OTHOBO KallauykaTa Ha WUrJjara.
M3xBbpaeTe Kanaykata Ha UriaTa.

Crbnka 8. BnBenere urijiara

BuaumatenHno 3axBaHeTe KokaTa Ha MACTOTO Ha
WH)KEKTHpaHe U 5 33JpHKTe 3aXBaHaTa 0
BpeMe Ha MHKekTupanero. C apyrara pbKa
BBBEJICTE UTJIAaTa B KOXATa MO/ bI'bJI OT

npuOIU3UTETHO 45 Tpaxyca, KaKTo € TIOKa3aHo.

He natuckaiite 6yTaJ'IOTO, J0OKAaTO BbBCKIATC
urijara.

Crpnka 9. 3anovyHeTe NHKEKTUPAHETO

[IpoapinkeTe ga IbpKUTE KOXKAaTa 3aXBaHATA.
baBHo HaTtHucHeTe OyTanoTo Aokpaii. Tosa mie
rapaHTHpa, 4e € MHKEKTUpaHa IIbJIHA 1034.

Crpnka 10. 3aBbpleTe HHKEKTHPAHETO

VYBepere ce, ue Kpadr Ha OyTajgoTo € MEXIy
KpUJILIaTa Ha Mpeana3uTelis, KaKTo € IoKa3aHo.
ToBa 111e rapaHTHPa, Y€ IPEANIa3uTeIIAT €
aKTHUBUPAH U III¢ IOKPUE UIIaTa, Cle] KaTo
HH)KEKTHPAHETO 3aBbPIIIH.
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Crbnka 11. OTnycuere §yTan0To (1] )

Karo nppxute npenBapuTeTHO HATbITHEHATA
CIIPUHIIOBKA Ha MACTOTO HA WH)KEKTHpaHe,
0aBHO OTITyCHETE OyTaJIOTO, TOKATO Urjara
ObJIe TOKPUTA OT MPEIMA3UTEIIS.

OTCTpaHeTC NpeaABAPUTCIIHO HAITBJIHCHATA
CIIPUHIIOBKA OT MACTOTO Ha MHXXCKTUPAHC U
OTITYCHETC 3aXBaHaTaTa KoXa.

BBb3M0XHO € Aa UMa MallKO KOJIMYECTBO KPbB
Ha MSICTOTO Ha MHXKEKTUpaHe. MoxeTe 1a
NIPUTHCHETE ITAMYy4€H TaMIIOH HJIU MapJis BEPXY
MACTOTO Ha UHXKEKTHUPAHE, TOKATO KbPBEHETO
crpe.

He ThpKaiiTe MACTOTO Ha UHXEKTUPAHE. AKO €
HE00X0IUMO, MTOKPUITE MICTOTO Ha

HMHXCKTHUPAHE C MaJIKa JICTICHKA.

Cien MHXKEKIHUATA

Crpnka 12. U3xBbpJieTe NpeIBapUTETHO
HANTbJTHEHATA CIPHHI[OBKA

[TocTaBeTe mpenBapUTETHO HATBTHEHATA
CIIPUHIIOBKA B KOHTEHHED 32 N3XBBPIISTHE HA
OCTpH MpeAMETH BeHara cien ynotpeda. He
M3XBBPJIISTITE MPEIBAPUTEIHO HAITbIHEHATA
CIIPUHIIOBKA NPY OMUTOBUTE OTIIAIBIIH.

l'oBopete ¢ Bamus nekap nnu ¢papmaneBt

OTHOCHO ITPaBUJIHOTO U3XBBPJITHEC HaA
KOHTCﬁHepa 3a U3XBBPJISIHC HA OCTPU
npeaAMCTH. Moke ga Ma MECTHHU pa3nope;[61/1
3a U3XBBPJIAHE.
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