MNPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTosn JISKapCTBEH MPOAYKT TOJUICKU HA JOMIBIHUTEIHO HAOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TOo
YCTaHOBSIBaHE Ha HOBA MH(OpPMALKs OTHOCHO Oe30macHOCTTa. OT MEIUIIMHCKUTE CICIIMAIUCTH Ce
M3HCKBA JIa ChOOIIaBaT BCSAKA IMOA03UPaHa HEeXKETaHa peakins. 3a HaunHa Ha ChOOIaBaHe Ha
HEKEeJaHU PeaKlMK BIXKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Junod 60 mg uHXEeKIMOHEH Pa3TBOP B MPEABAPUTETHO HATBIIHEHA CIIPHHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika npeaBapuTenHO HaITBJIHEHA COPUHIIOBKA chabpka 60 mg nenozymad (denosumab) B 1 ml
pastBop (60 mg/ml).

JleHo3yMab € 4oBELIKO MOHOKJIOHAIHO aHTUTsU10 [g(G2, mpor3BeneHo B KIeTh4HA JTUHHA OT 003aiHUK
(xeTku Ha STHYHUK HA KUTAWCKH XxamcTep) upe3 pekomOuHanTHa JJHK texnomorus.

IToMo1IHY BeleCTBa C U3BECTHO JCUCTBUE:
Tosa nexapctBo chappka 46 mg copouron (E 420) u 0,1 mg nonmucopbat 20 (E 432) BBB Bcexku ml
pasTBoOD.

3a IBJIHUS CIIUCHK Ha IIOMOIIHUTE BCIICCTBA BHXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
NnxexmoneH pa3TBop (MHKEKIINA)

Buctwp, 6e31BeTeH 10 OJIEHOKBAT Pa3TBOP.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU NMOKA3ZAHUS

Jleyenue Ha OCTEONOPO3a MPH KEHU B TIOCTMEHOIIAY3a U ITPU MBKE, U3JI0KEHN Ha TIOBHUIIEH PUCK OT
¢pakrypu. [Ipu sxeHr B mocTMeHomnay3a, Junod 3Ha4rMo HamassiBa prucka oT GpakTypH Ha
NpenuieHUTe, HelpenuieHHH (pakTypu u GpakTypHu Ha Tazo0epeHara crasa.

Jleuenue Ha 3ary0a Ha KOCTHO BEILECTBO, CBBP3aHO C XOPMOHaIHa abaanus NPy MbXKe ¢ KapLMHOM Ha
npocTaTara, H3JI0KCHH Ha TIOBUILIEH PUCK OT pakTypu (Bxk. Touka 5.1). [Ipu Mbke ¢ KapIIMHOM Ha
npocTaTara, mojyJaBaliy XOpMoHaiHa abianus, Junod 3HAYMMO HamMalIsiBa pUCKa OT (PPaKTypH Ha
NpeLUICHHTE.

Jleuenue Ha 3ary6a Ha KOCTHO BELIECTBO, CBbP3aHa C NPObIKUTEIHA CUCTEMHA IIIIOKOKOPTUKOUIHA
Tepanus Py Bh3PaCTHU MAIIMEHTH C MTOBUIIEH PUCK OT (hpakTypa (BXK. Touka 5.1).

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

gO?:I/IQOBKa

[Ipenoprunrennara go3a e 60 mg aeHo3ymMad, MpUIIOKEeHa KaTO €THOKPATHA MOAKOKHA HHXEKITUS B
obxactra Ha OeIpOTO, KOpeMa MIIM MUIIIHUIIATA, BEAHBXK Ha BCEKH 6 Mecerla.



[TanmenTrTe TPsIOBA Aa MOTy4YaBaT CHOTBETHO NOOABKH ¢ KanIui U BUTaMuH D (BX. Touka 4.4).

Ha manmenTute, kouto ce iekysat ¢ Junod, TpsOBa J1a ce mpeIocTaBy JINCTOBKA 3a MAI[MEHTa U KapTa
Ha IanueHTa.

OnrumManHata 0011a TPOABIKUTEITHOCT Ha aHTHPE30POTUBHATA TEPAIUsl Ha OCTEOIIOPO3a
(BrumrouBaIa qeHo3ymad u oudocdonarn) He e ycraHoBeHa. HeoOXo[uMOCTTa OT PO IbIKaBaHE HA
JICYCHUETO TPsIOBA J1a ce MPEOLICHsIBA MIEPUOIMYHO, Bb3 OCHOBA Ha MMOJI3UTE U MOTECHIIUATHUTE PUCKOBE,
CBBP3aHU C IeHO3yMal MpH BCEKU OTJISJICH MALMEeHT, OCOOCHO CIIe]] 5 WK IoBeYe TOMHU YIoTpeOa
(BX. Touka 4.4).

Cmapuecka gv3pacm (6v3pacm >635)
He ce nanara xopurupase Ha 7j03aTa IIpH MALMEHTH B CTapyecKa Bb3pacT.

Bvopeuno yepescoane
He ce nanara kopurupase Ha J103aTa IpH NaMeHTH ¢ ObOpedHo yBpekaane (BX. Touka 4.4 3a
MPETOPBKH OTHOCHO TPOCTe/IIBaHe Ha KAJIIIMEBUTE HHUBA).

JIuncBaT JaHHM TIPH MALUMEHTH C IPOIBDKUTEIIHA CUCTEMHA TIIIOKOKOPTUKOUTHA TEPAHS H TEXKKO
0B0peyHo yBpexaaHe (CKOpoCT Ha rioMepyiHa untparus < 30 ml/min).

Yeprnoopobro yspedxcoane
besonacHocTTa 1 eprkacHOCTTA Ha IeHO3yMal He ca MPOYYBAHU TP MAIIMEHTH C YEPHOIPOOHO
yBpexkaaHe (BK. Touka 5.2).

Ieouampuuna nonynayus

Junod He TpsiOBa Aa ce M3MO3Ba IpH JAela Ha Bb3pacT <18 roguHu nmopaan cbo0paxxeHus, CBbp3aHu C
0e30macHOCTTa — CeprUO3Ha XUTIEPKAIIUEMHUS U MIOTEHIIMATHO HHXUOMpaHe Ha KOCTHUS pacTexX U
JUuTica Ha IpoOuB Ha 3601 (BK. TOUkH 4.4 1 5.3). HannmaauTe moHacTosImeM TaHHH 3a JIela Ha Bh3pacT
oT 2 1o 17 roguHu ca onucany B Touky 5.1 u 5.2.

Hauun Ha OPUITOKCHHEC

3a TOIKOKHO MPHITOKECHUE

HpI/IJ'IO)KCHI/IeTO TpSI6Ba Ja CC HallpaB! OT JIUIIC, KOCTO € aJICKBATHO O6y‘l€HO Ha TCXHHUKAaTa Ha
HWHXXCKTUPAHC.

VYkazanus 3a ynotpeda, paboTa 1 U3XBBPIISIHE Ha JISKAPCTBEHUS IPOAYKT, BXK. TOUKa 6.6.
4.3 IIporuBomoka3zaHus

CBpBX4YYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WJIH KbM HIKOE OT IIOMOIITHUTE BEIIECTBA, H30POCHU
B TOuka 6.1.

Xumnokanmuemus (Bx. Touka 4.4).
4.4 Cheuuananu npeaynpesxaeHus U NpeAna3sHy MepKH MPHU ynoTpeda

[Ipocneaumoct

3a fma ce mogo0py MpOCIeANMOCTTa Ha OMOJIOTHYHUTE JIEKapCTBEHH MTPOIYKTH, IMETO U TAPTUIHUSAT
HOMEp Ha MPUIOKEHUS POYKT TPSOBA SICHO 1A CE 3aIMCBaT.



JIoOaBKY ¢ KaJalui ¥ BUTAaMUH D

AZ[CKBEITHI/I}IT IIpueM Ha KaJ'II_II/Iﬁ u BuTaMuH D e BakeH 32 BCHUKH IIalMCHTH.

IIpenna3uu MEpKH Ipu ynoTpeda

Xunoxanyuemus

BakHo e 1a ce uaeHTUPHUIHUPAT NAIUSHTUTE, M3JI0KECHH Ha PUCK OT XUIOKAIIIUEMHUSL.
XunokaigeMusaTa TpsiOBa 1a Obie KOpUTHpaHa Yype3 aJcKBaTeH MPUEM Ha KAl U BUTaMuH D
Mpey 3aroyBaHe Ha TepanusTa. [IpenopryBa ce KITMHUYHO MPOCIIE/IBaHE HA KaJIIIMEBUTE HIUBA
MPeId BCsIKa J103a U, IPH MAIllMEHTUTE, IPEIPa3N0I0KEHN KbM XHUITOKAIIHMEMHUs B PAMKUTE Ha JIBE
CEJMMIIN, CJIS] HavajaHaTa 103a. AKO IIPH HAKOM MAIMEHT Ce MOSBAT MPEANoiaracMi CHMIITOMH Ha
XHUITOKAJIMEeMHS 110 BpeMe Ha JIeYeHHeTo (Bxk. Touka 4.8 3a cuMIritomu), TpsiOBa J1a ce U3ciaenBar
KaJllueBuTe HUBa. [lannenTrure TpssOBa 1a ObJaT HACHPYABAHHU Ja CHOOIIABAT CUMIITOMH,
[MOKA3aTeIHN 38 XUITOKAIIIEMHSI.

HpI/I MOCTMAPKCTUHI'OBU YCJIOBUS CC c1>06maBa 3a TCXKa CUMIITOMaTHYHa XUITOKAJIITUCMUA (BO,Z[CH_Ia
J0 XocCnrTalIn3anus, )KUBOTO3acTpallaBalin CHLOUTHS U ClIy4dau C JICTAJICH I/ISXO)I). BLHpeKI/I e
IMMOBCYCTO ClIydad HACTBIIBAT NIPE3 IbPBUTEC HAKOJIKO CEAMHUIHN OT HAYAJIOTO HA JICHCHUCETO, TA MOXKE 1a
C€ IIOSAABU M I10-KBCHO.

C’BHT)TCTBaHIaTa TJIIOKOKOPTUKOHIHA TE€panusd € JOIMbJIHUTCIICH PUCKOB (’paKTop 3a XUITOKaJIITUECMU .

bvopeuno yepescoane

[ManmenTHTE € TeXKO OBOPEUHO YBpexkaaHe (KpeaTHHUHOB KIMpBHC <30 ml/min), WM KOUTO ca Ha
JIajin3a, ca ¢ MOo-TOJISIM PHCK OT Pa3BUTHE HAa XUIOKAIHEeMHUs. PUCKBT OT pa3BuTHE Ha
XHUIMOKAIIUEMHUS U CHITBTCTBAIIO IMOBUIICHHE HA MAPATUPEOUIHUS XOPMOH C€ YBEIMYaBa C
HapacTBaHE Ha CTEINEeHTa Ha OBOpeuHOTO yBpekaaHe. ChoOIaBa ce 3a TKKH U JICTAIHU CITydau.
AJIEeKBaTHUST MIPHEM Ha KM, BATaMHH D ¥ peIOBHOTO TPOCIIE/IsIBaHE Ha KAJIIUEBUTE HUBA ©
0CO0CHO Ba)KHO TIPH TE3H MAIIMEHTH, BUKTE MO-TOPE.

Kooicnu ungpexyuu

[TanmenTHTe, MoMy9YaBamny JeHO3yMab, MOXe Jja pa3BUAT KOXKHU WH(EKINN (OCHOBHO TENYJINT),
BOJICTIIN 10 XOocTiTanm3anus (Bk. Touka 4.8). [lanmenture TpsiOBa qa ObIAT MOCHBETBAHA Ja
MOTBHPCAT JICKApCKa MOMOI, aKO IIPH TAX CC MOABAT NPU3HAIUW UJIW CUMIITOMU HA LHCITYJIUT.

Ocmeonexposa Ha yentocmma (OHY)
OHUY ce cpro01maBa paIKo MpH MarueHTH, TOTyYaBally JeH03yMal 3a JIedeHre Ha 0CTeonopo3a (BK.
Touka 4.8).

HadanoTo Ha Jie4YeHueTO/HOB Kypc Ha JIeUeHUE TPIOBa Ja ce OTIOKH NPH MAIUCHTH ¢ He3apacTHAIN
OTKPUTH JIE3UM Ha MEKHUTE ThKaHH B ycTarta. [Ipu manueHTy ChC ChITBTCTBAIIN PUCKOBH (pakTOpH ce
MPenopbYBa CTOMATOJIOTUYCH NPeriie]] ¢ TPO(IIAKTUYHO 3b00JICUCHNE ¥ WHANBHTyalTHA OIICHKA Ha
CHOTHOIIEHHUETO TTOJI3a/PUCK, TIPEH JeUeHUE ¢ JeH03yMa0.

CnenHute pUCKOBH (pakTOpH TpAOBa J1a Ce UMAT MPEJBH/I PU OIICHSIBAHE HA PUCKA 3a MAlUeHTa OT

paseutre Ha OHY:

. AKTUBHOCT Ha JICKAPCTBEHUS MPOAYKT, KOWTO MHXHOUPA KOCTHATA pe30pOIus (TI0-BHCOK PUCK
MPY BUCOKO aKTHBHHU ChEJIMHEHNS ), HAUWH Ha MIPUIIOKEHHE (TI0-BUCOK PUCK TP MapeHTEPaTHO
MPIWIOKEHUE ) U KyMYJIaTHBHA /1032 Ha KOCTHO-PE30pOTUBHATA TEPAITHS.

. pax, mpuApyX)aBaiy 3a00JsIBaHusI (HATIP. aHEMUSI, KOATyJIONATHH, HHPEKINH), TIOTIOHOITYIIICHE.
CBITHTCTBAIIH JICUCHHS: KOPTUKOCTEPOU TN, XUMUOTEPAITHS, HHXUOUTOPH Ha aHTHOTeHEe3aTa,
J'bUETEPAITvs Ha TJIaBaTa U MIusTa.

. JIOIIa YCTHA XUTHEHA, TIAPOI0HTO34, JIOIIO TOCTABEHHU MPOTE3H, aHAMHE3a 32 CTOMATOJIOTUYHO
3a00IIsIBaHe, HHBA3MBHYU CTOMATOJIOTUYHH MPOLIEAYPH (HaIp. eKCTPaKIus Ha 350).



ITo Bpeme Ha JiedeHHE ¢ IeH03yMad BCHUKH IMAIMEHTH TPSAOBa 1a ObIaT HAChPUYaBaHM 1A TIOIIBPIKAT
no0pa yCTHa XUTHEHA, J1a CE MOAJIaraT Ha PyTUHHU CTOMATOJIOTHYHHU TIPETJIe I 1 He3a0aBHO Ja
ChOOINABaT 32 BCHUYKH CUMIITOMH OT CTPaHa Ha yCTHaTa KyXWHa, KaTo pa3KiialiaHe Ha 360, 00Jka wim
MTOAyBaHE, WM HE3a3IpaBsABaIH S3BH WIH ceKperus. I1o BpeMe Ha JiedeHneTo, NHBa3UBHU
CTOMATOJIOTUYHHU TPOIICTypH TPSOBA J1a ce U3BBPIIBAT CaMO CJIe]] BHUMATEIHA TIPEIleHKa U TPAOBa J1a
ce u30srea U3BHPIIBAHETO UM B HEITOCPEACTBEHA OJIU30CT C MPUIIOKESHHUETO Ha JICHO3yMao.

[TnanbT 32 JIeueHue Ha ManueHTuTe, KouTo pazsuBar OHY, Tpsa6Ba fa 0b/ie H3TOTBEH B TSACHO
CHTPYAHUYECTBO MEXKAY JIEKYBaIIMs JIEKap ¥ CTOMATOJIOT MJIH JIMLEBO-YEIIOCTEH XUPYPT € OIHT B
OHU. Tpsa6Ba na ce 0OMUCIN BpEMEHHO NMPEKHCBAHE HA JICUEHUETO, JOKATO ChCTOSTHUETO OTIIYMHU U
JOTIPUHACSIIIUTE PUCKOBH (PaKTOPH OBAAT HAMAICHH, aKO € Bb3MOXKHO.

Ocmeonexpo3a Ha 6bHUIHUSL CTTYX08 NPOXOO

Nma choOIeHns 32 OCTEOHEKPO3a Ha BHHIIHUSI CIIYXOB MPOXOJI TIPH JICUeHHE C IEHO3yMao.
Bb3MoxxHUTE pUCKOBH (DAaKTOPH 33 OCTECOHEKPO3a Ha BHHIIHUS CIYXOB MPOXO/I BKIIOYBAT YyHOTpeda
Ha CTEPOMIH U XUMHOTEpANusl 1/ UK JOKATHU PUCKOBU (aKTOpH, KATO HapUMep MHPEKLUS WIH
TpaBMa. BepoaTHocTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BHHIITHUS CITyXOB POXO/ TpAOBa /1a ce UMa
OpeABU] TIPH MAIMEHTH, IPHEMaIn IeH03yMa0, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha YXOTO,
BKJIIOUMTENTHO XPOHUYHH YIITHH HH(EKLINH.

Amunuunu gpaxmypu na bedpenama Kocm
Nma choOIeHns 3a aTUMUYHU QpakTypH Ha OeapeHaTa KOCT PH MAIMEeHTH, TOTyYaBally JeHO3yMao
(BXk. TOuka 4.8).

ATunuuHuTe QpaKTypu Ha OepeHaTa KOCT MOXKE J1a ce MOSBSAT MPH MUHUMAJIHA TpaBMa Wiu 0e3
TpaBMa B CyOTpoXaHTepHHTE U quadu3HuTe 00IacTn Ha OeapeHaTa KocT. Te3n ceOuTHs ce
XapakTepu3upaT CbC CEHU(PUIHN PEHTITCHOJOTHYHHA HAXOIKU. ATUIIHYHU QpaKkTypH Ha OelpeHaTa
KOCT C€ ChOOIIABaT ChIIO NPU MAIIMESHTHU C ONPECIICHH ChIBTCTBAIIM ChCTOSHUS (HAMp. ASPUIUT HA
ButamMuH D, peBmaronneH aptpur, xunodocdarasus) v npu ynoTpeda Ha HIKOH JEKapCTBEHU
poaykTH (Harp. OudocoHaTH, TIIFOKOKOPTUKOUAN, MHXUOUTOPH Ha IPOTOHHATA TIoMIa). Te3n
cbOUTHS ca HaCcThIBaIM U Oe3 aHTupe3opOTHBHA Tepanus. [lonoOHu ¢ppakTypu, CbOOLICHN BHB
BpB3Ka ¢ OruochoHaTy, yecTo ca OMIIaTepaIHu; MOPaIay TOBA MPH MAMEHTH, JIEKYBaHH C JIEHO3yMao,
KOHWTO ca TIpeThpIend ppaKkTypa Ha TSUIOTO Ha OelpeHara KOCT, TpsOBa Jla ce n3cienBa
KOHTpaslaTepaiHara Oeapena koctT. TpsaOBa na ce 0OMUCIIN IpeKpaTsIBaHe Ha TepanusiTra ¢ AeH03yMab
[IpU NAlMEHTH, 38 KOUTO Ce MOJ03Upa, Ye MMaT aTUIuYHa (pakTypa Ha OepeHara KOCT B OUYaKBaHE Ha
OLIEHKAaTa Ha MAalMeHTa Bb3 OCHOBA Ha MHIMBHUYaJIHO ONPEAEICHOTO ChOTHOIIEHHE noi3a/puck. [1o
BpeMe Ha JICUYEHHETO C JeH03yMal, MalueHTuTe TpsAOBa Ja ObJaT IOCHhBETBAHU Jja ChOOIIABAT 3a HOBA
M HeobuvaiiHa OoJika B 6eipoTo, Tazo0eApeHaTa ctapa win cnabunure. [lanuenTy ¢ Takusa
CHMIITOMH TPsIOBA Ja ce M3CIeaBaT 3a HelrbIHa (PpakTypa Ha OeapeHaTa KocT.

Ipoovnocumento anmupe3opomusHo eyenue

[IpoabKUTETHOTO aHTHPE30POTUBHO JieUeHUE (BKITIOYBAIIIO JIeHO3yMal 1 OudocoHaTn) Moxke nia
JIOBEJIC JI0 TIOBUIIIEH PHCK OT HEXEJIaHW PE3YJITaTH, KATO OCTEOHEKPO3a Ha YEIFOCTTa M aTHITUYHU
(hpakTypu Ha OeJpeHaTa KOCT Opaay 3HAYMMO TOTUCKaHEe Ha KOCTHOTO peMojieiupaHe (BXkK. TOUKa
4.2).

Eonospemenno neuenue ¢ Opyeu nexapcmeenu npooykmu, coObpxcaui OeHO3yMab

[aruenTu, iekyBaHU ¢ IeHO3yMab He TpsOBa 1a ObAaT JIEKyBaHU €THOBPEMEHHO C IPYTH
JIEKaPCTBEHU POIYKTH, ChIIbPIKAIIH IeHO3yMa0 (3a IpeoTBpaTsIBaHe Ha ChOUTHS, CBbP3aHH C
KOCTHATa CUCTEMa IIPU Bh3PACTHU C KOCTHH METACTa3d OT COJIMIHU TYMOPH).



IleguaTpryHa IOMYJIAIHS

Xunepkanyuemus npu neOuampudnu nayuenmu

Junod e Tps6Ba xa ce U3MOI3Ba MU NEAUATPHUYHH auueHTH (Bb3pacT <18). Crobiasa ce 3a
cepro3Ha Xxunepkaauuemus. Hsxou cirydan B KIIMHWYHU W3NUTBAHUS €A YCIOKHEHN OT OCTPO
OBOpeUHO yBpEKIAHE.

IToMonIHM BemecTBa

To3u nexkapcTBeH NPOAYKT chabpxka 46 mg copbuton BbB Bceku ml pa3tBop. TpsiOBa na ce uma
HpEeIBU/I AIUTUBHUAT €(EeKT Ha CHITBTCTBAIO NPHJIAraHU MPOIYKTH, ChbPIKAILIH COPOUTOIN (MM
(hpyKTO3a), KAKTO M XPAHUTEITHHUAT IIPHEM Ha copOuTol (Wi QpyKTo3a).

To3su nexkapctBeH nmpoaykT chabpxa 0,1 mg nonmucopdat 20 BbB Beeku 1 ml. [Tomucopbarture morat
Jla IPUYUHAT aJleprudHy peakuuu. TpsoBa na kaxere Ha Bamms nekap ako Bue wnn Bameto nete
“MaTe YCTAaHOBEHH aJIEPTHH.

To3u JiekapcTBeH MPOAYKT ChABPXKA Mo-Maiko oT 1 mmol Harpwmii (23 mg) Ha ml, T.e. MOXxe Jia ce
Ka)ke, 4ye TIPAaKTUYECKU HE ChIbpKa HaTPHH.

4.5 BszauMmopeiicTBHe ¢ IPYrd JeKapcTBeHH NPOAYKTH M APYru (popMH HA B3auMojelicTBue

B exno mpoy4BaHe 3a B3aUMOJIEHCTBHATA, IEHO3yMal He MOBJHsIBa (papMaKOKHHETHKATa Ha
MHa30J1aM, KOUTO ce MeTaboau3upa upe3 ruroxpom P450 3A4 (CYP3A4). Toea nmoka3ssa, ue
JIeHO3yMal He MpoMeHs (apMaKOKHHETHKATA Ha JISKAPCTBEHH MPOAYKTH, KOUTO CE METa00IH3UPaT
upe3 CYP3A4.

Jluncear KIMHUYHYU JaHHM 34 €THOBPEMEHHOTO MPUJIOKEHHE Ha ICHO3yMad U XOpMOHO3aMeCTBaIla
Tepanus (HampuMmep eCTPOTeHH ), cCunTa ce obade, 4e Bh3MOKHOCTTA 32 (hapMaKOJMHAMUYIHO
B3alMOJICHCTBUE € MaJIKa.

[Ipu >xeHu B MOCTMEHONAY3a ¢ OCTEONOPO3a, (hapMakOKMHETHKATa U (apMaKOAMHAMHKATA Ha
JIeHO3yMal He ce MOBJIMABAT OT MPEAXOAHA TEPAIus ¢ aJICHIPOHAT, Ha 0a3aTa Ha JaHHU OT MPOYyYBaHE
C IIpexojiHa Tepamnus (0T aleHIPOHAT KbM AEHO3yMao).

4.6 ®epruianrer, )peMEHHOCT U KbpPMeHe

BbpemenHocT

Jluncear win UMa OrpaHUYCHH JaHHU OT yroTpedara Ha JICHO3yMal Mpu OPEeMEHHU KEHHU.
[IpoyuBaHusATa IPHU JKUBOTHH MTOKA3BaT PEMPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

Junod He ce npenoppuBa 3a ynorpeba rmpu OpeMEHHH JKEHH ¥ [P JKEHU C ICTEPOJICH MOTCHIHA,
KOUTO HE M3I0JI3BAT KOoHTparenuus. JKeHure TpsiOBa 1a ObaT IOCHBETBAHU Ja HE 3a0PEMEHSBAT 110
BpeMe Ha U Hali-Masko 5 Mecena cieq iedenrero ¢ Junod. Edexrute Ha eH03yMab e BeposTHO Jia ca
MO-TOJIEMH 10 BpEMe Ha BTOPHS U TPETHSI TPUMECTBP Ha OPEMEHHOCTTA, Thil KATO MOHOKJIOHATHUTE
aHTHTeNa IPEMUHABAT [Pe3 IUIAleHTATa [0 JIMHEEH MOJIEI C HalpeBaHe Ha OPEMEHHOCTTa, KaTo Haii-
roJISIMO KOJIMYECTBO IIPEMUHABA MIPE3 TPETUA TPUMECTHD.

Kopmene

He e u3BectHO manu geHo3ymab ce eKcKkpeTupa B KbpMaTa. [Ipi reHeTHYHO MOAEIMPaHN MHULIKH, TIPH
kouto RANKL e Oun u3kiroueH upe3 reHHO oTcTpaHsBaHe (,,knockout MUIIKK), TpOyYBaHUATA
rmokassar, Je jguncara Ha RANKL (Mumenara Ha neHo3ymMad — BXK. Touka 5.1) mo Bpeme Ha
OpEMEHHOCT, MOXKE J1a [IOBJIMSIE BbPXY Ch3PsIBAHETO Ha MIIEYHUTE *JIE3U, BOAELIO JI0 HapylLlIeHa
JaKTauus cien paxaane (Bx. Touka 5.3). TpsaOBa aa ce B3eMe pelieHre Aaju Ja ce MPeyCTaHOBU
KbPMEHETO HJIH I Ce MPEYyCTaHOBH JIeueHHeTo ¢ Junod, KaTo ce B3eMar mpeBH/I I0J3aTa OT



KbPMEHETO 32 HOBOPOJICHOTO/KHPMAaYETO U 0JI3aTa OT Tepanusira ¢ JeHo3yMal 3a jkeHara.

depTuaurer

Hsima nannm 3a ehexra Ha IeHO3yMab BBpXY (epTuianTera npu xopa. [IpoyuBanus mpu >KUBOTHHU He
MOKa3BaT AUPEKTEH MM WHAWPEKTEH BpeieH eekT BbpXy depTunuTera (BXK. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTa 32 modupaHe U padoTa ¢ MAIIMHA
Junod He noBnMsABa MK OBIHSABA MPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe u paboTa ¢ MaIIMHH.
4.8 Hexenanu JeKapcTBEHH pPeaKIu

O06006111eHMEe Ha npodwia Ha OE30IIaCHOCT

Haii-gectrure HexXenaHu peakIuy NMpH AeHO3yMal (HabiroqaBanu mmpu moseue ot 1 manuent Ha 10) ca
MYCKYJHO-CKeseTHa 00Jika 1 0onka B kpaitHuuute. [Ipu nauuenTy, mpuemMaiy 1eHo3yMab ca
HaOJr0IaBaHM HEYECTH CITyYad Ha LETYJIUT; PEIKU CITydan Ha XHITOKaIIMeMus,
CBPBXUYYBCTBUTEITHOCT, OCTCOHEKPO3a Ha YEINIOCTTa ¥ ATHITMYHU QpakTypH Ha OellpeHara KocT (BixK.
Touku 4.4 u 4.8 — onrcanue Ha M30paHU HEXKETaHU PEaKIH).

TabauueH CIUCHK HA HEXETAHUTE PEaKIIuu

Jannaute B Tabymna 1 mo-moiry OnucBaT HEXEIaHH PEaKIuy, ChOOIICHH PY KIMHUYHH U3MTUTBAHUS
¢aza I u 11l mpu mareHTH ¢ 0CTEOnopOo3a M KapIHOM Ha MJICYHATA JKJIe3a WU IIpocTaTaTa,
MOJTyYaBaly XOPMOHATHA a0JIaIus, WU OT CIOHTAHHH CHOOIICHHS.

W3non3Bana e cieqHaTa KOHBEHIIMS 3a Kilacu(pUKalysa Ha HeXXeJIaHUTe peakiuu (Bx. Tadauia 1):
MHoro yecte (>1/10), vectu (>1/100 mo <1/10), veuectu (>1/1 000 xo <1/100), peaxu (>1/10 000 no
<1/1 000), muorO penku (<1/10 000) u c Hen3BecTHA YecToTa (OT HATMYHUTE JJAHHHU HE MOXeE J1a Ob1e
HaIpaBeHa OIIEHKAa Ha yecToTaTa). [Ipu BCsAKo rpynmupaHe B 3aBUCUMOCT OT YECTOTaTa U CUCTEMO-
OpraHHMS KJIac, HeXEJIaHUTE PEaKIMK Ce M30pOSIBaT B HU3XOJSAII PE/l 110 OTHOIICHHUE Ha TSIXHATA
CEpUO3HOCT.

Tadoauna 1 Hexenanu peakuuu, CLO0IIeHH MPH MAUMEHTH ¢ 0CTEONOP03a U NALMEHTH €
KAPIMHOM HA MJIEYHATA KJI€3a WM MPOCTATATA, MOJy4YaBalld XOPMOHAJIHA adanust

MedDRA cucremo-opranes Kareropus nmo yecrora Hexenanm peaknuu
KJIac
WNudekunu u nadecraun YectHn HHubekuny Ha MHKOYHUTE
IHTHINA
Yectn Wndexnun Ha TOpHUTE
JUXaTEHN TbTUIIA
Heuectn JuBepTuKyur!
Heuectu [emymur!
Heuectn Wudekuus Ha yX0TO
Hapyuienust Ha uMyHHaTa Penxu JlexapcTBeHa
cucTema CBPBXUYYBCTBUTEIHOCT'
Penxu AHadunakTiHdHa peaKLII/ISIl
Hapymenus na merabonusma u | Peaxu Xumnokanmuemus'
XpaHEHETO
Hapyuienust Ha HepBHaTa Yectu HNinac
cUCTEMA
CromanHo-4peBHI Yectn 3anex




HapyUIeHUS Yectn AbpomuHasIeH TUCKOMGOPT
Hapymienns Ha koxaTa u Yectn O6puB
MOAKO’KHATA ThKaH Yectn Ex3ema
UecTtu Anonenust
Heuectn JInxeHoUIHY JIEKapCTBEHH
peakiuu’
MHoro penku XUNEPCEH3UTUBEH BaCKYJIUT
Hapymenns na MmyckynHo- MHoro yectn Bonxka B kpaliHUIIUTE
CKeJIeTHaTa CUCTeEMa U MHoro yectn MyckyHo-ckeneTHa Goka'
ChCIMHUTCIHATA ThKaH Penxu OcTeoHeKpo3a Ha yenocTTal
Penxu ATtunmaau GpakTypH Ha
Oempenara KocT!
C Hem3BecTHa yecToTa OcTeoHekpo3a Ha BBHITHUS
CITyXOB MPOXOJ1*

! Buxre mo-nony ,,Onucanue Ha N30paHy HEXKeJIaH!W PEAKIIU®,
2 Bukre Touka 4.4.

B cOopen ananu3 Ha JaHHU OT BCUYKHM IUTanie00-KOHTposMpanu u3nuTBanus ¢asa Il u daza lll e
ChOOIIEHO 32 TPUNOIOI00HO 3a00isBaHe ¢ 00mIa yectoTa 1,2% 3a neno3ymad u 0,7% 3a mianebo.
Bwnpeku de ToBa HECHOTBETCTBHE € YCTAHOBEHO Ype3 COOPEH aHaIM3, TO He € YCTAHOBEHO 4pe3
CTpaTU(HUIMPAH aHATIU3.

Omnucanne Ha M30paHU HEXEIAHN PEAKIINHU

Xunoxanyuemus

[Ipu nBe manedo-KOHTPOINPAHH KIMHUYHA u3nuTBaHus (asa [1I mpu xeHu B mocTMeHomay3a ¢
ocreonoposa, npudnusurenHo 0,05% (2 or 4 050) ot manMeHTKUTE ca UMM HAaMaJIeHU CEpyMHHU
HUBA Ha KaJuii (mo-manko ot 1,88 mmol/l) cnex nmpunarane Ha Aero3ymad. He ca croOmaBanu
HaMaJIeHW CEpyMHH HUBA Ha Kaluii (mo-manko ot 1,88 mmol/l), kakto mpu aBete mianedo-
KOHTPOJIMPaHH KJIMHUYHU u3nuTBanus ¢asa 11l npu nanueHTH ¢ XopMOHaIHa abjiallus, Taka U Mpu
1a11e00-KOHTPOJIMPAHOTO KIIMHUYHO n3nuTBane ¢asa 11 mpu Mbke ¢ ocTeonoposa.

[Ipu mocTMapKETHHTOBY YCTIOBHS Ca ChOOIIaBaHH PEIKU CIyYan Ha TeKKA CHMIITOMAaTHIHA
XUIOKAJIIIMEMHS, BOJICIIA 10 XOCITUTAIU3AIHS, )KHBOTO3aCTPAIlIaBallld ChOUTHS U CITydau C JIeTallcH
W3XOJI, PEIUMHO TIPH MAIIMESHTH C TIOBHIIIEH PUCK OT XUITOKAIMEMHUS, TIOTyYaBaly 1eH03yMa0, KaTo
MOBEYETO CIy4Yau ca HACTHIIWIN B IbPBUTE CEAMULM OT HAYAJIOTO Ha jeueHueto. [Ipumepu 3a
KJIMHAYHY TIPOSIBH HA TEXKa CUMIITOMATHYHA XUTIOKAIIIMEMHsI BKITIOUBAT yabokaBane Ha QT-
WHTEpBaa, TETAaHUS, TFPUYOBE M HAPYIICHO TICHXUIHO CHCTOSIHHE (BXK. Touka 4.4). CHMIITOMHUTE HA
XUTNOKAIIUEMIsI B KIMHUYHUTE U3MUTBAHUS C IEHO3YMad BKIIFOUBAT MApeCTe3UH WM MyCKyJTHA
CKOBAHOCT, IOTPENBAHUS, CIIAa3MH U MYCKYJTHH KPaMITH.

Koorcnu ungpexyuu

[Mpu nnane60-KOHTPOIMPAHUTE KITMHUYHY n3nuTBanus ¢asa II1, odmara yectoTa Ha KOXKHU
WHQEKIHUK e Oria CXoHa NPU TPYIHTE HA MJanedo u AeHo3yMad: IpH KEeHU B TOCTMEHOIay3a ¢
octeonopo3a (tuare6o [1,2%, 50 ot 4 041] cupsimo nerozymab [1,5%, 59 ot 4 050]); mpu MBxKe C
octeonopo3a (tutare6o [0,8%, 1 ot 120] cnpsamo nero3zymad [0%, 0 ot 120]); mpu marueHTH €
KapIIMHOM Ha MJICUHATa KJIe3a WK IpocTaTaTa, ojyJyaBallyd XOpMoHaiHa adarus (tutaneto [1,7%,
14 ot 845] cupsimo neno3ymao [1,4%, 12 ot 860]). Koxxuu uHDEKIHMH, BOACIIH O XOCITUTATU3AIIHS,
ca cpobmasanu npu 0,1% (3 ot 4 041) oT KeHHUTE B IOCTMEHOIAY3a C OCTEONOPO3a, OTyYaBaIIH
iane6o, cipsamo 0,4% (16 ot 4 050) ot skeHUTE, MOJTyyaBalm qeHo3ymMa0. Te3u ciayyau ca npeuMHO
uenynut. [Ipu npoyuBaHusTa MpyU KapLWHOM Ha MIIEHHATa jKJie3a U IpocTaTarta, KOKHUTE HH(EKInH,
CHOOILIEHN KaTO CEPHO3HH HEXKENIAaHU PEaKLNH, ca CXOAHU IpH rpynute Ha mianebo (0,6%, 5 ot 845)
u nero3ymad (0,6%, 5 ot 860).



Ocmeonexpo3a na uenocmma

OHUY ce crob1maBa psAako, pu 16 nanueHTy B KIMHUYHUTE W3MUTBAHUS IIPU OCTEOII0P03a U NPU
MAaIMEHTH C KapLHOM Ha MJIeYHAaTa jKjIe3a WIN NpocTaTraTa, Nojdy4yaBalld XOpMOHaIHA a0Iamys,
BKITIouBany 00mo 23 148 maumentu (Bx. Touka 4.4). Tpunagecet ot Te3u ciaydau ¢ OHY ca
HAaCTBIIWIY IIPU )KEHHU B [IOCTMEHOIIay3a C OCTEOIOPO3a 110 BpeMe Ha IIPOABJIKEHUETO Ha KIMHUYHO
n3nutBane Qaza Il, cnex neyenune ¢ nenozymad B npoxbinkenue Ha 10 rogunn. Yecrorata Ha OHY e
0,04% na 3-tata ronuna, 0,06% Ha 5-rata rognHa u 0,44% na 10-TaTa roguHa OT JISYUSHHETO C
nenozymad. Puckbt or OHY HapacTBa ¢ MpOABIKUTEIHOCTTA HA €KCITO3UIINS Ha JIeH03yMao.

Puckbst or OHY € o11eHEH 1 B peTPOCIIEKTHBHO KOXOPTHO IpoyuBaHe npH 76 192 sxeHu B
MMOCTMEHOIIay3a ¢ HOBO3aro4BaIo jedenue ¢ aeno3zymad. Yectorara sa OHY e 0,32% (95%
noeeputenieH uarepsai [CI]: 0,26; 0,39) npu naryeHTH, U3MOI3BAIIN JeHO3yMa0 10 3 TOIUHH U
0,51% (95% CI: 0,39; 0,65) npu manueHTH, U3MOJI3BAIH IEHO3YMal 10 5 TOIMHU MPOCIE/IsIBaHE.

Amunuunu ¢ppaxmypu na b6edpenama Kocm
B nmporpamara 3a KIMHHYHH U3MUTBAHUS TIPU OCTEOIIOPO3a, AaTUIMYHU (PpaKkTypH Ha OeIpeHaTa KOCT
ca chOOIIaBaHU PAIKO MPYU MAIUCHTH, JICKYBaHU ¢ ICHO3yMa0 (Bxk. Touka 4.4).

Jusepmuxyaum

B enno miane6o-koHTpoIMpaHo KIMHUYHO m3nuTBane ¢aza Il mpu manuenT ¢ kapuHOM Ha
MpoCTaTara, MoJy4aBalld aHaporeH-enpuBanuonHa tepanus (ADT), e ycraHoBeH aucOanaHc 1o
OTHOIIICHUE Ha HeXEJIaHUTe ChOUTHS 3a nuBEepTHKYIHT (1,2% neno3ymad, 0% miane6o). YectotaTta
Ha TUBEPTHKYJIHT € CPAaBHIUMA MEXTy JBETE TEPAIEBTUYHU TPYITH ITPH KEHUTE B TIOCTMEHOTIAY3a WITH
MBXKETe C OCTEOIIOpo3a U IIPH KEHUTE, JICKYBAaHU C apOMaTa3HU HHXUOUTOPH 33 HEMETAaCTaTHIeH
KapIrHOM Ha MJICYHATA XKJIe3a.

Csvpsanu c rexapcmeomo peaxkyuu Ha C8PLXUYECHEUMETHOCH

[Ipu moCTMapKETHHTOBH YCJIOBUS, P MAEHTH, TOTy4aBally IeH03yMal ca ChOOIICHH PEIKU
CHOUTHS Ha CBPBXYYBCTBUTEIHOCT, CBbp3aHa C JIEKApPCTBOTO, BKIIIOYUTEIHO 00OpHB, YpTUKApUS,
[I0J{yBaHe Ha JIULETO, EPUTEM U aHADUIAKTUYHH PEAKLIUH.

Mycxyano-ckenemna 6o1ka

[Ipu HOCTMapKETHHIOBH yCIIOBUS MMa ChOOIIEHUS 32 MYCKYJIHO-CKEJIETHA OO0JIKa, BKJIIOUUTEITHO
TEXXKH CIIydau IpH NMALMEHTH, I0JIydaBallly J1eH03yMa0. B KIIMHNYHNTE U3NUTBaHUSA, MYCKYJIHO-
CKeneTHa 0oJKa ce choOIaBa MHOTO YECTO B IPYNHUTE Ha IeHO3yMal u miane0o. MycKyIHO-CKeneTHa
Oornka, BoJela 10 IpeyCTaHOBsIBaHE Ha U3MUTBAHOTO JieUeHHE, ce ChoOIIaBa HEYeCTo.

JluxeHouoHu 1exapcmeenu peakyuu
Cro01maBa ce 3a IMXEHOUHH JIEKAPCTBEHH peakiy (HapuMep peakiuu, MoJOOHN Ha JIMXEH IJIaHyc)
[IPY HALMEHTH B IOCTMAPKETUHIOBU YCIIOBHSL.

EQYFI/I CTICIIMATHU TTOIYyJIaliuy

Ileouampuuna nonynayus

Junod He TpsOBa 1a ce M3MO3BA MPHU NEAUATPUIHH NareHTH (Bh3pacT <18). Crobmana ce 3a
CeprO3Ha XUMepKanueMus (Bxk. Touka 5.1). Hakou ciyyan B KIIMHIYHYA U3MUTBAHKS € YCIOKHEHU
0T 0CTpO OBOPEUHO yBpEKIAHE.

bvopeuno yspescoane

[Ipy KITMHUYHY U3NHUTBAHMSA, TALMEHTH C TEXXKO ObOpEUHO YBpexkaaHe (KpeaTHHUHOB KIIMPBHC

<30 ml/min), unu TakMBa Ha XEMOIUAJIHN34, Ca N3JI0XKEHHU HA IT0-BUCOK PUCK OT XUITOKAJILIMEMHUS TIPH
Jurca Ha 1o0aBKa Ha Kaluil. AZEKBaTHHUAT IPUEM Ha KUl 1 BUTaMHUH D € Ba)kKeH NpH NaIMeHTH C
TeXKO ObOpeUHO yBpeKAaHe, MM TaKUBa Ha XeMoAHnaIn3a (BXK. Touka 4.4).



CroO1aBane Ha MOJAO3MPAHN HEKEIAHN PEAKIIAN

Cro0Im1aBaHeTo Ha TOJI03UPaHy HEXKETIaH! PEaKII|H ClIe]] pa3pelliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUS
MPOJYKT € BaKHO. TOBa MO3BOJISIBA Ja MPOIBIKY HAOIIOICHUETO Ha ChOTHOIICHUETO ITOJI3a-PHCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICITHAINCTH CE M3MCKBA J1a ChOOIaBaT BCsAKa
MOI03MPaHa HeXKEIaHa PeaKIys Ype3 HAIMOHATHA CUCTeMa 3a ChOoOIaBaHe, mocoycHa B lpunokeHune
V.

4.9 Ilpeno3upane

Hsma omut ¢ mpeno3upane npy KIMHAYHATE TPOYYBaHUS. B KIIMHUYHUTE IPOYYBaHUS ca IPUIIaraHd
11034 neHo3yMab 1o 180 mg Ha Bceku 4 cenmunn (KyMyiaTuBHa 1o3a 10 1 080 mg 3a 6 Mecena) u He
ca HaOJIr01aBaHU JAOMBIIHUTEITHU HEKEIIaH! PEaKIInU.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 @apmakoaMHAMUYHHU CBOMiCTBA

dapmakoTepaneBTHUHa rpyna: JlekapcTsa 3a ieueHre Ha KOCTHH 3a0onsaBanus — Jpyru nekapcTsa,
MOBJIMSABAIIM KOCTHATA CTPyKTypa U MuHepanusanus, ATC koa: M05BX04

Junod e 6uononoben nexapcTBen nponykr. Ilogpodua nadopmanus e nocTplHa Ha yeOcailTa Ha
eBpoIelicKkaTa areHIusI Mo JieKapcTBaTa https:/www.ema.europa.cu.

MexaHU3bM Ha JIEHCTBUE

Jleno3ymab e goBemko MOHOKIOHATHO aHTUTsI0 (IgG2), KoeTo TapreTrpa 1 ce CBhp3Ba C BUCOK
adunutet U creruduanoct ¢ RANKL, npenoTBpaTsiBaiiku akTHBUPAHETO Ha HETOBHS PELICIITOP
RANK, pa3nonoxeH 1o NoBbpXHOCTTA Ha OCTEOKJIACTHUTE MPEKYPCOPU U OCTEOKIIACTHUTE.
[IpenotepatsaBanero Ha B3aumoeiictBuero RANKL/RANK nnxubupa o0pa3syBaHeTO Ha OCTEOKIIACTH,
TAXHATA (PYHKIIUS U )KU3HECTIOCOOHOCT, HAaMAaJISIBAKK 110 TO3W HAYWH KOCTHATA Pe30pOIHs B
KOPTUKAJIHUTE U TPaOEKyIapHUTE KOCTH.

dapmakoAMHAMUIHA ed)eKTI/I

Jleuenneto ¢ neHo3ymMad ObP30 HaMassiBa CTETEHTa Ha KOCTEH 0OMEH, JOCTHIaKy 3a 3 JHU Haid-
HHUCKaTa CTOMHOCT Ha Mapkepa 3a KocTHa pe3opouus, cepyMuu 1 C-tenonentuau (CTX) (85%
HaMallsiBaHe), ChC 3ala3BaHe Ha HAaMaJICHHETO B paMKHUTE Ha JI030BHs MHTEpBall. B kpas Ha BcekH
71030B uHTepBan HamasiBaHeTo Ha CTX e yactnuHo no-cnado, B cpaBHEHUE C MAKCUMAITHOTO
HamayieHue oT > 87% mo npubnm3utenHo > 45% (nuamnaszon ot 45-80%), KoeTo oTpassBa
00paTUMOCTTa Ha epeKTHTE HA JIEHO3YyMal BBPXY KOCTHOTO PEMOJIETUpaHe Clie/] HOHMKABaHEe Ha
cepyMHUTE HUBA. Te3n eekTu ce moIbpKaT ¢ HeMpeKbCHATO JiedeHne. MapkepuTe 3a KocTeH 0OMeH
0OMKHOBEHO AOCTHUIAaT HUBATA MpeIy JieueHreTo 9 mecena cien nocienHara go3a. [lpu mosropHo
3aro4YBaHe Ha JIeHO3yMa0, HaMmamsBaneTo Ha CTX e cX0aHO ¢ TOBa, HA0JIIOAaBaHO TIPH MAIINCHTH,
KOHTO 3arouBaT JICUeHHe C JICHO3yMab 3a ITbPBU ITBT.

NmMyHOTeHHOCT
[To BpeMe Ha JeUEHUETO C IEHO3YMad MOTAT Jia Ce Pa3BUAT aHTUTENA cpelry JeHo3ymad. He e

Ha6J'IIO,Z[aBaHa IIpdKa Bpb3Ka MCKAY PA3BUTHUCTO HA aHTUTCIIA U (bapMaKOKI/IHeTI/IKaTa, KIMHUYHHWA
OTTOBOP MJIN HEXKEIIAHOTO crouTHe.
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Kinnanyna euKkacHOCT 1 0€30IaCHOCT IIPY JKEHH B TOCTMEHOIIAY34a C OCTEOIOpO3a

EdwukacHoctTa 11 Ge3omacHOCTTa Ha IGHO3yMa0, MpUIIarad Ha BCEKU 6 Mecelia 3a TIeproJT OT 3 TOJUHH
€ W3CJIe/IBaHA MPH JKeHU B mocTMeHomnay3a (7 808 xenu Ha Bb3pacT 60-91 romgunn, 23,6% ot kKouTo ca

MMM IpeodnagaBaio GpakTypu Ha MPEHIICHUTE), ¢ U3X0JHH T-CKOpoBe 3a KOCTHa MHHEpaJIHA
wrsTHOCT (BMD) Ha nmym0annu npenuieHn nin Ha Ta3odeqpeHa ctaBa Mmexay —2,5 u —4,0 u cpeqna
abcomoTHa BEpOSITHOCT 3a (hpaktypa B pamkure Ha 10 rogunu - 18,60% (nunamazon: 7,9-32,4%) 3a
rojsiMa octeonopotuyHa Gpakrypa u 7,22% (auamnason: 1,4-14,9%) 3a ¢pakTypa Ha Tazo0eapeHaTa
craa. JKenu ¢ ipyru 3a00JsIBaHUS HITM KOUTO Ca Ha JIYeHHe, KOETO MOXKeE JIa TIOBJIUsE KOCTHTE, Ca
OWJIM M3KIIIOUEHH OT TOBa NpoyuBaHe. JKeHuTe ca noyryyaBaiu eXeJHEBHO JOOABKH ¢ Kanuuil (Hau-
maiko 1 000 mg) u Butamun D (maii-manko 400 IU).

Egpexm evpxy ¢hpaxmypume na npewrnenume
JleHo3ymab 3HaUNTEIIHO HAMAJISIBa PUCKA OT HOBU (PpaKTypH Ha MpeluieHnTe Ha 1-Ta, 2-Ta U 3-Ta
roguna (p<0,0001) (Bx. Tabmura 2).

Tabanna 2 E¢ekTbT HA 1eHO3yMa0 BBPXY PHCKA OT HOBH ()PAKTYPH HA NpPeLVICHUTE

[IpouenT Ha xenuTte ¢ Gpakrypu (%) HamansaBane na | HamansBane Ha
Iate6o Jlenosymad a0COTIOTHHS OTHOCHUTCTHHUS
n=3 906 n=3 902 pHCK (70) pHCK (%)
(95% CI) (95% CI)
0-1 roguHa 2,2 0,9 1,4 (0,8, 1,9) 61 (42,749
0-2 roguHN 5,0 1,4 3,5(2,7,4,3) 71 (61,79)"
0-3 romuaN 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)"

*p<0,0001, “p<0,0001 — ekcIIOpaTOpPEH aHAIH3

Egpexm evpxy ppaxmypume na mazobedpenama cmaea
Jeno3ymab mokassa 40% otHocutenno HamansiBane (0,5% HamansiBaHe Ha aOCOIOTHHS PUCK) Ha
pHUCKa OT ()pakTypa Ha Ta3o0eapeHara cTaBa 3a nmepuoa ot 3 rogunu (p<0,05). YectoraTa Ha
¢bpakTypute Ha Tazo0enpeHara ctasa e 1,2% B rianedo rpymnara, B cpaBHenue ¢ 0,7% B rpynara Ha
JleHo3yMa0 3a 3 TOAUHHU.

B post-hoc ananus nipu sxeHn >75 ronuHA € HabIronaBano 62% HaMalsBaHe Ha OTHOCUTETHUS PUCK
npu aeHozymab (1,4% namansBane Ha abcomoTHUS puck, p<0,01).

Egexm evpxy 6cuuku Knunuunu hpakmypu
Jeno3ymab 3HaunMo HaMausiBa (ppakTypuTe IpU BCUUKH BUI0BE/TpynHu ppakTtypu (Bx. Tabmuma 3).

Ta6anua 3 E¢dexkTbT Ha 1eH03YyMa0d BbPXY PUCKA OT KIMHUYHU (PpPaKTypH 3a 3 roqnMHu

IIporieHT Ha KEeHUTE C PPAKTYPH HamansBane HamansBane
(%)" Ha Ha
a0COIOTHHS OTHOCHTEITHHS
e P B R e
(95% CI) (95% CI)
KakBaTo 1 11a € KIIMHUYHA 2,9(1,6,4,2) 30 (19, 41)™
1 10,2 7.2
¢bpaxTypa
Knunnuna ¢paktypa Ha 26 0.8 1,8 (1,2,2,4) 69 (53, 80)"™"
HPELUICHUTE ’ ’
Henpemienna ¢pakrypa’ 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)"
[NonmsiMa HempeneHHa 1,2 (0,1, 2,2) 20 (3, 34)"
3 6,4 5,2
(bpakTypa
lonsima ocTeonopoTuvHa 8,0 5,3 2,7(1,6,3,9 35 (22,45
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| bpaxrypa’ | |

*p<0,05; "p=0,0106 (smopuuna xpatina mouxa, 6KNOUEHA NPY KOPUSUPAHE 34 MHONCECMEEHOCHT),

“*p<0,0001

" Yecrora Ha crouTnsTa no Kaplan-Meier 3a 3 roaunu.

! BkirouBa KIMHMYHY QPAKTypH Ha MIPENLICHATE U HEMPEILIEHHN (PaKTypH.

2 Y3kmrovBa TE3W Ha NPEIUIEHHTE, YEPEna, JIUIETO, MaHAuOYIIaTa, MeTaKapIaTHATE KOCTU U (haTaHTuTe Ha

NPBCTUTE HA PBIIETE U KpaKara.

3 Brimousa Tasa, IUCTaNeH (peMyp, IPOKCHMaIHa THOHS, pebpa, MPOKCHMANIEH XyMEPYC, IPEAMULIHHIA 1
Tazo0epeHa cTapa.

4 BrrouBa KIMHAYHE (PaKkTypH Ha NPEILICHHTE, Ta300€Ipena CTaBa, IIpeIMUITHAL ¥ GPaKTypH Ha XyMEpPYC,
onpenenenu no C30.

[Ipu sxernn ¢ uzxomuna BMD<-2,5 Ha mmiikaTta Ha hemypa, IeHo3ymMad HaMamsaBa PruCKa OT
HenpenuieHHn ppaxrypu (35% HaMansiBaHe HAa OTHOCHTEIIHUS pHCK, 4,1% HamamnsBaHe Ha
abcomrotHus puck, p<0,001, excrioparopeH aHamus).

HamansiBaneTo Ha yecToTaTa Ha HOBU (PpaKTypH Ha MpeNUIeHUTe, GPaKTypH Ha Ta300epeHaTa cTaBa u
HENpPEeNUICHHU PpaKTypHu Ype3 IeH03yMal 3a 3 TOAMHU € MOCTOSHHO, HE3aBUCUMO OT U3XOTHUS PUCK
3a ppakTypu B pamkute Ha 10 ToauHU.

Ecgpexm 6vpxy kocmuama MuHepaina nivmHocm

Jenozymab 3HaunTtenHo yBeandasa BMD Ha BcHuku KITMHUIHO U3MEPEHU MECTa, CIIPSIMO TrIarebo Ha
1-ta, 2-ta u 3-ta rogunu. Jlenozymad ypenuuasa BMD ¢ 9,2% Ha mym0OanHute nperuiesy, ¢ 6,0% Ha
tazo0eapeHata crtasa, ¢ 4,8% Ha muiikara Ha pemypa, ¢ 7,9% Ha TpoxaHTepa Ha OepeHara KOocCT, C
3,5% na nucrannHara 1/3 Ha pagunyca u ¢ 4,1% Ha ISLTOTO TSUTO 32 IEPHOA OT 3 TOMWHU (BCUYKH
p<0,0001).

[pu KIVMHUYHN U3MUTBAHKS, U3CIEABAIIN ¢()EKTUTE OT MPEKHCBAHETO Ha JeH03yMad, BMD ce Bpbia
KbM CTOI?IHOCTI/I, HpI/I6JII/I3I/ITeJIHO 10 HUBATa Hpe,Z[I/I JICHCHHUECTO U OCTaBa ITO-BUCOKA OT Ta3U HpI/I
miare6o 3a mepuoj ot 18 Mecerna cien mocieaHaTa 103a. Te3n JaHHM MOKa3Bart, 4e ce Hajgara
MPOJIBIDKUTENHA TEPAITUs ¢ JIeH03yMa0 3a MoAIbpikaHe Ha e(heKTa Ha JICKAPCTBEHUS TPOIYKT.
IToBTOPHOTO 3am0YBaHe Ha JieHO3yMal BOJM 10 yBenndyaBane Ha BMD, cxoHO ¢ ToBa npu
MI'bPBOHAYATHOTO MPHUJIAraHe Ha JeHO3yMao.

Omeopero npoowidicere Ha RPOYYEAHEMO NPU JledeHUue Ha 0Ceonopo3a 8 NOCMMEHONAY3a

00610 4 550 xenu (2 343 Ha neHo3ymao, 2 207 Ha miane00), KOUTO ca MPOIYyCHAIN HE TIOBEYE OT
€Ha J03a OT U3NMUTBAHUA IPOAYKT B OCHOBHOTO ITPOYYBAHEC, OIMMMCAHO IIO-rope, U Ca 3aBbPIININA
MPOYYBAHETO C BU3UTATa HAa 36-TUs Mecela, ca BKIFOUYEHHU B 7-FOJIUIIHO, MHOTOHALIMOHAITHO,
MHOTOIIEHTPOBO, OTBOPEHO MPOABIDKEHUE Ha TIPOYYBAHETO C €IHO PaMo, 32 OIICHKA Ha JBJIr0CPOYHATA
0e3omacHOCT M e()MKACHOCT Ha JIeHO3yMal. BCHUKH jkeHH B IPOIBIDKEHUETO HA IPOYYBAHETO €
TpsiOBao Ja moyry4aBar jaeHo3ymad 60 mg Ha BCeKH 6 Mecela, KakTo U €KeTHEBHO Kanui (Han-
Manko 1 g) u ButamuH D (Hai-manko 400 [U). O6mro 2 626 ygactauim (58% OT KeHHuTe, BKIFOUYESH! B
MPOABIHKEHHUETO Ha MPOYYBAHETO, T.€. 34% OT ’KEeHUTe, BKIIOUEHH B OCHOBHOTO IIPOYYBaHe) ca
3aBLPIIUIN MPOABIDKSHHETO Ha IPOYYBAHETO.

[Tpu nauuenTy, neKyBaHu ¢ AeHo3ymMad B npoabkeHue Ha 10 roquan, BMD ce e yBennumia copsimo
M3XO0JHOTO HUBO B OCHOBHOTO MpoyuBane ¢ 21,7% Ha nymOanHuTe npenuieny, 9,2% Ha
Tazobenpenara crasa, 9,0% Ha mmiikara Ha pemypa, 13,0% Ha TpoxaHTepa Ha Oenpenara koct u 2,8%
Ha nuctanHata 1/3 Ha paguyca. Cpegaust BMD T-ckop Ha TymOanHuTe IpenuieH: B Kpast Ha
MIpoy4YBaHeTo € —1,3 Mpu nanueHTUTe, JIEKyBaH! B MPoIbKeHHe Ha 10 ronquHu.

YecroraTa Ha (hpakTypuTe € OLICHEHa KaTo KpaifHa Touka 3a 0€301MacHOCT, HO ePUKaCHOCTTA MPU
[IPENOTBpaTsIBaHe Ha PpaKkTypu HE MOXKe Aa ObJe U3UUCIIeHa [I0paly BUCOKUs OpOil IPeKbCBaHU U
OTKPUTHS IW3aifH Ha poy4BaHeTo. KyMynaTiuBHaTa yecToTa Ha HOBU (PpaKkTypH HAa NPENUICHUTE U
HETpeNUIeHH! (PaKTypu € CbOTBETHO O0KouIo 6,8% u 13,1% npu mauneHTH, OCTaHAIU Ha JICYCHHUE C
JeHo3yMab B npoabikerue Ha 10 roguau (n=1 278). [TauuenTrTe, KOUTO HE Ca 3aBBPIININ
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MPOYYBAaHETO MOPAJN HAKAKBa MPUYMHA, Ca UMAJI TI0-BUCOKA YeCTOTa Ha (paKTypH MO BpeMe Ha
JICYEHHETO.

[To BpeMe Ha MPOABIDKEHUETO HA MPOYYBAHETO Ca BH3HUKHAIM TPUHAACCET JIOKa3aHU ClTydas Ha
octeoHekpo3a Ha yeatoctTa (OHY) u n1Ba mokaszaHu ciiydast Ha aTUIMHYHU (PaKTypH Ha OeApeHaTa

KOCT.

Kianangna ed)I/II(aCHOCT 1 0€30IAaCHOCT IIPU MB3KE C OCTEOITOPO3a

EduracHoctta 1 6€30mMacHOCTTa Ha ICHO3yMa0, MpUarad BEHRK Ha BCEKH 6 Mecela 3a TIepUo/I OT
1 ronuHa, € IpoydeHa mpu 242 MBxKe Ha Bb3pacT oT 31-84 ronunan. Y94acTHUIHUTE C

eGFR<30 ml/min/1,73 m? ca Guiu U3KIIOUYEHU OT U3IMUTBAHETO. BCHYKM MbKe ca MOTydaBau
eXeTHEeBHO J00aBKku ¢ kamuii (Haii-manko 1 000 mg) u Butamun D (Hait-manko 800 1U).

[IppBHYHaTa MPOMEHINBA 3a €(hUKACHOCT € MpolieHTHaTa npomsiHa B BMD Ha nmymOanHuTe
HpenuieH:, e(UKacCHOCTTA 110 OTHOIIECHHE HA (paKTypuTe He € orieHeHa. JleHo3yMalb 3HauMMo
yBennuaBa BMD Ha BCHUKM KIMHUYHO H3MEPEHU MECTa cIpsiMo ianedo Ha 12 mecena: ¢ 4,8% Ha
nymbanaute npernnieHu, ¢ 2,0% Ha 1o oeapo, ¢ 2,2% Ha mmiikata Ha demypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oenpenarta kocT U ¢ 0,9% Ha nuctanuara 1/3 Ha paguyca (Beuuku p<0,05). JleHo3ymao
yBennuaBa BMD Ha nymOanHuTe npenuieHn cupsiMo U3X0IHOTO HUBO pH 94,7% oT MbxeTe Ha 1-Ta
roAuHa. 3Ha4uTeNHO yBenndenne Ha BMD na nymOannute npenuieHu, Tazo0eapeHaTa cTasa,
muiikata Ha GpeMypa u TpoxaHTepa Ha OeapeHara KocT ¢ HabmoqaBano 1o 6-tus Mecell (p<0,0001).

KocTHa XMCTOJIOrHS IpH KEHHU B IIOCTMEHOIIAY3a U MBXKE C OCTEOIIOP03a

KocTHaTa XHCTOJIOTHS € OlleHEeHa MpH 62 )EeHU B TOCTMEHOIIay3a ¢ OCTEONopo3a WK ¢ HUCKA KOCTHA
TUTBTHOCT, KOWTO HE ca OWJIM JICKYBaHU 332 OCTEOIIOPO3a WK Ca MPEMHUHAIN OT IPEANISCTBAINA
Tepamus ¢ aJICHIPOHAT KbM ITOCJIeIBAIA Tepalus ¢ AeHO3yMao 3a rmepuos ot 1-3 rogunu. [letmecer u
JIEBET JKCHH Ca y4aCTBaJIM B IOIIPOYYBAHETO C KOCTHA Ouoricus Ha 24-us mecenl (n=41) w/unu 84-us
Mecer (n=22) OT MPOIBbHKCHUETO HA MPOYYBAHETO MIPH XKEHHU B TOCTMEHOIIAY3a C OCTEOMOpPOo3a.
KocTHara xucTosorus € oljeHeHa ChIo U Ipu 17 MBXKe ¢ 0CTe0nopo3a ciief] 1 ToanHa JIedeHne ¢
JIeH03yMa0. Pe3ynratuTe oT KOCTHUTE OMOIICHH ITOKA3BaT KOCTH C HOpMaJiHa CTPYKTYpa U KaueCTBO,
0e3 naHHU 3a e)eKTH B MUHEpAIIN3alusATa, 0e3 He3psiyia KocT win (udpo3a Ha KOCTHHUS MO3bBK.
XuctoMopPOMETPUIHHUTE HAXOJKH B IMTPOABIDKEHUETO Ha MPOYYBAHETO MPH JKEHHU B IOCTMEHOTAY3a C
0CTEeOIopo3a NMOKa3BarT, 4Ye aHTUPE30pOTUBHUTE ePEeKTH Ha JIeH03yMal, H3MEpEeHH Ype3 aKTHBUPaHE Ha
YyecToTaTa U CTENeHTa Ha KOCTHO 00pa3yBaHe, ce 3ama3BaT ¢ TeueHHe Ha BPEMETO.

Kiauanuna e(i)I/IKaCHOCT 1 0€30IMaCHOCT OpH TalMECHTH CHC 3arv6a Ha KOCTHO BEIICCTBO, CBHP3aHO C
OTHCMAHC HAa aHAPOIrCHU

EdwukacHoctTa 11 6e30macHOCTTa Ha ICHO3yMa0, MPUIIOKEHA BEIHBK Ha BCEKU 6 Mecela 3a Iepruot OT
3 roguHM € U3CcieIBaHa MPU MBXKE C XIUCTOJIOTUYIHO JI0Ka3aH HEMETacTaTHUeH KaplMHOM Ha
npocrarara, moimydasamu ADT (1 468 mbxe Ha BB3pacT 48-97 ToaMHM), KOUTO ca M3IIOKCHH HA
MOBHINIEH PUCK OT (pakTypu (orpeneneH kato >70 roaunau, wiu <70 roguau ¢ BMD T-ckopose Ha
JyMOaTHUTE MpelUIeHH, Ta300epeHaTa cTaBa WM Inuiikara Ha Gpemypa <-1,0 nin aHamHesa 3a
octeornopoTudHa ppaktypa). Bcuuku Mbke eXeTHEBHO ca TOJTyYaBaJid J0OAaBKa ¢ KaIIui (Hai-
Mmasiko 1 000 mg) u Butamun D (maii-manxo 400 IU).

Jeno3ymab 3HaunMo yBenuuaBa BMD Ha BCHUKH KIIMHUYHO U3MEPEHH MECTa, B CPABHEHHUE C
iane0o 3a mepuox ot 3 ronuHu: ¢ 7,9% Ha mymOanHuTE IpenuieHw, ¢ 5,7% Ha Tazo0eApeHarTa cTasa,
¢ 4,9% na mmiikata Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha OeapeHara KocT, ¢ 6,9% Ha aucranHara 1/3
Ha paguyca u ¢ 4,7% Ha 1snoTo Tsio (Benuku p<0,0001). B mpocnekTHBHO TUIaHUpPaH eKCIUIOPaTOpeH
aHaJM3 3HaYMMO yBennueHne Ha BMD nHa mymbanHuTe npenuieny, Ta3o0ejpeHara craBa, NimiikaTa Ha
¢demypa u TpoxaHTepa Ha OeipeHaTa KOCT ce Habmroaasa 1 mecer cieq HadajgHaTa 103a.
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JleHo3yMab moka3Ba 3HaYMMO HaMaJIsiBaHE HAa OTHOCHTEITHUSI PUCK OT HOBH ()PAKTypH Ha MPEUUICHHTE:
85% (1,6% HamansiBane Ha aOCONMIOTHHUS pUCK) 3a | ToanHa, 69% (2,2% HamansBaHe Ha aOCOMIOTHHUS
puck) 3a 2 rogunu u 62% (2,4% HamansBaHe Ha aOCONIOTHUS PUCK) 3a 3 roauau (Bcuuku p<0,01).

Knuandna e(hMKacHOCT 1 6€30IaCHOCT TP MAllMEHTH ChC 3aryda Ha KOCTHO BEIIECTBO, CBHP3aHO C
AJIOBAHTHA TCpamnusia ¢ apoMaTa3scH I/IHXI/I6I/ITOD

EdwuxacHoctTa 11 6e30MMacHOCTTa Ha IeHO3yMab, TIPIIIOKEH BETHEK Ha BCEKU 6 Meceria 3a 2 TOIUHY,
ca M3CJIeIBAaHU TIPH JKEHU C HEMEeTacTaTU4eH KapIIMHOM Ha MiIeyHaTa *ie3a (252 )keHr Ha Bb3pacT
35-84 ronunn) n uzxoguu BMD T-ckopose mexay —1,0 10 —2,5 Ha myMOaTHUTE IPELUICHH,
TazobenpeHara cTaBa WM IMuiiKaTa Ha 0eapoTo. BCcHuky jKeHH exXeJTHEBHO ca MOTydaBain J00aBKa C
ki (Haii-manko 1 000 mg) u Buramun D (mait-manko 400 IU).

[IppBHYHaTA TPOMEHIIHBA 32 €(h)UKACHOCT € MPOMSsHA B TiporieHTuTe Ha BMD Ha mymGananTe
MPEeLUIeHH, €PUKACHOCTTA 10 OTHOIICHUE Ha (pakTypuTe HE € olieHeHa. J(eHo3yMad 3HauuMo
yBenuyaBa BMD Ha BcHUKky KIIMHUYHO U3MEPEHH MECTa, B CpaBHEHHE ¢ Irarebdo 3a 2 roguau: ¢ 7,6%
Ha rymOaHHTE IIpenuieHw, ¢ 4,7% Ha Tazo0eqpeHaTa crasa, ¢ 3,6% Ha muiikata Ha dpemypa, ¢ 5,9%
Ha TpoxXaHTepa Ha OepeHara Koct, ¢ 6,1% Ha nuctanHaTa 1/3 Ha paguyca u ¢ 4,2% Ha IAI0TO TAJIO
(Bcuuku p<0,0001).

Jleuenue Ha 3arv6a Ha KOCTHO BEIMIECTBO, CBbpP3daHa ChC CUCTEMHA I'N'TIOKOKOPTUKOHWAHA TCpaIivs

Eduxacnoctra u 6e3onacHocTTa Ha IeHO3yMal ca uzciensanu npu 795 nanuenta (70% xenun u 30%
MBKe) Ha Bb3pacT oT 20 10 94 roauHu, JeKyBaHH ¢ >7,5 mg JHEBHO NepopalieH MPeaHU30H (WIn
HETOB CKBHBAJICHT).

[IpoydeHnu ca aBe MOANOIYIIAIUY: POIBIKABAIIN TTFOKOKOPTUKOUHA Tepanus (>7,5 mg JHEBHO
MIPETHU30H WX HETOB EKBUBAJICHT 3a >3 Mecela MpeIn BKIII0YBAHE B IpoyuBaHeTo; n=505) u
3aIrmoYBaIy IITFOKOKOPTUKOHUIHA Tepanus (>7,5 mg THEBHO NPETHU30H WIH HETOB €KBUBAJICHT

<3 Mecela npeau BKIOYBaHe B poyusaneTo; n=290). [lanuenture ca pannomusupanu (1:1) na
MOJTy4aBaT WK JieHo3yMa0 60 mg MmoIKoKHO BEIHBXK Ha BCEKU 6 Mecella, WK TIepopajieH pU3epOHAT
5 mg BeAHBXK JHEBHO (aKTHBHA KOHTPOJIA) 3a 2 ToauHU. [larueHTuTe mory4aBaT eKeJHEBHO T00aBKU
¢ xanmwmii (Hait-manko 1 000 mg) u Buramun D (Haii-manko 800 IU).

Egpexm evpxy kocmnama munepanna nremuocm (BMD)

B noanonynanusTa, IpoabiiKaBaliia IIIOKOKOPTUKOUIHA TepaIius, IeHO3yMal MoKa3Ba Mo-rojsiMo
yBenmueHre Ha BMD Ha mymOamHuTe MpenuieHd, B CpaBHEHHE ¢ pu3elpoHaT Ha | roguHa (1eHo3ymMad
3,6%, puzenponar 2,0%; p<0,001) u Ha 2 roguau (nero3ymad 4,5%, puseaponar 2,2%; p<0,001). B
MOJIMOITYJIAIMSATA, 3aII0YBalla MIFOKOKOPTHKOUIHA TepaIusl, 1eH03yMal MmoKa3Ba Mo-ToJIsIMO
yBenmmueHre Ha BMD Ha mym0anHuTe npernuieHu, B CpaBHEHHUE ¢ pu3epoHar Ha | roanHa (1eHo3ymMad
3,1%, puzenponar 0,8%; p<0,001) u Ha 2 roguan (neH03yMab 4,6%, pusenponart 1,5%; p<0,001).

OcBeH TOBa, JIeHO03yMal MOKa3Ba 3HAYUTEITHO MO-TOJISIMO CPETHO MPOIIEHTHO yBenuueHne Ha BMD ot
H3XOJHHUTE CTOWHOCTH, B CPAaBHEHHE C PU3EIPOHAT, Ha Ta300eIpeHaTa cTaBa, uiKaTa Ha heMypa U
TpOXaHTepa Ha OeapeHaTa KocCT.

[IpoydBaHeTO HE € ¢ MOIIHOCT 32 AEMOHCTPUpPaHe Ha pa3nuka rnpu ppakrypure. Ha 1 rogmna
YyecToTaTa Ha HOBa peHTreHorpadceka GpaxkTypa Ha OpelIeHuTe cpel] ydacTHUIuTe € 2,7%
(meno3ymab) cipsimo 3,2% (puseaponar). [Ipu yuacTHHIIMTE YecTOTaTa Ha HeBepTeOpaiHa (hpakTypa e
4,3% (neno3ymad) cripsimo 2,5% (puzenponar). Ha 2 rogunu crotBeTHHTE cTOHHOCTH ca 4,1%
crpsamo 5,8% 3a HOBU peHTreHorpad)cku Bepredpanau gppaktypu u 5,3% crupsimo 3,8% 3a
HeBepTeOpanuu ppakrypu. [ToBedero oT ppakTypute ce HaOIIOAABAT B MOIIIONMYJIAIIUATA,
MpoABIDKaBAIIA C TIIOKOKOPTUKOUIHA Tepanusl.
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IleguaTpryHa DOITYJIAIUS

[IpoBeneHo e nmpoyuBane ¢ equo pamo ¢asa Il 3a onenka Ha epuxacHocTTa, 6€30MaCHOCTTA U
(hapMaKOKMHETHKATa IPH [ella C osteogenesis imperfecta Ha Bb3pact ot 2 1o 17 ronunu, 52,3% ot
MBXKKH 11011, 88,2% ot Osumata paca. O6mo 153 yyacTHHIM MEPBOHAYAITHO MTOTy4aBaT MOAKOXKHO (S.C.)
neHozymab 1 mg/kg mo makcumym ot 60 mg, Ha Bceku 6 Meceria 3a 36 mecena. [llectneceT yaacTHUIM
MMPEeMHUHABAT Ha MMPUJIaraHe Ha BCEKH 3 Mecela.

Ha mecen 12 ipu npuiarane Ha BCEKH 3 Mecela, MpoMsHA B CPETHATE CTOMHOCTH IO METOa Ha Hali-
Mmankute kBajgpatu (LS) (ctangapTtha rpemika, SE) cripsamo nzxoanoto HuBo Ha BMD Z-ckoposere 3a
TyMOaTHHS CeTMEHT Ha TpbOHauHus cThi0 e 1,01 (0,12).

Hati-uecture Hexxenanu crOUTHS, CHOOIIICHH IO BpeMe Ha IpujlaraHe Ha BCEKU 6 Mecella, ca
aptpanrus (45,8%), 6onka B kpaiiauk (37,9%), 6om1ka B repoa (32,7%) u xunepkanuypus (32,0%).
XunepkanueMus ce ¢ho0IIaBa o BpeMe Ha puiaradHe Ha Bceku 6 mecena (19%) u Bcexu 3 Meceria
(36,7%). Cepuosnu HexellaHu chOMTHA Ha xunepkanimemus (13,3%) ce choOIIaBaT o BpeMe Ha
MpuiiaraHe Ha BCEKH 3 Mecela.

B npoabimkenue Ha mpoy4yBaHeTo (n=75) cepruo3HU HeXeNaHu chouTHs Ha xurepkanuemust (18,5%)
ca HaOJIIOJaBaHM 110 BpeMe Ha MpUiIaraHe Ha BCEKH 3 Mecella.

[IpoyuBanusTa ca mpeKpaTeHH MPEKACBPEMEHHO MIOPAIN BE3HUKBAHE HA )KUBOTO3aCTPAIIaBAIIH
CHOWUTHS M XOCTIMTAIA3AINH, TBIDKAIIN CE Ha XUIEPKAIIUEMUs (BX. ToUka 4.2).

EBpormefickaTa areHIms 1o JiekapcTBaTa 0cBOOOXKAaBa OT 3aIBJDKCHUETO 32 MPEJOCTaBsIHE Ha
pe3yJITaTUTE OT IPOYYBAHUATA C pe)epPSHTHUS JICKAPCTBEH NPOAYKT, ChIbpKaIll ICHO3yMal BbB
BCUYKH TOATPYIH Ha MeAUATPUIHATA TIOMYJIalus 3a JICUCHHEe Ha 3ary0a Ha KOCTHO BEIIECTBO,
CBBP3aHO ¢ abJIaTUBHA TEPAIUS C [TOJIOBH XOPMOHH U B MOATPYIH Ha MeIUaTpUYHATA MOMyJIalys Ha
BB3pacT MoJ1 2 TOJAVHHU 3a JICYCHHUE Ha 0CTeonopo3a. Buxkre Touka 4.2 3a uH(OpMAIUsi OTHOCHO
ynorpeba B euaTpusTa.

5.2 ®apmakoKWHeTHYHH CBOMCTBA

AOcopbuus

Cren noakoXHO MpHiIokeHue Ha 1o3a 1,0 mg/kg, KosaTo ChOTBETCTBA Ha 000peHara f03a 60 mg,
excrio3urusTa Ha 6azara Ha AUC e 78%, B cpaBHEHHE C HHTPABEHO3HO MPUIIOKEHUE TIPU CHITOTO
J1030BO HUBO. [Ipy moK0kHO MpuitoskeHue Ha 60 mg, MaKCUMAaTHH CEPYMHH KOHIIEHTPAIUH Ha
AeH03yMad (Cmax) 6 meg/ml (rpanmim 1-17 meg/ml) ce nocturar 3a 10 guu (rpanuim 2-28 1um).

Buorpanchopmanus

Karo ecrecTBen nmyHOr100yIIMH, 1eHO3yMad ChABPKa CaMO aMUHOKHCEIHHN U BBIVIEXUIPATH U €
MAaJIKO BEpPOSATHO Jia Ob/Ie eNMMUHUPAH Ype3 YepHOApOoOeH MeTabomm3bM. OuakBa c€ HETOBHAT
MeTaboIM3bM U STMMHHUAPAHE Ja CJICBAT MIbTHUINATAa Ha KIIMPHHC HA UMYHOTJIO0YJITMHHATE, BOJICIIH JI0
pasrpaxaaHe 10 MaJK{ NeNTUIN U OT/IEITHH aMUHOKHCEIHHH.

Eanmunupane
Crnen Chax, CEpyMHHUTE HUBA HAMaJISBAT C IOMYXXUBOT 26 AHU (TpaHHULU 6-52 THN), 32 IEPUOJ OT
3 mecena (rpanurm 1,5-4,5 mecena). [lpu netaecer u tpu npouenTa (53%) oT manueHTHTe, 6 Mecena

CJIC nTocjieAHaTa 103a, HaMa U3MCPUMU KOJIMYCCTBA )leHO3YMa6.

[Ipr MHOTOKpPATHO MOAKOXKHO Npuiarane Ha 60 mg BeIHBK Ha BCEKH 6 Mecela, He ce Halmo1aBa
KyMYyJIMpaHe Wi IPOMsHa BbB (DapMaKOKMHETHUKATa Ha JIEHO3yMad BbB BPEMETO.
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dapmakoKHHETHKATA Ha JIEHO3yMad He ce TIOBJIHSBa OT 00pa3yBaHETO Ha CBBHP3BAIIM aHTUTENA C
IeHo3yMab M € CXOIHa IIPU MBXKe U KeHU. Br3pacTra (28-87 ronunn), pacata U cTaaus Ha
3a00II1BaHETO (HUCKA KOCTHA Maca WM OCTEOTOP03a, KapIIMHOM Ha IPOoCcTaTaTa Wi Ha MiIeyHaTa
JKJIe3a) He TIOKa3BaT 3HAYUMO Bh3JICHCTBHE BhPXY (hapMaKOKHHETHKATa Ha JIEHO3yMao.

HaGmoaBa ce TeHaeHIUS 3a Bph3Ka MEXIy TO-BUCOKOTO TEJIECHO TETJIO U MO-HUCKATa EKCIIO3UIHS,
0asupana Ha AUC u Cpnax. Ta3u TeHIeHIMA 00aye, HE € OTYETEHA KaTO KJIMHUYHO 3HAYMMa, Thi KaTo
(hapmakoguHaMHUYHUTE eeKTH, 0a3UpPaHU Ha MapKEpUTE 32 KOCTEH 00MEH M yBenuueHneTo Ha BMD
ca MOCTOSIHHU B IIUPOKH I'PAHHUIIM HA TEJIECHOTO TEIJIO.

JIMHEeMHOCT/HENTMHENHOCT

B mpoyuBanus 3a onpenensiHe Ha 103aTa, 1eHO3yMab MMOKa3Ba HEWHEHHA, 10303aBUCHMA
(hapMaKOKMHETHKA, C ITO-HUCHK KIUPHHC MIPU ITO-BUCOKH JI03U WIIM KOHIICHTPAIIUHU, HO
MPHOIM3UTEITHO MPOMOPIIOHAIHO Ha 103aTa MMOBUIIIaBaHEe HA EKCITO3UIIHATA IPH 1031 OT 60 mg 1 mo-
BHCOKH.

B’B6D€‘-IHO YBPEKIAAHE

[Ipu mpoyuBaHe ¢ 55 malueHTy ¢ pa3auyHa CTeneH Ha ObOpedHa yHKIMS, BKIIOYUTEIHO U MAUEHTH
Ha Manu3a, CTereHTa Ha ObOPEeYHO yBpeKaHe He MOBIHsIBa (hapMaKOKMHETHKATa Ha JEHO3yMao.

YepHoapoOHO YBpeKIaHE

He e nmpoBexaaH0 KOHKPETHO MPOYyYBaHE MPH MAI[USHTH C YEPHOAPOOHO yBpexkaane. Karo msuto
MOHOKJIOHAJTHUTE aHTHUTEIIA HE Ce eJIMMUHHUPAT TIOCPEACTBOM YepHOIpodeH MeTabonn3bsM. He ce
odakBa (papMaKOKWHETHKATa Ha JIEHO3YyMao Jia O'b/ie MOBIUSHA OT YSPHOAPOOHO YBPEKIAHE.

IleguaTpryHa IOMYJIAIIHS

Jleno3ymMa0 He TpsiOBa Aa ce U3MOI3Ba P NMEeANaTPUIHH MOMyIanuy (BX. Toukd 4.2 u 5.1).

B mpoyuBane ¢asa Il mpu neauaTpuuHu MalueHTH ¢ osteogenesis imperfecta (n=153), MaKCUMaJIHUTE
CEepPYMHU KOHIICHTpAIIMU Ha JIeHO3yMal ca HaOmoaBaHu Ha JeH 10 B paMKuTe Ha BCUYKU Bh3PACTOBH
rpynu. [Tpu npunarane Ha Bceku 3 Mecella ¥ Ha Bceku 6 Mecela ce Ha0JIro1aBa, 4e CpeTHUTEe Haii-
HUCKH KOHIICHTPAIIUY Ha JICHO3yMal B cepyMa ca IIO-BHCOKH IIPH JIeTia Ha Bh3pacT ot 11 mo

17 ronuHu, a geuara Ha Bb3pacT OT 2 10 6 TOJUHU ca C HA-HUCKUTE CPEAHU KOHIICHTPAIUU.

5.3 IIpenkJMHUYHHU JAHHU 32 0€30MACHOCT

B npoyuBaHus 32 TOKCUYHOCT NIPH €THOKPATHO Y MHOTOKPATHO MPHUJIATaHEe TIPH TBJITOOTIAIIATH
Makally, 1034 JIeH03ymao, Bozemu 10 100-150 nbTH o-ToNsiMa CUCTEMHA €KCITO3UIIMS OT
MPENopBhYUTEIHATA 1032 IPU X0Pa, HAMAT e(heKT BbPXY ChPJACUYHOCHI0BATA (PU3HNOJIOTHS,
(hepTUINTETa IPU MBKKUTE WIH KEHCKUTE M HE TIOKa3BaT Creru(uyHa TOKCHIHOCT 3a TapreTHU
OpraHu.

CTaHIlapTHI/ITe TECTOBEC 3a U3CJICABAHC HA 'CHOTOKCUYHMS ITOTCHIIMAII HA IleHOSYMa6 HC Ca OLICHsBaHU,
THI KaTO TaKMBa TECTOBE HE ca MPUIOKUMU IIPU Ta3U MOJICKYJIA. Bce ak, rnmopaanu €CTeCTBOTO My €

MaJIKO BEPOATHO I[eHOSYMaG Ja UMa HAKAaKbB ITIOTCHIHAJI 3a TCHOTOKCUYHOCT.

KaHHepOFeHHI/ISIT INOTCHIMAJ Ha H6H03YM8.6 HC € OLCHABAH IMPU ABJITOCPOYHU IIPOYUBAHUS IIPU
JKMBOTHH.

[Tpu mpenkmuHIYHN Tpoy4Banus, poBeaeHn npu knockout mumkn 6e3 RANK nmn RANKL e
Ha0II0JaBaHO HapyIIIeHNe Ha 0OpazyBaHeTo Ha TMM(HHU BB3IIK BBB (peTtyca. HabnrogaBana e chIno
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JIUTICA Ha JIAaKTallWs, B pe3yNITaT Ha IOTHCKaHe Ha Ch3PsIBAHETO HAa MJIeYHaTa ie3a (J1o0yIo-
aJIBEOJIAPHOTO Pa3BUTHE Ha KjIe3aTa o BpeMe Ha OpeMmenHocTTa) mpu knockout mumku 6e3 RANK
unma RANKL.

I[Tpu mpoy4BaHe NpH JBITOONANIATH MaKall, Ha KOUTO € MPWJIOKEH IeHO3yMal 1o BpeMe Ha
nepuoja, eKBUBAJICHTEH Ha IbPBUS TPUMECTHP Ha OpemenHoctTa, ipu AUC excrio3uuuu 110 99 mbtH
MO-BUCOKH OT J1o3arta npH xopa (60 mg Ha Bceku 6 Mecela), HIMa JaHHU 3a yBpEXKIAaHE Ha Maikarta
wi ¢peryca. Deramaure TMMQHN B3I HE Ca U3CIIEBAHU TPH TOBA IPOYYBAHE.

[Ipu npyro npoyuBaHe HIpH ABIArOONAalIaTi MaKkalyi, Ha KOUTO € MPHIIOXKEH AeH03yMal 1o BpemMe Ha
opemennoct npu AUC ekcrio3unuy, 119 mbTH 0-BHCOKH OT A03aTa mpu Xopa (60 mg Ha Bcekn

6 Mecena), € UMaJIO MOBHIIABaHE HA MBPTBUTE PAXKIAaHUS U TIOCTHATATHATA CMBPTHOCT; HApyIIEH
KOCTEH pacTexX, BOJIEIL 10 HaMaJleHa 3[JpaBUHA Ha KOCTUTE, OHI)KEHA XEeMaToIoe3a 1 HENPaBUIIHO
noJpexaHe Ha 3p0uTe; nurca Ha nepudepHu TMMGHN BB3IH U 3a0aBeH HeoHaTaJleH pacTex. He e
YCTaHOBEHO HUBO, IIPU KOETO He ce HaO/IoJaBaT HesKeJlaHU PeakLuy 110 OTHOLLCHUE Ha
penponykuusta. llect Mecena cien paxaaHeTo, IPOMEHUTE CBbP3aHU C KOCTUTE Ca IIOKa3aJIH
00paTHO pa3BUTHE U HE € HabIonaBaH e()eKT BbPXyY NOHUKBAHETO Ha 3p0uTe. Edexture BHpXY
nuM(HUTE BB3JIM U HEMPABUITHOTO MOJPEXIaHe Ha 3b0UTe 00ade mepcucTUpaT U € Hablfo1aBaHa
MUHHMAJTHA JI0 yMepeHa MUHEpaTu3alys B MHOT'O ThKaHH MIPU €THO )KUBOTHO (Bpb3Ka C JICUSHHETO HE
e ycTaHoBeHa). Hsima qaHHM 3a yBpeXxaaHe Ha Maiikara npeiu paxIaHeTo; HexelaHu eeKTH npu
MaiikaTa Bb3HMKBAT HEUECTO [0 BpeMe Ha paxaaHeTo. PazBuTueTo Ha MailunHaTa MjeyHa xJie3a e
HOPMAJIHO.

ITpu npeAKITUHUYHUTE TPOYYBAHKS 38 KAYECTBO HA KOCTUTE MPH MaMyHH Ha PO IbDKHTEITHO
JICYCHHUE C JICHO3yMal, HaMaJIsIBAHETO Ha KOCTHHUSI OOMEH ce CBbp3Ba C MOBHUIIIABAaHE HA 3[paBUHATA Ha
KOCTUTC U C HOpMaJIHa KOCTHAa XUCTOJIOT'U. KaJIHI/ICBI/ITC HHUBa Ca BpCMCHHO HaMaJICHU, d HUBAaTa Ha
apaTUPEOUTHHS XOPMOH Ca BPEMEHHO YBEJIMUCHHU TIPU MaliMyHH C OBAPHEKTOMHS, JICKYBaHH C
JICHO3yMa0.

[Tpu MBxkKH MuTITKH, TeHHO Moenupann fna excipecupaT huRANKL (knock-in mumikm), kouto ca
MOJIJIOKEHH Ha TPAHCKOPTHKAIHA (hpaKkTypa, JeHo3yMal 3a0aBsi OTCTPaHSBAHETO Ha XPYIIsLIa U
pPEMOJIETTMPAHETO Ha Kaslyca Ha (pakTypaTa, B CpPaBHEHHE C KOHTPOJIU, HO OMOMEXaHHYHATa 3[paBUHA
He e Omia 3acernara HeOIarompHsITHO.

Knockout mumiku (k. Touka 4.6) 6e3 RANK min RANKL nemoHcTpHpaT HaMalieHO TeJIeCHO Terio,
MOHM)KEH KOCTEH PacTeX M JINTca Ha MpoOuB Ha 350u. [Ipr HOBOpoAeHM TITBX0BE, HHXUOMPAHETO Ha
RANKL (uenTa Ha Tepanusita ¢ AeHO3yMa0) ¢ BUCOKH JI03W OCTEONPOTereprH, cBhp3an ¢ Fc (OPG-
Fc), ce aconmumpa ¢ mHXHOMpaHe Ha KOCTHHS PacTeX U MpoOuBa Ha 350uTe. Te3u MpoMeHH ca Oriu
YaCTUYHO 0OpaTHUMHU IPH TO3M MOJIEI Clie/ peKpaTsBaHe Ha npuioxenneTo Ha RANKL
naxuOuTOpH. KOBEeHMITHN MpUMaTH, Ha KOWTO € Tpwiiarad feHo3yMad 27 u 150 mpTr Haj KITWHUYHATA
excrro3uiys (10 m 50 mg/kg Ha n03a), IMaT HapyIIeHue B pacTexXxHuTe 1iouky. [lopaau ToBa,
JICYCHUETO C JICHO3yMad MOXKE Jla HapyIIH KOCTHUS PaCTek IPH JIella C OTBOPEHHU PACTEIKHU IUIOUKH U
MOJKe J1a IOTHCHE MPpoOrBa Ha 3B0UTe.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Chnucnbk Ha NIOMOIIHHUTE BelIECTBA
Jlenena ouerHa kucenuua*

Hatpues xunpokcun (3a kopekius Ha pH)*
Cop6uton (E420)

[Mommcopbar 20 (E432)
Bopa 3a umxexiuu
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* [Ipu cMecBaHe Ha JieJicHa OIICTHA KHCEJIMHA C HATPHEB XUIPOKCH ce 00pa3yBa alieTaTeH oydep.
6.2 HecbBMecTUMOCTH

[pu nmunica Ha MpOyYBaHUs 32 HECHBMECTUMOCTH TO3H JICKAPCTBEH MPOJIYKT HE TPSOBA Ja CE CMECBa C
JPYTH JEKapCTBEHHU NMPOIYKTH.

6.3 Cpoxk Ha rogHoCT
3 roauHU

Cnen kaTo ce U3BaJiy OT XJIaIUIHKKA, Junod MoXe Jla ce ChbXpaHsBa Ha cTaitHa Temiiepatypa (1o 25°C)
1o 30 1HU B OpUTHHATHATA OMIAKOBKA, 32 J1a Ce TPEeAIa3n OT cBeTirHA. Toil TpsaOBa fa ce U3Moi3Ba B
paMkuTe Ha To3u 30-AHEBEH NEPUO.

6.4 CrhenuajaHM ycJa0BHs HA CbXpaHeHHe

Ja ce cpxpansna B xmagmiauk (2°C—-8°C).

Ja He ce 3ampa3siBa.

CoxpaHsBaiiTe MpeBapuUTEIHO HAITBTHEHATA CIIPHHIIOBKA B KAPTOHEHATA OTIAKOBKA, 32 J1a C&
Npe/na3y OT CBETIINHA.

6.5 Buau chabpikaHUe HA ONIAKOBKATA U CHEHMAJIHU NPUCIOCO0IeHHS 32 yoTpeda,
NpUIIoKeHUe WU UMILVIAHTHPaHe

Enna ml Junod ce npejuiara B mpeiBapuTeTHO HAITbJIHEHA CIIPUHIIOBKA 33 €HOKpATHA yroTpeda oT
crbkio (crekio Tum I) ¢ rnasa Ha Oyranoro ot FluroTec®, Brpagena urna (27G x 5 IN) u TBbpA
MIpeAna3uTeN Ha uriiarta (enacromep + TBbpJa OOBUBKA OT TOJIUITPOTIFIICH).

6.6 CrenuajaHu nNpeana3sHu MepKHU NP U3XBbPJIsiHE H padoTa

- [Ipean npunoxkeHne, pa3TBOPHT TPSAOBA 1a ce MpoBepr. He MHkeKTupaite pa3rBopa, ako
ChIbprKa YaCTULU WM € MBTEH, HJIH C IPOMEHEH IBSIT.

- He pasknamaiire.

- 3a na ce nzberne AUCKOM(MOPT Ha MACTOTO HA HH)XEKTHPaHE, OCTAaBETE MPEABAPUTEITHO
HaIThJTHEHaTa CIPUHITOBKA JIa TOCTUTHE CTaifHa TemIiieparypa (mo 25°C) mpeau HHXKEKTUPaHE |
WH)KEKTUpaiTe 0aBHO.

- WmxexTupaiiTe UAI0TO ChABPKAHNUE HA IPEIBAPUTEIHO HAITbIHEHATA CIIPUHIIOBKA.

Hewusnon3BaHusT JeKapcTBEH NPOAYKT WM OTHAIBUYHUTE MaTEPUANIM OT HETO TPSOBa 1a ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE H3HCKBAHHSI.

7 MNPUTEXATEJI HA PASPELIEHUETO 3A YIIOTPEBA

Gedeon Richter Plc.

Gyomroi at 19-21.

1103 Budapest

VYHrapus

8 HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1933/001
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9 JATA HA IT'BPBO PA3PEIIABAHE/IIOJJHOBSABAHE HA PAPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha TBPBO pa3pelIaBaHe:
10 JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoGHa nHpopMalius 3a TO3M JISKAPCTBEH MPOAYKT € IpeocTaBeHa Ha yeOcalita Ha EBporneiickara
areHnus 1o JeKkapcTBaTa http:// www.ema.europa.eu
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MPWIOKEHME I
MMPOU3BOJUTEJI(M) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILLIECTBO(A) U MPOU3BOUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOKJIABAHE HA TAPTUIN

YCJIOBUSI IJIM OTPAHUYEHMS 3A JOCTABKA U YIIOTPEBA

APYI'U YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIM1 OTPAHUYEHUS 3A BESOITACHA U E@EKTUBHA
YIHHOTPEBA HA JIEKAPCTBEHUSA TPOAYKT
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A. HNPOU3BOAUTEJI(M) HA BUOJIOT'NYHO AKTUBHOTOMTE) BEIIECTBO(A) U
IMPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKXJIABAHE HA ITAPTHU/IN

HmMe u aapec Ha nponsBoauTens(ure) Ha OMOIOrMYHO aKTUBHOTO(HTE) BerecTBo(a)

Chemical Works of Gedeon Richter Plc.
(Gedeon Richter Plc.)

Richter Gedeon utca 20.

Debrecen

4031

YHrapus

Hme n aJgpeC Ha HDOI/IBBO,Z[I/ITCJIFI(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KI[aBaHe Ha NapTUAUTC

Chemical Works of Gedeon Richter Plc.
(Gedeon Richter Plc.)

Richter Gedeon utca 20.

Debrecen

4031

VYHrapus

Gedeon Richter Plc.
Gyomroi ut 19-21.
1103 Budapest

YHrapus

[leuaTHara TMCTOBKA Ha JIEKaPCTBEHUS MPOLYKT TPsIOBa Aa ChIbPKa HMETO U ajpeca Ha
HPOU3BOIUTEIS, OTTOBOPEH 32 OCBOOOXKIABAHETO HA ChOTBETHATA MAPTH/IA.

b. YCJIOBHA NN OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/ISIT IIPOAYKT CC€ OTITYCKa IT0 JICKAapCKO MPEANNCAHNC.

B. JAPYI'HMYCJOBUA U U3NCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. Iepuoguynu aKkTyaJu3npaHu 1okJjaau 3a 6esonacHoct(IIAIB)

W3uckBanusra 3a nogaBane Ha ITAJIb 3a TO3U 1eKapCTBEH MPOAYKT Ca MOCOYEHHU B CIIUCHKA C
pedepentauTe natu Ha EBpomnetickus cpio3 (EURD crmcsk), mpensuaes B wi. 1078, air. 7 ot
Hupexrtusa 2001/83/EO, 1 BbB BCHUKH CJIEABALIH aKTyaIN3allH, ITyOJIHMKYBaHH Ha €BPOIEHCKUS
yeOrmopTai 3a JeKapcTaa.

r. YCJI0OBUSA WU OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[IpurexarensT Ha pa3pemnienueTo 3a yrnorpebda (IIPY) TpsOBa na n3BbpIIBa H3UCKBAHUTE IEWHOCTH U

JeHCTBUS, CBBP3aHU C TIPOCiesiBaHe Ha JeKapcTBeHaTa 6e301acHOCT, mocoueHu B 000penus [1YP,

npencraBeH B Mojyn 1.8.2 Ha pa3peiieHreTo 3a ynorpeda, KakTo U BbB BCUUKH CJICBAIIH 0JI00pEHH
aktyanuzauuu Ha [TYP.
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AxTtyanusupan [IYP tpsoBa ma ce nogaga:

. 10 ucKaHe Ha EBporeiickara areHius 1o jJeKapcTnara;

. BUHATH, KOTAaTO CE U3MCHS CHCTEMaTa 3a yIpaBJiIcHUE Ha PUCKa, 0COOCHO B pe3yiITaT Ha
MoJTydaBaHe Ha HOBa MH(OpMAITUs, KOITO MOXKE Jia TIOBEJIe 10 3HAYNMHU IPOMCHH B
CBHOTHOIIIEHUETO TT0JI3a-PHCK, WIIH CJIE]] TOCTUTaHEe Ha BayKeH eTamn (BB BPB3Ka C MPOCieIsiBaHe
Ha JIEKapCTBeHaTa 0E€30MaCHOCT WK CBEXKJaHE HA PUCKA JJO MUHUMYM).

* I[Ol'l"l).]'l]-[I/ITe.]'lHl/l MEPKH 32 CBCKIAHEC HA PUCKA 10 MUHUMYM

I[Py TpH6Ba Ja OCUT'YPH BBBCKJAHCTO HAa KapTa Ha MAlITUCHTA OTHOCHO OCTCOHCKPO3a Ha YCIIOCTTA.
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MNPUJIOKEHUE III

JAHHHU BBPXY OIIAKOBKATA U JIMCTOBKA
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A JTAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA A CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. HUME HA JIEKAPCTBEHMUS IMTPOAYKT

Junod 60 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAIThIHEHA CIIPUHITOBKA
JIEHO3yMa0

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 ml npeaBapuTeIIHO HAITBJIHEHA CIIPUHIIOBKA, ChAbprKaIia 60 mg neno3ymabd (60 mg/ml).

3. CIIUCBK HA ITIOMOIIHUTE BEHIECTBA

Jlenena omerHa KucenuHa, HATPUEB XUAPOKCH] (3a Kopekius Ha pH), copourton (E420),
nonucop6ar 20, Boja 3a HHKEKITUU

4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

WHxekImoHeH pa3TBop.

Enna MpEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA C aBTOMATHUYCH IIPEATIA3UTCIT Ha UT'jlaTa

| 5. HAYMH HA NTPUJIOKEHUE U ITbT(MIIIA) HA BBBE/KJIAHE

IToakoxxHO pUIIOKEHUE
Basxuo: npenu padota ¢ mpeaBapuTeTHO HAITbJIHEHATA CIIPHHLIOBKA IPOUYETETE JTMCTOBKATA.
Ja He ce pazkiama.

Ja ce Bximoun QR kon
www.junodinfo.com

6. CIIEHUAJIHO NPEAYIIPEXXJIHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOT'JIEJA U IOCEI'A HA JEIIA

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

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUA, AKO E HEOBXOJUMO

Camo 3a eTHOKpaTHa ynoTpeoa

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

T'omen mo:
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| 9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce chbxpansiBa B XJ1aJUJIHUK.

[a He ce 3ampaszsisa.

CoxpaHsBaiiTe MPeIBAPUTEITHO HAIThIHEHATA CIPUHIIOBKA B KAPTOHEHATa OTaKOBKa, 3a J1a ce
Mpenasy OT CBETIINHA.

10. CHELUAJIHU INPEAITA3HUA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA ITPUTE/KATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Gedeon Richter Plc.
Gyo6mrdi ut 19-21.
1103 Budapest
VYHrapus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1933/001

13. MAPTHUAEH HOMEP

ITaptunen Ne

| 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. HMH®OPMAIIMS HA BPAHJIOBA ABBYKA

Junod

| 17. YHMKAJIEH MAEHTUHO®UKATOP — IBYU3MEPEH BAPKO/I

JIByn3MepeH 0apKoj ¢ BKIIOYECH YHUKAICH HICHTH(DUKATOP.

| 18. YHUMKAJIEH MAEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHH, KOUTO TPABBA A CBABPKAT MAJIKUTE EJIUHUYHU
I'bPBUYHH OITAKOBKH

ETUKET HA ITIPEJABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. NUME HA JIEKAPCTBEHUSA NPOAYKT U ITbT(MIIIA) HA BBBEKJAHE

Junod 60 mg nHxeKIHs
JIeHO03yMao
s.C.

| 2. HAYYH HA ITPHJIOKEHUE

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

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPXKXAHUE KATO MACA, OBEM NJIN EIUHUIIN

1 ml

| 6. JPYTO
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TEKCT HA HAITOMHSIIATA KAPTA (Brio4eHa B OIaKOBKATA)

Junod 60 mg nHxeKIHs
JIEHO3yMab

s.C.
CrenBallia MHXXEKIHA clie 6 Mecela:

Nznom3Baiite Junod TomkoBa AbATO, KOJIKOTO € TpeAnucai BamusT nexap

Gedeon Richter Plc.
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b JINCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Junod 60 mg nHKeKIHOHEH Pa3TBOP B IPeIBAPUTEIHO HAITbJIHEHA CIIPHMHI0OBKA
neHo3yMao (denosumab)

vTOBa JIEKapCTBEH MPOIYKT MOJICKH Ha JOITBITHUTETHO HabmoneHne. Topa 1me mo3Boim 06p30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIIUTE BCSKA HEXKETAHA PEaKIIHs, KOSTO CTE MONYyYWIH. 32 HAaUWHA Ha ChOOIIaBaHEe Ha HEXEIIaHU
peaKIuy BIDKTE Kpas Ha TOUYKa 4.

IIpouyeTeTe BHMMATEIHO USAJIATA JUCTOBKA MPeAU 1A 3aN0YHeTe 1a U3N0J3BaTe TOBA JIEKAPCTBO,

Thil KaTO TH ChbAbPKA BaxkHa 3a Bac undopmanms.

- 3amazere Ta3u TUCTOBKA. MOXKe Jja c€ HAJIOXKH JIa s TPOYETETE OTHOBO.

- AKO MMaTe HSIKaKBYU JIOTBIHUTEITHHA BBIIPOCH, IIONUTaNTe Bamus nexap wim dapmariesT.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcrrnBaiite Ha 1pyru xopa. To Moxe
Jla UM HaBPEIH, HE3aBUCHMO Y€ MPU3HAIIUTE Ha TIXHOTO 3a00JIsIBaHE ca ChIIMTE KaTo BammuTe.

- AKO Moy4uTe HIKAKBU HEXKEJIaHH Peakiluy, yBeaoMeTe Bamus nexap winm papmariest. Toa
BKJIIOYBA ¥ BCUUKHU Bb3MOXKHHU HEKEJIAHU PEAKIUU, HEOIIMCAHU B Ta3U JUCTOBKA. BuxTe TOuka
4.

- BamusT nekap e Bu 1ane curnanHa kapTa Ha MalyeHTa, ChIbprKallla BaykHa HH(POPMAIIKUs BbB
BpB3Ka ¢ 0€30IaCHOCTTA, C KOATO TPAOBa Ja ce 3aro3HaeTe MpeIu U M0 BpeMe Ha JiedeHreTo Bu
¢ Junod.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakso mpencrasisBa Junod u 3a KakBo ce U3MOJI3BA

Kakso TpsiOBa 51a 3HaeTe, mpenu na usnonzsate Junod

Kax na usnomssare Junod

BBb3MOXHH HEXKEJIAHU peakLuu

Kak na cexpansiBate Junod

ChbabpkaHue Ha OIAaKOBKATa M JOIbIHUTENIHA HH(DOpMALHS

Sk v~

1. Kakso npeacrasisia Junod u 3a KakBo ce U3110J13Ba
Kaxkso npencrasiasBa Junod u kak geiicTa

Junod ceappxa neHo3ymad, 6enThK (MOHOKIIOHATHO aHTHUTSIIO), KOWTO C€ HaMeCcBa B JIEHCTBHETO Ha
Ipyr GeNThK, 3a J1a JeKyBa 3arybaTa Ha KOCTHO BEIIECTBO U ocTeonoposata. Jleuenuero ¢ Junod
MPaBU KOCTUTE MO-3APaBH U IMO-MAJKO MTOAATIMBY Ha CUYTIBAHE.

KocTra € *%¥1Ba ThKaH U HEMPEKHCHATO CE B30OHOBABA. XOPMOHBT €CTPOTCH MoMara KOCTHTE Jia ca
3JIPaBH.

IIpu xenu, cnex MeHomay3aTa, HUBaTa Ha €CTPOTEH MaJlaT, B pE3yiTaT Ha KOETO KOCTUTE MOXKeE J1a
cTaHat cj1abu ¥ 4yILIMBY. ToBa BIIOCIEACTBHE MOXKE J1a OBEC 10 3a00Js1BaHe, HAPSUCHO
OCTeOoIIopo3a.

OCTGOHOpOSa MOIKE [1a CC€ MOSABU U ITPU MBIKCTEC NOpaan peAnlia IpUIrnHN, BKIIFOYUTCIIHO OCTApsBaHE
Y/VJIA HECKO HUBO HA MBKKHUS XOPMOH TECTOCTEPOH. Ts Mmoxe Jia C€ MOsIBH U ITPU MallCHTHU,
noJiydaBally TIIFOKOKOPTUKOUIU.

MHoOTr0 NmanyueHTy C 0CTE0NIOPOo3a HIMAT CUMIITOMH, HO BBIIPEKH TOBA Ca TMOJIOKEHH Ha PUCK OT
CUyIBaHE Ha KOCTHUTE, 0COOCHO Ha IPhOHAKA, TA300eIPCHUTE KOCTH U KUTKHTE.

XUpyprudHH OTleparvy Wi JIEKapcTBa, KOUTO CIIUPAT MPOAYKIMATA Ha €CTPOreH WK TECTOCTEPOH,
U3I0JI3BaHMU 32 JIEYEHUE Ha MAIMEHTH ¢ PaK Ha I'bpJaTa WIK paK Ha [IpocTaTara, ChIo Morar Aa
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JoBeaaT 1o 3ary0a Ha KOCTHO BemecTBO. KocTruTre cTtaBaT mo-ciabu U ce IyIsT MO-JIECHO.
3a xkakBo ce u3noJi3Ba Junod

Junod ce n3non3Ba 3a evyeHue Ha:

o 0CTEOIOpO3a NPH JKEHH CJIEA MEHOMay3a (IOCTMEHONay3aJlHa) U MBXe, KOUTO UMaT MOBHILIECH
pHCK OT pakTypa (cUynBaHe Ha KOCTUTE), HAMAJISIBAMKH PUCKA OT TPhOHAYHY U HETPHOHAYHH
¢paktypu 1 GpakTypH Ha Ta300€APEHUTE KOCTH.

L 3ary6a Ha KOCTHO BCIICCTBO B PE3YJITaT HA HAMAJICHUC HAa HUBOTO Ha XOPMOH (TCCTOCTGpOH),
IMPUYIHUHCHO OT onepanys WiK JICYCHUC C JICKApCTBa IMPU MalUCHTU C paK Ha IIpocTaTara.
L4 3ary6a Ha KOCTHO BCHICCTBO B PE3YyJITAT HA MIPOABJIZKUTCIIHO JICUCHUC C INNTFOKOKOPTUKOUIN ITPHU

MAIUEHTH C TIOBUIICH PUCK OT (PpaKkTypa.

2. Kakso Tps0Ba 1a 3HaeTe, npeau aa usnojssare Junod

He n3nmon3Baiite Junod

° aKO MMaTe HUCKH HUBA Ha KWK B KPBBTA (XUTIOKAIIUEMIS).

° aKO CTe aJlepTUYHU KbM JIEHO3YyMa0 WM KbM HIKOSI OT OCTAaHAINTE ChCTAaBKH HA TOBA JIEKAPCTBO
(u30poeHH B TOUKa 6).

IIpenynpesxaeHust U NpeIna3sHu MePKU
T'oBopere ¢ Bamus nekap win dapmaneBT, npeau Aa u3nonseare Junod.

Jlokato cre Ha JiedeHre ¢ IeH03yMa0, MOXKe Ja Ce IMOSBU KO)KHA HH(DEKIIHSI ChC CUMITTOMH KaTo

MOy Ta, 3a4epBeHa 00JIaCT OT KOKaTa, Hal-uecTo B JI0JIHATA YACT Ha Kpaka, KOATO YyBCTBaTe Toperia
u Oone3HeHa (LeNyJIUT), 1 MOXKe Ja € MpUApYKeHa 0T CHMITOMH Ha MOBHIIEHA TeMieparypa. Mo,
croOmrere Ha Bamus srekap He3a0aBHO, aKO pa3BHETE HSIKOW OT TE€3W CUMITTOMH.

Tps0Ba ga npuemare 100aBKH ¢ Kanuid 1 BuTaMuH D, mokaro cte Ha ieuenue ¢ Junod. Bamust nekap
me obcbau ToBa ¢ Bac.

Husara Ha kanmuii B kpbBTa By MOKe Ja criafiHAT 1O BpeMe Ha JICYSHHUETO C JICHO3ymMal. Mouis
KakeTe He3a0aBHO Ha Barms nekap, ako 3a0eIeKUTe HAKOU OT CIICAHUTE CUMIITOMHE: CITa3MH,
MOTPETBAHMS WM KPaMIIH Ha MYCKYJIUTE, W/WIM U3TPHIIBAHE WM MpaBydYKaHe Ha PBCTUTE HA
pBIIeTe, KpaKaTa MIN OKOJIO YCTaTa, W/WIH I'bPUY0Be, OOBPKAHOCT HIIH 3ary0a Ha Ch3HAHUE.

Psinxo ce cho0IaBa 3a TEXKHU Clydar Ha HUCKU HUBA Ha KAIIUI B KPBBTA, BOJICIIH JIO
XOCIIUTAIA3AIINSA, ¥ JJOPH KUBOTO3aCTpaIIaBany peakiun. [lopaau ToBa HUBaTa Ha KUl B KPbBTa
Bu e 0b1aT ipoBepsiBaHU (Ype3 KPHBHO M3CIEABAHE) MPEAN BCsKa /1032, & IPY MAIlMEeHTH C
IpepasnoiIokKeHue KbM XHUIIOKAIIIUEMHS - B PAMKUTE Ha JIBE CEAMUITU CIIe]| Havya HaTa J103a.

Tps0Ba ga kaxere Ha Bamms nexap, ako ©MaTe WIH CTE€ UMalH TeKKU npodiiemu ¢ Ob0penuTe,
O0BOpevHa HEAOCTATHYHOCT WIH CE HYXKAaeTe OT AUAIN3a, UM [IPUeMare JIEKapcTBa, HapeueH!
[IFOKOKOPTUKOUHY (KaTO IPEIHU30JI0OH WM IEKCaMETa30H), KOUTO MOraT Ja yBelIuJar pucka 3a Bac
OT ClaJjaHe Ha HUBATa Ha KAJILUI B KPBBTA, aKO HE IpHeMaTe JOOAaBKH C KaJILHH.

IIpoGnemu ¢ ycrata, 30MTE WK YETIOCTTa

Hexenana peakius, HapedeHa ocTeoHekposa Ha dyenmocTTa (OHY) (kocTHO yBpekIaHe Ha YEeIFOCTTA)
ce chobmana psaako (Moxe Aa 3acerte 1o 1 Ha 1 000 gymm), mpu NauueHTH, MOTydYaBally JeH03yMao
3a octeonoposa. PucksT or OHY ce yBennuaBa mpu NaueHTH, JI€KyBaHH MPOIBIDKUTEITHO BpeMe
(Moxe ma 3acerde mo 1 Ha 200 mymm, ako ce JieKyBaT B mpoabpkeHue Ha 10 ronuan). OHY moxe na
Ce TOSIBU U CIIe/I CTUPAHe Ha JIeueHHeTo. BaskHO € /1a ce HalpaBy ONUT 3a MPeI0TBpaTsIBaHEe
paszButueto Ha OHY, Thif KaTo TOBa MOXKeE J1a € OOJIC3HEHO ChCTOSIHHE, KOSTO MOXKE J]a CE& OKaXKe
TPYJ/IHO 3a JIedeHue. 3a Ja ce HaMalli PUCKBT oT pa3Butue Ha OHY, B3emMeTe crenHUTe NpeIna3Hu
MEpPKHU:

IIpenn na 3amovnHeTe JeUCHUETO, yBEAOMETe Bamus iekap Wi METUIIMHCKY CIICTIHAITUCT, aKo:
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) UMaTe HIKAKBU MPOOJIEMH C yCTaTa Wi 3b0UTE, KaTO JIOIIO CTOMATOJIOTUYHO 37paBe,
3a00J1sBaHe Ha BEHIIUTE WX TUIAHUPAHO U3BAKIAHE Ha 350.

o HE MOJIy4aBaTe PEAOBHU CTOMATOJIOTHYHY IPKH WM HE CTE UMAaJId CTOMATOJIOTUYCH Tperie]
OT JIBJITO BpPEME.

. cTe mymad (ThH KaTo TOBa MOJKE Jla YBEITUIH PUCKA OT IIPOOIEMH ChC 3H0UTE).

. cTe OWIIM JIEKYBaHU Ipeau ToBa ¢ OudochoHat (M3M0I3BaH 3a JICUCHUE WK IIPEIOTBpaTsIBaHe
Ha KOCTHU HapyIIICHUS).

o CTE MPUEeMaJIH JICKapCTBa, HAPCUCHH IIFOKOKOPTUKOU M (KaTO MPEIHU30I0H MU
JIEKCaMEeTa30H).

o MaTe pak.

Bammsar JICKAap MOXKEC Ja Bu nomomnu Ja CC MOJIOXKUTC Ha CTOMATOJIOTMYCH NPCTIICA, IPCAu a
3amoyvHeTe edyeHue ¢ Junod.

Jlokato ce nekyBare, TpsiOBa ja MOAbprKaTe 100pa yCTHA XUTHUEHA U J1a e 1oJy1araTe Ha peloBHU
CTOMATOJIOTHYHH Iperiienu. AKO HOCUTE IPOTE3H, TPAOBA Ja CTE€ CUT'YPHH, Y€ Te IPUIIAraT MPaBUIIHO.
AKO cTe MOJUI0KEH! Ha CTOMATOJIOTMYHO JieueHne Wid By npeacron cToMaTonornyHa onepanus
(Hamp. U3BaXKAaHe Ha 350), MHPOpMuUpaiiTe Bamus nekap 3a Barieto cToMaTonoruyHo JiedeHue u
yBezmoMeTe 3p00JeKaps cH, ye ce JiekyBare ¢ Junod.

Ceoprkere ce ¢ Bamus siekap u 350051¢Kap He3a0aBHO, aKO MMaTe MPoOJIeMH C yCTaTa WK 3h0uTe,
HanpuMep pa3KiaTeHu 3601, 00JIKa MM OTOK, MM He3a3/IpaBsBaIIH S3BU WK CEKPEIMs, Thid KaTo
TOBa MO3Ke J1a ca npusHauu Ha OHY.

HeoOuyaitnu bpakTypu Ha OeIpeHaTa KOCT

ITpu HsIKOM XOpa MOTaT Ja Ce MOSBAT HeoOHUaiHu (GpakTypH Ha OeapeHaTa KOCT, JOKATO e JISKYBAT ¢
neno3ymab. Cepakere ce ¢ Barmus gekap, ako MoayduTe HOBa WM HeoOnJailiHa 6ojKa B
Ta3o00eIpeHara cTaBa, CIaOMHUTE HIIM O€IpOTO.

Jleua u roHoumu
Junod He TpsiOBa 1a ce U3IOJI3BA IIPH J€Lia U FOHOIIH 1Mo 18-roauiiiHa Bb3pacT.

JApyru nekapcrsa u Junod
HNudopmupaiite Bamist nekap unu papMareBT, ako IprueMaTe, HAaCKOpO CTe MPUEeMaId WITH €
BB3MOJKHO J1a IpPUEMATE APYTH JIEKapCTBA.

Oco0eHO BaXKHO € Jla KaxkeTe Ha Barus nekap, ako ce JIeKyBaTe ¢ APYro JEKapCTBO, ChABPIKAIIO0
neHozyma0. He TpsiOBa na npuemate Junod 3aeIHO € IPyro JISKAPCTBO, ChABPIKAIIO JICHO3YMa0.
YBenomere Bamust jgekap, ako mpueMare JIeKapcTBa, HapeYeHH MIFOKOKOPTHKOUIN (KaTo
MPEIHU30JIOH MITH IEKCAMETA30H), BHXKTE CHIIO TOUKA ,, [IpeynpekaeHus U Mpearna3sHid MEpKu™”.

BpemeHHoOCT M KbpMeHe
AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATe, Y€ MOXKeE Jja CTe OpeMEeHHa MM TUTaHUpaTe OPEMEHHOCT,
MochBeTBalTe ce ¢ Bammus nekap npeau ynorpebara Ha TOBa JIEKAPCTBO.

Jleno3ymab He e u3nUTBaH npu OpemenHu sxeHr. He ce mpenoppusa ynorpebara Ha Junod, ako cre
opemvenHa. XKenu ¢ rerepo/icH OTEeHIMAN TPSOBa 1a U3M0I3BaT e(eKTHBHE METOIHN 3a
KOHTpAIIEIIHs, JOKaTo ce JeKyBat ¢ Junod u 3a Haii-Maiko 5 Mecelia cje/| CipaHe Ha JICUEHHETO C
Junod.

Axo 3a0peMeHeeTe 1Mo BpeMe Ha JieueHue ¢ Junod wiu mo-Majko oT 5 Mecela ciie/i CliupaHe Ha
nedenueTo ¢ Junod, Mons yBenomere Bamus nekap.

He e m3BecTHO manm neHO3ymab ce oTaens B KbpMaTa. BaxkHo e ga nHbopMupare Bamms nekap, ako
KbPMUTE WIM IUIaHUpaTe Aa KbpMuTe. BamusT nekap me Bu noMorse ga pemure gajim Jia
[IPEyCTaHOBUTE KbPMEHETO WJIH Jja IPEKbCHETE MPUIIOKEHUETO Ha Junod, KaTo B3eMe NpeiBua
MmoJ3aTa oT KbpMeHeTo 3a 6ebeTo u noms3ara oT Junod 3a Maiikara.
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Ilodupane u paéora 3a MAIIMHHI
Junod He MOBNUsBA WU MTOBIIMSABA TIPEHEOPEKUMO CIIOCOOHOCTTA 32 IOpHUpaHe U padoTa ¢ MAITUHH.

Junod cbabpika copouTo, moaucopoar 20 u Harpuii

ToBa jekapcTBO ChABPIKa 46 mg cCOpOUTOJI BBB BCEKH ml pa3TBOp.

Tosa nekapctBo cpappika 0,1 mg monucopbar 20 BeB Bceku 1 ml pazrop. [lonaucopdature morat na
MIPUYMHSAT aJlepruyHu peakiun. TpsaodBa na kaxere Ha Bamms nekap ako Bue wim Bamero nere umare
YCTaHOBEHU aJIEpTHH.

ToBa nekapcTBO ChabpIKa MO-Manko oT 1 mmol Hatpuit (23 mg) Ha ml, T.e. MOXe Aa ce Kaxe, ue
MIPaKTUYECKH HE ChIbpKa HATPUH.

3. Kaxk na mznmoassate Junod

Bunaru uznos3BaiiTe ToBa JIEKapcTBO TOYHO KakTo Bu e ka3an Bammusar nekap. Ako He cTe CUTYpHU B
Helo, nonuraite Bamms nekap nnu ¢papmanesT.

[IpenoppunTennara 103a € eHa MPeIBAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA OT 60 mg, MpHiIokeHa
BEIHBX Ha BCEKU 6 Mecela, KaTo eIMHINYHA WHXXEKLUS [T0]] KoXKaTa (TIOJKO)KHA MHXKEKLINS).
Haii-nogxonsmure MecTa 3a HHXKEKTHPaHE ca TOpHAaTa 4acT Ha Oeapara 1 kopema. YoBeKbT, KOUTO ce
rpuxu 3a Bac, Moxe J1a M3mos3Ba chII0 BhHIIHATA YacT Ha MUIIHKUILIATa Bu.

Mous, nonutaiite Bamms nekap 3a gararta Ha CleBaIlaTa HHKEKIHS.

Bcesika onakoBka Junod chabppska HaOMHSINA KapTa, KOATO MOXe Ja ObJie U3BaJieHa OT KapTOHeHaTa
KyTHS 1 J]a c€ U3II0JI3BA 3a 3allMCBaHe Ha JjaTaTa Ha clie/IBallaTa HHKEKIHS.

OcgeH ToBa 1e TPsIOBa Ja mpueMate 100aBKY ¢ Kannuil u ButamuH D, mokaTo cte Ha nedeHue ¢ Junod.
Bamust nexap me o6cbau ToBa ¢ Bac.

BammusT nexap Moxe ga pemu, ge e Hail-1o0pe Bue nin 4oBekbT, KOiTO ce rpvxu 3a Bac, na
nmxexkrtupate Junod. Bamusar nexap win MEJUIMHCKY CHENHANNCT Lie oKaxat Ha Bac winn Ha
4yoBeKa, Iprkell ce 3a Bac, kak na nznonssare Junod. 3a yka3zaHus kak aa uHxektupare Junod, Mo,
npoueTeTe ,,YKa3zaHus 3a ynorpeda““ B Kpast Ha Ta3u JUCTOBKA.

[a He ce pa3knaiia.

AKo cTe mponmycHa/u Aa usnojssare Junod

Axo e mporrycHara f03a Junod, nHxeknuaTa TpaoBa 1a 6’ MPUIIoKeHa, KOJKOTO € Bb3MOXKHO TI0-
ckopo. Cnen ToBa, MHXKEKIMHUTE TPsiOBa 1a ObJIAT TUIAHMPAHU Ha BCEKH 6 Mecella OT JaTara Ha
MoCIIeIHAaTa MHKEKIIHS.

AKko cTe cripesau ynorpedara Ha Junod

3a 1a uMa Hali-roJsiMa noJjsa oT BaieTo jeueHue 3a HaMallsiBaHe Ha PUCKa OT CUyIIBaHUS, BaXKHO € /1a
u3noi3Bare Junod ToMKOBa ABIT0, KOJKOTO € peanucan Bammusr nekap. He cnmpaiite Bamero
JeueHue, 0e3 1a ce CBbpikeTe ¢ Bamus nexap.

AKO nMare HAKaKBH JOIBJIHUTEHN BBIIPOCH, CBBP3aHH C ynoTpedaTa Ha TOBA JIEKAPCTBO, OMUTANTE
Bamms nekap nim ¢papmanesT.

4. BBb3MOKHI HexKeTaHN peaKkun

Kaxkto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPECAMN3BHUKA HEXKCIIaHU PCAKIUHN, BBIIPEKU Y€ HE
BCCKU I' IOJTy4YaBa.

Heuyecto (Morat na 3acernat a0 1 Ha 100 myim), mareHTUTE MOTyYaBaly IeH03yMa0, Morar Jia
Pa3BUAT KOXKHU HHPEKIMHY (IpeauMHO 1enyauT). Mousi, undopmupaiite He3a6aBHo Bammus Jexap,
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aKo pa3BHETE HAKOW OT Te3W CUMIITOMH, JOKATO cTe Ha JieueHue ¢ Junod: moayTa, 3auepBeHa oomact
OT KOXKaTa, Haif-4ecTo B JOJTHATA YacT Ha KpaKa, KOSTO YyBCTBATe ropeia u 0ose3HeHa (LeTyInT) U ¢
BB3MOKHA CUMIITOMH Ha MOBUIIIEHA TEMIIEpaTypa.

Psaxo (morar na 3acernar mo 1 #a 1 000 gymm), manueHTUTE, MOTyJaBalyd JIeHO3yMad, MoraT nia
pasBUIT OOJIKA B yCTaTa W/WIIH YEIIOCTTa, IOJyBaHe WM He3a3/[paBsBallld SI3BH B YCTaTa HITH
YEITI0CTTA, CEKPEIHs], CKOBAHOCT MJIM YYBCTBO Ha TEKECT B UENIOCTTA, MITU pasKialiane Ha 360. Toa
MOXe Jla ca MPHU3HAIM Ha YBPEkKIaHe Ha YeN0CcTHATa KOCT (ocTeoHekpo3a). Kaxkere na Bamus
JeKap 1 3b00JeKkap He3a0aBHO, aKO MMOJYYUTE TAKUBA CHMIITOMH, JOKATO ce JiekyBare ¢ Junod mimu
CJIe]l CIMpaHe Ha JICUCHUETO.

Psinko (morar ma 3acersar f0 1 Ha 1 000 qyinu), nanUeHTUTE, OIyJYaBally ACHO3yMa0, MOXe Jla UMaT
HUCKH HUBA Ha KAILHUI B KPbBTa (XUIIOKAJIIMEMHUS]); TSKKUTE CIIydyal HAa HUCKU HUBA Ha KaJILWUN MOraT
Jla TOBeAaT 10 XOCIUTAIU3aHs U MOXKe Ja ca JOPH XKHUBOTO3acTpamasanii. CHMITOMHTE BKIIOYBAT
CIa3MH, IIOTPETIBAHMUS HITH KPaMITi Ha MYCKYJIUTE, V/HJIM CKOBAHOCT WJIM U3TPBIIBaHE Ha MPBCTHTE HA
phlieTe, NPBCTUTE HA KpaKaTa WK OKOJIO ycTaTa W/WiIH I'bpUOBe, 00bpPKBaHE WK 3ary0a Ha Ch3HAHHE.
Ako HiKOe OT m30poeHuTe ce oTHACH 32 Bac, kaxere Ha Bamus nexap ne3a6aBno. Huckure HuBa
Ha Kallyi B KpbBTA MOXeE J1a IOBEAT JI0 IPOMSIHA B ChPJIEYHHS PUTHM, HapeueHa yAbKaBaHe Ha
QT-unTepBana, KoeTo ce BxkAa Ha enekrpokapauorpama (EKD).

Psanko (morar ma 3acersar a0 1 Ha 1 000 gymw), Morar fa ce osiBIT HeoOM4aliHu (PpaKkTypH Ha
OenpeHara KOCT IPH MAIlUCHTH, IMOJTy4aBaiy 1eHo3yMad. CBbpikeTe ce ¢ Bamms Jiekap, ako
MIOJTyYMTE HOBA WITH HeoOWJaiiHa 0oJKa B Ta300eIpeHaTa cTaBa, ClIaOMHNATE WITH OeIPOTO, Thil KaTo
TOBa MOJKE /1a € paHEeH MIPU3HAK Ha Bh3MOXKHA paKkTypa Ha OepeHaTa KocT.

Psnko (Morar ma 3acernar jo 1 Ha 1 000 gymim) ce HaOJIrOIaBaT aJISpTUYHU PEAKIIUHU TIPH MAIlUCHTH,
MoJTy4JaBaIiy JeHo3yMad. CHMITOMUTE BKJIIOYBAT MOyBaHE Ha JIUIETO, YCTHUTE, €3UKa, THPIOTO WITH
IPYTH 9acTH Ha TSIIOTO; OOPUB, ChPOEXK WM YPTUKH IO KOXKaTa (KOMPUBHA TPECKA), XPUTIOBE MITH
3aTpyiHeHo aumane. Modas, uagopmupaiite Bammus jiekap, ako MOJy4YuTe HAKOU OT TE3U
CHUMIITOMH, JIOKATO ce JieKyBaTe ¢ Junod.

Mnozo uecmu nesrcenanu peaxyuu (modgice oa 3aceenam nogeve om 1 na 10 oywu):
o 0oJka B KOCTHTE, CTABUTE W/MJIM MYCKYJIUTE, KOSITO TIOHSAKOTA € CHJIHA,
. 0oJKa B phIIeTe WK KpakaTta (00Jka B KpaHHUIINTE).

Yecmu Hexcenanu peakyuu (Modsce oa saceenam 00 1 na 10 oywu):

o 00NIe3HEHO YPUHHUPAHE, YeCTO YPUHHUPAHE, KPbB B YpUHATA, HEBB3MOKHOCT 3a 33/Ibp)KaHe Ha
ypHHaTa,

MH(EKIHS Ha TOPHUTE AUXATEIHH IIHTUILA,

0oJKa, MpaBy4KaHe HJIH U3TPBIIBAaHE, KOETO CE PA3IPOCTPaHsIBa HaJOIy IO Kpaka (MImac),
3arexK,

KOpEMEH TUCKOMQOPT,

00pwuB,

KOXKHO 3a00J1s1BaHe ChC ChPOEK, 3aUepBIBaHE H/WIH CyXO0Ta (eK3ema),

Koconaz (aJTonerys).

Heuecmu nescenanu peaxyuu (mosice doa 3acecnam 0o 1 na 100 oywu):

. MOBHUIIIEHA TEMIIEPATypa, MOBPBILAHE U KOpeMHa 00JIKa Uik AUCKOM(OPT (AUBEPTHKYIIHUT),

o MH(EKIHA Ha YXOTO,

o 00pUB, KOWTO MOYKE J1a Ce MOSIBY 0 KOXKAaTa, MJIH S3BH B yCTaTa (JMXCHOUIHH JIEKApCTBEHH
peaxImm).

Mmnoeo pedxu nexcenanu peakyuu (modice oa 3aceenam 0o 1 na 10 000 oywu):

. ajyiepruvHa peakiys, KOsTO MOXe Jla yBpeAn KPhbBOHOCHUTE ChI0BE TIPEANMHO B KOXKaTa (Harp.
JUIaBH WK KaeHUKAaBO-YePBEHH NIETHA, YPTUKAPUS 110 KOXKaTa WM KOKHH S3BH)
(XuImepceH3uTHBEH BaCKYJIUT).
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C neuszgecmua yecmoma (om HaauuHume OAHHU He Modice 0d ObOe HANPageHda OYeHKa Ha

yecmomama,).

. ropopere ¢ Bamus ekap, ako uMate 00JiKa B YXOTO, CEKPET OT YXOTO W/WIA HHPEKIUS Ha
yxoto. ToBa MOXe J1a ca MpU3HAIY 33 YBpEXK/IaHe Ha KOCTTA B yXOTO.

Cho01iaBaHe Ha He)KeJIaHW pPeakuu

AKO TOJTyunTe HAKAKBU HEXEJIaH! JISKapCTBEHH Peakly, yBeaomere Bamus nexap unu gpapmanesT.
ToBa BK/II0YBa BCHYKH BH3MOKHH HEOMMCAHHU B Ta3H JIMCTOBKA HEKENAaHU pCaKkouru. Moxere ChIIIO aa
ChOOIIUTE HEXKENAaHH PEaKIMU JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 33 ChoOIaBaHe, IIOCOUYCHA B
[punoxenune V. Karo cpo0uiaBare HexenaHu PeakLUK, MOXKETE J1a JaJeTe CBOs MPUHOC 3a
NoJy4aBaHe Ha MoBeue HHGOpMaNKs OTHOCHO 0€30acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiate Junod
[a ce cbxpaHsiBa Ha MACTO, HEIOCTBITHO 32 JIelia.

He u3non3BaiiTe TOBa JIEKAPCTBO CJIEA CPOKA HA TOAHOCT, OTOENSI3aH BbPXY €THKETa U KapTOHEHATa
omakoBka, cien ,,EXP” u ,,'ogen no:”. CpoKbT Ha TOJHOCT OTIOBaps Ha TOCIEIHIS JICH OT
IIOCOYEHUS MECELL

He u3nosnsBaiite ToBa JI€KapCTBO, aKO 3a0€JICKUTE Ue Pa3TBOPBT ChIbprKa YACTHIH, aKO € MBTECH HIIH
C IPOMEHEH LIBSIT.

Ha ce cpxpansna B xmagmiHuk (2°C—-8°C).

a He ce 3ampa3sBa.

ChxpaHsBalTe MpeIBAPUTEITHO HATBJIHEHATA CIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 Jia Ce
Mpe/na3u OT CBETIIMHA.

Cnen kato Ob/Ie U3BaJIeH OT XJIAWIIHKKA, Junod MOXe J1a ce chXpaHsIBa Ha CTaifHa TemrepaTypa (10
25°C) mo 30 nHU B OpUTHHAIHATA OTIAKOBKA, 3a Ja Ce MpeAIa3y OT CBeTiInHA. TpsOBa /1a ce n3mons3Ba
B paMKHUTE Ha To3H nepuos ot 30 aHu.

He m3xBopisiiTe nekapcTBara B KaHAIH3AIMITA WA B KOHTEHHEpa 33 JJOMAITHHA OTIIAbIIH.
[NonwuratiTe Bamus gapManeBT Kak a M3XBLPIIATE JISKapCTBaTa, KOUTO BeUe HE M3Mo3BaTe. Te3u
MEpPKH I CIOMOTHAT 3a Ola3BaHE Ha OKOJHATa cpefa.

6. Chabp:kaHHe HA ONAKOBKATA U IOIbJIHATETHA HHpOpMaus

KaxkBo cbabp:ka Junod

- AKTHBHO BEILIECTBO: IcHO3yMa0. Besika mpeaBapuTeaHo HabIHEHA CIPUHIIOBKA OT 1 ml
cbabpka 60 mg geHo3ymad.

- Jlpyru cheTaBKU: JIeficHa OIleTHA KUCEINHA, HAaTpHEeB XUApokcu, copouton (E420);
nonucop6at 20 (E432) u Boaa 3a HHKEKIHU.

Kak m3rie:xkaa Junod 1 KakBO ChABPKA ONIAKOBKAaTa

Junod e OucThp, Oe31BeTEH 10 OJICA0KBIT HHKCKIIMOHEH Pa3TBOP B TOTOBA 3a yrorpeda
MpeIBAPUTEITHO HAIThTHEHA CIIPUHIIOBKA.

Enua ml Junod ce mpemiara B mpeiBapuTEeTHO HATBITHEHA CITPUHIIOBKA 32 €IHOKpaTHA yrmoTpeda ot
crbki0 (cThki0 Tum I) ¢ rnasa Ha G6yTanoro ot FluroTec®, Brpanena urna (27G x % IN) u TBBpa

MIPEAIMa3uTeNl Ha UTJiata (emactoMep + TBbpAa OOBHUBKA OT TOJUTIPOIIHIICH).

OmnakoBKaTa CbAbpiKa 1 MNpCABAPUTCIHO HAITBJIHCHA CIIPUHIIOBKA C MPCANIa3nuTCII.
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IpuTexaTtes1 Ha pa3pelIeHHETO 32 yNOTpeda
Gedeon Richter Plc.

Gyomréi ut 19-21.

1103 Budapest

Yurapus

IIpousBoaurean
Gedeon Richter Plc.
Gyomroi at 19-21.
1103 Budapest
VYHrapus

Chemical Works of Gedeon Richter Plc.
(Gedeon Richter Plc.)

Richter Gedeon utca 20.

Debrecen

4031

YHrapus

JaTa Ha moc/eAHO pepa3riiekKiaHe Ha JUCTOBKATA

JApyru u3rouHuny Ha uHGopmauus

[TonpoOHa mHpOpMAaNKS 3a TO3H MPOAYKT € NOCTHITHA U Upe3 CKaHupaHe cbc cMapThoH Ha QR koxa,
BKJIIOYEH I10-0JTy WU BPXY BBHIITHATA KapTOHEeHa onakoBka. ChinaTa HHPOpPMAIHS € IpeIocTaBeHa
Ha cJeqHus yeOcanT:

www.junodinfo.com

Ja ce Bxiroun QR kon

IToapoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IIpeaocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus

o jekapcraara: http://www.ema.europa.eu, 1 Ha yeOcaliTa Ha {HMe Ha areHIMATa Ha Jbp)KaBaTa
YiieHKa (JIMHK)} .
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Onucanme HA YACTUTE

YKA3AHMA 3A YIIOTPEBA

Mecra 3a xBarniaHe

ETtnker Ha
CIIPUHITOBKATA

unuuasp Ha
CIIPUHIIOBKATa

IIpennasuren Ha
CIIPUHIOBKATa

IIpyxuHa 3a
oOe3omacsBane Ha
uriara

ITocTaBena cusa
Karayka Ha uriara

[Ipenu ynotpeda

byrano —p

Crnen ynotpeba

Byraino cnen
ynorpeba

ETtnker na
CIIPUHIIOBKATA

Hunuuasp Ha
CIIPHUHIIOBKATA CJIC]
ynorpeba

Wrna cnen ymotpeda

IIpyxuna 3a
oOe3omacsiBaHe Ha
uriara cienm
ymotpeba

CsaseHa cuBa
Kallayka Ha urjiara

Ba:kHo

HpoqueTe Ta3u BaKHa mu])opMauml, npeau 1a u3noJidBarte Junod NnpeaBapuTe/IHO HAITBJIHECHA
CIIPUHI0OBKA ¢ aBTOMATHYCH Npeanasure’l Ha urjaara. CnenpaiiTe BHUMATEIHO YKasaHusATa, Korato

H310JI13BaTC CIIPUHIOBKATA.

©) Baxxno e Ja HE CC OIIMTBATEC Aa CH IIOCTAaBATEC CaMH MHXXCKIIUATA, aKO HE CTC onnu
o6yquI/1 ot Bamus JICKAp WJIn MCAUIIUHCKHU CIICIIUAINCT.

@) Junod ce npuiiara Kato MHXKCKIUA B TbKAHTA TOYHO IIOJ KOXaTa (HO,Z[KO)KHa I/IH)KCKLII/IH).

@) He maxaiiTe cuBaTa Kamnayka Ha UrjaTa oT MNpEABAPUTECIIHO HAITbJIHCHATA CIIPUHIIOBKA,

J0KaTo HE CTC 'OTOBU Ja MHXXCKTHUPATE.

o He nznon3BaiiTe npeABapUTEIHO HAITBIHEHATA CIIPHHIIOBKA, aKO € OMJila U3IyCcHAaTa
BBPXY TBbPJa MOBBPXHOCT. M3M013BaliTe HOBA IPENBAPUTEIHO HAITBIIHEHA CIIPUHIOBKA
U ce obaseTe Ha Bamms ekap Wi METUIIMHCKH CIICIHAJTHCT.

@) He ce onuraiite Ja aKTUBUPATC NIPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA IIPCAN
HUHXKCKTHUPAHC.

@) He ce onurBaiite Jla MaxXHETC MPO3pavyHus MPEANasuTe/I OT NPCABAPUTCIIHO HAllTbJIHECHATA
CIIpUHIIOBKA.

O6a;[eTe ce Ha Bamus JICKap WM MCAULUHCKHU CIICHUAINUCT, AKO UMATC HAKAKBU BBIIPOCH.




Crbnka 1: Iloaroroska

A OrtBopeTe omakoBKaTa ¢ MpeIBapUTEIHO HAITbJIHEHATa CIIPUHIIOBKA U chOepeTre
KOHCYMaTHUBHUTE, KOUTO ca He0OX0IUMH 3a BamaTa HHKEKIHs: TAMIIOHH, HAITOSHH ChC CIUPT,
[aMy4€H TaMIIOH WJIM MapJsl, INIACTUP U KOHTEHHEp 3a OCTpU NMpeIMETH (HE ca BKIIOUEHU B
OTIaKOBKAaTa).
3a ga HamanuTe TUCKOM(POPTa IPU HHXEKTHPAaHE, OCTABETE NMPEABAPUTEIHO HAITbIHEHATA
CIIPHUHIIOBKA Ha CTaiiHa TemmepaTypa 3a okoso 15 mo 30 MUHYTH pean WHXXEKTHpaHe.
M3muiiTe cTapaTenHo phLETE CU ChC CAIlyH U BOAA.

IlocTaBeTe HOBaTa MpeBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA U OCTAHAIINTE KOHCYMAaTHBH Ha
yucra, 100pe ocBeTeHa padoTHA MOBBPXHOCT.

o He ce onuTBaiiTe 1a 3aTOIUIATE CIIPUHIIOBKATA C IIOMOIITA HA U3TOYHHK Ha TOIUIMHA KATO
ropela BoJia WK MUKPOBBIHOBA (ypHA.

o He ocrapsiiTe npeaBapuTENIHO HATBJIHEHATA CIIPUHIIOBKA U3JI0KEHA Ha MpsKa CIIbHYEBA
CBETJIMHA.

o He pazknaniaiite mpeBapuTEIHO HAII'bIHEHATA CIIPUHIIOBKA.

C'LXpaHﬂBaﬁTe NpeaABapUuTEe/IHO HAITB/JIHEHATA CIPUHIOBKA HA MACTO JaJji€4e OT norJjeaa u
aocera Ha aeuna.

b XBaHeTe OpeaAnasuTeiid Ha MMPEABAPUTCIHO HAIIBJIHCHATA CIIPUHIIOBKA, 34 A4 A U3BAAUTC OT
OIIaKOBKarta.

XBaHeTe TyK

/7\4\
S
=
=5
Ot choOpakeHus 3a 6€301acCHOCT:
o He xBamaiitre OyTtanoTo.
o He xBamaiiTe cuBara Karadka Ha UTJaTa.
B IIpoBepere nEKapCTBOTO U IPEIBAPUTEIHO HAIIBIHEHATA CIIPUHIIOBKA.

JlexapcTBo

He m3non3BaiiTe npeaBapuTeTHO HATBITHEHATA CIIPHUHIIOBKA, aKo:

o JIEKApCTBOTO € MBTHO WJIM ChIIbpKa YacTHLU. TpsiOBa 1a e Ouctep, 6e3uBeTeH A0 01en0
XKBJIT Pa3TBOP.
o HSKOSI YacT U3IJIeXkK/1a CuyleHa WK IOBpEICHA.
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o CHBaTa KallayKa Ha urjiaTa JIMIICBa UKW HE € 3paBO IIPUKPCIICHA.

o € U3TCKBJ IMMOCICAHUAT JC€H OT ITOCOYCHUA MECEIl Ha CPOKA Ha I'OAHOCT, OTIICYaTaH BbPXY
CTHUKCETA.

HpI/I BCUYKH CJIydau CC o6a;[eTe Ha Bamms JICKAap W MCAUIIUHCKHU CIICIIUATINUCT.

Crpnka 2: IlpurorBeTe ce

A M3muiite craparenHo peuere cu. Iloarorsere v nmoyncrere MICTOTO HA UHXXEKTUPAHE.

I'opHa wact
Ha pbpKara

\
Kopem
I'opna gact
Ha 0eIpoTo

Moske 1a n3nmoJi3Bare:

o ropHaTa yacT Ha 6eJjpoTo.
o) KOpeMa, ¢ M3KIII0YEHHE Ha 001acTTa OT 5 CM OKOJIO ITbIIA.
o BBHIITHATA CTpaHa Ha TOpHATa YacT Ha pbKaTa (caMo aKko HAKOU npyr Bu mocrass
UHXEKIIHSTA).
[Mouncrere MACTOTO HA MHXKEKTUPAHE C TAMIOH Che crupT. OcTaBeTe KoXKaTa J1a H3ChXHE.
o) He noxocBaiiTe MSICTOTO Ha HH)KEKTHPAHE MTPEAN TIOCTaBsIHE HA HH)KEKIHATA.
o He umxektupaiite B 0011acTH, KbICTO KOXKaTa € 00JIe3HeHa, HACMHEHA, 3a4epPBEeHa WU

TBBpHa. M30sreaiite 1a MHXKEKTUPATE B 00JIACTH C OCJIC3H WIIH CTPHUHU.

b BuuMarenHo u3abpraiiTe cuBaTa Karmadyka Ha uriiata 0e3 Ja s orbBaTe U Jajied OT TSIOTO CH.
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B 3axBaHeTe KOKaTa Ha MSACTOTO Ha MH)KEKTUPAHE, 32 JIa Ch3AaIeTe yCTONINBA TOBBPXHOCT.

BaxxHo e na nppKUTE KOXKaTa 3aXBaHaTa MpU MHKEKTUPAHETO.
Crenka 3: UH:KeKTHpaHe

A Hpbxre 3axBaHarara kokHa reHKa. BBBEJIETE urnara B kokara mmox wr'eit ot 45 10 90
rpamayca.

(©] He Z[OKOCBaﬁTC MMOYUCTEHATa 00JIacT OT KoKaTa.

b HatucHere 6yTanoro ¢ 0aBeH U IOCTOSIHEH HATUCK, JOKATO YCETUTE WU UyeTe ,,lllpaKBaHe”.
Hatuckaiite Hanomy AoKpail o BpeMe Ha ,,IpakBaHETO .

3abenexka: BaxHo e Ja HaTHCKATe HAIONY IO BpeMe Ha ,,II[PaKBaHETO , 32 J]a IOCTABUTE IThJIHATA
J03a.
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B OTHYCHeTe marnena cu. Cien ToBa OTCTPaHeTe CIIPUHIIOBKATa OT KOXXaTa.

C.TIGI[ OCBO60)K)_IaBaHG Ha 6YT3J'IOT0, OpeANA3UTCIIAT HAa MPECABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA
0e3oImacHo 1€ MOKpUE MHXKXCKIIMOHHATA HIJia. He nocrapsiiiTe cuBaTa Kamadka Ha Urjlata OTHOBO
BBPXY U3IOJ3BaHATA MMPCABAPUTCIIHO HAITBJIHCHA CITPUHIIOBKA.

Crbnka 4: 3aBbpiIBaHe

A W3xBBpreTe U3non3BaHaTa MpeIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA M OCTaHAINTE
KOHCYMaTUBHU B KOHTEHHED 3a OCTPU MPEAMETH.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAILIHU OTIAbIIH.
[onuTaiite Bammst papmareBT kak Ja H3XBBPIATE JEKapcTBaTa, KOMTO Beye He n3non3Bate. Te3n
MEPKH 1I¢ CIIOMOTHAT 3a Olla3BaHE Ha OKOJIHATa Cpejia.
CbxpaHsiBaiiTe CHPUHIIOBKATa U KOHTeilHepa 32 OCTPH NpeIMeTH HA MSCTO Jajiede OT MorJjexa
W I0cera Ha jena.

o He u3non3paiite MOBTOPHO NPEABAPUTEIIHO HATBJIHEHATA CIPHUHIIOBKA.

o) He peuuknupaiiTe npeaBapuTeNIHO HATbJIHEHUTE CIPUHIOBKHU U HE T U3XBBPIISUTE B

KOHTEHHepa 3a JOMAIIHHA OTHaIbIIH.

b Ornenaiite MICTOTO HA MHKEKTUPAHE.

AKO UMa KpbB, IPUTUCHETE ITAMYYEH TAMIIOH M MapJis BbPXy MACTOTO Ha WHkekTupaHe. He
pasTpuBaiTe MACTOTO Ha MH)KEKTUPaHe. AKO € HE0OXOAUMO, TOCTABETE ILIACTHP.
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