NNPUJIIOXEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



vToan JICKApCTBEH MPOAYKT MOJICKH Ha JOIBJIHUTEIHO HaOMoeHue. ToBa 11e 103B0Ju OBP30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe3omacHOCTTa. OT MEAWIIMHCKUTE CIIEIIUAIICTH Ce
M3HUCKBA J1a ChOOIIABAT BCSAKA MTOA03MPaHa HeXKeJlaHa peakiys. 3a HaunHa Ha ChoOIIaBaHe Ha
HEeXKEJIaHW PeaKIK BUXKTe Touka 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Obodence 60 mg HHXEKLIMOHEH Pa3TBOP B NPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika ipeiBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA Chabpka 60 mg nenozymad (denosumab) B 1 ml
pasteop (60 mg/ml).

Jleno3yma0b e 9oBemKko MOHOKJIOHATHO aHTUTUI0 [g(G2, Mpon3BeieHO B KISThUHA JIMHHS OT OO3aiHHIK
(xeTkM OT IWYHMK Ha KATANCKU XxamcTep) upe3 pekomOnHanTHa JIHK texHomorus.

ITomoIIIHO BEMECTBO ¢ M3BECTHO JIEHCTBUE

Tosa nexapcTBo chabpka 44 mg copouron (E420) BbB Bceku ml pa3TBop.

3a IBJIHAS CIIMCHK HA ITIOMOIIHUATE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WnxexiponeH pa3TBop (MHKEKITUS)

Buctbp, O6e31BeTeH 10 Oaea0KbAT pa3TBop ¢ pH Mexay 4,9 u 5,5 u ocmonanurer 266 —

326 mOsmol/kg.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUSA

JleueHue Ha OCTEOINOPO3a MPH )KEHU B IIOCTMEHOIIAY3a U TIPU MBKE, H3JI0KCHU Ha MTOBUILECH PUCK OT
dpaktypu. [Ipu s)xeHH B TOCTMEHOIIay3a eH03yMal 3HAYMMO HaMalIsiBa prUcKa OT BepTeOpaHu
¢bpaxTypu, HeBepTeOpatHu GpakTypH U GpakTypH Ha Ta300eApeHaTa CTaBa.

Jleuenue Ha 3ary0a Ha KOCTHO BEILIECTBO, CBbP3aHO C XOPMOHAIHA abJalysi IPH MbXKe ¢ KapIIMHOM Ha
MpOCTaTaTa, M3JI0KEH! Ha MTOBHUIIIEH PUCK OT (pakTypH (BXkK. Touka 5.1). [Ipu MBbke ¢ KapurHOM Ha
MpOCTaTara, MoJy4aBallyd XOpMOHAIHA a0Jalus, 1eH03yMad 3HaYMMO HaMaJIiBa PUCKa OT

BepTeOpanHu QpakTypu.

Jleyenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBbP3aHa C MPOAB/DKATEIHA CHCTEMHA TNIFOKOKOPTHKOHTHA
Tepanus py Bb3PaCTHU MALIMEHTH C TIOBUIIIEH PUCK OT (pakTypa (BXK. Touka 5.1).

4.2 )103npomca U HAYUH HA NPUITOKEHUE

ﬂompoma

[Ipenopruntennara g03a ¢ 60 mg neHo3ymad, MPUIIOKEHA KaTO €HOKPATHA MOIKOKHA WHKEKIIUS B
oOxactra Ha Oe/para, KopeMa MM MHUIITHUIIATA, BEIHBXK HA BCCKU 6 Mecela.



[Naruenture TpsOBa Na MOTyYaBaT ChOTBETHO JOOABKU C KUK 1 BUTaMuH D (Bxk. Touka 4.4).

Ha nanmentute, kouto ce aexypar ¢ Obodence, TpsOBa 1a ce MpeI0CTaBy JUCTOBKA 3a MAIIMCHTA U
HAIIOMHSIIa KapTa Ha MaIleHTa.

OnTuMaaHaTa 00IIa MPOIBIDKATETHOCT HAa aHTUPE30pOTUBHATA TEPAITUS Ha OCTEOIIOPO3a
(BrmouBama JieHo3ymab u ougochonar) He e ycraHoBeHa. Heo0X0IMMOCTTa OT MpOoAbIKaBaHe Ha
JIeYeHHETO TPsiOBa Ja ce MPEOIIeHIBa IEPHOIUYHO, Bb3 OCHOBA Ha IOJI3UTE M NOTCHIHATHUTE
PHCKOBE, CBBP3aHH C AEHO3yMal, IPH BCEKU OTJIEINICH MALEHT, 0COOEHO CIe]] 5 WiIN 1oBeYe TOMHU
yrnoTpeba (Bxk. Touka 4.4).

THayuenmu 6 cmapuecka ev3pacm (8v3pacm > 65)
He ce nanara kopurupane Ha J1o3aTa IpH NMAIUEHTH B CTapyecKa Bb3pacT.

bvopeuno yepescoarne
He ce mamara xopurnpane Ha 103aTa IpH IMaueHTH ¢ ObOPEdHO yBpexkaaHe (BK. Touka 4.4 3a
MIPETIOPBKHA OTHOCHO TPOCIIEASIBaHE HA KAIIIMEBUTE HUBA).

JlumncBaT JaHHY TPH MAIUEHTH C MTPOIBIDKUTEIHA CUCTEMHA TIIIOKOKOPTHKOHM/IHA TEPAHs M TEKKa
cTerieH Ha OBOpeYHo yBpexaaHe (CkopocT Ha riiomepyiHa ¢unrparms, GFR < 30 ml/min).

Yeprodpobro yspedicoane
be3onacHocTTa M epUKACHOCTTA HA IeHO3yMal HE ca IPOYIBAHH MPHU MAITUEHTH ¢ YEPHOIPOOHO
yBpeXkaaHe (BX. Touka 5.2).

Heouampuuna nonyrayus

Obodence He TpsAOBa 1a ce M3MOI3BA MPH JIelia Ha Bb3pacT < 18 roauHu mopaan ChO0paXeHHS 3a
0€301acHOCT — Cepro3Ha XUMEPKAIIHEMHs U IOTeHIMATHO HHXHOUpaHe Ha KOCTHHS PAcTekK H JIUIICa
Ha IpoOuB Ha 360U (BK. ToUkH 4.4 1 5.3). HanmuvHMTE MOHACTOSIIIEM JaHHH 3a Jelia Ha Bb3PacT OT

2 no 17 roagnuu ca onvcadu B TOYku 5.1 u 5.2.

Hauun Ha OPHUITOKCHHUC

3a MOKOXKHO MPUIIOKEHHE.

[IpunoxenueTo TpsIOBa /1a ce HANIPaBH OT JIMIIE, KOETO € aJleKBaTHO 00ydeHO Ha TEXHHUKAaTa Ha
WHXXEKTHPaHE.

VYkazanus 3a ynotpeda, paboTa 1 U3XBBPIISHE Ca IaJICHN B TOUKA 6.6.
4.3 IIporuBomoka3zanus

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MIIM KBbM HAKOE OT TIOMOIIHUTE BELIECTBA,
n30poeHu B Touka 6.1.

XurokanueMus (Bx. Touka 4.4).
4.4 ChnenuaaHu npeaynpesxaeHus U NMpeANa3sHA MePKH MPH ynoTpeda

IIpocaeaumoct

3a fa ce moIo0py MPOCIETUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHHU MPOIYKTH, UMETO U MAPTHIHUAT
HOMeEp Ha MPIIIOKEHUS MPOTYKT TPSIOBaA SCHO J1a Ce 3aIrCBarT.

JloGaBkH ¢ Kajauuii ¥ BUTaMuH D

AIIeKBaTHI/ISIT IIpUEM Ha KaHHI/Iﬁ 1 BUTaMHUH D € Ba)XeH 3a BCHYIKH MMalnuCHTH.



IIpennasau Mepky npu ynorpeda

Xunokanyuemus

BaxxHo e 1a ce uneHTHQHUIUPAT MAUSHTUTE, U3JI0KEHU Ha PUCK OT XUTIOKAIITHEMHSL.
XurokamueMusTa TpsioBa 1a Oblie KOpUTrHpaHa Ype3 ajeKBaTeH MPUEM Ha KaIIui U BUTaMUH D
MIpeau 3arouBaHe Ha Tepanusta. [IpenoppuBa ce KIIMHUYHO MPOCIIEIBaHe HA KAJIIUEBUTE HUBA
Mpeau BCSIKa 71032 U, IPU HNAllUSHTUTE, PEAPA3NONI0KEHU KbM XUITOKAIIIUEMHUS, B pAMKUTE Ha

JIBE CEIAMMUITH, CIie]] HadaaHaTa 103a. AKO IIPH HAKOW IMAIUEHT CE TOSBSAT MPEIIoIaracMi CHMITOMH
Ha XUIMOKAIIUEMHS 110 BpeMe Ha JieueHUeTo (BXK. Touka 4.8 3a CHMITOMH), TpsiOBa Ja ce U3CieBaT
KaJueBuTe HuBa. [lanuenTrure TpssOBa 1a ObJaT HAChPYABAHU Ja ChOOIIABAT CUMIITOMH,
ITOKa3aTeIHN 32 XUTIOKAIIIHECMUS.

HpI/I MOCTMAPKCTUHI'OBU YCJIOBUS CC C’LO6HIaBa 3a TCXKKa CUMIITOMaTH4YHA XHUIIOKAJIIIUCMUA (BOI[CHIa
A0 XOoCHUTAJIU3a1us, ’)XKUBOTO3acTpallaBaliyu CHLOUTHUS U ClIydau C JICTAJICH I/I3X0}_'L). BLHpeKI/I L
IOBEYETO Cliydan HACTHIIBAT IIPE3 IIbPBUTE HAKOJIKO CEAMHUIN OT HAYAJIOTO HaA JICYHEHUECTO, TS MOXKE 1a
CC ITOSIBH U I10-KBCHO.

CoirpTcTBaIA TJIFOKOKOPTUKOHIHA TE€paAIUA € JOIIBJIHUTCIIEH PUCKOB (l)aKTOp 3a XUITIOKaJIIUCMHUsI.

Bvopeuno yepescoane

[MaruenTure c Texka crerneH Ha ObOpeuHO yBpexaaHe (KpeaTHHHHOB KIupbhHC < 30 ml/min), wim
KOWTO Ca Ha IMaJii3a, ca C MO-TOJISIM PUCK OT pa3BUTHE Ha XUIOKAIIHEMHS. PUCKBT OT pa3BuTHE Ha
XUIOKAIIMEMHS M CHITBTCTBAIIO MOBHIICHUE HA MTAPATUPEOUIHHS XOPMOH CE yBeJIM4yaBa ¢
HapacTBaHe Ha CTENEeHTa Ha ObOpeuHOoTO yBpexkaane. CpoOI1aBa ce 3a TeXKH U JICTATHH CITydau.
AJIeKBaTHUAT IPHEM Ha KaJIIui, BUTaMUH D 1 pegoBHOTO IpocieasBaHe Ha KaIIEeBUTE HUBA €
0c00EHO BaXKHO NP TE3U MAlMEHTH, BHXKTE TIO-TOPE.

Kooicnu ungexyuu

[TarmenTure, momy4aBamy 1eHO03yMad, MOXKe 12 Pa3BUAT KOKHU MH(eKnK (OCHOBHO IETyJIUT),
BOJICII JI0 XOcTuTan3anus (Bx. Touka 4.8). [lanmenture TpssOBa aa ObJIaT MOCHBETBAHU Ja
MOTBPCAT JeKapcKa MOMOIIL, aKO NMPH TAX C€ MOSBAT MPU3HALM WIM CUMITOMH Ha LEITYJIHT.

Ocmeonexposa Ha yentocmma (OHY)
OHUY ce cpobmaBa psaKo MpH MAlMEHTH, OTyYaBally IeHO3yMal 3a JIeYeHHE Ha OCTEONopo3a (BK.
TouKa 4.8).

HauanoTo Ha JIeueHHEeTO/HOB KypC Ha JieueHHe TpsiOBa J1a ce OTJIOKH NPH MAIUCHTH ¢ He3apacTHAIH
OTKPHTH JIE3UH HA MEKUTE ThKaHU B ycTara. [Ipy manueHT! ChC ChIIBTCTBAIIN PUCKOBH (HAKTOPH ce
MpenopbhyuBa CTOMATOJIOTHYCH TIPerJiel ¢ MPpOQHITaKTHIHO 3500JICUCHNE U MHANBUIyalHa OIICHKA Ha
CHOTHOIICHHUETO I0JI33/PUCK, MPEH JICUSHUE C ACHO3yMa0.

Crennure pucKOBU (akToOpu TPsOBa Jia ce UMAT MPEBU/ ITPH OLICHIBAHE HA PUCKA 3a MAI[MEHTA OT

pasutue Ha OHY:

. AaKTUBHOCT Ha JIEKaPCTBEHUS IPOAYKT, KOWTO MHXHONpPA KOCTHATA Pe30pOIus (TT0-BUCOK PHCK
IIPU BUCOKO aKTUBHU ChEIUHEHNS), HAUMH Ha NpUIokKeHHe (TI0-BUCOK PHUCK MPH MapeHTEPaIHO
NPUIOKEHHUE) U KYMYJIATHBHA 71032 HA KOCTHO-PE30pOTHBHATA Tepanusl.

J pak, IpuApyKaBaly 3a00JsIBaHus (HaMp. aHeMHUsl, KOAryJIonaTHH, MH)EKLUH),
TIOTIOHOTYIICHE.

o CHITHTCTBAIIH JICUCHHS: KOPTHKOCTEPOHIN, XUMHUOTEPAITNs, THXUOUTOPY Ha aHTHOT€HEe3aTa,
JTpUeTepanys Ha IJlaBaTa v HIUsTa.

o JIOIIa YCTHA XMI'MEHa, IapOJIOHTO34, JIOIIO IIOCTABEHH IIPOTE3H, aHaAMHE3a 32 CTOMATOJIOTUYHO

33,60J'I$IB3,H€, HWHBAa3UWBHU CTOMATOJIOTUYHU NPOLUCAYPU (Har[p. CKCTpaKIus Ha 3’56).

[To BpeMe Ha JeueHHE ¢ JeHO3yMa0d BCUUKH MAIUEHTH TPsIOBa Ja ObJIaT HAChPYaBaHU Jia MOAIbPIKAT
Jno0pa yCTHA XWTHEHA, Jia Ce MOJIaraT Ha PyTHHHU CTOMATOJIOTUYHH MPETJIe I U He3a0aBHO aa
ChOOINABaT 32 BCHUYKH CUMIITOMH OT CTpaHa Ha YCTHaTa KyXHHa, KaTo pa3KialmiaHe Ha 350, O0JIKa HiTn



MOo/lyBaHe, WM He3a3paBsBallly sI3BU WK cekpenys. [1o Bpeme Ha JiedeHneTo, UHBa3UBHU
CTOMATOJIOTHYHH MIPOLIEAYPH TPsOBa Ja ce U3BBPIIBAT CaMo cjiell BHUMAaTeIHa NpeLeHKa U Tps0Ba 1a
ce n30srea U3BBPILIBAHETO UM B HEIIOCPEICTBEHA OJIM30CT C IIPUI0KEHUETO Ha JIEHO3yMal.

[InansT 32 NeyeHne Ha manueHTuTe, Kouto pazsuat OHY, TpsaOBa na Ob/ie U3TOTBEH B TSACHO
CHTPYIHHUYECTBO MEX/TY JIEKYBAIIXA JIEKap U CTOMATOJIOT WJIH JIHIIEBO-YEIIOCTEH XHPYPT C ONUT B
OHUY. Tps6Ba na ce 0OMUCIIM BPEMEHHO NMPEKbCBAHE Ha JICYCHUETO, JOKATO ChCTOSHUETO OTIIYMH U
JIOTIPUHACSAIIUTE PUCKOBH (haKTOpU ObJaT HAMAJICHH, aKO € Bh3MOXKHO.

OcmeoHeKkpo3a Ha 8bHUHUSA CTIYX08 NPOX00

Nma choOIeHys 32 0OCTEOHEKPO3a Ha BBHIITHUS CIIYXOB ITPOXO/] IPH JISYCHHUE C ICHO3YMaO.
Bb3moxHHTE pHCKOBHU (haKTOPH 32 OCTEOHEKPO3a HA BHHIITHUS CIYXOB IIPOXO/] BKIFOYBAT yIIOTpeda
Ha CTePOUIHN U XUMHOTEPAHs W/ UITH JIOKATHU PUCKOBU (PaKTOPH, KAaTO HAITPUMEP HH(DEKIHS HITH
TpaBMa. BeposTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BBHIITHMSI CIYXOB MTPOXOJ TPSOBa Ja ce uMa
MIpeIBU/I TIPH MMAlMEHTH, IPUEeMAIH JeH03yMa0, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha YXOTO,
BKJTFOUUTEITHO XPOHUYHU YIITHH WHEKITNH.

Amunuunu ¢hppaxkmypu Ha b6edpenama Kocm

Hwma croOmmieHns 3a aTHHIHT PPakTypH Ha OeapeHara KOCT IIPH MAallMeHTH, TI0JTyJaBalln JeH03yMa0
(Bk. Touka 4.8). AtunuyanTte GppaxkTypu Ha OepeHaTa KOCT MOXKe J1a C€ MOSBST MPH MUHUMAITHA
TpaBMa uiu 0e3 TpaBMa B cyOTpOXaHTEpHUTE U Hnau3HUTE 00JIacTu Ha Oeapenara KocT. Te3n
CHOUTHS ce XapaKTepU3UpaT ChC CeNU(UIHE PEHTTCHOJIOTHYHY HaXOJKU. ATUITUYHU (QPAKTypH Ha
OenpeHaTa KOCT ce ChOOIIaBaT CHINO MPH MAUEHTH C ONPENEICHN CHITHTCTBAIIN CHCTOSHHS (HATIP.
neduuT Ha BUTAaMHH D, peBMaTouIeH apTpuT, xunodocharasus) u npu yrnorpeda Ha HIKOH
JIeKapCTBEHU MPOAYKTH (Harp. obudocdoHnaty, rMOKOKOPTHKOUIN, HHXUOUTOPH Ha IPOTOHHATA
romma). Te3u chOMTHSA ca HACTHIIBAIK U O6e3 anThpe3opOTHBHA Tepamnus. [lomoorn GpakTypw,
CHOOIIEHH BHB BpB3Ka ¢ Orudoconary, yecto ca OGmiiaTeparny; MOpaay TOBa MIPH MAUEHTH,
JIEKYBaHH C JIEHO3yMa0, KOUTO ca MPEeTHPIIeNn (pakTypa Ha TSUIOTO Ha OeJpeHara KoCT, TpsiOBa Ja ce
u3cieqBa KOHTpanarepaiHara Oeapena KoctT. TpsaoBa fa ce 0OMUCIIN IPEKpaTsIBaHe Ha TepanuATa C
JICHO3yMal TP MAIMEeHTH, 32 KOWTO Ce MOI03Hpa, Y€ UMaT aTuniyHa Gpaktypa Ha OeJpeHara KoCT B
OYaKBaHE Ha OIIEHKAaTa Ha MaIleHTa Bb3 OCHOBA Ha MHIMBUIYaHO OMPEAETICHOTO ChOTHOIICHHUE
non3a-puck. [lo Bpeme Ha JieueHHETo ¢ AeHo3yMal, ManueHTHTe TpsiOBa Aa ObAaT MOCHBETBAHU A2
chOOIIaBaT 3a HOBa WJIM HeoOWJaiiHa 00Ka B OepoTo, Ta300eIpeHaTa cTaBa Wil CITa0WHUTE.
[NanmenTH ¢ TakMBa CHMIITOMH TPIOBa J]a ce M3CIEeIBAT 3a HelbJIHA (PpakTypa Ha OelpeHaTa KocT.

Ilpexpamsasane na neuenuemo

Crnen npekpaTsiBaHe Ha JeHO3yMal ce 09aKBa HaMaJsiBaHe Ha KOCTHAaTa MUHEpasiHa TIIBTHOCT (BMD)
(Bk.TOuKa 5.1), KOSTO BOJIU JIO MOBUIIICH PUCK OT ppakTypu. [Topaau ToBa ce mpenopbruBa
npocnenssade Ha BMD u tps6Ba na ce oOMuCIn anTepHaTUBHO JICYEHUE, B CbOTBETCTBHE C
KIIMHUYHUTE YKa3aHUS.

IIpoovnocumenno anmupe3opomueHo nevenue

[IpoabmKUTETHOTO aHTHPE30POTUBHO JiedeHHe (BKIIOYBAIIO JeH03yMab u 6udochonaTn) Moxe aa
JIOBeJIe JI0 TOBHIICH PUCK OT HEXEJIAaHW PE3yJITaTh, KATO OCTEOHEKPO3a Ha YeII0CTTa U aTUHITHYHH
¢dpakTypu Ha OeapeHaTa KOCT MOpaIy 3HAYMMO IMOTUCKAHE HAa KOCTHOTO peMojenpane (BiK.

Touka 4.2).

Convmemeaujo jiewenue ¢ opyeu 1eKapcmeen npooyKmu, CbObpiHCaAuu 0eHo3ymad

[NaruenTu, JiekyBaHu ¢ eHO3yMab He TpsAOBa Ja ObAAT JIGKYBaHU SIHOBPEMEHHO C IPYTH
JIEKapCTBEHU MPOAYKTH, ChIbPIKAIIN JIeH03yMa0 (32 MpeoTBpaTsIBaHE HA CHOUTHUS, CBBP3aHH C
KOCTHATa CUCTEMa IPU Bh3PACTHU C KOCTHH METACTa3d OT COJIUIHH TyMOPH).

Xunepranyuemusi npu neouampudiu nayueHmu

Jeno3ymab He TpsiOBa 11a ce M3IMOJI3Ba IIPH MeTHATPHIHHN TarueHTH (Bh3pact < 18). CrobmaBa ce 3a
CCpHUO3HA XUIICPKATIIUEMHUS. Hsxon CJIydyau B KIIMHUYHHA U3MIUTBAHUA Ca YCIIOKHCHH OT OCTPO
OBOpEeYHO yBpEeXKIaHE.



IIpedynpesicOenus 3a nomowHume gewecmsa

ToBa nexapcTBO chabpika 44 mg copouron BbB Bcekd ml pa3rBop. TpsaodBa na ce uma npeasun
AJIMTUBHUAT €(EKT Ha CHI'BTCTBAILO MPUIOKEHH MTPOAYKTH, ChIbPKAIIN COPOUTOI (MK GPyKTO3a), U
XPaHHUTEIHUSAT PUEM Ha COpOHUTON (MK PPYKTO3a).

To3u lekapCcTBEH MPOAYKT ChABPKA MO-Mako oT 1 mmol HaTpwuit (23 mg) Ha 60 mg, T.e. MOXe 11a ce
Ka)ke, 4e MPAKTUYECKH HE ChIbpkKa HATPUM.

4.5 B3aumoaeiicTBHe ¢ IPYTd JIeKAPCTBEHH MPOAYKTH U APYyru (popMH HA B3auMojeiicTBue

B exno mpoyuBaHe 3a B3anMoIeiicTBUsATA, AeHO3yMa0 He MOBHsABA (apMaKOKHHETHKATa Ha
MU/1a30J1aM, KOMTO ce MeTabonusupa upes uuroxpom P450 3A4 (CYP3A4). Tosa nokasBa, ue
JeH03yMab He poMeHs (papMaKOKMHETHKATa Ha JIEKapCTBEHH MIPOAYKTH, KOUTO C€ METa0O0IM3Upar
ype3 CYP3A4.

JlumcBaT KIMHUYHA JaHHHU 332 €JHOBPEMEHHOTO MPHIIOKEHUE HA IEHO3yMad U XOpMOHO3aMeCTRaIa
Tepanus (HanpuMmep eCTPOreHH ), cuuTa ce 00ade, 4e Bb3MOKHOCTTA 32 (hapMaKoJMHAMUYIHO
B3aMOJICHCTBUE € MaJIKa.

[Ipu xeHn B MOCTMEHOMAy3a C OCTEONopo3a, (hapMaKOKHHETHKATa U (papMaKoIMHAMHKATa Ha
JIeH03yMab He ce MOBIUABAT OT MPEAX0JHa Tepanus ¢ aJeHIPOHAT, Ha 0a3aTa Ha JaHHU OT MIPOyYBaHE
C MpexoJHa Tepanus (0T aleHAPOHAT KbM IeHO3yMal).

4.6 @DepTHaUTET, OPEMEHHOCT U KbpMeHe

BbpemenHoct

Jlumncear win ¥Ma OrpaHMYEeHU JaHHM OT yrorpebara Ha AeHo3yMal npu OpEeMEHHH JKEHH.
[IpoyuBanusTa Mpy >KUBOTHH MOKAa3BaT PENPOAYKTUBHA TOKCHYHOCT (BXK. TOUKa 5.3).

Obodence He ce nmpenopbyBa 3a ynorpeda npyu OpEMEHHH KESHU U TIPH JKEHU C JISTEPOJICH MMOTSHIIHAT,
KOHUTO HE M3MOJI3BAT KOHTpanenus. JKenure TpsiOBa 1a ObIaT MOCHBETBAHH J1a HE 3a0pEMEHSBAT IO
BpeMe Ha M Hail-Maiko 5 Mecena cien gedennero ¢ Obodence. Edexture Ha Obodence e BeposTHO 1a
ca Mo-roJjieMH 110 BpeMe Ha BTOPHUS U TPETHsI TPUMECTHP Ha OpeMEeHHOCTTa, Thil KaTo
MOHOKJIOHAJTHUTE aHTHUTEa TPEMUHABAT Mpe3 TUIalleHTaTa Mo JIMHEESH MOJICII C HallpeIBaHe Ha
OpEMEHHOCTTa, KaTO HAH-T'OJISIMO KOJIMYECTBO PEMIHABA MPE3 TPETUSI TPUMECTBD.

Kopmene

He e u3BecTHO nanu neHo3yMab ce eKcKpeTupa B KbpMata. [Ipu reHeTHuHO MOAEIUpaHy MUILIKH, IPU
kouto RANKL e Oui u3kitoueH upe3 TeHHO OTCTpaHsiBaHe (,,knockout MUIIKK), MpOyYBaHHUATA
rmokasBar, ue smrcata Ha RANKL (Taprera Ha neHo3ymal — Bk. Touka 5.1) 1o Bpeme Ha OpEMEHHOCT,
MOJKE []a ITOBJIUSIE BbPXY Ch3PsIBAHETO Ha MIIEYHUTE KJIE3U, BOAECIIO 10 HapyIIeHA JIAKTAIUSA CIIE]
paxnane (Bxk. Touka 5.3). TpsOBa na ce B3eMe pelIeHre AajH Jia ce MPeyCTaHOBU KbPMEHETO WX Ja
ce mpeycraHoBu TepanusaTa ¢ Obodence, KaTto ce B3eMart NpeABUAINOI3aTa OT KbPMEHETO 3a
HOBOPOJIEHOTO/KBPMAUETO U moizata oT Tepanusara ¢ Obodence 3a xeHaTa.

PepTUANTET

Hsva nannm 3a edpexra Ha JeHO3yMad BbpXy (epTuianTeTa mpu xopa. [IpoydBanus npu KUBOTHH HE
MOKa3BaT AUPEKTEH WM WHANPEKTEH BpelleH eeKT BhpXyY (depTuiurera (BXK. Touka 5.3).

4.7 EdexTn BpXy cnoco0HOCTTA 3a modupaHe U padoTa ¢ MAIIMHA

Obodence He MOBNUSABA HIIH MOBIHIBA MPEHEOPEKMUMO CIIOCOOHOCTTA 3a modupane u padora ¢
MaIliHH.



4.8 Hexenanu JeKapcTBEHH PeaKIuu

O060611eHrEe Ha MpodriIa Ha OE€30I1aCHOCT

Haii-yectute HeXxenaHu peakiuy Mpy AeHo3yMab (HaOIro1aBaHu MPHU MOBEYE OT SMH MAUeHT Ha
JIECET) ca MyCKYJTHO-CKeJleTHa OoJika 1 OoJika B KpaitHuIuTe. [Ipy marmeHTy, mpueMariy 1eHo3yMao
ca HaOJroIaBaHM HEUECTH CITydad Ha LENYJIUT; PElIKU CIydan Ha XHUITOKAIIHEeMUs,
CBPBXYYBCTBUTEIHOCT, OCTCOHEKPO3a HA YCIIOCTTA U aTUITUYHU (PAKTypH Ha OeapeHaTa KocT (BXK.
TOYKH 4.4 n 4.8 — onvicaHre Ha N30pPaHY HEXKETTaHU PEaKIIHH ).

TabnuueH cCOUChK Ha HEKEITAHUTE PCAKIIN

JlagauTe B Tabmuma 1 mo-moiry onmucBaT HeXKeIaH! peakIuu, ChOOIIEHN IPH KITMHUIHN H3MHTBAHUS
(aza Il u 11l mpu manueHTH ¢ OCTEONOPO3a M KapIIMHOM Ha MJICYHATA JKJIe3a WU MPOoCTaTara,
IOJTy4YaBaIlf XOPMOHATHA abJalvist, W/WIHA OT CIOHTAaHHYU ChOOIICHUSI.

W3non3eana e cieHaTa KOHBEHIMS 3a KJIaCU(UKAIUS Ha HEXKEJIAaHUTE JICKApCTBEHH Peakiuu (BiK.
tabmuna 1): maoro uectu (> 1/10), yectu (> 1/100 mo < 1/10), mewectu (> 1/1 000 g0 < 1/100),
pexxu (> 1/10 000 mo < 1/1 000), muOTO peaku (< 1/10 000) u ¢ Hem3BecTHA YecTOTA (OT HATMIHUTE
JAaHHU HEe MOXe Ja ObJIe HampaBeHa oreHKa). [Ipu BCsAko rpymnupaHe B 3aBUCHMOCT OT YECTOTaTa U
CHCTEMO-OPTaHHHUS KJIAC, HEKETAHUTE JIEKAPCTBEHH PEAKIINH c€ M30POABAT B HU3XOIAIIL PE/I 10
OTHOIICHUE HA TAXHATA CEPUO3HOCT.

Tabéauua 1. He:xxenanu peakuuu, cb001eHN NP NAIMEHTH € 0CTEONOP03a U MAIUEHTH €
KapIHHOM HAa MJIEYHATA 7KJIe3a HIIH MPOCTATATAa, MOJy4aBalld XOPMOHATHA adanus

MedDRA cucreMo-opraHeH Kareropus 4yecrora Hexenanu peakuuu
KJ1ac
WNndexunn n nadecrarmm Yectu Wudexuns Ha MUKOYHUTE THTUIIA
Yectu WNHpexmus Ha TOpHUTE TUXATSITHA
ITHTHUIIA
Heuectn JluBepTHKYIUT'
Heuectn Hemymut'
Heuectn WNHpekusa Ha yX0TO
Hapymenusa na umyHHaTa Penxu JlekapcTBeHA CBPHXUYBCTBUTEIHOCT'
CUCTEeMa Penku AHadunakTHyHa peaKiys’
Hapymienus na merabonu3ma u | Peaku Xunoxaanuemus'
XpaHEHETO
Hapymenusa na HepBHaTa Yectu Nimac
CHUCTEeMa
CroManrHo-uypeBHH HapylieHus | Yectu 3anex
Yectu AOnoMuHAIICH AUCKOMGOPT
Hapymenns Ha xoxara u Yectn O6puB
MIO/IKOKHATA ThKaH Yectu Ex3ema
Yectu Anonenust
Heuectn JIMXEeHOUTHY IEKAPCTBEHH PEAKIUN'
MHoro penku XUMepCceH3UTHBEH BACKYJIUT
Hapymenus na MHuoro gyectu Bonka B kpaitHUIIUTE
MYCKYJIHO-CKEJIETHaTa cucTeMa | MHOTO 4ecTu MycKyHO-cKesleTHa 60Jika’
U CbCIMHUTEIHATA ThKaH Penku OcTeoHekpo3a Ha yemocTTa'
Penku Artunuunu ¢ppakrypu Ha OeapeHaTa
xoct!
C HeW3BeCTHA YeCToTa OcreoHeKkpo3a Ha BHHIITHUS CIIYXOB
IpoXox’

! Bikre Touka ,,Omucanne Ha M30paHU HEXEIaHH PeaKun’”.

2 Buxre Touka 4.4.




B cOopHust aHanM3 Ha JaHHW OT BCUYKH ILIarie00-KoHTponrpanu uanutBanus ¢asa Il u daza Il e
CHOOILEHO 33 IPUIIONOA00HO 3a00ssiBaHe ¢ 0011a yectora ot 1,2% 3a neno3ymab u 0,7% 3a miane6o.
Brrnpeku ue ToBa HECHOTBETCTBHE € YCTAHOBEHO Upe3 cOOPEH aHaNu3, TO HE € YCTAHOBEHO Upe3
cTpatuuIMpaH aHATH3.

Onucanue Ha I/136DaHI/I HCXKCJIaHU pCaKIINH

Xunokanyuemus

[Ipu nBe mnane6o-KOHTPOIMpaHH KIMHUYHY M3nuTBanus (asa Il mpu xxeHu B mocTMeHoIaysa ¢
ocreonoposa, mpuonuzutenHo 0,05% (2 ot 4 050) oT manMeHTKUTE ca UMal HaMaJIeH! CEpyMHH
HUBa Ha Kaiui (mo-Manko ot 1,88 mmol/l) cnen npunarane Ha neno3ymab. He ca cro0miaBanu
HaMaJIeHU CEpyMHHU HUBA Ha Kaimwi (mo-manko ot 1,88 mmol/l), kakto npu nBete
1a1e00-KOHTPOJIMPAHU KIMHUYHY n3nuTBanus ¢asa Il npu manmenT ¢ XopMoHaiiHa abnanus, Taka
Y TIpH TUTa1e00-KOHTPOIMPAHOTO KIMHUYHO m3nuTBaHe ¢asza Il mpu mexke ¢ octeonoposa.

[Tpu mocTMapKETHHTOBH yCIIOBUS ca ChOOIIaBaHU PENIKU CIydad Ha TEKKa CUMIITOMAaTHYHA
XHITOKAIIIMEMHS], BOJIEIIA 10 XOCIUTAIN3AIHSL, )KUBOTO3acTpallaBalld CbOUTHS U CIIydau ¢ JIeTalleH
N3XO0J, IPEANMHO IPH MALMEHTH C IOBUILEH PUCK OT XUIIOKAJILMEMHUs], I0Iy4aBalliy AeHo3yMa0, KaTo
MTOBEYETO CITyYan ca HACTHIMIIN B TbPBUTE CEAMMIIM OT HAYaJIOTO Ha JiedeHneto. [Ipumepn 3a
KJIMHUYHU TPOSIBU HA TEKKA CHMITOMAaTHYHA XUMTOKAJIIIMEMUS BKITIOUBAT yIbJKaBaHe Ha
QT-unrepBana, TeTaHus, IBPUYOBE U HAPYLICHO NCUXUYHO ChCTOsIHUE (BXK. Touka 4.4). CuMnTomure
Ha XUMOKAIUEMHUS B KIIMHUYHUTE U3IUTBAHUA C J€HO3yMal BKIIIOYBAT IAPECTE3UH WM MYCKYJIHA
CKOBAHOCT, TOTPENBAHMS, CIIa3MHU M MYCKYJTHU KPaMITH.

Kooicnu ungexyuu

[Ipu mnane6o-KOHTpOIMpPaHNTE KIMHUYHA M3nuTBaHus (asa III, oOmara yectora Ha KOKHI
WH}pEKIHU e O1iia CXOAHa IPH IPYNHUTE Ha Mianedo u AeH03yMad: pH jKeHH B TIOCTMEHOIIay3a C
ocreoropo3a (marebo [1,2%, 50 ot 4 041] cipsimo aenosymad [1,5%, 59 ot 4 050]); mpu MBxe ¢
ocreomnoposa (tramedo [0,8%, 1 ot 120] cipssmo nerozymad [0%, 0 ot 120]); mpu manueHTyH ¢
KapIIMHOM Ha MJICUHATa JKJIe3a WK MPOCTaTaTa, MojTyvyaBaiy XOpMoHanHa aonanus (miamebo [1,7%,
14 ot 845] cnpsimo neHozymad [1,4%, 12 ot 860]). Koxuu nHbeknnn, BOJSIIN 10 XOCTTUTATH3AIINS,
ca crobmasanu mipu 0,1% (3 ot 4 041) oT ’KEeHHUTE B TIOCTMEHOTIAY3a C OCTEONIOPO3a, TOTyIaBaIIH
mare6o, cupsmo 0,4% (16 ot 4 050) oT >keHuTe, MOMyUYaBany AeHO3yMa0. Te3u cirydan ca mpeaIuMHO
nenynurt. [Ipu npoy4yBaHusTa IPU KapIIMHOM HA MJIEUHATA XKJIe3a U MPOCTaTaTa, KOXKHUTE HH(PEKIIHIH,
CHOOIIIEHN KaTO CEpHO3HH HEXellaH! JIEKapCTBEHU PeaKIInH, ca CXOIHH MPH IPYIHTE Ha 1ane0o
(0,6%, 5 ot 845) u nernozymab (0,6%, 5 ot 860).

OcmeoHekpo3a Ha yenocmma

OHUY ce crobmiaBa psiako, pu 16 manueHTH B KIIMHAYHUTE U3MTATBAHAS IIPH OCTEOIIOP03a U IIPH
MAIMEHTH C KapIlIMHOM Ha MJIEYHATA JKJIe3a MITU MPOCTaTaTa, IMoJlydyaBallyd XOpMOHallHa abianus,
BKIItouBaIm o0mio 23 148 nanuentu (Bxk. Touka 4.4). Tpunanecer ot Te3u cirydan ¢ OHY ca
HACTBITJIH TIPH KEHH B TIOCTMEHOIIay3a C OCTEONIOPO3a M0 BpeMe Ha Pa3IInPEHOTO KIMHIIHO
n3nutBane Qasza IIl, cnen neyenne ¢ neno3symad B npoabinkenne Ha 10 rogquan. Yectorata Ha OHY e
0,04% na 3-tata roguna, 0,06% Ha 5-tata roguna u 0,44% nHa 10-TaTa roaMHa OT JICYSHHUETO C
nerozymad. PucksT or OHY HapacTBa ¢ MpoIBIKUTETHOCTTAa HAa €KCIIO3UIHS HA ICHO3yMao.

PuckbsT o OHY € o1ieHeH 1 B peTpOCIIEKTHBHO KOXOPTHO Ipoy4BaHe 1pu 76 192 >xeHu B
MOCTMEHOIIay3a ¢ HOBO3arouBallo jeueHue ¢ Jeno3ymad. Yecrorata na OHY e 0,32% (95%
nosepurened uatepsai [Cl]: 0,26; 0,39) npu manueHTH, U3MOI3BAIY IEHO3YMa0 /10 3 TOAWHU U
0,51% (95% CI: 0,39; 0,65) npu marueHTH, U3MOJI3BAIIH IeHO3yMal 10 5 TOIUHU TPOCIIeIsIBaHe.

Amunuunu ¢hppaxkmypu Ha bedpenama Kocm
B nporpamara 3a KIMHUYHHU U3MUTBAHUS IIPH OCTEONIOPO3a, ATUITMYHK (HPAaKTypH Ha OeapeHara KOCT
ca chOOIIaBaHU PSJIKO TIPU MAIMEHTH, JICKyBaHH ¢ JIeHO3yMal (BK. Touka 4.4).



Lueepmuxyium

B exno mane0o-KOHTpOIMpaHo KIMHUYHO W3nuTBaHe ¢asa Il npu nanueHT ¢ KapuHOM Ha
IpocTaTara, MoIy4aBalld aHaporeH-aenpusanuonta tepanus (ADT), e ycranoBeH aucOanaHc 1o
OTHOLICHUE HA HEeXEJaHUTe ChOUTHA 3a AuBepTUKYIUT (1,2% nenozymad, 0% mnane6o). Yectorata
Ha TUBEPTHKYJINT € CPAaBHUMA MEXKIY ABETE TEPAlleBTUYHU IPYIH IIPU KEHUTE B TOCTMEHONAY3a HIIH
MBKETE C OCTEOII0PO3a U IPH KEHUTE, JIEKYBaHU C apOMaTa3Hu MHXUOUTOPH 3a HEMETaCTaTHUCH
KapIIMHOM Ha MJIeuHaTa >KJe3a.

Cevpsanu c rekapcmeomo peaxkyuy Ha C8PLXUYECHBUMENHOC

[Ipu mocTMapKeTHHTOBH YCIIOBUS, IPH MALlMEHTH, TIOTy4YaBally JeHO3yMa0, ca ChOOIIEHH PEeAKH
CBHOUTHUS Ha CBPBXUYYBCTBUTEIHOCT, CBBP3aHa C JIEKaPCTBOTO, BKIIOUUTETHO OOPUB, YPTHKapHS,
[O0J{yBaHE HA JIUIIETO, EPUTEM M aHAQUIAKTUYHN PEaKIIH.

Myckyano-ckenemna 6oaxka

ITpy MOCTMAPKETUHTOBH yCIOBUS MMa ChOOIICHHS 32 MYCKYJTHO-CKEJIETHA 00JTKa, BKIIFOYUTEITHO
TEXKHU CITydau MpPY MAIUeHTH, MOTyJYaBaliy AeHo3yMa0. B KIIMHUYHHTE H3MUTBAHNS,
MYCKYJIHO-CKEJIETHA O0JIKa ce ChOOIIaBa MHOI'O Y€CTO B IPYIHTE Ha JIEHO3yMal U 1mianeoo.
MyckynHO-ckeneTHa 00JiKa, BOJICIIA /IO MPEYCTAHOBSABAaHE HA M3MUTBAHOTO JICYCHHUE, CE€ ChOOIaBa
HEYeCTO.

Jluxenouonu Jlekapcmeernu peaxkyuu
C’BO6H_IaBa CC 34 IMXCHOUJHU JICKAPCTBCHU PCAKIIUN (HaHpI/IMep peaknuuu, HO,[[06HI/I Ha JTUXCH HJ'IaHYC)

IIpHU MaIUEHTHU B IOCTMAPKETUHI'OBU YyCJIIOBHA.

Jlpyry crienraiHy nonyJIaluu

Ileouampuuna nonynayus

JHeno3ymab He TpgaOBa Jja ce M3M0JI3Ba IPU MeJUaTPUYHM HauueHTH (Bh3pacT < 18). Crobmasa ce 3a
CepHo3Ha XUNepKatnueMus (Bx. Touka 5.1). Hsaxou ciyyan B KIMHWYHY N3NUTBAHUS €A YCIOKHEHN
OT OCTPO OBOPEYHO yBpEXKIAHE.

bvopeuno yepescoarne

[pu KIMHUYHY IPOYYBaHMUS, MAIMEHTH C TEXKa CTEIeH Ha OhOPEUHO YBpekaaHe (KPSaTHHHHOB
kiupbHC < 30 ml/min), WM TaKMBa HA XEMOIUANIN3A, Ca U3JI0KEHH Ha MO-BUCOK PHCK OT
XUIMOKAJIIMEeMHUS TIPH JIMICA Ha J0OABKA HA KaNIUH. AJIEKBATHUAT MPUEM Ha KaJluii U BUTaMuH D ¢
Ba)KCH TPH MAIMCHTH C TeXKKa CTETNIeH Ha ObOPEYHO YBpPEK/IaHE, MM TAKHBA HA XeMOIUAIN3a (BXK.
Touka 4.4).

CroOuaBade Ha [OJO3UPAHU HEKETaHU PEAKIIUNA

Cro011aBaHeTo Ha IOJI03MPAHU HEeXKEIIAHU PEaKIuu CIie/ pa3pelaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUS
MIPOJYKT € BaKHO. TOBa IMO3BOJISIBA J]a IPOIBIIKH HAOIIOICHIETO Ha ChOTHONIIEHUETO IT0JI3a/PUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CTICIHAIMCTH CE M3MCKBA J1a ChOOIaBaT BCsKa
[I0/I03UPaHa HeXXEJIaHa PEeaKIlMs Ype3 HAI[HOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 IIpeao3upane

Hsma onut ¢ mpefo3upane Mpy KJIMHAYHUTE NPOYYBaHUs. B KIMHUYHUTE POYYBAHUS Ca TPUIIAraHu
no3u aero3ymad mpo 180 mg Ha Bcekn 4 cemmuniu (KyMmyiiatuBHA 1o3a 10 1 080 mg 3a 6 mecerna) u He
ca HaOJro1aBaH! JOIIBITHUTEIIHU HEXKEJTaH! JICKAPCTBEHN PEaKIHH.


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

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMHYHHU CBOHCTBA

dapmakoTepaneBTHYHA rpymna: JlekapcTsa 3a JedueHue Ha KOCTHH 3a0osiBaHus — J{pyru nekapcTsa,
TTOBJIMSABAITN KOCTHATA CTPYKTypa u MuHepau3aius, ATC kox: M05SBX04

Obodence e buonornyHo MoA00eH JeKapcTBeH NpoayKT. [loapobna nHdopManms e npegocTaBeHa Ha
yeOcaiita Ha EBporieiickaTa areHITis 1Mo JiekapcTpara https://www.ema.europa.eu.

Mexanus3bsM Ha JIEUCTBUE

Jleno3ymab e goBemko MoHOKIOHATHO aHTUTUI0 (IgG2), KoeTo TapreTupa M ce CBbp3Ba C BUCOK
adunuTtet U cienupuaHocT ¢ RANKL, npenoTBpaTsaBaliku ak THBUPAHETO HA HETOBHSI PEIICTITOP
RANK, pa3nonoxeH mo MoBbPXHOCTTA Ha OCTCOKITACTHUTE MPEKYPCOPH M OCTCOKIIACTHUTE.
IIpenorBpatsaBanero Ha B3anMozeiicTBHeT0o RANKL/RANK maXnOupa 00pasyBaneTo Ha
OCTCOKJIaCTH, TsAXHaTa q)YHKHI/ISI u )KI/I3HCCHOCO6HOCT, HaMaJIIBaMK1 MO TO3W HAYWH KOCTHATa
pe30pOIHsl B KOPTHKAITHUTE U TPAOCKyJIapHUTE KOCTH.

(DaDMaKOIII/IHaMI/IqHI/I ed)eKTI/I

Jleuenuero c neHO3yMad Obp30 HaMassABa CTEIIEHTa Ha KOCTEH OOMEH, TOCTUTAWKH 32 3 THU
Hali-HHCKaTa CTOWHOCT Ha MapKepa 3a KocTHa pe3opbuus, cepymun 1 C-remonentuan (CTX) (85%
HaMaJIsIBaHe), ChC 3ala3BaHe Ha HAMAJICHUETO B paMKHUTE Ha JI030BHs MHTEpBaj. B kpas Ha Bceku
J1030B WHTepBai HaMmansiBaneTo Ha CTX e yacTHYHO Mo-ci1abo, B CpaBHEHUE C MAKCUMAITHOTO
HamasieHue ot > 87% mo mpubnmsuTenHo > 45% (nuanazon ot 45-80%), KoeTo oTpassiBa
oOpaTtuMocTTa Ha e(heKTUTE Ha JeHO3yMald BhPXY KOCTHOTO PEMOJICIUpaHe Clie/ MOHMKAaBaHEe Ha
cepyMHHTE HUBA. Te3n eeKTH ce MOIBPIKAT C HEIPEKBCHATO JicueHue. MapKepuTe 3a KOCTEH OOMEH
OOWMKHOBEHO JOCTHTAT HUBATA MpEH JeUeHueTo 9 Mecena cien nocienHara qo3a. [Ipu moBTopHO
3aro4YBaHe Ha JieHo3yMa0, HamaisiBaneTo Ha CTX e cX0AHO ¢ TOBa, HAOJI0JaBaHO TIPU HAIIMEHTH,
KOUTO 3aI1o4Bat JICYCHUC C I[eHO3YMa6 3a I'bpPBU II'BT.

HmyHOreHHocT
[o Bpeme Ha jieueHHETO ¢ JeHO3yMal MOKeE Jia Ce pa3BUAT aHTHU-ACHO3yMal anTuTena. He e
Ha0rogaBaHa BUAMMA Bpb3Ka MEXIy PA3BUTHETO HA aHTHUTENA B PapMaKOKWHETHKATA, KITHHUTHIS

OTTOBOP HJIN HECXKCIIAHOTO cnouTHE.

Kiouanuna Gd)I/IKaCHOCT u 0€30MacHOCT OpH )KEHU B TOCTMCHOIIay3a € OCTCOIOPO3a

EduxacHoctTa 1 6e3omacHOCTTa Ha AEHO3yMad, pUiaral Ha BCEKH 6 Mecela 3a Mepruo.i OT 3 TOJUHU
€ M3CIIe[IBaHa MPH JKeHH B mocTMeHomay3a (7 808 xenu Ha Bb3pacT oT 60 1o 91 roguawm, 23,6% ot
KOWTO Ca MMl TIpeo0IIaaBamio BepreOpatHu (pakTypH), ¢ H3XoaHH T-CKOpoBe 3a KOCTHA
MuHepanHa mrsTHOcT (BMD) Ha mymOanau npelnuieHn Wi Ha Ta3o0e/peHa ctaBa Mmexay —2,5 u —4,0
U cpeniHa adCcoNI0THA BEPOSITHOCT 3a PpakTypa B pamkute Ha 10 roaunu - 18,60% (auana3zoH:
7,9-32,4%) 3a rosisiMa ocTeonopoTudHa Gppakrypa u 7,22% (nuamnason: 1,4-14,9%) 3a dpaxrypa Ha
TazobenpenaTa crasa. JKeHu ¢ ipyru 3a00JIBaHUS MM KOUTO Ca Ha JIEYEHNE, KOETO MOXKE Ja MTOBJIHsEC
KOCTHUTE, ca OMJIM U3KIIIOYEHHU OT TOBa MpoyuBaHe. JKeHnTe ca moydaBaiv eKeIHEBHO T00aBKH C
kanuit (Hait-manko 1 000 mg) u Butamun D (Haii-manko 400 IU).

Edhexm evpxy sepmebpannume gppaxmypu

JleHo3yMa0 3HAUMTEITHO HAMAJISIBA PUCKA OT HOBU BepTeOpaiHu GppakTypH Ha 1-Ta, 2-Ta
n 3-ta roguHa (p < 0,0001) (Bk. TabmUIIA 2).

10


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

Tabéanna 2. E¢pexTsT Ha feH03yMa0 BbPXY PUCKA OT HOBH BepTeOpaianu ppakTypu

[IporenT Ha xeHute ¢ ppakrypu (%) HamansBane Ha | HamansaBaHe Ha
[Tnane6o Henozymab a0COMOTHUS OTHOCHUTETHHS
n=3906 n=3902 puck (%) puck (%)
(95% CID) (95% CI)
0-1 roguHa 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 roguau 5,0 1.4 3,5(2,7,4,3) 71 (61, 79)**
0-3 roguHU 7,2 2.3 4,8 (3,9,5.,8) 68 (59, 74)*

*p <0,0001, **p < 0,0001 — ekcruIOpaTOpPEH aHATU3

Egpexm evpxy gppaxmypume na mazobedpenama cmaga

Jenosyma6 nokassa 40% otHocutenHo HamansBaHe (0,5% HamansBaHe Ha aOCOFOTHUS PHCK) Ha
pucka oT ¢ppakTypa Ha Ta3o0enpeHara crasa 3a nepuox ot 3 roxuau (p < 0,05). UectoTara Ha
(dpaxTypure Ha Tazobenpenara crasa € 1,2% B manebo rpynara, B cpaBaenue ¢ 0,7% B rpymnaTa Ha
neHo3ymab 3a 3 ToauHM.

B post hoc ananmza nipu xxenn > 75 roanHu e HaOmo1aBaHo 62% HamalnsBaHe Ha OTHOCHUTEITHHS PUCK
nipu neno3ymad (1,4% HamansBane Ha aOcomoTHUS puck, p < 0,01).

Egpexm evpxy ecuuku kriunuynu ¢paxmypu
JleHo3yma0 3HaYMMO HamassiBa GpakTypuTe MPU BCHUKH BUOBE/TPyd Gpaktypu (BxK. Tabnuma 3).

Tabauua 3. EdexThT Ha 1eHO03yMa0 BbPXY PUCKA OT KIMHUYHH (PpaKTypH 32 3 roaMHu

IIpoueHT Ha XKEeHUTE ¢ HamansBane Ha | HamansaBaHe Ha
dpakrypu (%)" abcomnoTHUS OTHOCUTEIHUS
ITname6o JHenozymad | puck (%) puck (%)
n=3906 n=3902 (95% CI) (95% CI)
KakBarto u 1a € KIuHHYHA 10,2 7,2 2,9 (1,6,4,2) 30 (19, 41)***
¢paxrypa'
Knununyna Bepredpaina 2,6 0,8 1,8 (1,2,2,4) 69 (53, 80)***
dbpakTypa
Heseprebpanna gppakrypa’ 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)**
lNonsima HeBepTeOpanHa 6,4 5,2 1,2 (0,1, 2,2) 20 (3, 34)*
dbpakTypa’
TonsiMa ocTeonopoTHuHa 8,0 5,3 2,7(1,6,3,9) 35 (22, 45)***
¢pakrypa’

*p <0,05, **p = 0,0106 (6mopuuna kpaiitna mouxa, 6KmI0O4eHa npu Kopueupaue 3a MHoxcecmsenocm), ***p < 0,0001
*Yecrora Ha crOuTHsTa 110 Kaplan-Meier 3a 3 rogusu.

! BK/I1ouBa KIMHUYHU BEPTEOpaHU (PPAKTYPH M HEBEPTEOPAIHH (PPAKTYPH.

2 VI3ki1i04Ba TE3U HA MPENULIEHATE, YEPETIA, JIMIETO, MAHAUOYIATa, METAKAPIIATHATE KOCTH U (alaHruTe HA IPHCTUTE Ha
pBIETE U KpakaTa.

3 Brmousa Tasa, qucTaned Gemyp, IPOKCUMANHa TUOus, pedpa, IPOKCUMAJIEH XyMepyC, PEAMUIIHHUIA U Ta300epeHa
cTaBa.

4 Brirousa KIMHMYHYU BepTeOpannu GpakTypu, Ta300eIpeHa cTaBa, IPeAMULIHALA U GPAKTYPH Ha XyMEPYC, ONPEIEIICHH 10
C30.

[Ipu xxenn ¢ uzxogna BMD < -2,5 na mmiikarta Ha (hemypa, TeHO3yMad HaMasiBa pUCKa OT
HeBepTeOparHu ppaktypu (35% HamanssBaHe Ha OTHOCUTENTHUS pUCK, 4,1% HaMansBaHe Ha
abcomoTHUs puck, p < 0,001, ekcrutopaTopeH aHam3).

HamansBaneTo Ha yecToTaTa Ha HOBU BepTeOpaiHu PpakTypu, PpakTypHu Ha Tazo0eapeHara craBa u
HeBepTeOpamHu GpakTypu Upe3 NeH03yMal 3a 3 TOJUHU € MOCTOSHHO, HE3aBUCUMO OT U3XOTHUS PUCK
3a ¢pakTypH B pamkute Ha 10 roguHu.

Egexm 6vpxy kocmuama MuHepaiia nibmHoCm

Jeno3ymab 3HaunTenHo yBennyaBa BMD Ha BCHYKH KIMHUYHO MU3MEPEHH MECTa, CIIPSIMO I11aneo
Ha 1-ta, 2-Ta u 3-Ta rogunu. enosymad ysennyasa BMD c 9,2% na nymbannuTe npemuiesy, ¢ 6,0%

11



Ha Ta3o0e/peHara cTasa, ¢ 4,8% Ha mmiikara Ha pemypa, ¢ 7,9% Ha TpoxaHTepa Ha OellpeHara KocT, C
3,5% nHa mucranHara 1/3 Ha paanyca u ¢ 4,1% Ha ISTOTO TSUTO 32 MEPHOJ OT 3 TOAWHU (BCHYKH
p <0,0001).

[Ipu KITMHUYHY U3MUTBAHMS, U3CIeBalll e(DeKTUTE OT MPEKBCBAHETO Ha eHo3yMao, BMD ce Bpbina
KBM CTOHHOCTH, IPUOJU3UTEITHO IO HUBATA MPEIH JICUCHHUETO U 0CTaBa IMO-BUCOKA OT Ta3| IPH
mare6o 3a mepuoj ot 18 Mecena cie mocienHara o3a. Te3n JaHH! ITOKa3Bar, 4e ce Hajara
MPOIBIDKUTEIHA TEPaIus C IEHO3yMab 3a Mo IbpKaHe Ha e(peKTa Ha JIEKAPCTBEHHS MPOIYKT.
[ToBTOpHOTO 3amOYBaHe Ha ACHO3YMa0 BOIM 10 yBenmdaBaHe Ha BMD, cxoaHo ¢ ToBa mpu
I’bPBOHAYATIHOTO MPHUJIAraHe Ha JeHO3yMao.

Omeopeno npoovidicenue Ha NPOYyUeaHemo npu JeweHue Ha 0CMeonopo3a 8 NOCMMeHONAay3a

0610 4 550 xenu (2 343 Ha neHo3ymab u 2 207 Ha 1iane60), KOUTO ca MPOITyCHAIH HE TTOBEYE OT
e/lHa J103a OT U3MUTBAHUS MIPOAYKT B OCHOBHOTO MPOYYBaHe, OMMCAHO MO-TOPE, U Ca 3aBbPIINIH
MIPOYYBAHETO C BU3MTaTa Ha 36-TUSI Mecell, ca BKIOYEHH B 7-TOANUIIHO, MHOTOHALIMOHAIIHO,
MHOT'OLIEHTPOBO, OTBOPEHO NIPOABIDKEHNE Ha IPOYYBAHE € €IHO PaMo, 3a OLIEHKA Ha JbJIr0CPOYHATA
0e30macHOCT 1 e(pUKACHOCT Ha JeH03yMal. BCHUKY JKeHH B IPOIBIDKEHUETO HA MIPOYYBAHETO €
TpsiOBaso Ja momyvasat AeHo3ymMad 60 mg Ha Bceku 6 Mecena, KaKTo M €KEHEBHO KalLuii
(maii-manko 1 g) u Butamue D (Haii-manko 400 [U). O6mio 2 626 ygactautm (58% ot xeHwure,
BKJIFOUEHH B MTPOIBIKEHUETO HA IPOYYBAHETO, T.€. 34% OT KeHHTe, BKIIOYEHH B OCHOBHOTO
MPOyYBaHe) ca 3aBbPIIIIN NPOABIKEHHETO Ha MPOYYBAHETO.

[Ipu nmamuenTH, JeKyBaHU ¢ IeHO3yMal B mpoabnkeHue Ha 10 roguan, BMD ce e yBennumia cripsMo
M3XO0JTHOTO HUBO B OCHOBHOTO MpoyuBaHe ¢ 21,7% Ha mymbanHuTe penuieHy, 9,2% Ha
tazo0enpenata crasa, 9,0% Ha mmiikata Ha Gpemypa, 13,0% Ha TpoxaHTepa Ha OegpeHara KocT u 2,8%
Ha nucranHata 1/3 Ha paguyca. Cpeqausit BMD T-ckop Ha mym0OanHHUTE IpEIUIEHH B Kpas Ha
mpoyuBaHeTo € —1,3 mpu manueHTuTe, JeKyBaH! B MpoabnkeHne Ha 10 roguHw.

YecToTara Ha (paKkTypuTe € OLICHEHa KaTo KpaiiHa TOYKa 3a 0€30MacHOCT, HO epUKaCHOCTTa IpU
MpenoTBpaTsiBaHe Ha (PaKTypH HE MOXe J1a ObJe N3YUCIIEHA IIOPaIu BUCOKHS OpOil MPeKbCBAaHUS U
OTKPHTHS TU3aiiH Ha MpoyyBaHeTo. KyMynaTnBHaTa 4ecToTa Ha HOBH BepTeOpaiHu QpakTypu u
HeBepTeOpaIHu PakTypH € ChOTBETHO 0K0JIo 6,8% u 13,1% mpu nauueHTn, ocTaHaIu Ha JISYeHHE C
nerozymab B mpoabinkeHue Ha 10 roguan (n = 1 278). [lanuenTHTe, KOUTO HE Ca 3aBBPIIIIN
MPOyYBaHETO MOPaAAN HAKAaKBa MPHUUNHA, Ca UMAJTU T0-BUCOKA YeCTOTa Ha ()PaKTypH MO BpeMe Ha
JICYEHUETO.

o BpeMe Ha IPOIBIKEHHETO HA MMPOYYBAHETO Ca Bh3HUKHAIM TPHHAIECET JOKA3aHH CITydasi Ha
octeoHekpo3a Ha yenmoctta (OHY) u 1Ba mokazaHu cirydas Ha aTHONYHE QpakTypu Ha OeapeHara

KOCT.

Kiauanuna Cd)I/IKaCHOCT u 0€30MacHOCT OpHu MBKE C OCTEOIIOPO3a

EduracHoctTa 11 6€30mMacHOCTTa Ha IEHO3yMal, IpHIaral BEIHBK Ha BCCKH 6 Mecera 3a IEPHO OT
1 roguna, e mpoydena npu 242 Mbxe Ha Bb3pacT oT 31 1o 84 rogunu. Yuactaunute ¢ eGFR

<30 ml/min/1,73 m? ca GWIH H3KITIOUSHH OT U3MUTBAHETO. BCHUKH MBXKE ca MOJTy4YaBaIl €KEeTHECBHO
nobaBky ¢ kanmui (Haii-manko 1 000 mg) u Butamun D (Hait-manko 800 IU).

[IppBUYHATa MpOMEHIKBA 32 eUKACHOCT € MpoLeHTHaTa NpoMsHa B BMD na mymOannute
IpeluieH!, e(rKacHOCTTa 10 OTHOIIEHHE Ha (paKkTypuTe He € oleHeHa. JleHo3yMad 3HaunMo
yBenmmuaBa BMD Ha BCHYKHM KIIMHUYHO H3MEpPEeHH MecTa crpsimMo Tuianebo Ha 12 mecena: ¢ 4,8% Ha
nymOanuute npenuieHu, ¢ 2,0% Ha 110 6eapo, ¢ 2,2% Ha muiikara Ha hemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oenpenara koct u ¢ 0,9% Ha qucrannara 1/3 Ha paanyca (Bcuuku p < 0,05).
Henozymab ysennuasa BMD Ha mymOanHWTE NpenieHn CpsiMo U3XOAHOTO HUBO Tipu 94,7% oT
MBKeTe Ha 1-Ta roauHa. 3HaunTenHo yBenudenue Ha BMD Ha nmymOannuTe npenienu,
Tazo0epeHaTa cTaBa, IIKiiKaTa Ha (heMypa U TpoxaHTepa Ha OepeHaTa KOCT € HaOJIogaBaHo

1o 6-us mecet (p < 0,0001).
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KocTHa XMCTOIOTHS IIpY JKEHU B MOCTMEHONAY3a M MBXKE C OCTEOIIOp03a

KocTHara xucrosorus e orjeHeHa npu 62 keHU B IIOCTMEHOIIay3a ¢ OCTEO0N0p03a MK C HUCKA KOCTHA
IUTBTHOCT, KOUTO HE ca OWIIM JISKYBaHH 32 OCTEOIIOpO3a WK Ca MPEMHUHAIN OT IpeALIecTRaIla
Tepanus ¢ aJeHAPOHAT KbM IOCJIeABALIA Tepanus ¢ IeHo3yMal 3a nepuof ot 1-3 rogunu. [letnecer n
JIEBET KCHH ca YIaCTBAJIN B MTOAMPOYUBAHETO ¢ KOCTHA Omoricust Ha 24-us Mecelr (n = 41)

u/vim 84-ust Mecer (n = 22) OT NPOABIDKSHUETO HA IPOYYBAHETO MPH KEHU B IOCTMEHOTIAY3a C
ocreonopo3a. KocTHaTa XHCTONOTHA € OLIEHEHa ChIO U IPH 17 MBKE C OCTEONOpo3a cies

e/lHa TOJIMHA JIeYEeHHE C IeHo3yMal. Pe3ynrarure oT KOCTHUTE OMOIICHH ITOKAa3BaT KOCTU C HOPMAaJIHA
CTPYKTYypa M KauecTBO, 03 1aHHHM 32 Je(eKTH B MUHEpanu3anusaTa, 6e3 He3psiia KocT Wi pudpo3a Ha
KOCTHHS MO3bK. XUCTOMOP()OMETPUIHNTE HAXOIKU B MPOJBIKEHHETO Ha MPOYUYBAHETO TPH JKEHU B
MOCTMEHOIIay3a ¢ OCTEON0PO3a MOKa3BaT, 4Ye aHTUPE30POTUBHHUTE €PEKTH HA ACHO3YyMab, U3MEPEHU
Ype3 aKTUBHPAHE Ha YeCTOTAaTa U CTENIEHTa Ha KOCTHO 00pa3yBaHe, ce 3ama3BaT ¢ TeUCHUE Ha
BpPEMETO.

Knuandna e(hrKacHOCT M 0€30IMACHOCT MPH MAIMEHTH ChC 3aryda Ha KOCTHO BEIIECTBO, CBhP3aHO C
OTHEMAaHC HAa aHJAPOI'CHHU

EduxacHoctTa 11 6€30macHOCTTa Ha IEHO3yMa0, MPUIIOKEHA BEAHBK Ha BCEKH 6 Mecera 3a TIEPHO;T OT
3 roUHM € U3CNeBaHa MPU MBXKE C XHUCTOJIOTUYHO JI0Ka3aH HeMeTacTaTHYeH KapLWHOM Ha
npocrarara, nomydaBamu ADT (1 468 mbixe Ha BB3pacT 48-97 roguHmM), KOUTO Cca U3II0KECHH HA
MIOBUINIEH PUCK OT (hpakTypH (ompeaerneH karo > 70 roguan, wim < 70 roguau ¢ BMD T-ckopoBe Ha
JTyMOAJTHUTE TPENIICHH, Ta300eApeHaTa cTaBa Win muitkara Ha ¢pemypa < -1,0 wim anaMmHe3a 3a
ocTeonopoTudHa (ppakrypa). Bcuuku Mbike €XeTHEBHO ca MOTydaBalid Jo0aBKa ¢ KaJllui
(naii-manko 1 000 mg) u Buramun D (Haii-manko 400 1U).

Jeno3zyma0 3naunmo yBenndasa BMD Ha BcHykn KIMHUYHO U3MEPEHH MECTa, B CPaBHEHHE C
tane6o 3a nepuoj ot 3 roguHu: ¢ 7,9% Ha mymOanHuTe MpenuieHH, ¢ 5,7% Ha Tazo0eapeHaTa cTasa,
¢ 4,9% na mmiikara Ha dpemypa, ¢ 6,9% Ha TpoxaHTepa Ha OeapeHara KocT, ¢ 6,9% Ha auctanHara 1/3
Ha pagmnyca u ¢ 4,7% Ha 1snoTo Ts1o (Benuku p < 0,0001). B mpocriekTnBHO MmimaHupaH
EKCIIOpaTOpeH aHallM3 3HaUMMO yBenndeHne Ha BMD Ha nymbannauTe mpenuieHn, Tazodbeapenara
CTaBa, IIMiKaTa Ha eMypa 1 TpoXaHTepa Ha OelpeHaTa KocT ce HabronaBa 1 Mecell ciel HayaiaHaTa
J03a.

Jeno3ymab nmokasBa 3HaUMMO HaMalsiBaHe Ha OTHOCHTEIHHUS PUCK OT HOBH BepTeOpaiHu QpakTypu:
85% (1,6% HamansBaHe Ha aOCONMIOTHHS PHUCK) 3a 1 ronuHa, 69% (2,2% HaMansBaHe Ha aOCOMOTHUSL
puck) 3a 2 rogunu u 62% (2,4% namansBaHe Ha abcomoTHUSA prcK) 3a 3 roauan (Bcuukn p < 0,01).

Knnanuga edrkacHOCT ¥ 0€30acHOCT IPH MAIMEHTH ChC 3ary0a Ha KOCTHO BEIECTBO, CBHP3aHO C
aJIFOBaHTHA Tepamus ¢ apoMaTa3eH NHXHOUTOPD

EdwukacHocTTa 11 Ge30macHOCTTa Ha IeHO3yMa0, MPUJIOKEH BEIHBK Ha BCEKH 6 Mecela 3a 2 TOMHH,
ca M3CIIeZIBaHM IIPH KEHH C HEMeTacTaTHYeH KapIIMHOM Ha MJIeJYHaTa kjie3a (252 jkeH! Ha Bb3pacT
35-84 ronunn) n n3xogaun BMD T-ckopose mexay —1,0 1o —2,5 Ha mymOanHUTE TpeIieHH,
Tazo0eIpeHaTa CTaBa WM IIUiKaTa Ha 0eapoTo. BcHuky skeHH exXeJHEBHO ca MoJTyyaBalii Jo0aBKa ¢
kanmuit (Haiti-manko 1 000 mg) u Butamun D (Haii-manko 400 IU).

[IppBUUHAaTa MpOMEHIKBA 32 e(UKACHOCT € MpOMsiHa B IipoueHTHTe Ha BMD Ha mym0annuTe
MIpenuIeHd, eUKACHOCTTA M0 OTHOIICHHE Ha (PpaKTypHUTe He € OlleHeHa. J[eHo3yMad 3HaunMo
yBenmnuaBa BMD Ha BCHYKY KIMHUYHO M3MEPEHU MECTa, B CpaBHEHHE ¢ 1uianedo 3a 2 rogusu: ¢ 7,6%
Ha TyMOaHHUTE npenuieHu, ¢ 4,7% Ha Tazobenpenara crasa, ¢ 3,6% Ha mmiikaTta Ha pemypa, ¢ 5,9%
Ha TpoxaHTepa Ha OezpeHaTa Kocrt, ¢ 6,1% Ha nucrannara 1/3 Ha paguyca u ¢ 4,2% Ha UAJIO0TO TSUIO
(Bcuuku p < 0,0001).
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JleyeHue Ha 3arv6a Ha KOCTHO BECIIECCTBO, CBhP3aHa ChbC CMCTEMHA INTIOKOKOPTHUKOMHA TCPpaIus

EdukacHocTTa 11 6€30mMacHOCTTa Ha IeHO3yMao ca uscieasanu npu 795 nanuentu (70% xeHu U
30% mbixe) Ha Bb3pacT oT 20 10 94 ronuHM, JeKyBaHU ¢ > 7,5 mg AHEBHO MepopasieH NPeAHU30H
(WITM HETOB €KBUBAJICHT).

[Ipoydenu ca qBe MOANOMyIAMN: TPOABIHKABAIIY TTIOKOKOPTUKOUIHA Tepamnus (> 7,5 mg AHEBHO
MIpEeTHU30H UM HErOB €KBUBAJIEHT 3a > 3 Mecella peiy BKI0YBaHe B IpoyuBaHeTo; n = 505) u
3aImoYBaIlH TITFOKOKOPTHUKOHIHA Tepanud (> 7,5 mg AHEBHO MPEAHU30H MIIK HETOB €KBUBAJICHT

< 3 meceria mpeau BKIFOYBaHE B poyuBaneTo; n = 290). [Tanmenture ca pangomusupanu (1:1) ma
MOJy4aBaT WK JeH03yMad 60 mg MoJK0KHO BETHBK Ha BCEKH 6 Mecella, HiIH epopalieH pU3eIpOHaT
5 mg BeHBX THEBHO (aKTUBHA KOHTPOIIA) 32 2 TOAMHM. [laliMeHTuTe MmoirydaBaT exXeJHEBHO JT00aBKH
¢ xamui (Haii-manko 1 000 mg) u Butamun D (Haii-manko 800 IU).

Egpexm evpxy xocmnama munepanna nivmuocm (BMD)

B moxnonymnanusTa, mpoaknkaBaiia roKOKOPTHKOM/IHA Tepamys, IeH03yMal IMoKa3Ba Io-ToJIsIMO
yBenmnueHne Ha BMD Ha mym0amHUTE Mpenuieny, B CpaBHEHNE ¢ pru3eapoHar Ha | roauHa (1eHo3ymad
3,6%, puseaponar 2,0%; p < 0,001) u ua 2 rogunu (aeno3ymad 4,5%, puseaponar 2,2%; p < 0,001).
B moxnonynamnusTa, 3armoyBaia IIrOKOKOPTUKONIHA TEparys, IeHO03yMad MOKa3Ba M0-TOJSIMO
yBenmunueHne Ha BMD Ha mym0amHUTE MpenuieHy, B CpaBHEHHE ¢ pyu3eapoHar Ha 1 roauHa (1eHo3ymad
3,1%, pusenponar 0,8%; p < 0,001) u ua 2 rogunu (aero3ymad 4,6%, puseaponar 1,5%; p < 0,001).

OcBeH TOBa ACHO3YMa0 MOKa3Ba 3HAYUTETHO ITO-TOJISIMO CPEIHO IIPOIIEHTHO yBenuueHne Ha BMD ot
U3XOJIHUTE CTOWHOCTH, B CPaBHEHHE C pU3e/IPOHAT, Ha Ta300e[peHara cTaBa, uiiKkara Ha peMypa 1
TpOXaHTepa Ha OepeHaTa KOocCT.

[Mpoy4BaHeTO HE € ¢ MOIIHOCT 32 IEMOHCTpHpaHe Ha pa3nuka npu ¢gpakrypute. Ha 1 roguna
4YecToTara Ha HOBa peHTreHorpadceka BepreOpaiina Gppakrypa cpen ydactHuimre € 2,7% (nenozymad)
capsmo 3,2% (puzeaponar). [Ipu yuacTHUIIMTE YyecToTaTa Ha HeBepTeOpanHa dpakrypa e 4,3%
(meno3ymab) cipsmo 2,5% (pusenponart). Ha 2 roguau choTBeTHHTE CTOMHOCTH ca 4,1% cripsimo
5,8% 3a HOBU peHTreHorpadcku Bepredpainu dppakrypu u 5,3% crpsmo 3,8% 3a HeBepTeOpaHU
¢dpakrypu. [loBedero oT ppakTypure ce HaOMOJaBAT B MOAIIONYJIALMATA, IPOABIDKABALIA C
TJIFOKOKOPTUKOUIHA TEPAITHsL.

IlennaTpuyHa Nomyaamus

IIpoBeneno e mpoyuBane ¢ eaHo pamo (asa Il 3a orierka Ha epuKacHOCTTa, 0€30MACHOCTTA U
(hapMaKOKHHETHKATa IPH Jena C osteogenesis imperfecta Ha Bb3pact ot 2 10 17 ronunn, 52,3% ot
MBKKHU 11011, 88,2% 0T Ostnara paca. O6mo 153 yyacTHULM IbPBOHAYATIHO ITOJIyYaBaT MOJKOXKHO (S.C.)
nerno3ymad 1 mg/kg mo makcumym 60 mg, Ha Bceku 6 Mecena 3a 36 mecena. [llectaeceT ydacTHUITH
MPEeMHUHABaT Ha pWJIaraHe Ha BCEKH 3 Mecena.

Ha mecen 12, npu npusiarade Ha Bceku 3 mMecella, IpoMsiHa B CPEIHUTE CTOMHOCTH 110 METO/Ia Ha
Haii-mankute kBaapaTH (LS) (ctanmaptHa rpemka, SE) cipsaMo u3xoaHoTo HIBO HAa BMD
Z-ckopoBeTe 3a TyMOaJHHUsI CETMEHT Ha TpbOHavynHus cThib e 1,01 (0,12).

Haii-gectrure Hexenanu chONTHS, CHOOIICHH IO BpeMe Ha MpUIarane Ha BCEKH 6 Mecera, ca
aprpainrus (45,8%), 6onka B kpaitauk (37,9%), 6oiika B repoa (32,7%) u xunepkanuuypus (32,0%).
XumnepkanueMus ce cho0IaBa o BpeMe Ha npuiaraHe Ha Bceku 6 mecena (19%) u Bceku 3 Meceria
(36,7%). Cepuosnn HexxenaHu chouThs Ha xunepkaituemus (13,3%) ce cpo0maBar mo BpeMe Ha
Mpujlaraie Ha BCeKH 3 Mecera.

B nmpoxemkenne Ha mpoyuBaHeTo (N = 75) ceprO3HH HEeXETaHU CHOUTHS Ha XUTIEPKATITHEMUS
(18,5%) ca nabmrogaBanu 1Mo BpeMe Ha IIpujlaraHe Ha BCEKH 3 Mecera.

[IpoyuBaHusiTa ca IpeKpaTeHH MPEKIACBPEMEHHO IOPaI Bh3HUKBAaHE Ha )KUBOTO3aCTpalllaBallu
CHOUTHS M XOCTIMTAITU3AINH, JIBIDKAIIH CE Ha XUIEpKaIIIneMus (BxK. Touka 4.2).
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B enHO MHOTOIIEHTPOBO, PaHAOMU3UPAHO, IBOMHOCIIATIIO, ITale00-KOHTPOINPAHO, apaIeTHO-
IPYTMOBO TPOyYBaHe, IPOBEJICHO MpH 24 MeUaTPUIHN TTAMEHTH C TIIIOKOKOPTUKOMI-HHIY[paHa
0CTEOMNOpO3a Ha BB3PAcT OT 5 70 17 rofuHu, OLEHIBAILO MPOMSIHATa OT U3XOJAHOTO HUBO Ha

BMD Z-ckopa 3a mym0aiiHusi CETMEHT Ha TPhOHAYHUS CTHII0, Oe30MacHOCTTa U e(hUKaCHOCTTa HE ca
YCTaHOBEHH U CJIEJ0BATEIHO JIeHO3yMal He TpsiOBa 1a ce M3II0JI3Ba 3a TOBA ITOKAa3aHHe.

EBpornefickaTa areHmus mo jJekapcTBaTa 0CBOO0XKIaBa OT 3aIbDKCHUETO 3a MPEOCTaBsIHE Ha
pe3yATaTHTE OT MPOYYBAHUATA C PeEePEHTHHS JIEKAPCTBEH MPOAYKT, ChIIbPXKAI IEHO3yMa0, BbB
BCHYKHU NOATPYIIHN Ha N€AUATPpHUYHATA NOITyJIalus IMPU JICUCHNUEC Ha 3ary6a Ha KOCTHO B€HIICCTBO,
CBBP3aHO C abJaTHBHA TEpamus C IOJIOBH XOPMOHHU U B IOATPYIH Ha MeAXATPUYHATA TOMYJIanus Ha
BB3PACT MOJ 2 TOAUHH 34 JICUCHUE Ha OCTEONnopo3a (BIKTe Touka 4.2 3a uH(GOpMaIus OTHOCHO
yroTpeOa B IeANaTpUsATA).

5.2 dapmakOKMHETHYHHU CBOMCTBa

AOcopOrus

Cren moaKoXKHO TIpIIIokKeHHe Ha mo3a 1,0 mg/kg, kKosATo ChOTBETCTBA Ha pa3pemieHara g03a 60 mg,
excrio3unusTa Ha 6azara Ha AUC e 78%, B cpaBHEeHHE C HHTPaBEHO3HO MPHIOKEHUE TPU CHIIOTO
71030BO HUBO. [Ipy moK0KHO npuiioxkeHne Ha 60 mg, MakCUMalTHA KOHIIEHTpaIuK Ha JeH03yMab
(Cinax) B cepyma 6 pg/ml (rpanunu 1-17 pg/ml) ce nocturar 3a 10 qau (rpanuuu 2-28 nan).

BuorpancdhopMarus

Karo ecrecTBeH nMyHOTIIO0YIINH, IEHO3YMad ChABP)Ka CaMO aMUHOKHCEIMHN U BBIVIEXUIPATH U €
MAaJIKO BEpPOSITHO Jia Ob/Ie eTUMHHUPAH upe3 YepHOAPoOeH MeTabom3bM. OuakBa ce HETOBHAT
MeTa0O0JIM3bM U CITMMUHHUPAHE J1a CJISABAT IBTHIATA HA KIIMPHHC HA HIMYHOTJIOOYJIMHUTE, BOACIIH JI0
pasrpaxaaHe 0 MaJK{ NeNTUIN U OTJIETHA aMIUHOKHCEIHHY.

EnuMunupane

Crnen Cmax, CEpyMHHUTE HUBA HAMAJISIBAT C TIOMYKUBOT 26 AHU (TpaHHUIHU 6-52 THM), 32 IEPHOA OT
3 mecena (rpanunu 1,5-4,5 mecena). [lpu metnecet u Tpu mporenta (53%) ot marueHTuTe, 6 Mecena
CJIe]] MOCIeIHATA JI03a, HIMa H3MEPUMH KOJUYECTBA JICHO3yMao0.

[Tpu MHOTOKpPATHO MOAKOXKHO MpHiIokeHue Ha 60 mg BeJJHBX Ha BCeKH 6 Mecela, He ce Ha0Io1aBa
KyMyJIUpaHEe WK IPOMSIHA BbB (hapMaKOKHHETHKATa Ha JICHO3yMalO BbB BPEMETO.
dapMakOKHHETHKATA Ha IEHO3yMab He ce TIOBJIHSBA OT 00pa3yBaHETO HAa CBBbP3BAIIlM aHTUTENA C
JeHo3yMab 1 € CXOIHa IMPU MBKE U KeHU. Br3pacTTa (28-87 romnnn), pacata u cTaaus Ha
3a00J1s1BaHeTO (HECKA KOCTHA Maca WM OCTEOIOpo3a, KapIIMHOM Ha IMPOCTaTaTa Wi Ha MJIEYHATA
JKI1e3a) He MOKAa3BaT 3HAYMMO Bh3JICHCTBHE BbPXY PapMaKOKHHETHKATA HA IEHO3yMa0.

Hab6nronaBa ce TeHIEHINSA 3a BPB3Ka MEXKIY TTO-BHCOKOTO TEJICCHO TETJIO M TO-HUCKATa EKCITO3HIIHS,
0azupana Ha AUC u Cmax. Ta3u TeHeHIus o0ade, He € OTYSTeHA KaTO KIIMHUYHO 3HAYMMa, Thil KaTo
(hapmakoguHaMUYHUTE eeKTH, Oa3UpaHu Ha MapKEepHUTEe 3a KOCTeH 00MeH u yBenndernnero Ha BMD
Ca TIOCTOSTHHU B IIIMPOKH TPAHUIIA HA TEJIECHOTO TETJIO.

JInHelHOCT/HENMMHERHOCT

B npoyuBaHus 3a onpenensHe Ha 103aTa, 1eHO3yMal MMoKa3Ba HEIMHEHHA, 10303aBUCHMa
(hapMaKOKHHETHKA, C MMO-HUCHK KIMPHHC MPH MO-BUCOKH JI03U WM KOHIIGHTPAIIUHU, HO
MPHOIM3UTEITHO MPOTIOPIIMOHAIHO Ha J03aTa MOBUIIIABaHEe Ha EKCIIO3UIIMATA MPH 103U OT 60 mg u
MO-BUCOKH.
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B’B6DC‘1HO YBPCKIAAHC

[Ipu nmpoyuBane ¢ 55 manueHTy ¢ pa3aryHa cTereH Ha 0b0peyHa QpyHKIMS, BKIOYUTEIHO U MAIlUeHTH
Ha JTManu3a, CTereHTa Ha ObOpevHo yBpekJaHe He OBIHABa (hapMaKOKHHETHKATa Ha IeHO3yMa0.

YepuoapoOHO yBpeXKIaHE

He e npoBexk1aH0 KOHKPETHO MPOYYBaHE MPH MAMEHTH ¢ YePHOAPOOHO yBpexkaaHe. Karo mso
MOHOKJIOHAJTHUTE aHTHTENIa HE CE€ eITMMHUHNPAT MTOCPEAICTBOM YepHOIpoOeH MeTabonmm3bM. He ce
ouakBa (hapMaKOKMHETHKATa Ha JICHO3yMa0l Ja ObJie TOBIUsIHA OT YSPHOAPOOHO YBpEXKIaHE.

IlennaTpryna momyaamus

JHeno3ymab He TpaOBa Ja ce M3IMOJI3BA NPH MEAUATPUIHH MOMynanun (BX. Touku 4.2 u 5.1).

B npoyusane aza Il nmpu neguaTpraHu NarueHTn ¢ osteogenesis imperfecta (N = 153)
MaKCHMAaJTHUTE KOHIICHTPAIlMK Ha JIeHO3yMal B cepyMa ca HaOsroaBanu Ha JieH 10 B paMKuTe Ha
BCUYKH Bb3pacToBu rpynu. [Ipu nmpunarane Ha Bceku 3 Mecella M Ha BCEKU 6 Mecella ce Ha0JIro1aBa,
4e Cpe/IHUTE Hal-HUCKHM KOHIICHTPAIMH Ha JICHO3yMal B cepyMa ca TO-BHCOKH IPH JIela Ha Bh3PacT
ot 11 mo 17 roguawm, a Aemara Ha B3pacT OT 2 10 6 TOIWHU Ca C HA-HUCKUTE CPEIHN HAM-HUCKU
KOHIICHTPAI[HH.

5.3 IlpenkJMHUYHHU JTAHHHU 32 0€30MACHOCT

B npoy4BaHus 3a TOKCHYHOCT MPH €THOKPATHO W MHOTOKPATHO TpUiIaraHe MpH JIbJITO0aIIaTH
Makary, 1031 aeHo3ymao, sogenty g0 100 - 150 mbTH Mo-ToNIsIMa CHCTEMHA €KCTIO3HUITHS OT
MpenopbUYUTENHATA 71032 IPU X0pa, HiMAaT e(DEeKT BEPXY ChpACUYHOCHI0BaTA (DU3HUOIIOTHS,
(I)epTI/IJ'II/ITCTa HpI/I MBIKXKUTEC UJIN ) KEHCKUTEC U HC ITOKA3BaT CHCHI/I@)I/IHHa TOKCHUYHOCT 3a TapFCTHI/I
OpraHH.

CTaHILapTHI/ITC TCCTOBC 3a U3CJICABAHC HAa 'CHOTOKCUYHHSA ITIOTCHIIMA Ha I[CHOSyMa6 HEC Ca OILICHsJBaHHU,
THH KaTo TaKMBa TECTOBE HE Ca MMPWJIOKHUMHU IIPU Ta3U MOJICKYJIA. Bcee Mak, nmopaau €CTeCTBOTO My €
MaJIKO BEPOATHO ,I[CHO3YM3.6 Ja UMa HAKaKbB IIOTCHIHAJI 3a TCHOTOKCHYHOCT.

KapHI/IHOFGHHI/IHT IIOTCHIIMAJ Ha I[CHOSyMa6 HE € OLICHABAH IPU ABJTOCPOYHU IPOYUBAHUA IIPU
JKHUBOTHH.

[pu npeaxnuHUYHK TpoyuBaHust, nposeneHn npu knockout mumku 6e3 RANK nmn RANKL e
HabIr0aBaHO HAapYyIIeHHe Ha 0Opa3yBaHeTO Ha TUMQHU BB3IU BbB (eryca. Habmonasana e cbiio
JIUTICA HA JIAKTAIUS B PE3yJITAaT Ha MOTHCKAaHE Ha Ch3PSABAHETO Ha MJIeUHATa JKJie3a
(J100yJ10-aIBEONIAPHOTO Pa3BUTHE HA XKJIe3aTa Mo BpeMe Ha OpeMeHHOCTTa) ipu knockout mutiku 63
RANK nmu RANKL.

[Ipu mpoydBaHe Npy ABATOOMAIIATH MaKallH, Ha KOUTO € TIPUJIOKEH JeHO3yMab 0 BpeMe Ha
nepuoja, eKBUBAJIICHTEH Ha TBPBHS TpUMecThbp Ha OpemenHocTTa, pu AUC ekcrio3nnuu 10 99 mbTH
MO-BUCOKH OT J1o3arta npu xopa (60 mg Ha Bceku 6 Mecena), HIMa JaHHH 32 YBPEXKIaHEe Ha MaiKara
i eryca. Oerananrte TMMGHU BH3IX HE ca U3CIEIBaHU IIPH TOBA IPOYYBaHE.

[Ipu apyro npoyuBaHe Npu ABJITOONAIIATH MaKally, Ha KOUTO € MPHJIOKEH AeH03yMal 1o BpeMe Ha
opemennoct nmpu AUC excriozutiny, 119 mbTu mo-BUCOKH OT qo03ata mpu Xopa (60 mg Ha BCcekn

6 Mecera), € ©IMaJo OBHIIaBaHEe HA MBPTBUTE PaKJaHMS U TIOCTHATATHATA CMBPTHOCT; HApyIIeH
KOCTEH pacTexk, BOJACI 10 HaMaJeHa 3/[paB1HA Ha KOCTUTE, MOHM)KEHA XEMaTOI0e3a U HEMPABUIIHO
MoJIpexJIaHe Ha 360uTe; tnTica Ha iepudepHu TUMQHY BB3ITH 1 3a0aBeH HeoHaTalleH pacTtex. He e
YCTaHOBEHO HUBO, MIPH KOETO HE ce HabIogaBaT HeXXeJlaH! PEaKI[iy 110 OTHOIICHNE Ha
penpoaykuusta. lllect mecena cies paxkJjaHETO MPOMEHUTE, CBbP3aHH ¢ KOCTHUTE, Ca MOKa3aln
00paTHO pa3BUTHE U HE € HaOMro1aBaH e(eKT BHPXy NOHUKBaHETO Ha 3p0uTe. Edexture BhpXy
TUMGHUTE BB3IH U HEMPABUIIHOTO MOAPEKIaHe Ha 30HTe 00ade mepcucTupaT U € HalIro1aBana
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MUHUMaJIHA 10 YMEpEeHa MUHEpaJIN3alys B MHOTO ThbKaHU IIPH €JHO )KUBOTHO (Bpb3Ka € JIEUCHHETO HE
¢ ycraHoBeHa). Hsima naHHM 3a yBpekaaHe Ha MaiiKkaTa peay paskIaHeTo; HeXeJaH! eeKTy Ipu
MaifkaTa Bb3HMKBAT HEYECTO 0 BpeMe Ha paxaaHeTo. Pa3BUTHeTO Ha MalfyMHAaTa MIIEYHA XKJIe3a €
HOPMAJHO.

[pu npeAKTUHIYHATE TPOYYBAHUS 32 KAUECTBO HA KOCTUTE TP MaMyHH Ha MPOIBIKUTEITHO
TpeTHpaHe ¢ JIeHO3yMad, HaMaJsIBAHETO Ha KOCTHUS OOMEH ce CBhP3Ba C NIOBUIIIABAHE Ha 3/IpaBUHATA
Ha KOCTUTE M C HOpMaJlHa KOCTHA XUCToJorus. KanueBure HuBa ca BpeMEHHO HaMaJICHH, a HUBaTa
HA MapaTUPEOUIHUS XOPMOH ca BPEMEHHO YBEITUUCHH NP MaiMYHHU C OBAPUEKTOMHS, JICKYBaHH C
JeH03yMao.

[Ipu MBxKU MuLTKH, reHHO Moenupann fga ekcrpecupaT huRANKL (knock-in mumkn), kouto ca
TTOJTO’KCHH Ha TPaHCKOPTHKAITHA (hpakTypa, IeHo3yMab 3a0aBsi OTCTpaHIBAHETO HA XPYIIsUIa U
peMoenupaHeTo Ha Kainyca Ha (ppakTypaTa, B CpaBHEHHE ¢ KOHTPOJIUTE, HO OMOMeXaHNYHaTa
3[paBHHA He € Ouiia 3acerHara HeOIaronpusTHO.

Knockout mumiku (Bx. Touka 4.6) 6e3 RANK mim RANKL nemoHcTpHpar HamManeHo TeJIECHO TerJIo,
MOHM)KEH KOCTEH PACTeK M JIUICa Ha MPoOUB Ha 360u. [Ipu HOBOpOAEHH ILTHXOBE HHXUOMPAHETO Ha
RANKL (menTa Ha TepamusTa ¢ IeHO3yMad) ¢ BUCOKH JIO3H OCTEONPOTETepHH, CBBp3aH ¢ Fc
(OPG-Fc), ce acommuupa ¢ nHXHOMpaHe HAa KOCTHHSI pacTeX u nMpobusa Ha 3p0uTe. Te3u mpoMeHu ca
OMJIM YacTHYHO OOpaTHMH MPH TO3H MOJEN ciie]l IpeKpaTsaBaHe Ha mpuiiokeHrnero Ha RANKL
uHXuOuTOpH. KOBEHUIIHM pUMAaTH, Ha KOUTO € Ipujarad AeHo3ymad 27 u 150 mbTH Hag KIMHAYHATA
excrio3unms (10 u 50 mg/kg Ha mo3a), MaT HapylIeHne B pacTeXHATE TWTodkd. [lopann ToBa
JISYEHUETO C IeH03yMad MOXKe J]a HapyIIN KOCTHHS pacTeX MpH Jela C OTBOPEHH PACTEKHH IJIOYKU U
MOKe J1a MOTHCHE MpoOuBa Ha 3HOUTE.

6. DAPMAINEBTNYHU JAHHHA
6.1 Chnucnk Ha NIOMOIIHHUTE BelIeCTBA
XUCTUAUH

XHUCTHIUHOB XHIPOXIOPUI MOHOXHIPAT
Copouron (E420)

[Tomcopbar 20

Bopa 3a umxexkuuu

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha Mpoy4YBaHuUs 32 HECHBBMECTHMOCTH TO3H JICKAPCTBEH MPOAYKT HE TPOBa J]a ce CMecBa ¢
JPYTH JIEKapCTBEHU MPOIYKTH.

6.3 Cpoxk Ha roaHoCT

3 roauHHU

Cnen xaro ce u3Baju ot xnaaqminuka, Obodence Moxe /1a ce ChXpaHsABa Ha TeMIepaTypa

1o MmakcumyM 25°C 3a emHoKparteH nepuoj 1o 60 qHu, HO Oe3 J1a Ha/IBHIIaBa ITBPBOHAYAIIHUS CPOK Ha
TOJHOCT. AKO He ce U3I0JI3Ba B paMKHTe Ha To3u 60-mHeBeH nepuoj, Obodence Moxe /1a ce BEpHE B
XJTaTATHUKA 32 28 THU 3a Obaemna ynorpeoa.

6.4 CuoenuajHu ycJ0BHS HA CbXpaHEHHE

Ha ce cpxpansia B xnammiauk (2°C — 8°C).
a He ce 3ampassBa.
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C’BXpaHHBaﬁTG MMPpEABAPUTCIIHO HAITBJIHCHATA COPUHIIOBKA B KAPTOHCHATA OITaKOBKaA, 34 Jia CC
npeamnasy OT CBETJIMHA.

6.5 Buau chabpKaHue HA ONMAKOBKATAa

Enmua ml pa3TBop B MpeABapyUTEIHO HAITBJIHEHA CIPUHIIOBKA C €IMHUYHA J103a OT CTHKJIO THII | ¢ uria
OT HepBXKaemMa ctoMana pasmep 29G, ¢ mpeanasuTen Ha UriiaTa, F'yMeHa Karadka Ha Uriara
(emacromep), ryMeHa riaBa Ha OyTanoto (OpoMOYTHIIOBa TyMa) M IUIACTMACOBO cTe0J10 Ha OyTaJoTo.

OmnakoBKa ¢ eiHa IPeIBapUTETHO HAIIbJIHEHA CIIPHHIIOBKA Oe3 Onucrep.

6.6 CrnenuajaHu nNpeInasHu MepKHU NPH U3XBbPJIsiIHE H padoTa

. IIpenn mpuoxkeHne, pa3TBOPHT TpsiOBa 1a ce mpoBepu. He nmkekTupaiite pa3TBopa, ako
ChbAbpiKa 4aCTULIX W € MBTCH, UJIU C IPOMCHCH LBAT.

° He pasknamaiire.

. 3a na ce uzberne TMCKOMQOPT HA MACTOTO HA MHIKEKTUPAHE, OCTABETE MPEIBAPUTEIHO

HaIbJTHEHATa CIPUHIIOBKA J1a JIOCTHTHE cTaliHa Temreparypa (1o 25°C) npenu MHXEKTUpaHe U
HHKEKTHpaiTe OaBHO.
. WmxektupaiiTe 1510TO ChIbPKAHUE HA MPEIBAPUTEITHO HAITBIIHEHATA CIPUHIIOBKA.

Hewusnon3BaHusT 1eKapcTBeH NPOAYKT WM OTAAbYHATE MATEPHAIH OT HETO TPsIOBa Ja C€ U3XBBPIIST
B CbOTBETCTBUE C MECTHUTE U3UCKBAHHUS.

7. NPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA
Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

Hunepnanaus
8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1890/001

9. JATA HA II'bPBO PASPEIIABAHE/IIO/JTHOBABAHE HA PASPELIEHUETO 3A
YIHOTPEBA

Jara Ha mepBoO paspemnaBane: 12 ¢espyapu 2025 1.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[MonpoOHa nHbopMaIus 3a TO3U JICKAPCTBEH MPOIYKT € pe/joCTaBeHa Ha yeOcaiita Ha EBporelickara
arceHIMS 110 JIeKapcTBaTta https://www.ema.europa.eu.
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INPHUJIOKEHHUE 11
A. IMPOU3BOJUTEJIN HA BUOJIOI'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJAUTEJIN, OTT'OBOPHH 3A
OCBOBOXKJIABAHE HA ITAPTUN

b. YCJIOBUS NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

B. APYI'N YCJIOBUSA U UBUCKBAHUSA HA
PASPEIIEHUETO 3A YIIOTPEBA

I. YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U
EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOJUTEJI HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTHUIN

HMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Samsung Biologics Co. Ltd

300, Songdo bio-daero, Yeonsu-gu
Incheon, 21987

PerryGinka Kopest

HMe u aapec Ha IPOU3BOAUTEISL, OTTOBOPEH 3a OCBO60)KI[3.B3.H6 Ha NapTUuaAuTC

Samsung Bioepis NL B.V.
Olof Palmestraat 10
2616 LR Delft

Hunepnanaus

[lewaTHaTa TUCTOBKA HA JIEKAPCTBEHHS MPOAYKT TPSIOBa /1a ChIBPKAa IMETO U aJipeca Ha
MIPOM3BOANTENSI, OTTOBOPEH 32 OCBOOOKAABAHETO HA CHOTBETHATA MAPTH/IA.

b. YCJOBUs NN OT'PAHUYEHUA 3A JIOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MNPOAYKT CC OTITYCKa I10 JICKAPCKO NPCAINNCaHUC.

B. JPYI'M YCJIOBUA U N3UCKBAHMS HA PASPEHIEHUETO 3A YIIOTPEBA
. Ilepuoguynm aKkTyaJau3nupanm aokaagu 3a oezonacuoct (ITAIB)

MsuckBanusta 3a nogaBane Ha [TAJIb 3a To3u TekapcTBEH NPOAYKT Ca MOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucok), npensuaeH B wi. 1078, an. 7 ot
Hupextua 2001/83/EO, 1 BEB BCHUKH CIICIBAITN aKTyaIH3aIHH, ITyOJINKYBaHH Ha €BPOTICHCKHUS
yeOmopTalt 3a IeKapCcTBa.

r. YCJI0BUs NWJIHN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[purexatensat Ha pa3penieHuero 3a ynorpeda (ITPY) TpsOBa ga M3BbpIIBa U3NCKBAHUTE JEHHOCTH H
JeWCTBYS, CBBP3aHH C MPOCIEAsIBaHEe Ha JIeKapcTBeHaTa 0€301macHOCT, mocoueHn B ogoopenus 11YP,
npencrased B Mozayin 1.8.2 Ha pasperieHueTo 3a ynorpe0a, KakTo U BbB BCHUKHU CJICABALIN 0100pEHH
akTyanusanuu Ha [TYP.

Axtyamusupas [1YP Tps6Ba na ce momasa:

° 10 MCKaHe Ha EBporrefickaTta areHIus 0 JIEKapCcTBaTa;

. BHHATH, KOTATO C€ M3MEHsI CHCTeMara 3a yIpaBJIeHne Ha PUCKa, 0COOEHO B pe3yJITaT Ha
MoJTyYaBaHe Ha HOBa WH(OPMAITHS, KOSITO MOXKE J1a JIOBEIE 10 3HAYUMHU IIPOMEHU B
CHOTHOIICHHUETO T0JI3a-PUCK, WIH CIE TOCTUTaHe HA BaXKEH eTar (BbB BPh3Ka C MPOCIIE/IBaHE
Ha JIeKapcTBeHaTa 0€30IaCHOCT MJIH CBEXKIAaHE Ha PUCKA JI0 MUHUMYM).
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L4 I[OH'I)J'[HI/ITCJ'I]-[H MEPKH 3a CBEXKIAHEC HA PUCKA 10 MUHUMYM

1Py TpH6Ba Ja OCUT'YPH BBBCIKAAHCTO HA HAIIOMHSIIA KapTa Ha MallUCHTAa OTHOCHO OCTCOHCKPO3a Ha
YCICTTA.
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHA, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA IIPEABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Obodence
60 mg MHKEKIIMOHEH PAa3TBOP B MIPEIBAPUTEIHO HAITbJIHEHA CIIPUHIIOBKA
JeHo3yMa0

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 ml npeaBapuTEIIHO HAITBJIHEHA CIIPUHIIOBKA, Chabpxaiia 60 mg neHozymad (60 mg/ml).

3. CIIMCBK HA TIOMOIINHUTE BEIIECTBA

XUCTUIWH, XUCTUIMHOB XUAPOXJIOpU MOHOXUApaAT, copouroin (E420), momucopOat 20, Bosaa 3a
WHKEKIUH

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

HMuxexunoHeH pa3TBop
Enna npensapuTenHo HabJIHEHA CIIPUHIIOBKA C MPEANA3UTEN Ha UIlaTa

| 5. HAYHNH HA ITPUWJIOKEHUE U ITbT(MIIIA) HA BbBEK/IAHE

[ToaxoXxHO PHUIIOKEHHE

Baxno: npenu paboTa ¢ rpeBapuTEeIHO HAITBITHEHATa CIIPUHIIOBKA ITPOYETETe JIMCTOBKATA.
Ha He ce paskiamia.

[Ipenu ymorpeda mpovereTe JIUCTOBKATA.

OTtBopeTe

6. CHHEHUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOTI'VIEJA U JOCEI'A HA JEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 34 JICTIa.

| 7. APYTI'U CHEIMAJIHU ITPEAYITPEXKIAEHUSA, AKO E HEOBXOJUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onmeu no:
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| 9. CHHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaJIHITHUK.

[a He ce 3ampassiBa.

CoxpansiBaiiTe mpeIBapUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OIIAKOBKA, 32 J1a Ce
MpeAnasy oT CBETIUHA.

10. CHELMWAJIHU NPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UWJIN OTITIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Samsung Bioepis NL B.V.
Olof Palmestraat 10, 2616 LR Delft
Hunepnanaus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/24/1890/001

| 13.  TIAPTHJEH HOMEP

[TapTugen Ne

| 14. HAYMUH HA OTITYCKAHE

| 15. YKA3AHWJ 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Obodence

| 17. YHUKAJIEH UWAEHTUP®PUKATOP — IBYU3MEPEH BAPKOJ

JByu3mepeH 0apKoz ¢ BKIIOYEH YHUKaJICH HACHTH()HUKATOP

| 18. YHMKAJIEH WIEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA IPEJABAPUTEJIHO HAII'BJIHEHA CIIPUHILIOBKA (BE3 BJINCTEP)

1. HUME HA JIEKAPCTBEHUS NTPOAYKT U IBbT(MIIA) HA BBBEXK/IAHE

Obodence 60 mg HHKEKIIHS
denosumab
s.C.

| 2. HAYHMH HA TIPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

| 6. JPYIoO
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b. JUCTOBKA
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JIncroBka: nHpopManus 3a NOTpedUTEIs

Obodence 60 mg NH:KeKIIHOHEH Pa3TBOP B MPeABAPUTETHO HAITbJHEHA CTIPMHIIOBKA
neHo3ymab (denosumab)

vTosn JIeKapCTBEH NMPOAYKT MOATEKH Ha JONBIHUTETHO HabmoaeHue. Tosa e mo3Bosiu 0bp30To
yCTaHOBsIBaHE HAa HOBa WH(POPMALU OTHOCHO Oe3omacHocTTa. MoxeTe 1a 1afeTe CBOs IPUHOC KaTo
ChOOIINTE BCSKA HEXKEJIaHA PeaKLs, KOATO CTE MOMYy4/WId. 3a HaUlHa Ha ChOOIIABaHEe Ha HEXEJIaH!
peaxIuy BIKTE Kpas Ha ToukKa 4.

IIpouerere BHMMATENHO HslJIaTa JIMCTOBKA MPeIM 1A 3all04YHeTe 1a U3I0JI3BaTe TOBA JIEeKAPCTBO,

Thil KaTO T ChAbPKa BaskHa 3a Bac undopmanus.

- 3anaszeTe Ta3u JUCTOBKA. MoxXe J1a ce HAJIOXKHU J1a 51 IPOYETETE OTHOBO.

- AKO mMare HIKaKBH JOBIHATEIHA BBIPOCH, TToruTaiiTe Bamms nekap uinm gpapmarieBT.

- ToBa nekapcTBo € npeanucado J1uyHo Ha Bac. He ro nmpeorcrbnBaiite Ha apyru xopa. To Moxe
Ja UM HaBpE€aAH, HE3aBUCUMO Y€ IMMPU3HAIIUTE HA TAXHOTO 3a6OJI§IBaHC Ca ChILUINUTEC KATO Bammwre.

- AKO TIOJTy4YHTe HSKaKBH HEXEJIaHU peakiuu, yBegpomere Bamus nexap uinn papmanent. ToBa
BKJIIOYBA U BCUYKH Bb3MOXKXHU HEXKCJIAaHU PEAKI[UN, HCOIMMCAHU B Ta3u JIMCTOBKA. Buxre
TOuKa 4.

- BamusT nexap me Bu nage HanoMHsIa KapTa Ha AIMEeHTa, ChAbpKalla BakHa HHPpOpManus
BBB BpPbB3Ka ¢ 0€301MacHOCTTa, C KOSATO TPsiOBa Ja ce 3amo3HaeTe Mpean 1 10 BpeMe Ha
neuenneTo Bu ¢ Obodence.

KakBo cbabpika Ta3u JHCTOBKA

Kaxso mpencrasisisa Obodence 1 3a KakBO ce U3MOJI3BA
Kakso Tps6Ba na 3Haere, nmpeau aa usnonssare Obodence
Kaxk na usnonssare Obodence

BB3MOKHHN HEXeTaHn peaKkuumn

Kak na cexpansiBare Obodence

ChIrbprkaHue Ha OTIAKOBKATa U JOIBIHUTEIHA HHpOpMALUs

SNk =

1. Kaxkgo npeacraBasasa Obodence n 3a KakBo ce H3M0J3Ba
Kakgo npeacrasasisa Obodence u kak neiicTea

Obodence chabpxa qeHO3yMad, 0eNThK (MOHOKJIOHATHO aHTHUTSIO), KOWTO Ce HaMecBa B ICHCTBUETO
Ha JIpyT OEJNTHK, 32 Ja JeKyBa 3arybara Ha KOCTHO BEIIECTBO U ocTeonopo3ara. JIeueHneTo ¢
Obodence npaBu KOCTUTE MMO-3/IpaBU U MO-MAJIKO MOJATIMBY Ha CUYyIBaHE.

Kocrra € xuBa ThKaH U HCTIPCKBCHATO CC BB30OHOBSBA. XOpMOH’bT CCTPOIrCH NnoMara KOCTHUTC IIa Ca
3ApaBu. Cnen MCHOIIay3aTa, HUBaTa Ha €CTPOTCH Maaar, B pE€3yJITaT Ha KOCTO KOCTUTEC MOXKE Ja CTaHaT
clabu u YYIJINBH. Topa BITIOCJICACTBHUEC MOXKE Ja JOBECIC 0 3a6OJI$IBaHC, Hap€UCHO OCTCOMMOpO3a.
OCTCOHOpO3a MOZKE 1a CC€ MMOSABU U IPHU MBKCTC NOpaan peaAnla IpuInHu, BKIIFOYUTCIIHO OCTApsABAaHE
W/WI1 HUCKO HUBO HAa MBKKUS XOPMOH TECTOCTEPOH. Ts Mmoxe Ja CC IOSABU U IIPU IMAIUCHTH,
Iojry4aBamny riitOKOKOpTUKOUIU. MHoro ManyueHTU C OCTCONOpPO3a HAMAT CUMIITOMH, HO BBIIPCKU
TOBa Ca IMOJJIOKCHHU Ha PUCK OT CUYIIBAHC HA KOCTUTC, 0Cco0€eHO Ha Fp’LGHaKa, TaBO6C,Z[pCHI/IT€ KOCTH U
KHUTKHTC.

XI/IpprI/I‘{HI/I OIrepanuu Uiiu JICKapCTBa, KOUTO CIIUpAT MPOAYKIUATA HA €CTPOICH NI TSCCTOCTCPOH,

H3M0JI3BaHU 34 JICHCHUC Ha MAlIMCHTH C paK Ha I'bpZlaTa WX paK HA IpocCTaTaTra, CbII0 MOrarT Ja
JoBcaar a0 3ary6a Ha KOCTHO BemiecTBO. KocTuTe craBar o-cj1abu u ce YYIAT 110-JIECHO.
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3a kakBo ce n3noj3Ba Obodence

Obodence ce u3nomn3sa 3a JeUeHUE Ha:

J 0CTEOIOoPO3a TPH JKEHHU CIIe/l MEHOTay3a (MOCTMEHOIay3aliHa) U MbKe, KOUTO HMaT MTOBHIIICH
pHCK OT hpakTypa (CUynBaHE Ha KOCTUTE), HAMAJSIBAlKK PHCKa OT TPbOHAYHU 1 HETPbOHAYHH
(hpaxTypu 1 HpakTypH Ha Ta300eIPEHUTE KOCTH.

o 3ary0a Ha KOCTHO BEIIECTBO B PE3yJITAT Ha HaMalleHue Ha HUBOTO Ha XOPMOH (TECTOCTEPOH),
MIPUYUHEHO OT OIepals WX JICUSHHE C JIEKapCTBa IPH MallMEHTH C paK Ha IpocTaraTa.
o 3ary0a Ha KOCTHO BEIIECTBO B PE3yNITaT Ha IPOABIKUATEITHO JIEYSHUE C TIIIOKOKOPTHKOUAH MIPH

MAIUEHTH C MOBUIIIEH PUCK OT (hpaKTypa.

2. KakBo Tpsi0oBa 1a 3HaeTe, npeau Aa usnoaszsate Obodence
He n3noiassaiite Obodence

. aKo MMaTe HUCKHM HMBAa Ha KaJIUi B KPBBTA (XUIIOKAIIIHEMHS).
° aKO CTC AJICPTUYHU KbM ,Z[eHO3yMa6 HJIX KbM HIAKOSA OT OCTaAHAJIUTC CHCTAaBKU Ha TOBA JICKApPCTBO
(130poeHu B TouKa 6).

IIpeaynpesxnenus u npeAnasHu MepKU
I'oBopete ¢ Bamms nekap nnn dapmanesT, npeau ga usnonssate Obodence.

Hoxkato cre Ha teyenne ¢ Obodence, Moxe Ja ce MOsIBH KOKHA HHPEKIHSI ChC CUMIITOMH KaTo
HOMYyTa, 3a4epBeHa 00JIacT OT K0XKaTa, Hal-4uecTo B I0JIHATa 4acT Ha Kpaka, KOSITO 4yBCTBAaTe roperia
n Oosie3HeHa (LEMyInT), 1 MOXKE J1a € MPUAPYKEHa OT CUMIITOMH Ha IOBHUILIEHA TemIepaTtypa. Mo,
cpobmere Ha Bamms nexap He3abaBHO, aKO pa3BHETE HAKOM OT T€3H CHMIITOMH.

TpsabBa na npuemate 100aBKH ¢ Kannuid U BUTaMuH D, mokaro cre Ha neuenue ¢ Obodence. Bammst
nekap e oochau ToBa ¢ Bac.

Bue moxe 1a ©MaTe HUCKH HHMBa Ha KaJlMi B KPBBTa, T0KaTo noiay4aBare Obodence. Mons kaxere
He3abaBHO Ha Barust jiekap, ako 3a0eexuTe HIKOU OT CISIHUTE CUMIITOMH: CIIa3MH, IIOTPETIBAHUS
WKW KpaMIId Ha MYCKYJIMTE, u/nnmn HU3TPBIBAHE WJIM MPaBY4YKaHE Ha IIPBCTUTE Ha PHUECTE, KpaKaTa Uin
OKOJIO yCTaTa, W/Wii I'bpUoBe, 0ObpPKBaHE WK 3ary0a Ha Ch3HAHHE.

Psanko ce cpo0mmaBa 3a TeXXKH CTy4ad Ha HUICKH HUBA Ha KaJIMil B KPBBTA, BOACIIH 10
XOCTIMTANIN3AINS, U JOPH )KHBOTO3acTpalIaBamy peakinuy. [lopaay ToBa HUBaTa Ha KAl B KPHBTA
Bu mie 6b1aT poBepsiBaHu (Upe3 KPBBHO U3CIEIBAHE) MPEAN BCAKA 71034, a IPU MAIUSHTH C
MIPEeAPa3NOI0KESHNE KbM XUIIOKAIIIHEMHS - B PAMKHTE Ha JIBE CEIMHUIIM CJIe] HadalHaTa 103a.

Wndopmupaiite Bamms nekap, ako nMate Wil CTe UMalld TeXKH MpobieMu ¢ 0b0penuTte, 0p0peyna
HEIOCTAThYHOCT WIIM C€ HyXKIaeTe OT Iualli3a, Wi IpueMate JeKapcTBa, HapeueH!
TIIIOKOKOPTUKOMIM (KaTO TPEJHU30JI0H MK JIEKCaMeTa30H), KOUTO MOTarT Jia yBeJIHJaT prcka 3a Bac
OT TI0sIBa HAa HUCKW HHMBA Ha KaJIIWH B KPHBTA, aKO HE IpUeMaTe JOOABKH C KaIIUH.

[poGsiemu ¢ ycTarta, 3501Te WITN Y9eIF0CTTa

Hexenana peakmusi, HapedeHa ocTeoHekpo3a Ha yemoctta (OHY) (kocTHO yBpekiaHe Ha YeTI0CTTa),
ce cro0mIaBa psako (Moxe na 3acerne no 1 Ha 1 000 gymm) npu manuenTH, noixyyasaiu Obodence 3a
ocreoropo3a. Puckst or OHY ce yBennuaBa npu manueHTH, JeKyBaHH MTPOABIDKATEHO BpeMe (MOXe
na 3acerde no 1 Ha 200 mymm, ako ce JieKyBar B npoabpkenne Ha 10 ronuan). OHY moxe ga ce
MOSIBY | CJIE]| CIIMpaHe Ha JICYCHHeTo. BayKHO e J1a ce HalpaBu OMUT 3a MPE0TBpATIBAHE PA3BUTHETO
Ha OHUY, Thit kKaTO TOBa MOXe J1a € 0OJIE3HEHO ChCTOSTHUE, KOETO MOJKE JIa Ce OKa)xke TPYIHO 3a
JiedeHue. 3a 1a ce HaMau pUCKbT OoT pasputre Ha OHY, B3eMeTe cliemHUTE IpeIa3sHi MEPKH:
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Hpeﬂn Ja 3al04YHCTEC JICHCHUCTO, YBEAOMETC Bamus JICKap Wi MEAUIMHCKA CECTpa (MC,[[I/IL[I/IHCKI/I
CHGLII/IaJ'II/ICT), aKo:

. uMare HIKaKBH MPOOJIEMH C ycTaTa WK 360UTe, KaTo JIONIO CTOMATOJIOTHYHO 3/IpaBe,
3a00JsIBaHE HAa BEHIUTE WIH TUIAHUPAHO M3BaXKAaHE Ha 350.

. HE MoJTy4YaBaTe peIOBHU CTOMATOJOTHYHY IPHKU MITH HE CTE UMAJId CTOMATOJIOTHYEH Tperien
OT JBJITO BpEME.

o cTe mynray (ThU KaTo TOBA MOXKE Jla YBEIUYH PUCKA OT MPOOJIEMHU ChC 3bOUTE).

) cTe OWIM JIeKyBaHH Npeain ToBa ¢ oudocdoHar (M3MoI3BaH 3a JCUSHHUE WITH MTPEOTBPATIBAHE
Ha KOCTHHU HAPYIIICHHS).

o CTE PUEMaITH JICKapCTBa, HAPEUYCHN KOPTHKOCTEPOUIN (KaTO MPEIHNU30JIOH UITH
JIEKCaMETa30H).

o AMaTe pax.

BamusT nekap Moske Ja morcka oT Bacia ce moajIoKuTe Ha CTOMATOIONHYEH MPerje, Mpeau aa
3arouHere yedenue ¢ Obodence.

Jlokato ce nekyBaTe, TpsiOBa Ja MOAIbpIKATe 100pa YCTHA XUTHUEHA U J1a ce TIojjIaraTe Ha peIOBHU
CTOMATOJIOTHYHU Tperyiein. AKO HOCUTE MPOTE3H, TPsIOBa Jja CTe CUTYpPHH, Y€ T€ IPUJIIATAT MPaBUITHO.
Axo cte IIOJJIOKEHHU Ha CTOMATOJOTHYHO JICYCHUEC UIH Bu IpeaACTON CTOMATOJIOTNYHA OTiepanus
(Hamp. u3BaXKaaHe Ha 350), HHPpOpMuUpaiiTe Barms ekap 3a BaieTo cToMaToIorHyHoO JIeueHHE U
yBenmoMeTe 3p001eKkaps cH, e ce JekyBate ¢ Obodence.

Ceopikere ce ¢ Bamms nekap u 3p0051ekap He3a0aBHO, aKO UMaTe IPOOJIEMU ¢ ycTaTa Wi 3b0UTe,
HaTpUMep pasKiaTeHH 3501, 00JKa MM OTOK, MIIH He3a3/IPaBsBaIlH A3BU MU CEKPELUs, Thid KaTO
TOBa MOXe 1a ca nmpu3Hamu Ha OHY.

HeobOuuatinu dbpaktypu Ha OeapeHaTa KOCT

[Ipu HAKOM XOpa MOraT Jia ce MOSBIT HeoOnYaHu GPaKkTypH Ha OeapeHaTa KOCT, JOKATO Ce JCKYBaT ¢
neHozyma0. CBepikeTe ce ¢ Bamms nekap, ako mojsydyuTe HOBa MITH HeoOUJaiiHa 0oJIKa B
Tazo0epeHaTa craBa, clabMHUTE WITH OeApOoTO.

Jleua v roHOIIN

Obodence He TpsAOBa a ce M3IOI3BA TIPH JIeTa ¥ IOHOIIH oA 18-roaumrHa Bh3pacT.

JApyru nekapcrBa u Obodence

TpsabBa na kaxxere Ha Bamms nekap wim ¢apmanesT, ako MpreMaTe, HACKOPO CTe PUEMANH WITH €
BB3MOXKHO JIa IpreMaTe JApyrH jJekapcTea. OcoOeHO BaKHO € Jla KakeTe Ha Bamms siekap, ako ce
JIEKyBaTe C IPYro JIEKapCTBO, ChIBPHKAIIO JIEHO3YMao.

He tpsi6Ba na npuemate Obodence 3aeHO ¢ APYTo JIEKAPCTBO, ChIABPIKAIIO JCHO3yMao.
BpeMeHHOCT U KbpMeHe

JleHo3yma0 He € M3NUTBaH Npu OpeMeHHHU KeHU. BaxkHo e na undopmupare Bamus nekap, ako cre
OpeMeHHa, cMsTaTe, 9e MOXKe Jia CTe OpeMeHHa; WiIH IaHupaTe 6pemMeHHocT. He ce mpenopbuBa
ynotpebara Ha Obodence, ako cre OpeMeHHa. JKeHH ¢ meTepo/ieH MOTSHIIUA TPsOBa 1a U3IT0JI3BAT
e(heKTHBHU METO/IM 3a KOHTpAIeNIwsI 1o Bpeme Ha jiederune ¢ Obodence u 3a Hail-manko 5 Mecena

cien cnupane Ha jedenueTo ¢ Obodence.

Ako 3abpemeneeTe 1o Bpeme Ha JiedeHrne ¢ Obodence mim mo-mMaiko oT 5 Mecera cje/l ClupaHe Ha
neuenuero ¢ Obodence, mons yBenomere Bamus nexap.

He e m3BectHO nanm nerozymab ce oTaens B KkbpMaTa. BaxkHo e na uHpopmupare Bamms nekap, ako
KbpMHTE WIN IUTaHUpaTe Aa KbpMuTe. Bammdar nekap me Bu noMorse na pemmre nanu aa
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MIPEYCTAaHOBUTE KbPMEHETO HIIH Jia MPEeKbCHETE MpriioskeHueTo Ha Obodence, kaTo B3eMe MPEABUT
ToJi3aTa oT KbpMeHeTo 3a 0ebeTo u mon3ara ot Obodence 3a maiikara.

AKo KppMHUTE TTO BpeMe Ha JieueHue ¢ Obodence, Mous yBenomere Bammus nekap.
ITochBeTBatiTe ce ¢ Bamms rekap miau gapMareBT mpeau yrmoTpedaTa Ha KOSTO U 1a € JICKapCTBO.
Hlodupane u paéora ¢ MAIIMHU

Obodence He MOBNUABA HITH MTOBIHUIBA MPEHEOPESIKUMO CIIOCOOHOCTTA 32 Imodupane u pabdora ¢
MallluHH.

Copourou (E420)

ToBa nekapctBo chabpka 44 mg copobuton (E420) BpB Bcexu ml pa3TBop.

Harpuii

ToBa ekapcTBO ChABPIKA MO-MaNIKO OT 1 mmol HaTpwmii (23 mg) Ha 60 mg, T.e. MOXKE 1a ce Kaxe, ue
MIPAKTUYECKA HE CHhABPIKa HATPHUH.

3. Kak na uznoassare Obodence

[Ipenopruntennata 103a € €qHa NPEABAPUTEIHO HATbJIHEHA CIPUHIIOBKA OT 60 mg, MpuiIoKeHa
BEHBK Ha BCEKH 6 Mecela, KaTo eIMHUYHA WHXKEKIIHA 0] Ko)KaTa (ITOIKOKHA WHIKEKITHS).
Haii-mogxomsmuTe MecTa 3a MH)KEKTUPAHE ca TOpHaTa JacT Ha O6empara u kopema. YoBeKbT, KOUTO ce
rpuxu 3a Bac, Moxke 1a U3Mo3Ba ChIl0 BHHILHATA YacT Ha MUIIHKUIATa Bu. Mons, nonuraiite Bammus

JICKAp 3a JaTaTa Ha CJIC[BalliaTa NHXXCKI .

OcgeH ToBa I1e TPsAOBa Jia MpueMaTe J0OaBKY C KUK ¥ BUTaMUH D, I0KaTo cTe Ha JICUeHHUE ¢
Obodence. Bammust nekap e o6cyan ToBa ¢ Bac.

Bammst nexap mosxe ga pemry, ye € Hail-moOpe Bue minm 4oBeKkbT, KOWTO ce Tpiku 3a Bac, nma
umxektupate Obodence. BamusaT nexap uiu 10CTaBYMK Ha MEIUIIMHCKH TPUXKH IIIe TOKaxat Ha Bac
WJIH Ha 9OBEKa, TPIDKEI ce 3a Bac, kak na m3momsBate Obodence. Moits, mpodeTeTe pasena B Kpast
Ha Ta3W JUCTOBKA 3a YKa3aHMs OTHOCHO TOBA Kak na mmkektupare Obodence.

Jla He ce pa3kiamia.

AKo cTe nponycHaJm aa u3noj3sare Obodence

Axo e nporrycHara no3a Obodence, nHxeknusara TpsOBa 1a ObJie MPUIIOKEHA, KOJIKOTO € Bb3MOXKHO
mo-ckopo. Cren ToBa HHXKEKITUUTE TPsIOBa Aa ObAaT ITaHUPAHM HAa BCEKU 6 Mecella OT JaTaTa Ha
MMOCTAEHATA UHIKEKIHS.

Ako cTe cnipesu ynorpedara Ha Obodence

3a ma uMa Haii-ronsimMa mosza oT BameTo jeueHue 32 HaMalIIBaHe Ha PUCKA OT CUYIBaHHS, BaXHO € J1a
n3nomBare Obodence ToKOBa ABITO, KOJIKOTO € Tipeanucan Bammsar nekap. He cnimpatite Bamero
Jiedenue, 0e3 aa ce ceppikere ¢ Bamus stekap.

4. Bb3MOKHU HesKeJTaHU pPe€aKkuumn

Kakro Bcuukmu JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEAN3BHUKA HCIKCIIAaHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKM I'l I10JTy4aBa.
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Heuecro, manmenture momyvasamnm Obodence, Morar fa pa3BusT KOKHU HHEKIHH (TIPEeIMHO
nenynut). MoJs, nngopMmupaiite He3ad0aBHO Bamus jekap, ako pa3BUeTe HIKOH OT Te3U
CUMIITOMH, JIOKATo cTe Ha JieueHue ¢ Obodence: moayTa, 3auepBeHa 00JacT OT KOXkarta, Hai-4ecTo B
JIOJTHATA YacT Ha Kpaka, KOSATO UyBCTBAaTe ropella 1 0oJie3HeHa U ¢ Bh3MOXKHU CHMITTOMH Ha
MTOBUIIIEHA TeMIIepaTypa.

Psnxo naumentute, nonyvasamy Obodence, Morar ia pa3BusiT 00JKa B ycTaTa W/HITH YeToCTTa,
[I0J{yBaHE WJIM HE3a3ApaBsiBallM A3BH B yCTaTa MU YENIIOCTTA, CEKPELHs, CKOBAHOCT WJIM YyBCTBO Ha
TEXXECT B 4UEJIIOCTTA, WK pa3KialaHe Ha 360. ToBa Moke /1a ca IIpu3HALK Ha yBpEeXXJaHE Ha
YenmocTHaTa KocT (ocTeoHekposa). Kaxkere Ha Bamus nexap u 3600/1ekap He3a6aBHO, aKO
MOJIyYHUTE TAKWBA CHMIITOMH, JOKATO ce JieKyBare ¢ Obodence uin ciel ciupaHe Ha JICUSHHUETO.

Psnxo nauuentute, noiyuasamu Obodence, MoXxe a UMaT HUCKM HUBA Ha KaJIHH B KPHBTA
(Xunokanuuemus) ; TSKKATE CIydyand Ha HUICKM HUBA Ha KaJIIMK MOTaT J1a 10BeJat 10
XOCHMTAIN3ALMS U MOXKE /1a ca AOPH JKUBOTO3acTpamasay. CHMITOMUTE BKIIIOUBAT CIIA3MHU,
MOTPETBAaHMS WM KPaMIIK Ha MYCKYJIUTE, W/WITA CKOBAaHOCT WJIM U3TPBIIBaHE HA MPBCTUTE HA PHIIETE,
MPBCTUTE HA KpaKaTa WM OKOJIO YCTaTa U/WIK T'bpUoBe, 00BbpKBaHEe MM 3ary0a Ha Chb3HaHUE. AKO
HSAKOE OT M30pOEHUTE ce oTHACS 3a Bac, kaskere Ha Bamus jnexap He3abaBHo. Huckure HUBa Ha
KaJIMi B KPBBTA MOXKE J]a IOBEIAT JI0 MPOMSHA B ChbPACYHUS PUTHM, HapedeHa yIbDKaBaHe Ha
QT-unTepBana, KoeTo ce BIkIa Ha enekrpokapauorpama (EKD).

Psinxo morar ia ce mosiBAT HeoOu4aiiHu (HpakTypu Ha OeapeHaTa KOCT MPH MalUeHTH, MOTyYaBaly
Obodence. Cebp:kere ce ¢ Bammus jekap, ako mojay4duTe HOBa WM HeoOu4YaliHa O0JKa B
Tazo00epeHaTa cTaBa, CllabMHUTE WU OEAPOTO, THI KaTO TOBAa MOXKE J1a € paHEH NMPU3HAK Ha
BB3MOJKHA (hpakTypa Ha OeapeHaTta KOCT.

Psinxo ce HabnronaBaT alnepruyHy peakiyy MpH nanueHTH, norydasamy Obodence. CuMmntoMmure
BKJIIOYBAT ITOAYBaHE Ha JIMLETO, YCTHUTE, €3UKa, TBPIOTO MM APYTH YacTH Ha TsUI0TO; 00pUB,
CHhpOEX WM yPTUKApHUS IO KoKaTa (KOTIPUBHA TPecKa), XpUIOBE WK 3aTpyAHeHo numaHe. Tpsaosa
Ja KaxkeTe Ha Bamms jekap, ako NOJIy4dUTe HIKOM OT T€3U CUMIITOMH, TOKAaTo ce JeKyBaTe C
Obodence.

MHOro 4ecTH HeKeJaHU peakuuu (Moke 1a 3acersar mosede ot 1 va 10 gymm):
) 00JIKa B KOCTHUTE, CTABUTE W/WJIM MYCKYJIUTE, KOATO TIOHIKOTA € CHITHA,
. 0oJka B phIeTe WK Kpakarta (001Ka B KpalHUIIUTE).

YecTH HeskeaHu peakiuu (Moke ia 3acersar a0 1 Ha 10 mymm):

o 00JIe3HEeHO YpUHHpaHe, YeCTO YPUHUPaHEe, KPbB B ypUHATA, HEBH3MOXKHOCT 32 3abpKaHe Ha
ypHHAaTa,

I/IH(i)eKI_H/ISI Ha TOPHUTE NUXATCIHU I'bTUILA,

0oJka, MpaBydYKaHe WIIM U3TPBIIBAHE, KOSTO CE pa3NpOoCTpaHsIBa HAJAOIY IO Kpaka (Himac),
3arex,

KOpeMeH JAUCKOM(OpT,

o0pus,

KOXKHO 3a00J1s1BaHEe ChC ChPOEIK, 3aUuepBsIBaHE W/MIIH CyXoTa (eK3ema),

Kocomas (aJomerus).

HeuecTu He:keanu peaknuu (Moxe 1a 3acerHat 10 1 Ha 100 qymm):

. MOBHIIICHA TEMIIEPaTypa, MOBPHIIaHe U KOpEeMHA 00JIKa MIIN AUCKOM(POPT (TUBEPTUKYIIUT),

o nHEKINS Ha YXOTO,

o 00pHB, KOHTO MOJKE JIa Ce TOSBH 110 KOXKaTa, WK 3B B ycTaTa (JINXCHOUIHU JICKAPCTBEHH
peakIun).
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MHoro peaku He:keJaHH peakuuu (Moxe aa 3acerHat g0 1 Ha 10 000 gymm):

° ajJepruvHa peakius, KOATo MOXKe Ja YBpeIu KPbBOHOCHUTE ChI0BE MIPEIUMHO B KOXKaTa (Hamp.
JUIIABU WK KaheHUKaBO-UYEPBEHU NIETHA, YPTUKAPHUS IO KOXKATa WIIA KOKHU SI3BH)
(XumepceH3UTUBEH BaCcKyJIUT).

C Hen3BecTHA YecTOTa (OT HATMYHUTE TAHHU HE MOXe J1a ObJic HallpaBeHa OIICHKA):
o roBopere ¢ Bamms nekap, ako umare 00JKa B yXOTO, CEKPET OT yXOTO H/¥ITH HH(EKIHs Ha
yxoto. ToBa MOXe fa ca mpU3HALIN 32 YBpEeXIaHe Ha KOCTTa B yXOTO.

Chol0maBaHe Ha He/KeJIAHH PeaKINU

AKO MoNTy4nTe HIKAKBH HEXKEJaHH JICKAPCTBEHU peakluy, yBegaoMere Bamust nekap win dhapMarieBr.
ToBa BKJIIOYBAa BCUYKU Bb3MOKHU HEOMHMCAHU B Ta3H JINCTOBKA HEXEJIAHU peakuuu. Moxere ChIlo Aa
CHOOIINTE HEXKEJIAHU PeaKliu TUPEKTHO Ype3 HallMOHATHATA CHCTeMa 33 ChOOIIaBaHe, IIOCOYSHA B
[punoxenue V. Kato crobmaBare HeXelIaHT PEakIliy, MOKETE Ja AJCTe CBOS MMPUHOC 3a
MoJTy4aBaHe Ha MOBeue HHPOPMAIIUI OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na coxpansaBate Obodence
Ma ce cpxpaHsiBa Ha MsCTO, HEIOCTBITHO 32 JIela.

He u3non3Baiite TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOENSI3aH BEPXY €TUKETa U KapTOHEHATa
onakoBka, cien ,,EXP” u ,,'ogen no:”. CpoKbT Ha TOJHOCT OTrOBapsl Ha MOCIEAHUS ICH OT
OCOYEHHS MECEIL.

Ja ce cpxpanssa B xnaaunHuk (2°C — 8°C).

[a He ce 3ampassiBa.

CoxpaHsBaiiTe MpeIBapUTEIHO HAITbJIHEHATA CIPUHIIOBKA B KAPTOHEHATA OMIAKOBKa, 3a Jia Ce
Mpena3y OT CBETIINHA.

[IpenBapuTenHo HaTbIHEHATA CIIPUHIIOBKA MOXKE Ja O0b/ie OCTaBE€Ha M3BBH XJIAAMIHUKA 3 JIOCTUTaHe
cTaifHa Temnepatypa (10 25°C) npeau nHxkekTHpaHe. ToBa Iie HallpaBU MHKXEKTHUPAHETO M0-MaJIKo
HEMPUATHO.

Cren KaTo CIIPUHITOBKATA CE OCTABH JIa JOCTUTHE cTaifHa TemriepaTypa (mo 25°C), T Moxke J1a ce
ChbXpaHs;IBa Ha CTaifHa TeMIiepaTypa 3a eJHOKpareH nepuon 1o 60 xHu, HO Oe3 Ja ce Ha/IBHIIaBa
IbPBOHAYATHUS CPOK HAa TOJHOCT. AKO HE CE€ U3M0JI3Ba B PAMKUTE Ha TO3U MEPUOJ OT MAKCUMYM

60 mHU, CIPUHITOBKATa MOJKE JIa CE BbPHE B XJIAIMITHIKA 32 28 mHU 3a Obmemnia yrmoTpeba. He
M3IIOJI3BalTe CIPUHIIOBKATA CJle]l M3THYaHe Ha CPOKA HA TOHOCT, OTIIEYaTaH BbPXY €THKETA.

He u3xBbpusiiTe iekapcTBaTa B KaHAIH3AIMATA WIKA B KOHTEWHEpa 33 JOMAIIHA OTIAbIIH.

[TormuraiiTe Bamms ¢papmarieBT Kak 1a M3XBLPIIATE JeKapcTBaTa, KOMUTO BeUe HE H3MOoJ3BaTe. Te3n

MEpKH 1€ CTIOMOTHAT 3a Olla3BaHe Ha OKOJHATa cpefa.

6. Chabp:kaHue HA ONIAKOBKATA M JONbJIHUTEIHA HHpOpManus

Kaxkso cbabp:ka Obodence

- AKTHUBHO BeILIECTBO: JIeHO3yMal. Besika mpenBapuTeTHO HarbJIHEHA CIPUHIIOBKA 1 ml chabpika
60 mg neno3ymadb (60 mg/ml).

- Jpyru cbCcTaBKu: XUCTHINH, XUCTUIMHOB XUIPOXIOPUA MOHOXHIpAT, copouton (E420),
nosicopOat 20, BoIa 3a HHIKEKITHH.
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Kak m3rae:xxaa Obodence u KakBO ChIbPAa ONMAKOBKAaTA

Obodence e 6ucThp, OC31BETEH 10 OJCT0KBIT HHXECKIIMOHEH Pa3TBOP B TOTOBA 3a yIoTpeda
MPEIBAPUTEITHO HATBJIHEHA CITPUHIIOBKA.

Bcesxka omakoBka CBAbpiKa €AHA IPCABAPUTEIIHO HAITBbJIHCHA CIIPUHIOBKA C ITPEATIA3UTEII HA UIJiaTa.

He Bcuuky BHAOBE OIIAKOBKH MOTaT Ja 6’B,[[aT MMyCHATH Ha I1a3apa.

le/lTe?KaTe.Tl Ha pa3peuicHueTo 3a yHOTpeﬁa 1 MTPOU3BOAUTEJ

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft
Hunepnangus

3a mompIHATENTHA HHGOPMAIIH OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPKETE CE C JIOKAITHHS

MPE/ICTABUTEN HA PUTEKATEISI Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Samsung Bioepis NL B.V.
Tél/Tel: +31 152196122
E-mail: css.sbeu@samsung.com

Boarapus

Samsung Bioepis NL B.V.

Temn.: +31 152196122

E-mail: css.sbeu@samsung.com

Ceska republika

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Danmark

Samsung Bioepis NL B.V.

TIf: +31 152196122

E-mail: css.sbeu@samsung.com

Deutschland

Samsung Bioepis NL B.V.

Tel.: +31 152196122

E-mail: css.sbeu@samsung.com

Eesti

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

EALGda
Pharmachim S.A.
TnA: +30 210 330 3985

Lietuva

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Luxembourg/Luxemburg
Samsung Bioepis NL B.V.
Tél/Tel: +31 152196122
E-mail: css.sbeu@samsung.com

Magyarorszag

Samsung Bioepis NL B.V.

Tel.: +31 152196122

E-mail: css.sbeu@samsung.com

Malta

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Nederland

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Norge

Samsung Bioepis NL B.V.

TIf: +31 152196122

E-mail: css.sbeu@samsung.com

Osterreich

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com
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Espaiia

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

France

Samsung Bioepis NL B.V.

Tél: +31 152196122

E-mail: css.sbeu@samsung.com

Hrvatska

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Ireland

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Island

Samsung Bioepis NL B.V.

Simi: +31 152196122

E-mail: css.sbeu@samsung.com

Italia

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Kvnpog

Samsung Bioepis NL B.V.

TnA: +31 152196122

E-mail: css.sbeu@samsung.com

Latvija

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Polska

Samsung Bioepis NL B.V.

Tel.: +31 152196122

E-mail: css.sbeu@samsung.com

Portugal

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Romaéania

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Slovenija

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Slovenska republika

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Suomi/Finland

Samsung Bioepis NL B.V.
Puh/Tel: +31 152196122
E-mail: css.sbeu@samsung.com

Sverige

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

IlaTa Ha MOCJECAHO MpepasrjcikaaHe Ha JUCTOBKaTa

JApyru u3rounuum Ha nHGopMmanus

IMoapo6Ha nH(pOpMAIKs 3a TOBA JIEKapCTBO € MPeI0CTaBeHa Ha yeOcaiita Ha EBporeiickaTa areHIus
10 JieKapcTBara: https:/ www.ema.europa.eu/
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VYka3anusi 3a ynorpeoa:

OmnuncaHue Ha YaCTUTE

[Ipenn ymorpeba Cren yriotpeba
Byraio : bytano cinen
ﬁ' ymotpeba
()
D e
Etuker Ha
CIIPUHIIOBKATa

Mecra 3a xBamane

Etuker Ha
CIIPUHIIOBKATa
Munuuasp Ha
CIIPUHIIOBKATA
IIpenmnasuren Ha
CIIPUHIIOBKaTa

[IpyxuHa 3a
o0e3omnacsBaHe Ha
Wriara

ITocTaBena xamauka
Ha UrjiaTa

ExF
v

bl ?!Pnrln‘l, &

unuuasp Ha
CIPHHIOBKATa CIEN
ymotpeba

Wrna cien ynorpe6a

[Ipyxwuna 3a
o0e3omacsBaHe Ha
WriaTa cien
ynotpeba

CBaJieHa Kamaydka Ha|
Wrjiara
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Ba:kHo

[IpouereTe Ta3n BaxkHa MHGOPMAIHS, Ipean 1a u3monmssare Obodence mpeaBapUTETHO HAITBITHEHA
CTIIPUHIIOBKA C TIPE/ANAa3UTeN Ha UIJIaTa:

° BakHO € 1a He ce onMTBaTe /1a CH MOCTaBITe CaMH WHXKEKIIHMATA, aKo He CTe OMIu 00ydeHn OT
Bamms nexap wim 10CTaBYMK HA MEIUIIMHCKH TPIDKH.

° Obodence ce mpuiara KaTo WHXXEKIHUSA B ThKaHTa TOYHO IO KOXKaTa (TIOAKOKHA HHKEKITHS).

. He maxaiiTe kamaukara Ha UTjaTa OT IIPEABAPUTEITHO HAITBIHCHATA CIIPUHIIOBKA, JOKATO HE

CTC 'OTOBU Ja MHIKXCKTHPATE.

o He u3nosnsBaiite npenBapuTeTHO HAIIBJIHEHATA CIIPUHIIOBKA, aKO € OMiIa U3ITyCHATa BbPXY
TBBpJA OBBPXHOCT. M31013BaliTe HOBA NPEABAPUTEIHO HAITBJIHEHA CIPUHIIOBKA H CE
obazete Ha Bamust jekap uin JOCTaBYMK HAa MEIULIMHCKHU TPUKH.

o He ce onuTBaiiTe 12 akTHBHpaTe MPEIBAPUTEIHO HAITBITHEHATA CIIPUHIIOBKA MTPEIN
WHXEKTHUPaHE.

. He ce onuTBaiiTe 1a MaxHeTe IpO3pavHus MPEAa3uTes OT MPEABAPUTEITHO HATBITHEHATA
CIIPHHITOBKA.

O6a;[eTe ce Ha Bamms JICKAp WK JOCTABUYUK Ha MCAUIWHCKH I'PUXXHU, dKO UMATC HAKAKBH BBIIPOCH.

Croprka 1: IloaroroBka

A | XBaHeTe npe/Ana3uTels Ha MPeJBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA, 32 JIa sl U3BaJIUTE OT
OIIaKOBKaTa, U ChOepeTe KOHCYMAaTUBUTE, KOUTO Ca HEOOX0 UMY 3a Baiata mHkeKIus:
TaMIIOHH ChC CIHPT, TAMYUYCH TAMITOH WJIM MapJis, JICTICHKA ¥ KOHTEHHEp 3a U3XBBPIISHE Ha
OCTpH TIpeaMeTH (He ca BKITIOYCHHU B OITAKOBKATA).

XBaHeTe TYK

Ot cpoOpakeHus 3a 0€30ITacHOCT:

. He xBamaiite 0yTaioTo.
. He xBamaiiTe xamaukara Ha urjiara.
33. Ja HAMAJINTEC ,Z[I/ICKOM(I)OpTa HpI/I I/IH)KeKTI/IpaHC, OCTAaBCTC HpC,I[BapI/ITeIIHO HaIlTbJIHCHATA

CIPUHIIOBKA Ha CTaifHa TemrepaTypa 3a okosio 30 MUHYTH Npeau nHxekTupaHe. 3muiite
CTapaTeslHO PBLETE CH ChC CAIlyH U BOAA.

[MocraBeTe HOBaTa MPEABAPUTEIHO HAITBIIHEHA CIIPUHIIOBKA M OCTAHAJINTE KOHCYMAaTHBH Ha YKCTA,
nobpe ocBeTeHa pabOTHA TOBBPXHOCT.

e  He ce onuTBaiiTe Aa 3aTOmIATE CIPUHIIOBKATA C IIOMOIITa HA M3TOYHUK Ha TOTLTHHA KaTo
ropeia BoJia MM MUKPOBBJIHOBA QypHa.

e  He ocrassiiTe mpeaBapuTeTHO HATBJTHEHATA CIIPUHIIOBKA M3JI0’KEHA Ha IPsIKa CIIbHYEBA
CBETJIMHA.

[ He pasKnamaﬁTe MNpeABAPUTCIIHO HAITBJIHCHATA CIPUHIIOBKA.

e  CopxpansiBaiiTe nIpeABapUTE]HO HAITbJIHEHATA CIPUHLIOBKA HA MSICTO, HEAOCTHITHO 32
aena.
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b HpOBepeTe JICKApCTBOTO U MPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA.

- N JleKapcTBo
7—%@ &
==

X He n3mnon3Baiite OpeABApUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA, aKO:

° JICKApCTBOTO € MBTHO WJIM ChJbpPiKa yacTUIM. TpsOBa 1a ¢ OUCThp, Oe31BETEH 110
OJICI0KBIT Pa3TBOP;

. HSKOS YacT M3TJIeXkKAa CUyTieHa WK TOBPEICHA;

. KaraykaTa Ha Urjara JIMICBa, WK HE € 3[[paBO IPUKPEIICHA;

. € U3TEKbJI NOCISAHUAT ICH OT MOCOUYCHUSI MECEeIl Ha CPOKa Ha FOJIHOCT, OTIEYATaH

BBPXY €THKETA.
[Ipu Bcuuku ciyuau ce obanere Ha Bamims nekap WM JO0CTaBUYMK HA MEIUIIUHCKHU TPYDKU.

Crprka 2: llpurorsere ce

A W3muiite CTapaTCIHO PBLCTC CU. HOILFOTBGTC 1 NOYUCTETC MACTOTO Ha MHIKCKTHPAHEC.

FopHa JacT Ha pbKaTa

ropHarta 4acT Ha 6e1poTo;
. KOpeMma, ¢ M3KITI0YEHUE Ha 00J1acTTa OT 5 CM OKOJIO IThIIA;
BBHIIIHATA CTPaHa Ha TOPHATA YacT Ha pbKara (caMo ako HsKO# apyr Bu mocras
WHXXCKIUATA).
[Touncrere MACTOTO HA MHKEKTUPAHE C TAMIIOH Che crupT. OcTaBeTe KoKaTa CH J1a U3ChXHE.
° He noxocBaiiTe MSICTOTO Ha HHXEKTHPAHE MPEAN TOCTABSIHE HA WHKEKIIHATA.

é He umkekTrpaiite B 0071aCTH, KBAETO KOXKaTa ¢ 00Je3HeHa, HACHHEHA, 3aUePBEHA HITH
TBBpAa. M30sTBaiiTe 1a MHKEKTUPATE B 00JIACTH ¢ O€Ie3H WITH CTPHUH.
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b Baumarenno HSIL’BpHaﬁTe Karaykara Ha uriarta 0e3 Ja s OIrbBaTC U JAaJI€Y OT TAJIOTO CH.

B 3axBaHeTe KOXKaTa Ha MACTOTO Ha MHDKEKTHpAHE, 3a Ja Ch3IaJeTe YCTOHINBA IOBBPXHOCT.

d

A Baxmo ¢ Ja IBPKUTEC KOXKATa 3aXBaHaTa IpHU MHKECKTUPAHETO.

Crerka 3: UH:kekTHpaiiTe

A | Hp’B)KTe 3axBaHaTaTa KOXXHa I'bHKaA. B'BBGI[CTG urijara B KOxarta.

° He Z[OKOCBaﬁTe MOYHCTEHATa 00JacT OT KoKaTa.
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b HATHUCHETE 6ytanoto c 6aBeH 1 NOCTOSIHEH HATUCK, JOKATO YCETUTE MU UyeTe
LpakBane”. HaTuckaiTe HamoIy JOKpai 1Mo BpeMe Ha MPaKBaHETo.

“I[[PAKBAHE”

A Baxno e Jla HaTUCKAaTC HaJ10Jy 110 BpEeME Ha ,,HlpaKBaHeTO”, 3a J1a 10CTaBUTC ITbJIHATA J034a.

B ‘ OTITYCHETE naneua cu. Cneg toBa OTCTPAHETE cripuniioBkara ot Koxara.

=

Crnen ocBoOOX/1aBaHe Ha OyTajIo0TO, MPEANA3UTEIAT Ha MIPEeIBAPUTEITHO HAITBJIHEHATa CIIPUHIIOBKA
0e30macHo I1e MOKpHe WHKEKITNOHHATA HTJIa.

o He nocrapsiiTe KammaykaTa Ha UrjlaTa OTHOBO BBPXY U3MNOJJ3BAHUTE IIPECABAPUTCIIHO
HAII'bJIHCHU CIIPUHIIOBKH.
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Crpika 4: 3aBbpuiere

A |M3xBbprere U3MOI3BaHATa MPEABAPUTEITHO HATBIIHEHA CIIPUHIIOBKA U IPYTUTE KOHCYMaTHBH
B KOHTEUHED 32 OCTPHU OTHAIBLIH.

.HCKapCTBaTa TpSI6Ba Ja €€ U3XBBPJIAT B CbOTBCTCTBUC C MECTHUTC U3UCKBAHUS. Ilonuraiite Bammus
(bapMaLICBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IOJI3BATC. Tes3n MCPKH 11
CIIOMOTrHaT 3a OIa3BaHE Ha OKOJIHaTa cpcaa.

CpxpaHsiBaiiTe CIPUHIIOBKATA U KOHTEHHEPA 32 OCTPH OTHAIbIM HAa MACTO, HEIOCTBITHO 32 JeIa.
e  He u3nos3BaiiTe NOBTOPHO MPEABAPUTETHO HAIIBIHEHATA CIIPUHIIOBKA.

e  He peruknmpaiite mpeaBapuTeIHO HAITBIHEHNTE CIPUHIIOBKY U HE TH U3XBBHPISHTE B
KOHTEHHepa 3a JOMAITHU OTHAIbIIH.

b OrnenaiTe MACTOTO HA MHKEKTUPAHE.

AKO UMa KpbB, IPUTHCHETE TTAMYY€H TaMIIOH I MapJisi BBPXY MSCTOTO Ha nHxkekTupaHe. He
pa3ThpKBaiTe MACTOTO HA MHXKEKTUPaHe. AKO € He00X0AUMO, ITOCTAaBETe JICTIEHKA.
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