HNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



vTo3H JICKapCTBEH MPOAYKT TOJJICKH Ha JOIIBIHUTEIHO HaOMoqeHre. ToBa 111e mo3Boiu 0bp30To
yCTaHOBSIBaHE HAa HOBa HH(OPMAITHS OTHOCHO Oe301macHOCTTa. OT METUITHHCKUATE CIICITHAIMCTH Ce
M3KCKBA Jla ChOOIIABaT BCsIKa MOI03UpaHa HeXKellaHa peakius. 3a HaurHa Ha ChoOIaBaHe Ha
HEXEJIaHU Peaklry BUKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUS ITPOAYKT
Bomyntra 120 mg WHXEKITHOHEH Pa3TBOP BHB (IIaKOH

Bomyntra 120 mg nHXeKIHOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bomyntra 120 mg MHXEKIIMOHEH PAa3TBOD BB (hJIaKOH

Bcexku dnakon ceabpka 120 mg nerozymad (denosumab) B 1,7 ml pazrop (70 mg/ml).

Bomyntra 120 mg MHKEKIIMOHEH Pa3TBOP B IPEIBAPUTEIHO HATBLJIHEHA CIIPUHIIOBKA

Bcesika npeBapuTennHO HaTbITHEHA CIIPUHIIOBKA ChIbpka 120 mg neno3symab (denosumab) B 1,7 ml
pasteop (70 mg/ml).

JleHo3yMa0 e 4OBENIKO MOHOKIIOHATHO aHTUTUI0 1gG2, Npou3BeIcHO B KIEThYHA JIUHHUS OT 003aiHUK
(KIIeTKH OT STMYHUK Ha KUTACKH XaMmcTep) upe3 pekomomaanTHa JJHK texHomorus.

[ToMOIIHO BENIECTBO ¢ U3BECTHO JCHCTBUE
Bcexku 1,7 ml ot pa3tBopa ceabpxka 79,9 mg copouron (E420).

Bceeku 1,7 ml ot paztBopa chabpxa 0,17 mg nomucop6ar 20 (E432).

3a IBIHKS CHHUCHK Ha IIOMOIIHUTE BEIIECTBA BI)KTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

WmxekunoHeH pa3TBoOp BbB (PpIakoH (WHKEKLHUS)
WHXeKIMoHeH pa3TBOp B MPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA (MH)KEKIIHS)

Buctop, 6e3uBeTeH 10 CBETIOKBIAT pa3TBop ¢ pH 5,2 6e3 BUAuMMu 4acTUIH.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU NOKAZAHUA

[IpenoTBpaTsiBaHe Ha CHOUTHS, CBBP3aHU ¢ KOCTHATA CHCTEMA (MaToMIOTH4Ha (paKkTypa, o0OTbYBaHE Ha
KOCTTa, TPhOHAYHOMO3bYHA KOMITPECHS WIIH OTIepallysi Ha KOCTTa) MPU Bh3PACTHH MAIUEHTH C
HaIlpeIHAU 37I0KAaY€CTBCHH 3a00JIIBaHUSA, 3acsTalli KOCTUTE (BXK. Touka 5.1).

JleueHre Ha BB3PACTHHU M FOHOIIH ChC 3aBBPIICHO CKENETHO PA3BUTHE C TUTAHTOKIETHUCH TYMOp Ha
KOCTTa, KOMTO € HeonepaOuIeH WIM KOraTO UMa BEPOATHOCT XUPYPruvHaTa pe3eKius 1a J0BEIe 10
TeXKa 3a00JIEBAEMOCT.



4.2 Jlo3UpOBKa M HAYMH HA MPUJIOKEHHE

Bomyntra TpsiOBa aa ce npuiara rmoj HaOJIOACHUETO Ha MEIUIIUHCKHU CIICIIUAIIHCT.

ﬂOSI/IQOBKa

Bceuuky nanuenTy TpsAOBa 1a mosydasar qo0aBku ¢ Har-manko 500 mg kanmuid u 400 [U Butamun D
JTHEBHO, OCBEH aKO € HAJIMIIC XUIepKanuueMus (Bx. Touka 4.4).

Ha MAaUECHTUTE, KOUTO CC JICKYBAT C )Z[GHOSYM36, TpH6Ba Aa Cc€ NMpeaAoCTaBu JIMCTOBKA 3a IMMalfUCHTa U
HaITOMHJIIIA KapTa Ha IMalucHTa.

Ilpedomaspamssane Ha cbOUMUA, CEbP3AHU C KOCMHAMA CUCMEMA NPU 8b3DACHHU C HANPEOHAU
3oKavecmeeru 3a00A6aHUsL, 3ACAeauU KOCume

[Ipenopruntennara go3a e 120 mg, mpuitokeHa KaTo eAHOKPaTHA MOJIKOKHA WHXKEKIHS B 00acTTa
Ha 0eIpoTo, KOpeMa WIN MHUIITHHUIIATA, BETHHK Ha BCEKH 4 CEIMUITH.

T'ueanmoxnemvuen mymop nHa kocmma

IIpenopruntennara go3a meHo3ymad e 120 mg, mpuimokeHa KaTo eTHOKpaTHA MOIKOKHA HHYKCKITHS B
oOractra Ha 6e1pOTO, KOpeMa MIIM MHUIIHUIATa BEAHBK Ha BCEKH 4 CEIMUIIN, C TOTBIHUTEIHH JO3H
oT 120 mg Ha eH 8-Mu U 15-TH OT JIe4eHNETO NPe3 IbPBUSI MEcel] OT TepanusTa.

[TarmenTure B mpoyuBaHe (asa II, KouTo ca mpeThpreny mbiIHa Pe3eKIns Ha THTaHTOKIEThYEH TYMOpP
Ha KOCTTa, ca MOJIYYHIU olle 6 Mecela JIeYeHHe ClIe]] ONepalusiTa, ChIIacHO MPOTOKOJIa Ha
MPOYYBAHETO.

ITanMeHTHTE C TUTAHTOKJIETHYEH TYMOP Ha KOCTTa TpsOBa a ObaT OLICHABAaHU PEIOBHO, 3a Ja Ce
OTIpE/ICTH JIAIH TTPOABIDKABAT JIa UMAT I0J13a OT JeueHueTo. [Ipu nanuenTH, ynero 3aboisBaHe ce
KOHTPOIIUPA OT JeHO3yMal, epeKThT OT MPEKbhCBAHE WIIH CIHPAHE HA JIEUSHUETO HE € OLIEHEeH, HO
OTpPaHUYCHHUTE JAHHU TIPU TE3H MAIMCHTH HE TIOKa3BaT HAIMYUE Ha pebayH ] ePeKT cien
MpeKpaTsIBaHEe Ha JICUCHUETO.

bvopeuno yspescoane
He ce namara kopurupase Ha 103aTa IpH MalUueHTH ¢ ObOpPEdHO yBpexkaaHe (BxK. Touka 4.4 3a
MPETOPHKHA OTHOCHO MPOCIISISBAHE HA KAJIIUEBUTE HUBA, 4.8 1 5.2).

Yeprodpobno yspescoane
BezonacHocTTa 1 eukacHOCTTa Ha AeHO3yMab He ca U3CeBaHH NPHU MALUEHTH C YePHOAPOOHO
yBpexkaane (Bxk. Touka 5.2).

Tlayuenmu 6 cmapuecka év3pacm (6v3pacm > 65)
He ce nanmara kopurupase Ha 103aTa pH MAIMEHTH B CTapyecKa Bb3pacT (BK. TOYKa 5.2).

Ileouampuuna nonynayus

BezonacHocTTa 1 epukacHOCTTa HAa AEHO3yMab NpH MeAUaTPUYHU MalUeHTH (Bb3pacT < 18 ronunm)
HE ca YCTaHOBEHH, OCBEH IPH IOHOILIH ChC 3aBBPLICHO CKEJIETHO pa3BUTHE (Ha BB3pacT 12-17 rogunu)
C TUTAaHTOKJIETHYEH TYMOpP Ha KOCTTa.

He ce nmpenoppuBa ynorpedata Ha AeHO3yMal py NIeAUaTPUYHY MarueHTH (Bh3pact < 18 ronuHm),
OCBEH TIPH IOHOIIHN ChC 3aBBPIINECHO CKEJIETHO pa3BUTHE (Ha Bb3pacT 12-17 roauHmn) ¢
TUT@HTOKJIEThUEH TYMOpP Ha KOCTTa (BK. Touka 4.4).

JleueHre Ha FOHOIITH ChC 3aBBPINECHO CKEIETHO Pa3BUTHE C TUTAHTOKJIETHYCH TYMOP Ha KOCTTa, KOWTO
€ HeolepaOIeH WM KOTaTO MMa BEPOSTHOCT XUPYPTUUHATA PE3CKIIUA J]a TOBEE 0 TEKKA
3a00JIeBaEMOCT: JO3UPOBKATA € ChIlaTa KaTo MPHU Bb3PaCTHHU.



[Ipu npoyuBanus npu xuBoTHU, nHXHOUpaneTo Ha RANK/RANK nuranga (RANKL) e cBbp3aHo ¢
MHXUOUpaHe Ha KOCTHUS PACTEXK M JIMIICA HA MPOOKB Ha 3b0M U T€3W MPOMEHH ca OWUIIN 4acCTUYHO
oOpatuMu npu npekpaTsiBaHe Ha uHXuOupaHeto Ha RANKL (Bx. Touka 5.3).

Hauun Ha OPUITOKCHHEC

3a MOKOXKHO MPUIIOKEHHE

Bomyntra 120 mg WHKEeKITHOHEH pa3TBOp BBB (hiiakoH: [Ipumaranero Ha 120 mg ¢urakon TpsOBa aa ce
H3BBHpPIIBA CaMO OT MCIAUIIMHCKU CIICIIUAINCT.

Bomyntra 120 mg pa3TBOp B peABaApUTEITHO HATBITHEHA CITPUHIIOBKA: [IpriaraneTo ¢ u3mon3BaHe Ha
120 mg npeaBapuTEIHO HAMTbJIHEHA CIIPUHIIOBKA MOJKE Jla C€ U3BBPIIBA OT MAllUEHT WU
0OJHOTIIe1ay, KOUTO ca O0YUYCHH OT MEIUIIMHCKH CIICIIUATUCT B TEXHUKHUTE 332 MHXKEKTUPAHE.
[IspBOTO CaMOCTOSITETHO TIpUJIaraHe ¢ MPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKa Bomyntra TpsiOBa na
Ce M3BBPIIN 1O HAOIIOACHUETO HA MEIUITUHCKH CIIEIIHAIINCT.

3a yka3zaHusi OTHOCHO ynotpe0a, paboTa v U3XBBPISHE BIXKTE TOUKa 6.6.

4.3 IIpoTuBOMOKA3aHUA

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MM KbM HIKOE OT MOMOIIHUTE BEIIECTBA,
n30poeHH B TOUKa 6.1.

Texka, HelleKyBaHa XUTIOKAINIUeMHUs (BXK. Touka 4.4).
He3zapacnanu paHu OT CTOMaTOJIOTUYHA WM OpalHA XUPYPIHSL.
4.4 CroeuuajHu Npeaynpe:xIeHus: M NpeAna3Hu MepKHU NpH ynorpeda

IIpocaenumoct

3a ma ce mogo0pH MPOCIETUMOCTTa Ha OMOIOTHYHHUTE JIEKApCTBEHHN MPOIYKTH, UMETO U MMAPTHIHUAT
HOMeEp Ha MPUJIOKEHHS MPOIYKT TpsiOBa SICHO Ja ce 3aluCBar.

JIo0aBKH ¢ KaJalui ¥ BUTAaMHH D

Bceuuky nanmenTy TpsOBa 1a oTyvyaBar JOOABKY C KUK ¥ BUTaMUH D, OCBEH ako ¢ HaJIHIIe
XUMepKaaueMus (Bxk. Touka 4.2).

XUNOKAIIIUEMUS

IIpenmiecTBamara XHImoKaIIueMus TPSAOBa 1a 0bIe KOPUTHpPaHa TIPEIN 3aIl0YBaHE Ha TepaIusiTa ¢
JIeHO3yMa0. XUMOKaJIIUeMHs MOXKE Jia Bb3HUKHE 10 BCIKO BPEME B X0JIa Ha JICYCHHETO ¢ ACHO3yMao0.
[IpocnensBane Ha KaIIIUEBUTE HUBA TPsOBaA J1a ce U3BBpIIBa (1) MpeIy HavaIHaTa /1032 Ha JICHO3yMao,
(il) B paMKuUTe Ha JIBE CEAMMIIA CJIE]] HAYaITHATA J1034, (iii) aKo ce MOABAT MPEeroIaracMi CUMITOMA
Ha XUnokanuemMus (Bx. Touka 4.8 3a cumnromu). [lpu manuenT ¢ puckoBu (akTopu 3a
XUMOKAIIMEeMHus TpsiOBa Ja ce OOMUCIU TOTBIHUTEIHO POCIIEsIBaHE Ha KAIIIMEBUTE HUBA 10 BpEMe
Ha JIEYCHHETO, WM aKO Ce Hallara Jpyro Bb3 OCHOBA HA KIIMHUYHOTO ChCTOSTHUE Ha TAIMEHTA.

[MaruenTure TpsOBa 1a ObJIAT HAChPUYABAHU Ja ChOOIABAT CUMIITOMH, ITOKA3aTEIIHU 3a
XUTMOKaIIHeMus. AKO 110 BpeMe Ha MPIJIOKEHUETO Ha JIeHO3yMal Ce MOSBU XUTMTOKAIIIUEMUS, MOXKE Ja
ce HAJIOXKH JTOIBJIHATETHO M00aBsHEe Ha KAIIWNA U AOITBIHUTEIHO TPOCIICIIBaHE.

C’bO6H.[aBa CC 3a TCKKa CUMIITOMAaTU4YHA XUIIOKAJIIUCMUA (BKJ'I}O‘H/ITCJ'IHO JICTAaJIHU cnyqan) npu
MMOCTMApKETUHIOBATa yrIOTpe6a (B)K. TOYKa 48), KaTO IMOBCYCTO ClIy4Yan Ca HACTHIIUIIU B IbPBUTC
CCIMHUIM OT HAYaJIOTO Ha JICYCHHUECTO, HO MOXKEC Jla CC ITOABAT U ITO-KBCHO.



Br0Opeuno yBpexaane

[NanmenTH ¢ Texka cTerneH Ha OBOPEUHO yBpekAaHe (KpeaTHHHHOB KIupbHC < 30 ml/min) umu Kouto
ca Ha IManu3a, ca ¢ MOo-TOJISIM PHCK OT Pa3BUTHE Ha XUIOKAILUEMHUs. PUCKBT OT pa3BuTHe Ha
XHUIOKAJIIMEMUS U ChIIBTCTBAILO [TOBUIIEHUE HA MAPATUPEOUTHHS XOPMOH CE yBEIU4aBa ¢
HapacTBaHE Ha CTeNeHTa Ha ObOpeyHOoTO yBpekaane. Pe1oBHOTO mpocieasBaHe Ha KaJIMEBUTE HUBA
€ 0CO0OCHO Ba)KHO IIPH TE3H MAIUEHTH.

Octeonekposa Ha yearocrra (OHY)

OHUY ce cro011aBa 4ecTo Mpu ManyueHTH, MoydaBalin JeHo3ymMad (Bxk. Touka 4.8).

HauanoTo Ha JIe4YeHHEeTO/HOB KypC Ha JicueHHe TPsAOBa Ja ce OTI0XKH NPH MAIUSHTH ¢ He3apacHaIn
OTKPHUTH JIE3UH Ha MEKHUTE ThKaHH B ycTaTa. [Ipe/u jieueHne ¢ 1eH03yMab ce mpernopbyna
CTOMATOJIOTHYCH Tperiie]l ¢ MPO(QMIAKTHIHO 3600JICUCHNE U HHINBHIyaIHA OIICHKA Ha
CHOTHOIICHHUETO T0J13a/PHUCK.

Crnennure puckoBu GaxkTopu TpsiOBa 1a ce UMAT NPEABU] IIPU OLIEHSBAHE HAa PUCKA 3a MAIEHTa OT

pasButue Ha OHY:

. aKTUBHOCT Ha JIEKapCTBEHUS MPOAYKT, KOWTO HHXHOMpPA KOCTHATA pe30pOIus (10-BHCOK PUCK
MIPU BUCOKOAKTUBHU ChEIMHEHH ), HAUMH Ha MPUIIOKEHHE (II0-BUCOK PUCK IIPU NApEHTEPATHO
NPUIOXKEHHE) U KyMyJIaTUBHA 1032 Ha KOCTHO-PE30pOTHBHATA Tepamnusl.

o pak, NpuApyKaBaly 3a00sIBaHus (HaMp. aHeMHUsl, KOaryJIonaTHH, HH)EKLUH),
TIOTIOHOITYIIIEHE.

o CBITBTCTBAILH JICYEHHSI: KOPTUKOCTEPOUIH, XUMHOTEpANHusi, MHXUOUTOPH HA aHI'MOT€He3ara,
JpYeTepanys Ha IJ1aBaTa U MusTa.

o JIollIa YCTHA XUTHMEeHa, MapoAOHTO34, JIOIIO IIOCTABeHH MPOTE3H, aHaMHE3a 32 CTOMATOJIOTMYHO

38.60J'I$IB8.H6, HWHBAa3UWBHU CTOMATOJIOTMYHU IIPOUCAYPHU (Hanp. CKCTPAKIHA Ha 3’56).

[To BpeMe Ha JICUEHUETO C JICHO3yMad BCUYKH MAIMEHTH TPsOBa 1a ObJaT HaChpuaBaHU Jia
MOJTBPIKAT 00pa YCTHA XUTHEHA, JIa CE MoJyIaraT Ha PyTUHHH CTOMATOJIOTUYHU TPETIeAn U
He3a0aBHO J1a ChOOIIaBaT 32 BCHUYKH CUMIITOMH OT CTpaHa Ha yCTHATa KyXHMHA, KaTo KJIaTeHe Ha
3p0uTe, O0JIKA WK TTOIyBaHe, WM He3a3paBsIBalll sS3BU WK cekperus. [1o BpeMe Ha JieueHueTo,
WHBA3WBHU CTOMATOJOTHYHU TPOIIEypH TPSOBA J1a CE U3BBPINBAT CaMO CJIC]] BHUMATEIHA IPELICHKA
U TpsIOBa J1a ce n30sATBa U3BBPIIBAHETO UM B HEMIOCPEICTBEHA OJIM30CT C MPIIIOKEHUETO Ha
JleHo3yMa0.

[TnansT 32 IeyeHne Ha MaKMeHTUTe, Kouto pazBuBat OHY, TpsOBa 1a ObJe U3rOTBEH B TACHO
CHTPYJHUYECTBO MKy JEKyBAIINs JICKap U CTOMATOJIOT WIIH JIMIIEBO-YEIFOCTEH XUPYPT C OITUT B
OHU. Tps6Ba na ce 0OMUCITN BpeMEHHO NIPEKbCBAHE Ha JICYEHUETO C IeHO3yMa0, T0KaTo
CHCTOSIHUETO OTIIYMH M AONPUHACAIINTE PUCKOBHU (PakTOpH OBbJAT HAMaJIeHU, aKO € B3MOXHO.

OCTCOHCK[2033 Ha BEHITHUA CJIYXOB IIPOXOJ]

NMa cpobmieHns 32 0OCTEOHEKPO3a Ha BHHITHISI CIIYXOB IIPOXO/] IPH JISYEHUE C IEHO3yMao.
Br3moxaHTE prCKOBY (DaKTOPH 33 OCTEOHEKPO3a Ha BHHITHUS CIYXOB IMPOXO/]I BKIFOYBAT yIIOTpeda
Ha CTEPOUH U XUMHOTEPAITUS H/MIH JIOKATHU PUCKOBU (PAKTOPH, KATO HAPUMEP WHPEKIHS U
TpaBMa. BeposiTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a HA BHHIIIHUS CIYXOB IPOXOA TPAOBa Ja ce uMa
MIPEIBU/ IIPH MAIMEHTH, TIpUeMaIy AeH03yMal, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha YXOTO,
BKJIFOUNTEITHO XPOHUYHU WHPEKIIHU Ha YXOTO.

Arnnnuau @paxrypu Ha OeapeHara KOCT

Nma cpoOmieHus 32 aTHIUYHU (GpaKkTypu Ha OeJpeHaTa KOCT MPU MalMEHTH, TIOJyYaBalliy AeH03yMa0
(Bx. Touka 4.8). ATunuyaute GpakTypu Ha OeapeHaTa KOCT MOXKE JIa CE MOSABSAT MPH MUHUMAITHA
TpaBMa wiH 0e3 TpaBMa B CyOTpOoXaHTepHUTE U quadu3HUTE 00IacT Ha OenpeHaTa Koct. Te3n



CBHOUTHUS CE XapaKTepPU3HUPaT ChC CICHUPUYHA PEHTTCHOJIOTUYHN HAXOAKH. ATUITUYHYU (QpakTypu Ha
OenpeHara KOCT ce ChOOIIaBaT ChILO MPU MALMEHTH C ONPEACIICHH ChIIBTCTBAILN CHCTOSHUSA (HAIIp.
neduut Ha BUTaMuH D, peBMaTouaeH apTpuT, xunodocdarazus) u npu ynorpeda Ha HIKOU
JIeKapCTBEHH MPOAYKTH (Hamp. obudocdoHaT, rMIOKOKOPTUKONIN, HHXUOUTOPH Ha IPOTOHHATA
nomria). Te3n chOUTHS ca HaCTHIWIK O0e3 aHTHpe30pOTHBHA Tepanus. [logoOHn dpakTypH, CHOOIIEHU
BBB Bph3Ka ¢ OndochonaT, gecTo ca OMIaTepaHy; MOPaan TOBA IIPH MMAUCHTH, JICKYBaHH C
JIeHO3yMab, KOUTO ca MpeTbprenu GpakTypa Ha TsUI0TO Ha OelpeHaTa KocT, TpsOBa 1a ce u3ciieipa
KOHTpaJaTepaiHaTta OenpeHa KocT. TpsOBa ga ce 0OMUCIH MpeKpaTsIBaHe Ha TepanusiTa ¢ 1eHO3yMal
IpU TALUEHTH, 32 KOUTO CE I10JI03HpPa, Y€ UMAT aTUIIMYHA (PpaKkTypa Ha OeapeHara KOCT B OUaKBaHE
Ha OIIEHKAaTa Ha MalleHTa Bb3 OCHOBA Ha WHAWBUAYaIHO OMPEACICHOTO ChOTHOIICHUE MOJ3a/PUCK.
[o BpeMe Ha nedeHHETO ¢ AeH03yMa0l, MaMeHTUTe TPsOBa Aa ObAAT MOCHBETBAHM Aa CHOOIIaBaT 3a
HOBa WM HeoOnuaiiHa 6osika B OeapoTo, Tazobeapenara craBa win ciadbunure. [lanuenTy ¢ Takusa
CHMIITOMH TPsIOBa Jla ce M3CIIeIBAT 3a HEIThIHA PpakTypa Ha OeapeHara KOocCT.

XuIepKaalueMHusl CIe] IpeKpaTsIBaHe Ha JICYCHUETO P MAIMSHTH C TUTaHTOKJICThYCH TYMOD Ha
KOCTTa W IMPH NAaNUCHTH C HC3aBBbPIICH PACTCXK HA CKCIICTA.

Cro011aBa ce 3a KIMHHYHO 3HAYMMa XUIIePKAIIIMEMUsl, H3UCKBAIIa XOCITUTAIU3AIUS U YCIIOKHEHA OT
ocTpa 0B0pedHa HeTOCTaThUHOCT, IIPH MAIIMEHTH C THTaHTOKIIEThYEH TyMOpP Ha KOCTTA, JIEKYBaHH C
JIeH03yMab, CeMUITN 10 MECEITU CIIe] IPEKpaTsIBaHe Ha JICICHUETO.

Crnen mpekpaTsiBaHE Ha JICUSHHETO, HaOltoJaBaiiTe MaUeHTHUTe 3a IPU3HAIM U CHMIITOMH Ha
XUTIEPKATIHEMIS, OOMHUCIIETe TIEPHOIUTHA OIleHKA Ha CEPYMHHUS KUK U HAIIpaBeTe IIOBTOPHA
OIICHKA Ha HYXKIUTE Ha MallieHTa oT qo0aBsHe Ha Kannuii 1 ButaMuH D (BX. Touka 4.8).

Jleno3ymab He ce TpernopbuBa MpH MAMCHTH ¢ HE3aBBPIIICH pacTeX Ha ckenera (BXk. Touka 4.2).
Cpo01maBa ce 3a KIIMHUYHO 3HAYNMAa XUTIEPKAIIHIEMUS U B Ta3u TpyTa MalMeHTH, CEAMUITH 10 MECEITH
CJIe]] IPEKpaTsIBaHe Ha JICYCHHUETO.

[MarenTw, JIEKyBaHU ¢ JeHO3yMa0, He TPsOBa Ja ObJaT JIEKyBaHU ¢THOBPEMEHHO C IPYTH
JIEKapCTBEHU MIPOIYKTH, CHIBPIKAIIHN TeHO3yMa0 (3a MOKa3aHHUETO OCTEOIOPO3a).

[NanmenTw, IekyBaHu ¢ JeHO3yMa0, He TpsOBa a ObJaT JIeKyBaHU eIHOBPEMEHHO ¢ OudocdoHartu.

3/10Ka4eCTBEHOCT MPU TMTAHTOKJICTHYCH TYMOP Ha KOCTTa WJIU MPOTPECHUs 0 METaCTa3upalio
3a00JIsBaHe € PAAKO ChOUTHE M U3BECTEH PUCK IIPH MAIMEHTH C TUTAHTOKIIEThUEH TYMOpP Ha KOCTTA.
[MarenTure TpsiOBa 1a OBAAT HAOTIOAABAHH 32 PSHTTCHOJIOTUYHU TPU3HALN HA 3JI0KAYECTBEHOCT,
HOBH OTHHIIIA HA PaJHMOPEAKTUBHOCT WM OCTeoHn3a. HalnuHuTe KIMHIUYHU TaHHU HE [TOKa3BaT
TIOBHIIICH PUCK OT 3JI0KAYECTBEHOCT MPH MALUEHTH C TUTAHTOKJICTHYCH TYMOP Ha KOCTTA, JICKYBaHH C
JeHo3yMao0.

IIpenynpexaeHus 3a IIOMOIITHUTE BEIICCTBA

To3u nekapcTBeH MPOAYKT Chabpxka copouTon. TpsadBa ga ce UMa MpeABUA ATUTUBHHAT e(heKT Ha
CBITBTCTBAILO MTPUJIATaHU IPOJYKTH, ChABPKALIA cCOPOUTON (WK QpYyKTO3a), KAKTO H XPAHUTEITHHST
npueM Ha copOuTon (Mnu GpyKTO3a).

Toga nekapctBo chabpka 0,17 mg mommcop6at 20 BBB BCeKH (IAKOH U MIPEABAPUTETHO HAITBITHCHA
CTIPUHIIOBKA, KOUTO ca ekBuBajieHTHH 0,10 mg/ml. [TonmucopOarure Morat a MpUYHHSAT ajlepTUIHA
peakuuu. TpsOBa na kaxere Ha Bamus nexap, ako ©IMaTe yCTAHOBEHH alepru.

To3u nekapcTBEH MPOAYKT ChIbpKa Mo-Majiko oT 1 mmol HaTpuii (23 mg) Ha n03a 120 mg, T.e. MOXKe
Jla ce Kaxe, 4ye MPaKTUUEeCKH He ChIbpPKa HATPUU.



4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHHM MPOAYKTH M APYTrH (JOPMH Ha B3auMoeiicTBHe
He ca npoBexxnanu npoy4yBaHus 3a B3aUMOJIEHCTBUATA.

B KITMHUYHU TPOYYBaHUS JCHO3yMa0 € mpujiaraH B KOMOWHAIUS ChC CTAHIAPTHO TPOTHBOPAKOBO
JICYCHHE U TIPH YYaCTHHITH, KOUTO ca moaydaBanu oudocdonaru. He ca HaOmr0qaBaHu KITMHUTHO
3Ha4YMMHU IIPOMCHU B Hal-HUCKHTE CCPYMHH KOHICHTpAIIUX U BLB q)apMaKOI[I/IHaMI/IKaTa Ha I[eHO3YM36
(xopurupaH cripsamo kpeatuHuHa ypuneH N-renonentun, uNTx/Cr) npu enHoBpeMeHHa
XUMHUOTEPAITHSI U/WIN XOPMOHAITHA TEPATHs, WU MPH MPEAIIecTBaIla eKCIIO3UIHMS HAa HHTPABEHO3HH
oudochonaru.

4.6 @epruauTeT, )PEMEHHOCT U KbPMeEHe

bpemenHoct

JlurcBat wnm nMa OorpaHUYEHH TaHHU OT yrmoTpedara Ha JeH03yMal mpu OpeMeHHH KEeHH.
[IpoyuBaHusATa IpH )KUBOTHH MTOKA3BaT PEMPOAYKTHBHA TOKCUYHOCT (BX. TOUKa 5.3).

Jleno3ymab He ce mpernopbuBa 3a yrmorpeda npu OpeMEHHH KEHU U TIPH JKEHU C IeTePOJICH
IMMOTECHIHAJI, KOUTO HEC U3IMO0JI3BAT KOHTpALCTILA. Kenure TpHGBa aa 6’bI[aT CBbBCTBAHU a HC
3a0peMeHsBaT MO BpeMe Ha, M Hali-MaJlko 5 Mecela clies] ISUSHUETo ¢ ieHo3yMal. Edexrute Ha
JICHO3yMab € BEpOSATHO Jia ca MO-TOJIEMH 0 BpeMe Ha BTOPHS U TPETHUSI TPUMECTHD Ha OPEMEHHOCTTA,
THi KATO MOHOKJIOHATHUTE aHTUTEIa TPEMUHABAT Mpe3 IJIAICHTATA 110 JIMHEEH MOJISI C Halpe/IBaHe
Ha OPEMEHHOCTTA, KaTO HAl-roJIsIMO KOJIMYECTBO IPEMUHABA MPE3 TPETUS TPUMECTHD.

Kbpmene

He e u3BectHO nanu neHo3ymab ce eKcKpeTupa B kKbpMaTa. He MoXe fa ce M3KITI0UH PUCK 32
HOBOpOJeHUTE/KbpMadeTarta. [IpoyuBanus mpu ,,knockout mumiku’ mokaspar, ge nmrncara Ha RANKL
10 BpeMe Ha OpEMEHHOCTTa MOJKE /1a IIOBJIMsE BbPXY Ch3PsABAHETO HA MIICUHUTE 5KJIE3H, BOJCILO 10
HapylIeHa JIaKTaluus clies paxaane (Bx. Touka 5.3). TpabBa na ce B3emMe pelIeHue Janu 1a ce
IpeyCTaHOBU KbPMEHETO HJIH Jia C€ MIPEYCTaHOBHU JICYEHHETO € ACHO3yMa0l, KaTo ce B3eMarT peiBU
10J13aTa OT KbPMEHETO 332 HOBOPOAECHOTO/KbPMAYETO U T0JI3aTa OT TePanusITa 3a KeHaTa.

PepTunurer

Hsama nannu 3a edexra Ha AeHO3yMal BBpXY depTuiurera npu xopa. [IpoyduBanus mpu »KUBOTHU HE
MOKa3BaT AUPEKTHU WM UHIAUPEKTHH BpeIHH e(eKTH BBPXY (epTHiauTeTa (BxK. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHU

Jeno3ymab He MOBIMsIBa WM TIOBJIMSABA IPEHEOPEKMMO CIIOCOOHOCTTA 3a odupaHe U padboTa ¢
MallUHH.

4.8 Hexenanu JeKapcTBeHH peaKIuu

O06001menue Ha npoduiia Ha OE30IMaCHOCT

O6H_II/IHT HpO(l)I/IJ'I Ha 0€30MacHOCT € B ChOTBETCTBUE C BCUYKH 0ﬂ06p6HI/I IIOKa3aHHs 3a ,Z[eHOSyMa6.

XHUMoKaIIueMus ¢e Cho0IIaBa MHOTO YeCTO Clie]] MPUI0KEHNE Ha ICHO3YyMal, MPEeTUMHO Tpe3
BPBUTE 2 CEAMUITU. XUTTOKANIMEMHUSATa MOXKE Ja € TeKKA U CHMITTOMAaTh4YHa (BX. Touka 4.8 —
omHcaHue Ha M30paHu HEXKeNaH! peakiui). HamansaBaneTo Ha cepyMHUS KaaIuii 0OMKHOBEHO Ce
OBJIA[ABA 110 MOIXOIII HAYMH ¢ IOMOIITa Ha 100aBKuU ¢ Kaiuuii 1 sButamud D. Haji-uecrara
HEe)KelaHa peakivsl Ha IeHO3yMal € MyCKyJIHO-CKeneTHa 0onka. Cilyuan Ha OCTCOHEKpO3a Ha
yemocTTa (BXK. ToukH 4.4 1 Touka 4.8 — onrcanue Ha U30paHu HEXKENaHU Peakllii) ca HaboJaBaHu
YEeCTO MPH MAIUSHTH, IPUEMAIIH IeHO3yMa0.



TabnauyeH COUChK Ha HEXKCITAHUTE PECAKIINN

W3non3Bana € ciieqHaTa KOHBEHIMS 32 KIIaCU(UKAIUS Ha HEXKEIaHUTE JICKAPCTBEHHU PEaKI[UH Bb3
OCHOBA Ha YeCTOTaTa B UCTHPH KIMHUYHM TipoyuBanus dasa I1I, e knuanynan npoyusanus dasa Il u
MMOCTMAapKETHHTOBHU onuT (BX. Tabmuma 1): maOTO wectn (> 1/10), wectu (= 1/100 mo < 1/10),
HeuectH (> 1/1 000 no < 1/100), penku (> 1/10 000 no < 1/1 000), muoro peaku (< 1/10 000) u ¢
HEU3BECTHA YeCTOTa (0T HAIMYHHUTE JaHHU HE MOXKe Ja ObJie HampaBeHa olieHka). [Ipu Bcsko
IpyNUpaHe B 3aBUCUMOCT OT YE€CTOTATa ¥ CUCTEMO-OPTaHHHUS KJ1ac, He)KEITaHUTE PEaKIluK ce

I/I36pO$IBaT B HU3XOAALI pC/ IO OTHOIICHUEC Ha TAXHATa CEPUO3HOCT.

Tadauua 1. He:xxennanu peakuuu, cbO0LIEHN IPY NALMEHTH ¢ HANPEIHAJIH 3JI0Ka4eCTBEHHU
3200/1BaHUS, 3aCATALH KOCTHTE, MHOKECTBEH MUEJIOM MJIM C THTAHTOKJIeTbYeH

TYMOP Ha KOCTTA

CucreMo-opraHeH KJjac mo
MedDRA

Karteropus 1yecrora

He:xenann peakunu

Heonnasmu nobpokavectBenu, | Yectn HoBo mbpBHYHO 3710KaUECTBEHO
3JI0Ka4€CTBEHU U 3a6onsBane’
HEOIpeeTIeHN (BKIIOYUTEIIHO
KUCTH U IOJIUIIN)
Hapymenus Ha umyHHaTa Penku JlexapcTBeHa
cucreMa CBPBXUYBCTBHUTEIHOCT'
Penxu AHaduIaKTHIHA peaKIys’
Hapymenus na metabonuszma u | MHOro uectu Xunoxanuemus ' 2
XpaHEHETO Yectu Xunodocharemust
Heuectu XunepkanuueMus cien

MIpeKpaTsBaHe Ha JEUECHHETO
MIPU TAINECHTH C
TUTaHTOKJICThYCH TyMOp Ha
KOCTTa’

Pecniupatopuu, rpbaHU U MHuoro yectu Hucnues
MEIMACTHHAIHY HAPYIICHUS
CromaniHo-upeBHH HapyuieHus | MHOro uectu Huapust

Yectun Excrpakiust Ha 360
Hapymenus Ha xoxara u Yectu Xunepxuipos3a
MOJKOKHATa ThKaH Heuectu JIMXeHOUHYU NeKapCTBEHU

peaxiuu’'

Hapymienus Ha
MYCKYJIHO-CKEJIETHAaTa CUCTEMA
Y ChbeUHHUTETHATA ThKaH

MHoro uectn

MycKynHo-cKesleTHa 6oska’

Yectu

OcTeoHeKpo3a Ha YemoCTTa'

Heuectn

AtunuuHa ¢ppakTypa Ha
GenpeHaTa KocT'

C Heu3BeCTHA YecToTa

OCTeoHeKpo3a Ha BHHIIHUS
ciryxoB npoxox

! Busxte Touka ,,Onucanne Ha H30PaHU HEXKENIAHHU PEaKun’
2 BukTe TOUKa ,,JIpyry ClEnUatHy HomyIanyn’

3 Buxre Touka 4.4
4 EQexr Ha Kiaca JieKapcTBa

Onmucanue Ha I/I36DaHI/I HCXCIaHW pCaKInu

Xunokanyuemust

B knuHUYHKTE TpOYyYBaHMs 3a PEOTBPATABAaHE HA CHONTHSL, CBBbp3aHu ¢ KocTHaTta cucteMa (CCK) e
HaOIr0/1aBaHa I0-BHCOKA YECTOTA HAa XUIIOKAJIIMEMHUS [IPH YYaCTHHUIIH, JIEKYBaHU C A€HO3yMao, B
CPaBHEHHUE ChC 30JI€JPOHOBA KUCEIHHA.




Haii-Bucokara yecTora Ha XUMOKaJIIMeMHusl ¢ HaOIroaBaHa B KIIMHUYHO MpoyuBaHe ¢asa I1I mpu
MAIMEeHTH C MHOXKeCTBeH MuenoM. ChoOIIaBa ce 3a Xxunokaniuemus mpu 16,9% ot nanueHTure,
JIeKyBaHHU ¢ 1eH03yMal u 12,4% OT manueHTHTe, JIEKyBaHHU ChC 30JIeAPOHOBA KucenrnHa. HamamnsaBane
HA HUBATa Ha CEPYMHUS KaIIUKU cTereH 3 ce HaOmronaBa npu 1,4% OT MalueHTUTE, JICKYBaHU C
neHozymab u 0,6% OT manueHTHTe, JISKYBaHU ChC 30JIepOHOBa KrucennHa. HamansgBaHe Ha HUBaTa Ha
cepyMHUs Kaniuii creneH 4 ce Habmonasa pu 0,4% oT manmeHTHTe, IeKyBaHH ¢ Aerozymad u 0,1%
OT MAIMEeHTHUTE, JICKYBaHH ChC 30JICIPOHOBA KUCEIINHA.

B tpu xnmuamgHN npoyuBanus (aza 111, KoHTpomMpaHu ¢ aKTUBHO BEIIECTBO MTPH MAIMCHTH C
HaIlpeIHAN 37I0KAaYeCTBEHH 3a00JIIBaHUS, 3aCsTald KOCTUTE, XUTTOKAIIMEMHS € chobieHa mpu 9,6%
OT MAIUCHTUTE, JICKYBaHH C JICHO3yMal0 u 5,0% OT mareHTuTe, JICKyBaH!U ChC 30JICIPOHOBA
KHCEJIHMHA.

HamansBane Ha cepyMHHUTE HUBA Ha Kallui cTeneH 3 ca umanu 2,5% OT malueHTUTe, JeKyBaHU C
neHozymab u 1,2% oT manueHTHTe, IEKyBaHHU ChC 30JIeIPOHOBA KucennHa. HamansBane Ha
CEepyMHHTE HUBA Ha KaJwii ctenieH 4 ca umanu 0,6% OT manmeHTnTe, IeKyBaHu ¢ aerozymad u 0,2%
OT MAIMEeHTHUTE, JICKYBaHHU ChC 30JI€APOHOBA KUCEINHA (BXK. ToUKa 4.4).

B nBe ximHIYHN poyuBanus ¢asza Il ¢ emHo pamMo npy ManueHTH ¢ TUTaHTOKIEThYeH TyMOp Ha
KOCTTa, XUIMOKAJIAIUEMHS € ChoOIIeHa pu 5,7% oT manueHTuTe. HUTO €1HO OT HeXeaHUTE ChOUTHUS
HE CE CUMTA 332 CEPUO3HO.

Cpo01aBa ce 3a Te)KKa CHMIITOMaTHYHA XUTTOKAIIHEMHUS (BKIIOUUTEITHO JICTATHH CITydan) TIPH
MOCTMapKEeTHHIOBATa YIIOTpeba, KaTo MOBEUETO CIIy4an ca HACTHIIMIIHN B ITbPBUTE CEAMHUIIU OT
HAyaJIOTO Ha JieueHHeTo. [Ipumepn 3a KIMHUYHYU NPOSBU HA TEKKA CHMITOMATUYHA XUITOKAILIUEMHUS
BKJIIOYBaT yabkaBaHe Ha QT-untepBana, TeTaHus, TbPUOBE U HAPYLICHO [ICUXUYHO ChCTOSHUE
(BxITFOUMTENHO KOMa) (BK. ToUKa 4.4). CHMITOMHUTE Ha XUMTOKAIIIUEMHS B KIMHUYHNATE MPOYIBAHUS
BKJIIOYBAT MapeCcTe3UH WIM MYCKYJIHA CKOBAHOCT, IIOTPENIBAHUs, CTIa3MH U MYCKYJIHH KpaMIIH.

Ocmeonexposa na yemrocmma (OHY)

B ximHnvHMTE poyuBanus yectorara Ha OHY e Ouiia mo-BUCOKa MpH MO TojsiMa MPOIbIIKUTSITHOCT
Ha ekcniosunuaTa; OHY e auarHocTUIMpaHa U ciiej] CTUpaHe Ha JICUSHUETO ¢ ICHO3yMal, KaTo
MO-TOJIIMATa YacT OT CIIyYauTe ca HACTHIMIM B pAMKUTE Ha 5 Mecelia clie]l IOCJIeAHATA J103a.
[ManmenTn ¢ npenxoxaama anamaesa 32 OHY miim ocTeoMueNnuT Ha YeocTTa, aKTHBHO 3200 IsIBaHEe
Ha 3pOUTE MITU YENFOCTTa, M3UCKBAIIIO XUPYPTrUYHA UHTEPBEHIIUS B YCTHATA KyXHWHA, HE3a3/IpaBsiia
paHa cliel XupypruyHa HHTEPBEHIUS Ha 3p0UTe/yCTHATA KyXUHA, WITH BCSKA TUNIAHUPAaHa WHBAa3HBHA
CTOMATOJIOTHYHA TPOIICIypa, ca OMIM M3KITFOUYCHU OT KJIMHUYHUTE IPOYYBAHUSL.

B ximHn4HMTE poyuBanus 3a nmpenorpatsaBaHe Ha CCK e HaOmogaBaHa mo-prcoka yecrora Ha OHY
MIpH yYaCTHHIIH, JIEKYBaHU C JIeHO3yMa0, B CpaBHEHHE ChC 30JIeIpOHOBA KucennHa. Haii-Bicokara
yectota Ha OHY e HabnromaBaHa B KIMHUYHO Mpoy4BaHe ¢asa 1l mpu nanueHTH ¢ MHOKECTBEH
muenoM. B nBoiiHocnanaTa ¢aza Ha nedeHue Ha ToBa nmpoyuBane OHY e motBeprena npu 5,9% ot
MAIAEHTHUTE, JIEKYBaHU ¢ AeHO3yMa0 (Mennana Ha ekcriosunmsTa 19,4 mecena; rpanuiu 1 — 52) u npu
3,2% OoT manMeHTuTe, JIEeKyBaH! ChC 30JIEAPOHOBA KHucennHa. [Ipu 3aBbpiBaHe Ha ABOWHOCTATIATA
(a3a Ha JIeUeHHe HA TOBa MPOYYBaHE KOPUTHpaHATa 3a MAIMEHTOrOANHHU YeCTOTa Ha IOTBBbpACHA
OHUY B rpymara Ha Aeno3ymab (MenuaHa Ha excrio3unmara 19,4 mecena; rpanumu 1 - 52) e 2,0 3a

100 manpieHTOroIMHU TI0 BpeMe Ha IIbpBaTa roJInHa OT JIeYeHueTo, 5,0 mpe3 Bropara roauna u 4,5
cien ToBa. Menuanara Ha Bpemeto 10 OHY e 18,7 mecena (rpanunu: 1 - 44).

IIpu ocHOBHHTE (Da3u Ha JICUCHHE HA TPH KIMHUYHU TpoyuBaHus ¢asa I1l, KoHTpoupanu ¢ aKTHBHO
BEIIECTBO MPH MAIUEHTH C HAPETHAIN 3JI0KaYeCTBEHU 3a00IaBaHus, 3acsaramu koctute, OHY e
noTBbpaeHa pu 1,8% OT manueHTuTe, IeKyBaH! ¢ AeH03yMal (MeauaHa Ha eKCIO3HIINATA

12,0 mecera; rpanury: 0,1 —40,5) u 1,3% oT yJacTHHUIUTE, JIEKyBaHU ChC 30JICPOHOBA KACEINHA.
KnuanuuanTe XapakKTepuCTUKU HA TE3U CIydau ca OWIM eHAKBU MEXIy TpynuTe Ha aedenue. Cpen
namuentute ¢ norsbpaeHa OHY, noseuero (81% mpu ABeTe rpynu Ha JeUEHUE) ca UMalld aHaMHe3a
3a eKCTPaKIs Ha 350, JIOIIa YCTHA XUTHeHA W/ 350HU KOHCTpYKIuH. [loBedeTo oT ydacTHUIIHTE
ca ToJTyJaBalld WM MOTy4aBaT XUMHOTEPAITHs.



[TpoyuBanusATa IPH NALMEHTH C PaK Ha I'bpJaTa WM MpocTaTaTa BKIIOYBAT (aza Ha MPOIABIHKEHO
JedeHue ¢ AeHo3ymab (Menuana Ha oOmra excriosunus 14,9 mecena; rpanunu: 0,1 — 67,2). [1o Bpeme
Ha (pazaTta Ha mpoabKeHue Ha tedeHneTo, OHY e notbpaeHa npu 6,9% OT MalMEHTHUTE € PaK Ha
rbpJara 1 paK Ha mpocTraraTa.

Kopurupanara 3a manpeHToroguau o61ma yectora Ha notebpaeHa OHY e 1,1 3a 100 manueHTOTOAMHI
mpe3 IbpBaTa rojiMHa Ha JIeUeHUueTo, 3,7 mpe3 Broparta roguHa u 4,6 cneq ToBa. Meananara Ha
Bpemeto mo OHY e 20,6 mecena (rpanuru: 4 - 53).

Hepangomuszupano, peTpoCceKTUBHO, 00CEpBAIMOHHO MPOyUYBaHe MpH 2 §77 MallMeHTH ¢ pak,
JIEKyBaHHU C JICHO3yMal WK 30JIeIPOHOBA KucenuHa, B LlIsenns, Jlanus u HopBerus mokasea, 4e
5-TOIUIITHUTE TSITOBE Ha 3a001eBaeMOCTTa OT MeauinHCKkH notBepaeraa OHY ca 5,7% (95% CI: 4,4,
7,3; MequaHa Ha BpeMeTo Ha npocuensasane 20 mecena [rpanunu 0,2 — 60]) B KoXopTa MallMeHTH,
nonry4yaBamu geraozymao, u 1,4% (95% CI: 0,8, 2,3; Mmeauana Ha BpeMeTo Ha npociensBane 13 mecena
[rparmmm 0,1 — 60]) B oTACTHA KOXOPTa MAIMECHTH, TTOJTyYaBaIlH 30JIeAPOHOBA KUCEIMHA.
ITetromummauAT A5 Ha 3a0oneBaemoctta oT OHY npu narnueHTuTe, IpeMUHAIH OT 30JICIPOHOBA
KHCEJIMHA Ha JIeHO03yMao, € 6,6% (95% CI: 4,2, 10,0; MeguaHa Ha BpeMETO Ha MPOCIIEIiBaHe

13 mecena [rpanuru 0,2 — 60]).

B knmmanaHO npoyuBane ¢aza Il npu manueHTH ¢ HemeTacTa3upal pak Ha mpocTaraTa (IOImyJianus
MAIMEeHTH, 33 KOUTO JIEHO3YMal He € MOKa3aH), C O-MPOABKUATEIIHA eKCIIO3UIINS Ha JISYCHUE 10
7 ronuHA, KOPUTHpaHaTa 9eCTOTa 3a MAMEHTOroauHN Ha moTBepaeaa OHY e 1,1 3a

100 marmmeHTOrOIMHYU TIPE3 IbpBaTa roIMHa Ha JiedueHue, 3,0 nmpe3 Bropara roguHa u 7,1 ciesn Toa.

B nparocpo4Ho OTKpUTO KIMHUYHO NpoyuBaHe (aza Il mpu manueHTH ¢ TMraHTOKJIEThUCH TyMOp Ha
koctTa (IIpoyuBane 6, Bx. Touka 5.1) OHY e notBepreHa npu 6,8% OT MarueHTUTe, BKIIOUYUTEITHO
e/rH oHoIma (Meauana Ha Opost Ha 34 no3u; rpanuny 4 - 116). [Ipu 3aBbpiuBane Ha IpoyYBaHe
MeIuaHaTa Ha BpEMETO B IIPOYUBAHETO, BKJIIOYUTENHO (DazaTa Ha MPOCIEAsBaHe 3a 0€30MaCHOCTTa, €
60,9 mecemna (rpanunu: 0 - 112,6). Kopurupanara yectora 3a ManueHTOrouHu Ha motebpaeaa OHY e
0010 1,5 3a 100 manuenToroaunawu (0,2 3a 100 manueHTOroJUHM MPe3 MbPBaTa roJMHA Ha JICYCHUETO,
1,5 mpe3 BToparta rogusa, 1,8 npe3 Tperara roauHa, 2,1 npes yeTBbpTara ronuHa, 1,4 npes nerara
ronuHa u 2,2 ciren ToBa). Meamanara Ha Bpemeto 10 OHY e 41 mecena (rparunum: 11 - 96).

Cevp3anu ¢ 1eKapcmeomo peakyul Ha CépvX4y8CMEUMeIHOCH
IIpu mocTMapkeTHHTOBaTa yIIoTpeda ca ChoOIIaBaHy CHONTHS Ha CBPBXIYBCTBUTEITHOCT,
BKJIIOYHTEIHO PECAKHU ClIydan Ha aHa(i)I/IJ'IaKTI/I‘-IHI/I PpCaKknuu 1mpu nauuCHTy, MojrydyaBamin z[eHo:;yMa6.

Amunuunu ppaxkmypu na 6edpenama Kocm

B mporpaMata oT KJIMHUYHYU MPOYYBaHHS aTUITUYHH (PpakTypu Ha OepeHara KOCT ce ChoOIaBaT
HEUYeCTO MPH NalKEHTH, JIEKyBaHHU C AEHO3yMal, U PUCKBT C€ YBEJINYaBa IPH MO-TOIIMa
MPOIBIKUTEIHOCT Ha JieueHHeTo. ChOUTHSATA ce TIOABABAT MO BPEME Ha JICUCHUETO U 10 9 Mecena
cJen TIpeKpaTsIBaHe Ha JIedeHUETo (BXK. Touka 4.4).

Myckyano-ckenemua 60ixka

[Ipu mocTmMapkeTHHroBaTa yrnotpebda nMa ChOOIIEHHS 32 MYCKYJTHO-CKeJIeTHa 00JIKa, BKIIFOUUTEITHO
TEXKHU CIy4au, Py MalMeHTH, OTyJaBaly JeH03yMad. B KTuHUYIHYA IpOyYIBaHUS,
MYCKYJTHOCKEJIeTHa 00JIKa ce ChOOIaBa MHOTO YECTO U B JABETE IPYIH HA JICYCHUE — C JICHO3yMal u
30JIeIpOHOBA KHceTnHa. MyCKYITHO-CKelleTHa 00JIKa, BOJIEINa 10 IIPEyCTaHOBSIBaHE HA IIPOYYBAHOTO
JiedeHue, ce ChoOIaBa HeUecTo.

Hoeso nvpsuuno 3noxawecmseno 3abonasane

IIpu ocHOBHHTE ABOMHOCIENH (ha3H Ha JICUCHNE HA YETHPH KIMHUIHH NpoyuBanus daza IlI,
KOHTPOJUPAHU C aKTUBHO BEIECTBO, MPY MAITUEHTH C HAPETHAIN 3JI0KaYECTBEHU 3a00IIBaHUS,
3acsraliy KOCTHTE, HOBO TbPBUYHO 3JI0KAYEeCTBEHO 3a00JsiBaHe ce chobimasa npu 54/3 691 (1,5%) ot
MAIMeHTUTE, JIEKyBaHU C JIeHO3yMal0 (Meauana Ha excriozunusata 13,8 mecena; rpaannu: 1,0 — 51,7),
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npu 33/3 688 (0,9%) oT manmeHTUTE, IEKyBaHU CHC 30JICPOHOBA KHCEIMHA (MeIUaHa Ha
excriozunmsTa 12,9 mecera; rpanumm: 1,0- 50,8).

KymynaruBaarta yectora 3a eqHa roanHa e cboTBeTHO 1,1% 3a neHozymab u 0,6% 3a 301e1poHOBa
KHCEITUHA.

He ce nabmonaa sicHa, CBbp3aHa C JICUSHHUETO TCHCHITUS IIPH OTACITHUTE OHKOJIOTHUYHU 3a00JISIBAHIS
WK TPYIHUTE OHKOJIOTHYHH 3200JIIBaHUS.

Jluxenouonu Jlekapcmeernu peaxkyuu
C’bO6H.[aBa CC 3a JIMXCHOUIHU JICKAPCTBCHU PCAKIINN (HaHpI/IMCp pcaknuu, HO,I[O6HI/I Ha JIUXCH

rmaHyc) IIpU MaUCHTHU B IOCTMAPKETUHIOBU YyCJIIOBHH.

IlenpaTpuyHa DomyJaamus

Jleno3ymab e u3cieqBaH B €HO OTBOPEHO MPOYUYBaHEe, KOSTO BKITIOYBA 28 IOHOIIH CHC 3aBBPIIICHO
CKCJICTHO pa3sBUTHUEC C TUTAHTOKJICTHYCH TYMOP Ha KOCTTA. B®3 ocHOBa Ha Te3u OIrpaHUYCHU NaHHU,
npOo(QUITHT Ha HEXEIAHUTE PEAKIMH € CXOJICH C TO3U TIPU Bh3PACTHHU.

CroOmraBa ce 3a KIMHUYHO 3HaYMMa XUIIEPKaILIUEeMuUs Cclie] IpeKpaTsBaHe Ha JIEUEHUEeTO Ipu
NOCTMAPKETHHTOBaTa yrnorpeda Mpy NeIuaTpuyHy NanyueHTH (BXK. Touka 4.4).

Jpyru crienyaiay TomyIaliiui

bvopeuno ygpescoane

B xIuHIYHO TIpoydYBaHEe NP HMAITUEHTH 0e3 HalmpeIHal pak ¢ TSKKO OBOpeuHO yBpeKIaHe
(xpeaTrHUHOB KIHPBHC < 30 ml/min) WK KOUTO ca Ha TUANTN3a, UMa MO-TOJISIM PUCK OT pa3BUTHE Ha
XHUIOKAIHEMHSs], aK0 He ce 100aBs KaIuid. PUCKBT OT pa3BUTHE HAa XUNIOKAILIHUEMHUS 110 BpeMe Ha
JIeYCHHE C JCHO3yMal € MO-ToJIsIM C HapacTBaHE Ha CTENeHTa Ha ObOpeuHo yBpexxaane. B knmunuaHO
MpOyYBaHe MpH MalMEHTH 0e3 HampeaHam pak, 19% oT manueHTHTe ¢ TeKKO ObOpevYHO yBpeKaaHe
(xpeatnHMHOB KIHPBHC < 30 ml/min) u 63% OT NauueHTHUTE, KOUTO Ca Ha AUAIN3a, CA PA3BUIIN
XHUIOKAJIIEMUs BBIIPEKH J00aBsHEeTO Ha Kanuil. O0miara yectoTa Ha KIMHUYHO 3HAYMMa
XunoxanueMus € 9%.

HaGumrogaBaHo € ChIIo U ChITBTCTBAIIO TOBUIIABAHE HA MAPATUPEOUIHUS XOPMOH MPHU MAI[UEHTH C
TEXKKO OBOPEUHO YBpPE)KIaHE WM Ha AUaIN3a, KOUTO Moyy4aBar aeHo3ymao. [IpocnensBanero Ha
KaJI[MEBUTE HUBA U TOCTATHYHUAT IPUEM Ha KM ¥ BUTaMHH D ¢ 0cOOCHO Ba)KHO MPH MALUESHTH C
0BOpeuHo yBpexxaane (BXK. Touka 4.4).

Cpo0111aBaHe Ha MOA03UPAHN HEXKEITAHN PEAKIIAN

Cro0I11aBaHeTo Ha IOJO3MPAHU HEeXKEIIaH! PEeakllny CIie/l pa3peniaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOIYKT € BaKHO. ToBa IMO3BOJIABA 1A TIPOIBIDKH HAOJIOIEHHETO Ha CHOTHOIIICHUETO TOJI3a/PHCK 32
JIEKapCTBEHUS MPOIyKT. OT MEIUIIMHCKUTE CIICIIMATIUCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOJT03UpaHa HeXKEIaHa PeaKIlys Ype3 HAI[MOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

Hsima ommut ¢ mpemo3upane mpy KIMHUIHUTE IPOydIBaHus. JleHo3yMal e mpuiarad mpu KIMHUIHHA
npoyuBaHus B 1031 10 180 mg Ha Bceku 4 ceaqmury 1 120 mg cenMuyHO 3a 3 CeAMUITH.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOHCTBA

dapmakoTepaneBTHYHA rpymna: JlekapcTsa 3a JedeHue Ha KOCTHH 3a0omsiBaHus — J{pyru nexkapcTsa,
MTOBJIHSBAIIM KOCTHATA CTPYKTYypa 1 MuHepanu3amnus, ATC kox: MO5SBX04

Bomyntra e 6uonornyso nojo0eH aekapcTBeH npoaykT. [logpoOHa nHpopManus e mpeaocTaBeHa Ha
yeOcaiita Ha EBporeiickaTa areHIus 1mo Jiekapcraara https://www.ema.europa.eu.

MexaHu3bM Ha IEUCTBUE

RANKL cpmecTByBa kato TpancMeMmOpaHeH win pa3tBopuM mpoTend. RANKL e kpaitHo HeoOxomum
3a 00pa3zyBaHeTo, PYHKIMOHUPAHETO U MPEKUBSIEMOCTTA Ha OCTEOKIACTUTE, €AMHCTBECHUAT B
KIIETKH, OTTOBOPHHU 32 KOCTHaTa pe3opouus. [loBuiienara ak THBHOCT Ha OCTEOKIACTHUTE,
ctumynupanu oT RANKL, e ki1io40B MearaTop 3a KOCTHATa JeCTPYKLMS IPU METACTATUYHU KOCTHU
3a00JIIBaHUS 1 MHOXKECTBEH MHeNIoM. [leHo3yMab e yoBenko MoHokioHamHO aHTuTsuIo (IgG2), kKoeto
TapreTHO Ce CBhP3Ba C BUCOK aduHuTeT U crerudpuanoct ¢ RANKL, kato npenoTBpatsBa nosiBara Ha
B3aumogerictBuero RANKL/RANK u Boam 10 HamaseH Opoit 0OCTEOKIaCTH U HaMaJieHUE Ha TSIXHATa
(1)}’HKHPI$I, KaTo I10 TO3U HAa4YWH HaMaJIsiBa KOCTHAaTa pe30p6u1/151 " KOCTHATa ACCTPYKIUA, HHAYIIUpaHa
OT PaKoBH 3a00JIIBaHUS.

I'UTaHTOKIETHPYHUTE TYMOPH Ha KOCTTA C€ XapaKTEPU3UPAT C HEOIIACTUIHHA CTPOMAITHU KIICTKH,
excrpecupamu RANK nurang v mogo0HN Ha OCTEOKIACTH TUTAHTCKU KJIETKH, eKcrpecupan RANK.
[Ipu manueHTH ¢ TUTAHTOKJIETHYEH TYMOP Ha KOCTTa, IeHo3yMab ce cBbp3Ba ¢ RANK nuranma, kato
3HAYUTEITHO HaMaJlsBa WU CIIMMUHHAPA TIOJIOOHUTE HA OCTEOKJIACTH THTAaHTCKU KIIETKH. B pesynrar Ha
TOBa OCTEOJIH3aTa HaMaJIsiBa U poidepaTuBHATA TyMOPHA CTPOMA CE 3aMECTBA C
HenponugepaTuBHa, TudepeHIMpana, TNIbTHA HOBOOOpa3yBaHa KOCT.

dapmakognHaMUYHN eEKTH

B ximHn4HM npoyuBanus ¢asa Il mpu manueHTH ¢ HanpeHaTN 3II0KaYeCTBeHN 3200 IsIBaHMS,
3acATany KOCTUTE, MIOAKOKHOTO (S.C.) IPHIIOKeHHE Ha AeH03yMa0 Ha Bceku 4 cenvunn (Q4W)
12 cemmuIy Boau 10 ObP30 HaMaJsIBAaHE HA MapKepUTe 3a KocTHa pe3opouus (UNTx/Cr, cepymen
CTx), c mequana Ha HamaneHue ot npuomm3uTenHo 80% 3a uNTx/Cr, mosiBSBAIIO C€ B PAMKHUTE Ha
1 cemMuIia, HE3aBUCHMO OT TIpEIIecTBama Tepamnus ¢ 6udochoHaTH WITH OT U3XOAHOTO HHBO Ha
uNTx/Cr. B knnanuan npoyusanus ¢asa 1l npu nanueHTr ¢ HanpeaHAaIN 3710Ka4eCTBECHN
3a00JI1BaHus, 3acATaly KOCTUTE, cpeHoTo Hamanenue Ha UNTx/Cr ot npubnusurtenno 80% ce e
3arpprkalo npes 49-te cenMuiy Ha JedeHue ¢ Aenozymad (120 mg Ha Bceku 4 ceMuIn).

HmyHoreHHocr
ITo Bpeme Ha JISYCHHUETO C ICHO3YyMad MoraT J1a ce Pa3BUAT aHTH-ICHO3yMa0 aHTHuTena. He e
HaOJIr0/1aBaHa BUAMMA BPB3Ka MEKIy 00pa3yBaHETO Ha aHTUTENA U (hapMaKOKHHETHKATA, KITMHUIHUS

OTTOBOP WUJIM HECKCIIAHO cnOuTHE.

Knuanunaa ed)I/IKaCHOCT 1 0€30IacHOCT OpHu TanMeHTH ¢ KOCTHHU METAaCTasu Ha COJIMIHH TYMOPH

EdukacHocrTa u 6e3omacHocTTa Ha 120 mg neHo3ymab, mpuiarad MoAKOXKHO Ha BCEKH 4 CeIMUIH
WM Ha 4 mg 30JIeIPOHOBA KHCEMWHA (KOpUTHPAHE Ha J03aTa Py HaMaieHa Oh0peuHa QyHKITHS),
ImpujiaraHa UHTPaB€HO3HO Ha BCCKU 4 CCIMUIIU, Ca CpaBHABAHU B TPU PAaHAOMU3UPAHHU, HBOﬁHOCHeHH
MIPOYYBaHUs, KOHTPOJMPAHH C aKTUBHO BEIIECTBO MU IMAIMEHTH, KOUTO HE ca MOTy4YaBaly i.v.
oudochonaTH, ¢ HaIpeIHATH 37TI0KAYSCTBCHH 3200 IIBAHMUS, 3aCATaIN KOCTUTE: Bb3PACTHH MAIlUCHTH
C pak Ha repjaTa (mpoyuBaHe 1), pyTy COTUIHU TYMOPH HIIM MHOXXECTBEH MHUENIOM (IIpOy4YBaHe 2) U
pak Ha mpocraTara, pe3UCTCHTCH Ha KacTpanus (nmpoyusane 3). [Ipu Te3u npoydBaHus, KOHTPOJIUPAHU
C aKTHBHO BEIIECTBO, Oe30macHOCTTa € onleHeHa pu 5 931 manuenTu. [lanuentyr ¢ npeamecrpama
anamHue3a 3a OHY wim ocTeOMHETUT Ha YeTI0CTTa, aKTUBHO 3a00JIIBaHE HA 3b0UTE WIIH YEITIOCTTA,
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W3KCKBAI0 XUPYpPrHYHA HHTEPBEHIIMS B yCTHATA KYXWHA, HEH3JICKYBaHO 3a00JIsBaHE CIIe]
JICHTAJTHA/XUPYyPrUYHA HHTESPBEHIMSI B yCTHATA KYXMHA WM KaKBaTO U JIa € TUIAHUpaHa HHBa3MBHA
JICHTAJTHA MPOLEAypa, He ca OWJIM FOJIHYU 3a BKJIFOYBAHE B Te3U MpoydBaHus. [IbpBUYHHTE U
BTOPUYHHUTE KPAHU TOYKH OLICHSIBAT IOSBATa HA €IHO WU MIOBEYE ChOUTHUS, CBBP3aHU C KOCTHATA
cucrema (CCK). IIpu npoy4BaHusTa, MOKA3BAIIN MPEBH3XOCTBO HA AEHO3YMa0 CIPsIMO 30JIeIPOHOBA
KHCEITNHA, Ha AIMEHTUTE € TIPEITIOKEHO OTKPUTO MpHJIaraHe Ha JCHO3yMal B IPEIBAPUTEITHO
ompejeeHa 2-rouiiHa ¢a3a Ha MPoab/KCHNE Ha JieueHueTo. ChOUTHE, CBBP3aHO C KOCTHATA
CUCTEMa CE OMpPEIEIis KaTo BCIKO €HO OT CIICAHHUTE: MaToornyHa Gpakrypa (MpenuieHa win
HETpelnIeHa), ThUeTepanis Ha KOCTTa (BKIIFOUATETHO yIoTpeda Ha paaron30TOI ), OTIepaIns Ha
KOCTTa UJIn I‘pT)6HaLIHO-M03'I)‘IHa KOMIIpECHH.

Jlenozymab HamaisBa prucka ot nosiata Ha CCK u mosiBata Ha MmHorokpaTHu CCK (IrbpBUYHU U
TTOCJICIBAIITH ) TIPY TIAITUEHTH ¢ KOCTHA METACTa3! Ha COJIMITHU TYMOPH (BXK. TabmuIa 2).

Tadauua 2. Pe3yiaratu 3a epukacHOCT IPpY NAUMEHTH ¢ HANIPEIHAJIH 3JI0Ka4YeCTBEHHU
3200/1BaHUs], 3aCATaLH KOCTHTE

IIpoyuBane 1
Pak Ha rbpaaTa

IIpoyuBane 2
APYTH COTUAHHA
TYMOpPH™** WK

MHOKECTBEeH

MHEJOM

IIpoyuBane 3
PaK Ha mpocraTara

KoMOuHupan
aBaHcHpaJ paK

Henosy-
Mab

30J1€pO-
HOBa
KHCEJINHA

Henosy- | 3oneapo-
Mab HOBa
KHCETMHA

Jenosy-
Mab

3011epO-
HOBa
KHCEJIMHA

Jenosy-
Mab

30J1€/1pO-
HOBa
KHUCEIUHA

N

1026 1020

886 890

950 951

2 862 2 861

spBo CCK

MenuaHna Ha
BpEMETO
(Mecenn)

NR 26,4

20,6 16,3

20,7 17,1

27,6 19,4

Paznuka B
MeauaHaTa Ha
BpEMETO
(Mecery)

NA

4,2

3,5

8,2

HR (95% CI) /
RRR (%)

0,82 (0,71, 0,95)/
18

0,84 (0,71, 0,98) /
16

0,82 (0,71, 0,95) /
18

0,83 (0,76, 0,90) /
17

He no-manka
epuKracHocT/
IIpeBB3x0ACTBO
p-CTOMHOCT

<0,00017/0,01017

0,00077 / 0,06197

0,00027 / 0,0085"

<0,0001 /< 0,0001

Jlsm Ha
YYaCTHHUIIATE

(%)

30,7 36,5

31,4 36,3

35,9 40,6

32,6 37,8

I[InpBo u nocaegpamu CCK*

Cpenen
Opoii/marMeHT

0,46 0,60

0,44 0,49

0,52 0,61

0,48 0,57

CBOTHOIIIEHHE
Ha
gectotute(95%
CI)/ RRR (%)

0,77 (0,66, 0,89) /
23

0,90 (0,77, 1,04) /
10

0,82 (0,71, 0,94) /
18

0,82 (0,75, 0,89) /
18

IIpeBB3Xx0ACTBO
p-CTOHMHOCT

0,0012f

0,1447F

0,0085"

<0,0001

SMR 3a roguna

0,45 0,58

0,86 1,04

0,79 0,83

0,69 0,81

N

1,026 1,020

886 890

950 951

2,862 2,861
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IIpoyuBane 1 IIpoyuBane 2 IIpoyuBane 3 Komo0nnupan
Pak Ha rbpaaTa APYTH COTHIHH PaK Ha mpocrarara aBaHCHpAJ paK
TYMOpPH™** WK
MHOKeCTBeH
MHEJIOM
Henosy- | 3oneapo- | Jenozy- | 3onenpo- | Jenosy- | 3omenpo- | deHosy- | 3oi1enpo-
Mab HOBa Mab HOBa Mab HOBa Mab HOBa
KHCENHA KHCEeNWHA KHCEIHHA KHCEeNHHA

N 1 026 1020 886 890 950 951 2 862 2 861
OspBo CCK niau HCM
Mennana Ha NR 25,2 19,0 14,4 20,3 17,1 26,6 19,4
BpEMETO
(Mecenn)
HR (95% CI)/ 0,82 (0,70, 0,95) / 0,83 (0,71, 0,97) / 0,83 (0,72, 0,96) / 0,83 (0,76, 0,90) /
RRR (%) 18 17 17 17
[IpeBB3x0aCTBO 0,0074 0,0215 0,0134 <0,0001
p-CTOHWHOCT
IIbpBO 001BUBaHE HA KOCTHTE
Menauana Ha NR NR NR NR NR 28,6 NR 33,2
BpPEMETO
(Mecery)
HR (95% CI)/ 0,74 (0,59, 0,94) / 0,78 (0,63, 0,97) / 0,78 (0,66, 0,94) / 0,77 (0,69, 0,87) /
RRR (%) 26 22 22 23
[IpeBB3x0aCTBO 0,0121 0,0256 0,0071 <0,0001
p-CTOHMHOCT

NR = ne nocrurnaro; NA = nenpunoxumo; HCM = xunepkanuuemust B pe3yiTaT Ha 3J10Ka4eCTBEHO
3abonsBane; SMR = dectoTa Ha ckeneTHa 3a0oneBaemoct; HR = KoedunmenT Ha puck; RRR = OtHOCHTENHO
HaMaJleHHe Ha pucka 'Kopurupanu p-CTOMHOCTH ca IpeacTaBeHu 3a npoyusanus 1, 2 u 3 (mspso CCK u xpaiinu
ToukH 3a wbpBo U nocneasany CCK); *bpoit Ha BCHYKH CHOUTHS, CBBP3aHH C KOCTUTE 3a TIEpHOJIa; OpOCHH ca
caMo CHOUTHS NOSBWIIH ce > 21 THU Clie PeIXOIHUTE.
** BKIIIOUNTETHO HeIpeOHOKIeThYEeH pak Ha Oemust Apo0, pak Ha ObOpeKa, KOJOPEKTaIeH pakK, APeOHOKIEThUEH
pak Ha Oenus Apo0, pak Ha MIKOYHMS MEXyp, PaK Ha IJ1aBaTa U muATa, pak Ha [ IC/nukovo-rionoBaTa cucrema
U IPyTH, U3KII0YBAHKHU paK Ha I'bpJara U npocraraTa.

®urypa 1. Kpusu na Kaplan-Meier 3a Bpemeto 10 nbpBoto CCK no Bpeme Ha npoy4BaHeTo

Mpoy4saxe 1* MpoyysaHe 2** Mpoy4BaHe 3*
Dmab (N =1 026) ——— Dmab (N = 886) — Dmab (N = 950)
e — ZA (N =1020) B — - ZA(N=890) B — - ZA (N =951)
o ]
&)
S o
S
2 06
=
-
|
s
&
& 00
Dmaﬁ1026 697 514 306 99 41| 886 387 202 9% 28 0| 950 582 361 168 70 18§
ZA1020 676 498 296 94 2 |/ 80 376 194 8 20 2| 951 544 299 140 64 22| s
T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30

MeceL, 0T npoy4yBaHeTO

Dmab = [leHosymab 120 mg Q4W
ZA = 3onenpoHoBa kucenuHa 4 mg Q4W
N = Bpoit paHAOMU3NpaHN y4acTHULM

* = CTaTUCTMYECKM 3HAUMMO 3a NPEBb3XOACTBO; ** = CTaTUCTMYECKN 3HAYMMO 3a He No-Marka edukacHocT

HDOFDCCI/ISI Ha 3a00JIIBaHETO U 061].[8. OPEKUBACMOCT C KOCTHHU METACTAa3W Ha COJIMIAHH TYMOPH

Hporpecmea Ha 3a00JIIBaHETO € CXOaHa MCXKIY I[GHOSYM3.6 1 30JICAPOHOBA KUCCIIMHA IPHU BCUYKUTC
TPpU NPOYUBAHUS U IPU MTPEABAPUTCIIHO OIIPCACIICHUA aHAJIN3 HaA KOM6I/IHaLII/I$ITa OT TPUTC

MIPOyYBaHUS.
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B npoyuBanns 1, 2 u 3, o0miara npexxuBseMOCT € OallaHCHpaHa MEeXKAY JAeHO03yMal U 30JIeIpOHOBA
KHCEITMHA NP TAIUCHTH C HANpeTHAIH 3JI0Ka4YeCTBEHH 3200 sIBAHMUS, 3aCATAIIH KOCTUTE: AIIUEHTH C
pax Ha rppaara (koepuuueHTsT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), manueHTH ¢ pak Ha
npocraTara (KoepuuueHTsT Ha puck 1 95% Cl e 1,03 [0,91, 1,17]) u nauneHTn ¢ Apyru COMUAHU
TYMOPH WII MHOXKECTBEH MUeIOM (KoeuuueHTsT Ha prck u 95% CI e 0,95 [0,83, 1,08]). Post hoc
aHalu3 B IpoyuBaHe 2 (MalUeHTH ¢ APYTH COIHMIHU TYMOPH MM MHOXKECTBEH MHEJIOM) M3CJICIBa
o0I1aTa IpeXUBSEMOCT 32 TPUTE BHJIA TYMOPH, H3IIOJI3BaHU 32 cTpaTuduKanus (HeapeOHOKIEThUeH
pak Ha Oenus 1po0, MHOXKECTBEH MUEIOM U ApyTH). O0IIaTa mpeKuBsIEMOCT € TTO-ITBJITa 3a
JICHO3yMab Mpu HeJAPESOHOKIIEThYCH pak Ha Oenus apo0 (koedunment Ha puck [95% CI] ot 0,79 [0,65,
0,95]; n=702) u mo-xwira 3a 30JeIPOHOBA KHUCEIUHA ITPH MHOKECTBEH MHETIOM (KOe(HIIEeHT Ha
puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxomHa MexIy AeHO3yMal U 30JIeIPOHOBA KHUCETNHA
IIpH JPYTUTE BUIOBE TyMOpH (KoeduieHt Ha puck [95% CI] ot 1,08 [0,90, 1,30]; n = 894). Tosa
MPOYYBaHE HE € 32 KOHTPOJIUPAHE Ha MPOTHOCTHYHUTE (DAKTOPH U aHTUHEOIJIACTUYHUTE JICUCHUSL.
IIpu xoMOMHMpAH, TIPEIBAPUTEITHO ONPE/IEICH aHaIN3 OT Mpoy4uBanus 1, 2 u 3, obmarta
MIPEXKUBIEMOCT € CXOJIHA MEXKIY JCHO3YMa0 M 30JICIPOHOBA KUCETUHA (KOSPHUITUEHT Ha PUCK U 95%
C10,99 0,91, 1,07]).

Edexkr Bepxy Ooiikara

Bpemerto 10 obnexvaBaHe Ha Oomnkarta (T.e., > 2 TOUKM HaMalsBaHe OT U3XOJHOTO HUBO Ha CKOpA 3a
Hali-crtHa Ooika 1o ckanaTta Ha BPI-SF) e cxomHO Mex Iy neH03yMal | 30JIeJpOHOBa KUCETHNHA TIPH
BCSIKO TIPOYYBAHE M B HHTETPUPAHKUTE aHAIU3M. B post hoc ananus Ha KOMOHHUPAaHH HAOOPH OT
JIAaHHU, Me/IMaHaTa Ha BPEMETO JI0 BJIOIIaBaHe Ha Oomkara (CKop 3a Hal-cHiIHA 00JIKa > 4 TOUKH) MPH
TIAITAEHTH C JIeka 0oJika min 0e3 00JIKa Ha M3XO0IHO HUBO € 3a0aBeHa 3a IeHO3yMad B CPaBHEHHE ChC
3oseaponoBa kucenuna (198 copsmo 143 muu) (p = 0,0002).

Knnangna CSDI/IKaCHOCT IIPpU ManuEHTHU C MHOXKXCECTBECH MUECIIOM

Jeno3yma0 e oreHsIBaH B MEXIyHApOIHO, paHxoMu3upano (1:1), IBOMHOCISINO, KOHTPOIUPAHO C
AKTHBHO BELIECTBO MIPOYYBAHE, CPABHABAILO ICHO3yMal ChC 30JICAPOHOBA KUCEIMHA NP ITALUEHTH C
HOBOJIMarHOCTUIIMPAH MHOXECTBEH MHUEIIOM, ITpOyUBaHe 4.

B toBa mpoyuBane, 1 718 nanuieHTH ¢ MHO>KECTBEH MHUEIIOM U C IIOHE €IHa KOCTHA JIe3usl, ca
paHIOMM3UpPAHH 1a ToiydaBat 120 mg aeHo3yMad moaKoKHO Ha Bceku 4 ceqmutta (Q4W), nimm 4 mg
30JICIPOHOBA KHCEJIMHA HHTPABEHO3HO (1.V.) HA BCEKHU 4 ceIMUIU (KOPUTHUPAHA J103a CIIOPET
0b0Opeunara (yHkius). M3Mepuren Ha MbpBUYHHS PE3YJITAT € JJOKa3BaHE HA HE MO-MaJKa e(UKACHOCT
0 OTHOIIIEHHE Ha BPEMETO JI0 IThPBa MOSBa B MPOYYBAHETO HAa CHOMTHE, CBBP3aHO C KOCTHATA
cucrema (CCK), B cpaBHEHHE ChC 30JI€IPOHOBA KUCeNWHA. VI3MepuTenuTe Ha BTOPUYHUTE PE3yJITaTH
BKIIIOYBAT MPEBH3XOJCTBO 110 OTHOIIIEHHE Ha BpeMeTo o nosiBa Ha mbpB0o CCK, mpeBBs3X0CTBO 10
OTHOIIIEHUE Ha BPEMETO 10 MOsiBa Ha bpBo U cienBamo CCK u o6ma npexussiemoct. CrOuTHE,
CBBP3aHO C KOCTHATa CHCTEMa Ce OTIpeIelis KaTo BCAKO €IHO OT CIEAHUTE: MaToNoTHIHa (hpakTypa
(mpernuieHa WM HEMPENUICHA), ThUeTepanis Ha KOCTTa (BKIFOUYHUTEIHO YIIOTpeOa Ha paJMOU30TOIH ),
oreparys Ha KOCTTa WM TPhOHAYHO-MO3bYHA KOMITPECHSL.

B nBete rpynu Ha mpoyuBaHeTo 54,5% OT MaIlMeHTUTE ca IUIAHWPAaHU 32 aBTOJI0KHA TPaHCIIIIaHTALUS
Ha nepudepHu KpbBHU cTBONOBH KieTku (PBSC), 95,8% oT manuenTuTe ca N3n013Bau/ INIaHUPaHU
Jla N3I10J13BaT HOBO AaHTUMMEIIOMHO CPEJICTBO (HOBUTE TEPAIIUM BKIIIOYBAT OOPTE30MHUO, JICHATINIOMU
WIN TATWIOMU) TIPU IIBPBA JIMHUS Ha JieueHue, a 60,7% ot nanuenture ca nmanu npegumno CCK.
BposT Ha mauueHTUTE B ABETE rpynu Ha nmpoyuBaHeTo ¢ ISS cranuii I, craguii 11 u craanii 11 npu
IOCTABSIHETO HA IHarHo3ara ¢ choTBeTHO 32,4%, 38,2%, u 29,3%.

CpenHusaT Opoii Ha MPUIIOKEHUTE 103U € 16 3a 1eHo3ymad u 15 3a 30/1eIpOHOBA KHCEIMHA.
Pesynratute 3a epUKacHOCT OT MPOyYBaHe 4 ca MPEACTaBeHH Ha Gurypa 2 u Tadbmuna 3.
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®urypa 2. Kpusu na Kaplan-Meier 3a BpemeTo 10 nbpso CCK npu nanuentn ¢
HOBOJMATHOCTHILMPAH MHOKECTBEH MHUEJIOM

[eHo3ymab 120 mg Q4W (N = 859)
3oneapoHoBa kucenmHa 4 mg Q4W (N = 859)
1,0+
S 08
&)
&
o
5 067
z
g
g 0,4+
&
[=
0,21
0,07
lleHosymab 120 mg Q4W | 859 583 453 370 303 243 197 160 127 99 77 50 35 22§

3oneapoHosa kucennHa 4 mg Q4W 85'9 59|5 4|50 3(|51 2818 2%39 1?0 1?2 12|5 95I 69' 4|8 3|1 1|8
0 3 6 9 12 15 18 21 24 271 30 33 36 39

MeceL, oT npoy4BaHeTo
N = 6poit paHAOMM3NPaHK y4aCTHULM

Taoaumna 3. Pe3ynTaTn 3a e(l)HKaCHOCT Ha }IeH03yM36 B CPAaBHEHHUE CHC 30J1€IPOHOBA KUCE/INHA
Nnpu MAUEHTH ¢ HOBOJUATHOCTHIUPAH MHOKECTBCH MHUEJIOM

JeHO3yMa0 3o0seapoHoBa
(N =859) KHCeJIUHA
(N =859)

spBo CCK
Bpoii Ha manpeHTUTE, KOUTO Ca UMAJH 376 (43,8) 383 (44,6)
CCK (%)
Menunana Ha Bpemeto 1o CCK (mecerm) 22,8 (14,7; NE) 23,98 (16,56; 33,31)
Koedunwment Ha puck (95% CI) 0,98 (0,85; 1,14)
[IspBo u caensamo CCK
Cpenen Opoit crOUTHS/TAIUEHT 0,66 ‘ 0,66
Crotromenue Ha yectotute(95% CI) 1,01 (0,89; 1,15)
YecroTa Ha CKeJleTHA 3a00JIEBAEMOCT 3a 0,61 0,62
TroJuHa
IIbpBo CCK nin HCM
Menunana Ha BpeMeTo (Meceln) 22,14 (14,26; NE) ‘ 21,32 (13,86; 29,7)
Koedunuent Ha puck (95% CI) 0,98 (0,85; 1,12)
II'bpBa JbYeTEpANIMA HA KOCTTA
Koedunwment Ha puck (95% CI) ‘ 0,78 (0,53; 1,14)
O0ma npexxuBsieMoCcT
Koedunument Ha puck (95% CI) ‘ 0,90 (0,70; 1,16)

NE = He ¢ onieHnMO
HCM = xunepkanmueMus B pe3yaTar Ha 3JI0Ka4eCTBEHO 3a00JIBaHEe
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Knuanuna Gd)I/IKaCHOCT 1 0€30IMacHOCT IIpH BB3PpaCTHH M IOHOIIHN CHC 3aBBbPIICHO CKCJICTHO PAa3BUTHUC
C TUTAHTOKJICTHYCH TYMOP HAa KOCTTa

BezonacHoctTa 1 epukacHOCTTa HAa AeHO3yMab € u3cieaBaHa B IBe OTKPUTH KIMHIUYHH POYUIBAHUS
(haza Il ¢ enHO pamo (IpoyuBanus 5 u 6), BKIIOYBAIIK 554 MAIMEHTH C TUTAHTOKJIEThUEH TYMOp Ha
KOCTTa, KOWTO € HeollepaOwIIeH HIIH MPH KONTO omnepanusTa Ou Omiia CBhp3aHa ¢ TeKKa
3a0oneBaeMocT. [lanmenTure momy4asar 120 mg qeH03yMad MOAKOXKHO BCEKH 4 CEIMUIIN C
HaToBapBaiua 1o03a ot 120 mg Ha neH 8 u 15. [laupeHTHTe, KOUTO Ca MPEKPATHIIN JEHO3yMao, clien
TOBa BIM3aT BBB (Da3aTa Ha MpociesIBaHe Ha Oe30ImacHoCTTa 3a Haii-maiko 60 Mecema. [loBTopHO
JieyeHue ¢ JeHo3yMal Impu MpociesIBaHeTO Ha O€30MacHOCTTa € ITO3BOJICHO 3a MAllUeHTHUTE, KOUTO
I'BPBOHAYAIHO [TOKa3BaT OTTOBOP KbM JeH03yMal (Hamp. B CiIydail Ha pequIuBHpAILO 3a00IsIBaHE).

IIpoyuBane 5 BrirouBa 37 BB3paCTHU MAIIMCHTH ¢ XUCTOJOTHIHO MOTBBP/ICH HEOIEPAOIICH NTH
pelUAMBHpAIll TUTAHTOKJIETHYCH TYMOP Ha KOCTTa. VI3MEepUTENsIT Ha OCHOBHUS PE3yJITaT Ha
MPOYYBAHETO € YeCTOTaTa Ha OTroBOp, AepuHUpaH KaTo moHe 90% eTMMHHUpaHe Ha TUTAHTCKUATE
KIIETKH CTIPSIMO M3XOTHOTO HHUBO (WJIH ITBJIHO €TUMIHHUpAaHE HA TUTAHTCKATE KJIETKH B CIyJanTe,
KOTaTo TUTaHTCKUTE KJIETKU MPeACTaBIsABaT < 5% OT TyMOpHHTE KJIETKH) WIIM JIUIICATa Ha TIPOTPECHS
Ha IIeJIeBaTa JIe3Us Upe3 PEHTreHOrpadCcKu U3MepBaHus, KOraTo HIMa HATMYHU XUCTOMATOJIOTHYHU
nscnenasanus. OT 35-Te manueHTH, BKIIOYCHU B aHam3a 3a eukacHocTt, 85,7% (95% CI: 69,7, 95,2)
ca UMaJIM TePaNeBTUUCH OTTOBOP KBbM JIeueHUETO ¢ AeHo3ymad. Beuukure 20 manmentu (100%) ¢
XHCTOJIOTHYHH OLIEHKH OTTOBAPST Ha KpUTEpHUUTE 3a 0TroBop. OT octaHanuTe 15 manuenTty, npu

10 (67%) pentreHorpadcKuTe U3MEPBaHUS HE MTOKAa3BaT NPOrPECcHs Ha TapreTHaTaIe3 sl.

IIpoyuBane 6 BkiitouBa 535 BB3pacTHU WJIM IOHOIIH ChC 3aBBPIUICHO CKEIETHO Pa3BUTHE C
TUTAHTOKJIETBYEH TyMOp Ha KocTTa. OT Te3u nauueHTu 28 ca Ha Bb3pact 12 - 17 rogunu. [lauuenture
ca pa3mpeneeH! B €IHa OT TPU KOXOPTH: KOXOpTa | BKITIOYBA MAITUEHTH C XUPYPTHIHO
HEBBH3CTAHOBUMO 3a00JIsiBaHe (HAIP. CaKpaJHHU, IPhOHAYHH WM MHOXKECTBEHH JIC3UH, BKITFOUUTEITHO
0emoIpoOHM MeTacTas3u); KOXOpTa 2 BKIIIOYBA MAIMECHTH ¢ XUPYPTHYHO Bh3CTAHOBUMO 3a00JIsIBaHe,
YUATO TUIAHUPAHA OTIEPaIns CE CBhP3Ba C TeXKa 3a00J1eBaeMOCT (Hamp. pe3eKIHs Ha CTaBa,
aMITyTaIlus Ha KPaHHUK WIIH XEMUTICIIBEKTOMUS ); KOXOPTa 3 BKIIFOUBA MAIMEHTH, YUACTBAIH MIPEIH
TOBa B MPOYYBaHE 5 U MPEMUHAIIM B TOBA poyuyBaHe. OCHOBHATA IICJI € JIa CE OIICHHU MPOQUITHT Ha
0e30MacHOCT Ha JIeHO3yMal IpH MallMeHTH C TUTAHTOKJIETHYEH TYMOp Ha KocTTa. Mi3mMeputenute Ha
BTOPHYHHUTE PE3yJITATH Ha MPOYYBAHETO BKIFOUBAT BpEeMeE J0 IIPOrpecHs Ha 3a00sIBAaHETO (BB3
OCHOBA Ha OIICHKAa Ha MU3CJIEI0BaTeNs) 3a KoXopTa 1 u Jsiyia Ha marueHTuTe 0€3 KakBaTo U 1a OMIIo
omepanus Ha Mecell 6 3a KoxopTa 2.

B xoxopta 1 npu okoHuaTennus ananus npu 28 ot 260 nexysanu naruentu (10,8%) ce mabnronasa
nporpecus Ha 3a0onsBaHeTo. B koxoprta 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) namuentu ¢
BB3MOXHOCT 32 OLICHKa, JIEKYBaHHU C JIECHO3yMal, He ca MOJUI0KEHH Ha omnepanus a0 mMecen 6. Ot

239 y4yacTHHUIIA B KOXOpTa 2, C MSICTO Ha U3XOAHATA IeJIeBa JIE3Us UM MSCTO Ha JIE3Us B IPOYUYBAHETO
U3BBH OenuTe ApoOOBe MM MEKUTE ThKaHU, pu oo1mo 82 yyactauuu (34,3%) e u3bernata onepauus
10 BpeMe Ha npoyuBaHeTo. KaTo 115110 pe3ynraTute 3a e(UKacHOCTTA IIPH IOHOLIN ChC 3aBBPIICHO
CKEJIETHO Pa3BUTHE Ca CXOIHU ¢ HAOJIIOJaBaHUTE IIPU BB3PACTHHU.

EdexT Bppxy O0JIKaTa

[Ipu oxoHUATEIIHUS aHATIU3 HAa KOXOPTH | 1 2 KOMOMHHMpaHH, KIMHUYHO 3HAYUMO HaMaJliBaHEe Ha Hak-
cwiHaTa 0oika (T.e. > 2 TOYKU HaMajsiBaHe OT U3XOIHOTO HHUBO) € choOIieHo mpu 30,8% ot
MAIUEHTUTE C PUCK (T.€. TE3U, KOUTO UMAT CKOP 3a Hail-CHITHA 00JIKa > 2 Ha U3XOJHO HUBO) B PAMKHTE
Ha 1 cenmuna ot neyenneTo u > 50% na cenmuna 5. Te3u momoOperns Ha OoskarTa ca ce 3ara3uin
P BCUYKH CJICIBAIIHU OICHKH.

IleguaTpryHa monyJIamys

EBpOHeﬁCKaTa arcHuus 110 JIeKapcTBaTa OCBO60)KZ[aBa OT 3aABJDKCHUCTO 3a NPEAOCTABAHE HA
PEIYATATUTE OT MPOYUBAHHUATA C ,Z[eHOBYMa6 BBHB BCUYKU IIOATPYNH HA IEAUAaTPUIHATA ITOITyJIalusl
IIpu Npea0TBPATABAHEC Ha CT)6I/ITI/I$I, CBBpP3aHU C KOCTHATAa CUCTEMA IIPU MAJUCHTU C KOCTHU ME€TaCcTa3n
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Y TIOATPYIIM Ha TIeAUaTpUYHAaTa MOIYJIAHs Ha Bb3pacT oA 12 roguHy NpH JeueHne Ha
THT'aHTOKJIETHYEH TYMOpP Ha KOCTTa (BXK. ToukKa 4.2 3a nH(OpMaIus OTHOCHO yroTpeda B
MeANATPUATA).

B npoyuBane 6, neHo3yma0 e oleHsIBaH MPH MOATPYIA OT 28 yYaCTHUIIH B FOHOIIIECKA Bh3pacT (Ha
BB3pacT 13-17 roguHN) ¢ THTAHTOKIIETHYCH TYMOP Ha KOCTTa, KOUTO Ca JOCTUTHAIH CKEJIeTHA
3pSUTOCT, OTpeieNieHa OT HATIMYMETO Ha Hal-MaiKko 1 3psuia IbJira KOCT (Hamp. 3aTBopeHa enudusapHa
pacTexHa IJI0YKa Ha paMEHHATa KOCT) M TeNeCHO Terio > 45 kg. [Ipu euH y4acTHUK B IOHOIIIECKA
BB3PACT C XUPYPrUIHO HEBB3CTAaHOBUMO 3a0oisaBane (N = 14) ce HabI01aBa pEUINB HA
3a00JISIBAHETO 10 BpeMe Ha ITEPBOHAYATHOTO JieueHue. [Ipu Tpunanecer ot 14-Te yuacTHUKA ¢
XUPYPTrUYHO HEBH3CTAHOBUMO 3a00JIsIBaHe, YMSATO IJIAHUPaHA XUPYPriUYHA ONEPalns Ce CBhP3Ba C
TeXKa 3a00JIeBaeMOCT, He € HalpaBeHa OIepamus 10 Mecerr 6.

5.2 ®apmMakoKWHETHYHM CBOIiCTBA
Abcopbuus
Cren moaKoXKHO MPUIIOKEHHE OMOHATHYHOCTTa € 62%.

BuorpanchopMmarug

Karo ectecTBeH UMYyHOTTIOOYJIHMH, IEHO3yMa0 ChABpPkKA CAMO aMUHOKHUCEITMHH U BBIVICXUAPATH U ©
MAaJIKO BEPOSATHO Ja ObJIe eTUMUHUPAH Upe3 YepHoApoOeH MeTa0omn3bsM. Od9akBa ce HETOBHSAT
MeTa00IH3bM U CJIIMMUHUPpAHEC Aa CJICABaT MbTHUIIATa Ha KJIIMPBHC Ha I/IMYHOI'HO6YJH/IHI/ITC, BOACHIN 10
pasrpaxKiaHe 10 MAJIKU MENTHIU U OTACITHA AMUHOKHCEITUHHU.

Enumunupane

[Ipu y4acTHUIM ¢ HapeAHAT paK, KOUTO ca MOJTy4aBa MHOTOKPAaTHU 103U OT 120 mg Ha BcekH

4 ceaMuIy ce HAaOIIOAaBa TPUOIU3UTEHO 2-KPATHO yBEIMYaBaHE Ha CEPyMHUTE KOHIIEHTPAIMU Ha
JeHO03yMab U CTAI[MOHAPHO CHCTOSHHE Ce JOCTHra 3a 6 Mecela, KOeTO ChOTBETCTBA Ha HE3aBHCHUMa OT
BpeMeTo papMakoKnHeTHKa. [Ipy yqacTHUIM ¢ MHOXXECTBEH MHUEIIOM, KOUTO ca moixy4aBanu 120 mg
Ha BCEKH 4 CeIMUITN, MEiaHaTa Ha Hall-HUCKHUTE HIBA BapUpa C IO-MaJIKo OT 8% MexIy 6-us u
12-ust mecer1. [Ipu y4acTHUIM ¢ TUTAHTOKJIETHYEH TYMOP Ha KOCTTa, KOUTO ca noixy4asanu 120 mg Ha
BCEKHU 4 CeJIMMIIM C HATOBapBaIla /103a Ha 8-MU U 15-TH JieH, CTAllMOHAPHH HUBA Ca JJOCTUTHATHU B
paMKHUTE Ha ITbPBUS MECEIT OT JieueHneTo. Mexay 9-ta u 49-ta cenmuna, MeJjuaHaTa Ha HA-HUCKUTE
HUBA Bapupa ¢ mo-Manko oT 9%. [Ipu ygacTHHIIM, KOUTO ca MpeycTaHOBMWIM fo3aTa oT 120 mg Ha
BCEKH 4 CEAMUIIH, CPESIHUAT MOTY>KUBOT € 28 nuu (rpanunu 14 go 55 qum).

HOHy.]'IaI_II/IOHCH q)apMaKOKI/IHCTI/I‘-IeH aHaJIN3 HC IMMOKa3Ba KIIMHUYHO 3HAYMMHU IIPOMCHHU B CUCTEMHATa
CKCIIO3HIIMA Ha ):[CHO3YM3.6 B CTAlUOHAPHO CHCTOSHHUE 11O OTHOIICHUC HAa Bb3pacCT (18 a0 87 I‘O,I[I/IHI/I),
paca/eTHquCKI/I npousxon (I/I3CJ'ICI[BaHI/I Ca YCPHOKOXH, C UCIIAHCKHU MTPOU3XOJ, a3hUaTlU U 6CJ'II/I), I0JI
WK BU Ha COJIUIHUA TYMOP, WUIIH MMAIIUEHTH C MHOXKECTBEH MUCITIOM. IloBuiraBaHeTo Ha TEJIECHOTO
TETJIO € OUJIo CBBpP3aHO C HAMAJIIBAHC Ha CUCTEMHATa CKCIIO3NIHA U O6paTHO. HpOMeHI/ITe HC Ca
CUCTCHHU 3a KJIIMHUYHO 3HAYUMMH, ThH KaTo (l)apMaKOI[I/IHaMI/I‘{HI/ITe G(I)GKTI/I, 6a3I/IpaHI/I Ha MapKEpUTE 3a
KOCTHa 06MHHa, Ca MOCTOSHHU IIPU HIUPOKU I'PAHUIIA HA TCJICCHO TCTJIO.

JInHeiHOCT/HEMMHENHOCT

Jleno3ymab nokaspa HenuHelHHa (papMakOKMHETHKA IIPH 03U B IIUPOK 1030B AUAIA30H, HO
IIOBUIIIABAaHE HA EKCIIO3ULIUATA, KOETO € IMPUOIU3UTEIIHO IPOIOPLUOHAIHO Ha Jl03aTa, IIPU 103U OT
60 mg (umu 1 mg/kg) n mo-Bucoku. HenmmHeHOCTTa BEpOATHO € B pe3yJiITaT Ha HacHIaeM,
TapreTHO-MeIUHNpaH IbT Ha eIMMHUHUPAHE, KONTO € OT 3HaU€HHUE IPU HUCKU KOHIICHTPALUH.
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B’B6DC‘{HO YBPCXKIAAHC

[Ipu npoyuBanus Ha neHo3yMab (60 mg, n =55 u 120 mg, n = 32) npu nanueHTn 6e3 HanpeaHal pak,
HO C pa3liyvHa CTeNeH Ha ObOpevHa QyHKIMs, BKIIOUYNTEIHO U MAIMEHTH Ha JUajin3a, CTeNICHTa Ha
0BOpedHO yBpeXIaHEe HE NOBIMABA (hapMaKOKMHETHKATA Ha I€HO3yMal; Taka 4e He Ce M3MCKBa
KOpHUTHpaHe Ha J103ara mpu 060peuHo yBpexknane. HaMa HeoOX0IUMOCT OT MOHUTOPUPAHE Ha
O0bOpedHaTa QyHKIMS MPH MpUIarane Ha JeH03yMao.

YepHoapoOHO yBpeKIaHE

He e npoBexaano criennpuIHO IpOoydYBaHEe MPY MAIUSHTH ¢ YePHOAPOOHO yBpexkaane. KaTo 1o
MOHOKITOHATHUTE aHTUTEIa HE CEe SIIMMHHUPAT MOCPEICTBOM YepHOIpoOeH MeTtabomu3bpM. He ce
odJakBa apMaKOKHHETHKATa Ha JeH03yMal Ja ObJe MOBIHIHA OT YEPHOAPOOHO YBPEKIaHE.

Crapuecka Bb3pacT

He ca HabntoiaBany pa3iauky B 0€30MaCHOCTTA U €(PUKACHOCTTA MEX/1y IMAIMEHTH B CTapyecKa
BB3pacT U MO-MJIaJM nanueHTH. KOHTpOIupaHu KIMHUYHH MTPOYYBAHUS C ICHO3YMAO MpH MaIUeHTH
Ha BB3pacT HaJa 65 TOMWHYU ¢ HaIpeTHATH 3I0KaueCTBEHH 3a00sIBAHUS, 3acsATallll KOCTUTE, ca
MOKa3aJii CXOAHa e(h)UKACHOCT U 0E30IaCHOCT IPH MO-Bb3PACTHH U TPHU MO-MiIaau nmanueHT. He ce
HaJiara KOpUTrMpaHe Ha J1o3aTa MpH MalUeHTH B CTap4yecka Bb3pacT.

IleguaTpryHa onyJIamus

[Ipu roHOIIHM CHC 3aBBPIICHO CKENETHO pa3BUTHE (Ha BB3pacT 12 - 17 TOAMHN) C THTaHTOKIIEThUeH
TYMOp Ha KOCTTa, nosyyaBaiu 120 mg Bceku 4 ceAMUIIM ¢ HaTOBapBallia 103a Ha JHU 8 u 15,
(hapMaKOKMHETHKATa Ha JeH03yMal € CXO/Ha C Ta3u, HaOJIrolaBaHa PU BB3PACTHU YYACTHHUIH C
TUTAHTOKJIETHYECH TYMOP Ha KOCTTA.

5.3 IlpeakJMHUYHU JAHHH 32 0€30MACHOCT

Toii kKaTo OMOJIOrMYHATa AKTUBHOCT HA JIEHO3yMal MpH ’KUBOTHU € crienn(UIHa 32 HEUOBEKONIOJOOHH
IpUMaTH, 3a OLIEHKa Ha (hapMaKOJMHAMUYHUTE CBOMCTBA Ha JEHO3yMal IIpY MOAEIH Ha IPU3adH Ce
MIPaBH OIIEHKa Ha TeHHOo Moaenupanu (knockout) Mumiku M ce n3mon3BaT Apyru GMOJIOTHYHU
nnxubutopu Ha RANK/RANKL w131, kato OPG-Fc 1 RANK-Fc.

IIpu Mumm Moe Ha KOCTHU METacTa3u Ha pak Ha I'bpJlaTa MpU YOBEKA, IOJIOKUTEICH U
OTPUIIATEJICH 32 ECTPOTCHEH PEIENTOP, PAK Ha MPOCTAaTaTa U HEAPESOHOKICTHYCH paK Ha Oenus apo0,
OPG-Fc HamansiBa OCTCONUTUIHHATE, OCTEO0IACTHUTE U OCTEOTUTHYHUTE/OCTEOOIACTHUTE JIC3HH,
3a0aBs (hopMUpaHETO HA de nOVo KOCTHH METAcTa3! M HaMaJIsiBa pacTeka Ha KocTHH Tymop. Koraro
nipu Te3u Mojenu OPG-Fc ce komOuHUpa ¢ XOpMOHaHa Teparnus (TaMOKCU(EH) WITH XUMHOTEPATTHS
(momerakcen), ce HaONIOIaBa AOMIBIHUTEITHO MHXHUOUPAHE Ha pacTexa Ha KOCTHHA TyMOpP ChOTBETHO
MIPH paK Ha I'bpJaTa, mpocraTara wim oenust apoO. [Ipu Mumm Moaen Ha HHAyIIMpPaHe Ha TyMOp Ha
miteuHata xJieza RANK-Fc HamassiBa XOpMOH-UHAYIIUpaHaTa Mpoudepaliis B enuTeia Ha MieuHaTa
JkKIe3a v 3a0aBs 00pa3yBaHETO HAa TyMOP.

CTaH)Z[apTHI/I TCCTOBEC 3a U3CJICABAHC HA 'TCHOTOKCHYHHUA IIOTCHIIMAJI HA )Z[GHOSYM36 HC Ca OLICHsJBAHH,
TBH KaTo HE ca MMPWJIOKHUMU NIPU Ta3U MOJICKYJIa. HOpa,I[I/I CBOCTO €CTECTBO € MAJIKO BEPOATHO
Z[eHOSyMa6 Ja IPUTCIKAaBa HAKAaKBa TCHOTOKCUYIHOCT.

KaHHepOFeHHI/IHT IIOTCHIIMAJ Ha Z[GHOSYMa6 HC € OLICHABAH B ABJTOCPOYHU IPOYUBAHUA ITPU
JKHMBOTHH.

B IMpOoy4YBaHU 3a TOKCUYHOCT NP €AHOKPATHO U MHOT'OKPATHO IpWJIaralne npu AbJAroonamaru

Makaly, JO03HUTC Ha ,[[CHO3YM3.6, BOJCHIN OT 2,7 a0 15 obTH MO-rojasMa CUCTEMHA CKCIIO3HUIIMA,
OTKOJIKOTO IIPENOPBHUUTEIIHATA J03a IIPU XOpa, HAMAT e(l)eKT BBPXY CbpACUHO-CHAOBATA (I)I/I3I/IOJ'IOFI/I$I,
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(epTUIUTETA IPH MBKKUTE WK )KEHCKUTE, U HE TTOKAa3BaT TOKCUYHOCT 32 KOHKPETHH TapreTHH
OpTraHH.

B npoyuBane npu aparoonamaryi Makamy, Ha KOUTO € MPUIIOKEH AeH03yMal 1Mo BpemMe Ha Mepuosa,
€KBUBAJICHTEH Ha IbPBHSI TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha IeHO3yMal, BOAEIIH 10 9 MbTH
MO-TOJIAIMA CUCTEMHA E€KCIIO3ULIM, OTKOJIKOTO IIPENOPBhUNUTENHATA 1034 IIPU XOPa, HE UHAYLUPAT
TOKCHYHOCT NIPY MallKaTa WX YBpeKAaHe Ha QeTyca 10 BpeMe Ha IepHo/I, CKBUBAJICHTEH Ha ITbPBHUS
TPUMECTBD, BBIIPEKH 4e (eTaTHnuTe TMM(HU BB3JIH HE ca U3CIIeABaHH.

B apyro npoy4BaHe npu ABITOONANIATH MaKally, HA KOUTO € TIPUIIOKEH JICHO3yMal 1Mo BpeMe Ha
OpEMEHHOCT MPH CUCTEMHA eKCTIO3UIHsI, 12 MbTH MO-BUCOKA OT J03aTa IIPH X0pa, € HaOIoJaBaHo
MOBHUIIIABAHE HA MBPTBUTE PAXKAAHHS U MOCTHATATHATA CMBPTHOCT; HAPYIIIEH KOCTEH PACTEX, BOJCII]
JI0 HaMaJieHa 3/[paBHHA Ha KOCTHUTE, IOHMKECHA XEMATOoIoe3a U HeMPABUITHO MOJIPeXkIaHe Ha 3h0UTE;
nurica Ha nepudepHu TuMGHE BB31M U 3a0aBeH HeoHaTaneH pactex. He e yctaHoBeHO HUBO, TIpU
KOETO Ce HaOII0aBaT HeXeJIaH! PENpPOTyKTUBHU eeKTH. 6 Mecena clie/l paxIaHeTo, IPOMEHHUTE
CBBP3aHU C KOCTUTE ca MOKa3aJin 00paTHO pa3BUTHE U He € Habto1aBaH e(PeKT BbPXY MOHUKBAHETO
Ha 3p0uTe. EdexTrre BEpXy TMM(OHUTE B3I U HETPABIITHOTO TOAPEKIaHe Ha 350UTe 00aue
NepcUCTUpaT U € HabJIoJaBaHa MUHUMAIIHA JI0 YMEPEeHA MUHEPANU3alisl B MHOTO ThKaHH IIPH €IHO
JKHBOTHO (BpPB3Ka C JICYCHHETO HE € yCTaHOBeHa). Hsma naHHu 3a yBpekJaHe Ha Maiikara npean
PaKIaHETO; HeXeNaHu ePeKTH PU MalKkaTa Bh3HHUKBAT HEUECTO 110 BpeMe Ha PaXKIaHETO.
Pa3BuTHeTO HAa MalfurHATa MIICYHA KJIe€3a € HOPMAITHO.

[Ipu npenKTMHUYHN TPOYYIBAHHS 32 KAYE€CTBO HA KOCTUTE NMPH MalMyHH Ha JBITOCPOYHO TPETHUPAHE C
JIeHO03yMab, HaMaJIsIBaHEeTO Ha KOCTHUS OOMEH ce CBBbp3Ba C NOBHIIIaBaHE Ha 3[JpaBUHATa Ha KOCTUTE U
C HOpMalTHa KOCTHA XHUCTOJIOTHSL.

[pu MBxKKH MUTIKH, TeHHO Moaenupanu aa ekcripecupat huRANKL (knock-in mumiku), kouto ca
OWITH TOJIOKEHU Ha TPAHCKOPTUKAIHA (PpakTypa, NeHo3yMal 3a0aBs OTCTPAHSIBAHETO HA XPYIIsa U
pEMOJIETMPaHeTO Ha Kalyca Ha MSCTOTO Ha (paKkTypara B CpaBHEHHE C KOHTPOIUTE, HO
OnoMexaHWYHATa 3[paBUHA He € Oujia 3acerHaTa HeOIaronpUsaTHO.

[pu npeaxnuanyan npoyusanus, knockout mumku 6e3 RANK mnn RANKL ca nmanu nunca Ha
JIaKTaI¥s TOpajIy MIOATUCKAaHE Ha Ch3PSIBAHETO HAa MIIEUHATa *kJie3a (JI0OYII0-aIBEeOIapHOTO Pa3BUTHE
Ha KJIe3ara 1o BpeMe Ha OpeMEHHOCTTA) M ca ITOKa3alld HapyIIeHHue B 00pa3yBaHETO HAa TUMGHU
BB31M. HoBopoaenn RANK/RANKL knockout Muiiiku ca 1eMOHCTpHpaId HaMalIeHO TEJIECHO TETJIO,
MIOHM)KEH KOCTEH PacTek, MN3MEHEHUE B PACTE)KHUTE TNIOYKH M JIMIICAa Ha MpoOuB Ha 350u. HamaneH
KOCTEH pacTeX, N3MEHEHHNE B PACTeKHHUTE TUIOUKH U JIMIICA Ha MPOOUB Ha 350 ca HaOII0JaBaHy U
NPY IPOYYBAHUS MIPYU HOBOPOJCHHU TLTBX0BE C MpuiiokeHd RANKL nHXuOUTOpH 1 T€3u NPOMEHH ca
O YacTUYHO 00paTHMH, Korato npuinokeHrnero Ha RANKL naxuburtopa e Oumno npeycraHoBEHO.
IOBenwmTHN TpUMaTH, Ha KOUTO € TpuiIarad qeHo3ymMao 2,7 u 15 mbTH HaJ KIMHUYHATA €KCIIO3UIIUS
(10 m 50 mg/kg mo3a), UMaT HapyIICHUE B PaCTSIKHUTE TUIOUKH. [lopaau ToBa, JIedeHHUETO ¢
JEeHO3yMad MOJKe J]a HapyIu KOCTHHUS PACTeX MPH Aella C OTBOPEHH PACTEKHH IUIOYKH U MOXKE J1a
MOTHCHE MPoOMBa Ha 3b0UTE.

6. DAPMAIIEBTUYHU JAHHHAU
6.1 Choucbk Ha NOMOIIHHUTE BeUIECTBA
O1ieTHA KHCENIMHA

Hatpues anerat Tpuxuapar

Copb6uton (E420)

[Mommcopbar 20 (E432)
Bona 3a nmkekimm
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6.2 HecbBMECTHMOCTH

[Ipu nunca Ha MpoyYBaHMS 32 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOIYKT HE TPsOBa J1a ce CMecBa C
JIPYTH JeKapCTBEHH NMPOIYKTH.

6.3 Cpok Ha rogHoCT

3 roguHU

Cren kato ce U3Bay OT XJIAAWIHUKA, IPESIBAPUTECIHO HAITBIIHEHA CIIPHHIIOBKA WIIH (JIAKOH MOXKE Ja
ce ChbXpaHsBa MpH Temreparypa 10 MakcumyM 25°C 3a eqHokparteH nepuon a0 30 aHu.
[IpenBapuTenHO HaTBITHEHATA CIIPUHIIOBKA HITH (PIIAKOHBT TPSOBA /1a Ce MPEAIassT OT CBETJIMHA U J1a
ce M3XBBPIIAT, aKO HE CE MU3ITONI3BAT B PaMKHUTE Ha To3U 30-IHEBEH MEPHO.

6.4 CroeuuajHu ycJI0BHUS HA CbXpPaHEHHUe

Ha ce cpxpansia B xnammiauk (2°C — 8°C). [a He ce 3ampazsisa.

CoxpansBaliTe prakoHa WK MpeIBAPUTEIHO HAITBIHCHATA CIIPUHIIOBKA B KAPTOHEHATAa OMaKOBKa, 3a
Jla ce pe/ras3y OT CBETINHA.

6.5 Bwuau chabpkaHne HA ONMAKOBKAaTA

Bomyntra 120 mg MEKEKIIMOHEH pa3TBOP BEB (HJIAKOH

1,7 ml pa3tBop BBB (pr1akoH 3a eqHOKpaTHA ynoTpeda (cThkio tuil I) che 3amymanka (emactomep ¢
(hITyOpOIIOIMMEPHO TIOKPHUTHE) M OOKaTKa (aTyMHHHI) ¢ OTIYIIBAIIO Ce KarmayJe.

Bunose onakoBku 1o 1, 3 wnu 4 ¢nakoHa.
He Bcuuku BUI0BE OMAKOBKHM MOTaT Aa ObJaT IyCHATH Ha Ma3apa.

Bomyntra 120 mg MHXEKIIMOHEH PAa3TBOP B IPEIBAPUTEIHO HAITbJIHEHA CIPHHIIOBKA

1,7 ml pa3TBOp B mpenBapuTETHO HAITBIIHEHA CIIPHHIIOBKA 33 €IHOKpATHA yroTpeda OT CTHKIIO THII [ ¢
uria ot Hepbkaaema cromana 27G ¢ Oyrtaio (enactomep ¢ GIyopornoIMMepHO MOKPUTHE ) U C TBBPA
npeanasutesn Ha uriara. [IpeasapurenHo HanbIHEHATa CIPUHIIOBKA € CHA0/AE€HA C IIACUBEH
MpeanasuTell Ha UIJiara.

Bunose onakoBku 1o 1, 3 unu 4 npeaBapUTEIHO HATBIHEHU CIPUHILIOBKH.
He Bcuuku BHIOBE OMAKOBKU MOTAaT Ja ObJIAT MyCHATH Ha ma3apa.
6.6 CrnenuajJHU NpeaNna3Hu MepKH MPH U3XBBPJIsiHE U padoTa

. [Ipenu npunoxenue, pa3TBOpbT Bomyntra TpsibBa na ce mpoBepu BuzyaHo. Pa3TBopbT He
TpsOBa Ja ChABPKa BUAMMHE YacTUlld. He nmkekTupaiite pa3tBopa, ako € MbTCH HJIH C
MIPOMEHEH IIBAT.

. He pasknamaiite.

. 3a na ce u3berae quCcKoM(OPT Ha MICTOTO HAa MHXKXEKTHPaHe, OCTaBeTe (hIakoHa W
MIpEeIBApUTEITHO HAIThTHEHATA CIIPUHITOBKA Jla IOCTUTHAT cTaitHa Temneparypa (1o 25 °C)
npean UHKEKTHpaHe U NHKEKTUpaiTe OaBHO.

o Tps0Ba ga ce MHXKEKTUPA ISTIOTO ChABPKaHKE Ha (DIaKoHa WM NPEeABAPUTEIHO HAITbIHEHATA
CHPUHIIOBKA.
. 3a mpuarane Ha JIeHo3yMab BB (hJIaKoH ce nmpenopbuBa uria 27G.

L4 Hrmara ne Tpr6Ba Ja €€ BbBCKAAa IOBTOPHO BbB (bHaKOHa.
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Hewusnon3sanusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTEC MAaTCpUATIN OT HETO Tp516Ba Ja CC U3XBBPJIAT
B CBbOTBCTCTBHUEC C MCCTHUTC U3MCKBAHUA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1

61352 Bad Homburg von der Hoehe
T'epmanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1953/01
EU/1/25/1953/02
EU/1/25/1953/03
EU/1/25/1953/04
EU/1/25/1953/05
EU/1/25/1953/06

9. JATA HA ITbPBO PA3PEINIABAHE/IIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJINU3UPAHE HA TEKCTA

[MonpoGHa nHOpMaIUs 3a TO3U JIEKAPCTBEH MPOIYKT € MpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JieKkapcTBaTa http:// www.ema.europa.eu/.
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MPUJIOKEHME 11
MPOU3BOIUTEJ (M) HA BUOJOT'NYHO AKTUBHOTO(UTE)
BEIECTBO(A) U IPOM3BONTEJI(M), OTTOBOPEH(HM) 3A
OCBOBOKJIABAHE HA ITAPTUIHA

YCJOBMS WJIN OTPAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

APYI'N YCJIOBUSA U UBNCKBAHUSA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUS NJIK OTPAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. MPOU3BOJUTEJ(M) HA BUOJIOTMYHO AKTUBHOTO(UTE) BEIECTBO(A) U
MMPOU3BOJUTEJI (M), OTTOBOPEH(HU) 3A OCBOBOKJIABAHE HA TAPTUIH

HwMe u aapec Ha IPOU3BOIUTEIS HA OMOJIOTMYHO AKTHBHOTO BCIICCTBO

WuXi Biologics Co., Ltd

108 Meiliang Road, Mashan, Binhu District
Wuxi, Jiangsu 214092

Kurait

HwMe u aapec Ha IPOU3BOAUTENS, OTTOBOPEH 32 OCBO60)K}_'[aBaHe Ha NapTuauTre

Fresenius Kabi Austria GmbH
Hafnerstrasse 36

8055 Graz

ABctpust

b. YCJI0OBUSA NN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOIYKT CE OTITyCKa IO OTpaHUYICHO JeKapcKo npeanucanue (Bx. [punoxenue I:
Kpatka xapakTepucTika Ha MpOAyKTa, Touka 4.2).

B. JPYI' YCJIOBUA U U3UCKBAHMUS HA PABPEHIEHUETO 3A YIIOTPEBA
. Ilepuoauyen akryanusupan aokiaj 3a 6esonactoct (IIA/IB)

WznckBanusirta 3a nonaBane Ha [IAJIb 3a To3u lekapcTBEH MPOLYKT ca MOCOYEHH B CIIMCHKA C
pedepentaute natu Ha EBponerickus cpio3 (EURD cnucek), npeasuzes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, u BbB BCUYKH CJICIBAIN aKTyaJITH3aIIH, TyOJIMKYBaHU Ha €BPONCHCKUS
yeOmopTal 3a JIeKapcTBa.

I'.  YCJIOBUA NI OTPAHUYEHNS 3A BE3OIIACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. Ilnan 3a ynpaJjienue Ha pucka (ITYP)

[Ipurexarensat Ha pa3penieruero 3a ynorpeda ([IPY) tpsoBa na u3BbpIBa H3UCKBAHUTE JCHHOCTH U
NIEHCTBHS, CBBP3aHHU C TPOCIe/IIBaHe Ha JIeKapcTBeHaTa 0€30IacHOCT, Moco4YeHu B onoopenus [1YP,
npencraBeH B Moxyn 1.8.2 Ha pazpemeHneTo 3a yrmoTpeda, KakTo M BB BCHIKH CJICIBAIIN 0T00pECHU
aktyanusauuu Ha ITYP.

Axrtyammsupat [1YP Tps6Ba na ce moxaBa:

o 1o uckane Ha EBpomneiickaTa areHuus 1o JIeKapcTBaTa;

o BUHAr, KOraTo ce U3MEHs CHCTEMaTa 3a yIpaBJIeHUE Ha PHCKa, OCOOCHO B pe3ynirTaT Ha
NoJy4YaBaHe Ha HOBa MH(POPMAIUs, KOSTO MOXKeE Jia JIOBeJle 10 3HAYNMU IPOMEHHU B
CHOTHOILIEHUETO MOJI3a/PUCK, WK CIIe/ JOCTUTaHE Ha BaKEH eTal (BbB BPb3Ka ¢ IpocieasiBaHe
Ha JIeKapCTBEeHaTa 0€30MacHOCT MM CBEXIaHE Ha PUCKA 1O MUHUMYM).

o JlombJIHNTETHE MEPKH 32 CBeKAaHe Ha PUCKA 10 MUHUMYM

1Py TpSIGBa Ja OCUTYPH BBBCIKIAHCTO HAa HAIIOMHSIIIA KapTa HAa MAallTUCHTAa OTHOCHO OCTCOHCKPO3a Ha
YCIIIOCTTA.
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS - ®JIAKOH

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

BOMYNTRA 120 mg nHXeKIIHOHEH Pa3TBOP BBB (DIaKOH
JieHo3yMab

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

1 ¢urakon crappxka 120 mg nerozymad B 1,7 ml paszreop (70 mg/ml).

|3. CHOUCBHK HA HOMOUIHUTE BEIECTBA

OIICTHA KUCEJIMHA, HATPHUEB areTat Tpuxuapar, copourtoi (E420), momucopbat 20 (E432), Boma 3a
HWHXXCKIINU
BwkTe nmucToBKarta 3a AOMBIHUTENHA HH(DOPMALIUSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

VHKeKIIMOHEeH Pa3TBOP

1 ¢pmakoH 3a eqHOKpaTHA ynoTpeda
3 urakoHa 3a eMHOKpaTHA YImoTpeda
4 (¢urakoHa 3a eTHOKpaTHa ynorpeda

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

ITonkoXHO MPUIIOKEHUE
[a He ce pa3kiania.
IIpenn ymoTpeba npodereTe TUCTOBKATA.

6. CIIEHHUAJIHO INTPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JTEIIA

[a ce cpxpaHsiBa Ha MSICTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpansBa B xnagmiHuK (2 °C — 8 °C).
[a He ce 3ampassiBa.
CoxpaHnsiBaiiTe (1akoHa B KapTOHEHATa ONAKOBKA, 32 JIa e MpeJna3y OT CBETIHHA.

10. CHEHOUAJHU NPEAITA3SHUA MEPKU ITPU U3XBBPJIAAHE HA HENU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA IIPUTEKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1

61352 Bad Homburg von der Hoehe
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1953/01 1 ¢makoH 3a eqHOKpaTHA yroTpeda
EU/1/25/1953/02 3 ¢utakoHa 3a eqHOKpaTHA yrnorpeda
EU/1/25/1953/03 4 dmakoHa 3a eqHOKpaTHA yrnorpeda

13. HAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYUH HA OTIITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

[Tpuero e ocHOBaHME J1a HE ce BKIIIOUM nH(popMmanus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKaAJICH UACHTU(PHUKATOP

‘ 18. YHUKAJIEH MAEHTUOPUKATOP — JAHHHU 3A YHETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIUHUNYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. NME HA JIEKAPCTBEHUS INTPOAYKT U TbT(MIIA) HA BBBEXK/IAHE

BOMYNTRA120 mg urkeKmust
JleHo3yMab
S.C.

‘ 2. HAYHUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUIIN

120 mg/1,7 ml (70 mg/ml)

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUS - TIPEJABAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

BOMYNTRA 120 mg nHXeKIIMOHEH pa3TBOp B MPEABAPUTEIIHO HAIIbJIHEHA CIIPUHIIOBKA
JleHo3yMab

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

1 mpenBapuTEIIHO HAITBbJIHEHA CIIPUHIIOBKA ChIbpka 120 mg aeHo3ymad B 1,7 ml pasteop (70 mg/ml).

3. CIIMCBK HA IOMOIIHUTE BEHIECTBA

OIICTHA KUCEJIMHA, HATPHUEB areTat Tpuxuapar, copourtoi (E420), momucopbat 20 (E432), Boma 3a
HWHXXCKIINU
BwkTe nmucToBKarta 3a AOMBIHUTENHA HH(DOPMALIUSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[IpenBapuTenHO HaTbIHEHA CIPUHIIOBKA C aBTOMATHYEH MPEINa3nuTell Ha UIJiaTa
1 npenBapuTENHO HATbJIHEHA CIPUHILIOBKA
3 mpenBapUTETHO HATBIHEHH CIIPUHIIOBKH
4 mpeBapUTETHO HAIBJIHEHH CIIPHUHIIOBKU

‘ 5. HAYHUH HA TPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[Ipenu ynorpeba mpoverere JIUCTOBKATA.
IToaxo>XHO pUIIOKEHHE
Ja He ce paskiamia.

6. CIIEHHUAJIHO INTPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JTEIIA

[a ce cpxpaHsiBa Ha MSICTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

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

[a He ce 3ampassiBa.

CoxpaHsBaliTe MpeIBapUTEIHO HAITbJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMIAKOBKa, 3a Jia Ce
mpe/na3y OT CBETIIMHA.

10. CHELOUWAJIHU HNPEAITAZHUW MEPKU IIPU U3XBBPJISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1

61352 Bad Homburg von der Hoehe
I'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1953/04 1 npenBapuTeIHO HAIBJIHEHA CITPUHIIOBKA
EU/1/25/1953/05 3 npeaBapuTelHO HATBIHEHH CIIPUHIIOBKY 33 €HOKPATHA yIIOTpeda
EU/1/25/1953/06 4 mpeaBapuTeIIHO HAITBJIHEHN CIPWHIIOBKY 32 €AHOKPATHA yIIOTpeda

13. NAPTUJIEH HOMEP

ITaptunen Ne

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. MH®OPMAIIMS HA BPAHJIOBA A3BBYKA

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JBym3mepeH 0apKo/I C BKIIFOUEH YHUKAJICH UIACHTU(DHUKATOD

‘ 18. YHUKAJIEH UAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC {HOMED}
SN {Homep}
NN {HOomep}
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MHUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIUHUNYHU
II'bPBUYHU OITAKOBKH

ETUKET HA IPEJIBAPUTEJIHO HAITbJIHEHA CIIPUHIIOBKA

1. NME HA JIEKAPCTBEHUSA NTPOAYKT U TbT(MIIA) HA BBBEXK/IAHE

BOMYNTRA 120 mg uHxeKnus
JeHo3ymMab
S.C.

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUIIN

120 mg/1,7 ml (70 mg/ml)

| 6. JIPYTO
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b. JUCTOBKA
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JIucroBka: uH(popManyd 32 NaHEeHTa

Bomyntra 120 mg uH:KeKIMOHEH pPa3TBOpP BbB (JIaKoH
neHo3ymab (denosumab)

vTo3n JICKapCTBEH MPOJYKT MOJICKH Ha JOMBIHUTEIHO HaO0eH e, ToBa 1iie mo3BoJH 6bP30TO
YCTaHOBsIBaHE HA HOBA WH(POPMAIUS OTHOCHO Oe3omacHocTTa. Moxere J1a 1afieTe CBOsI IPUHOC KaTo
CHOOIIUTE BCSKA HEXKENaHa Peakilysi, KOSITO CTe MOJyYHId. 3a HAaYMHA Ha ChOOIIaBaHe Ha HEeXKETaHH
PEaKIMU BIXKTE Kpas Ha TOuKa 4.

IIpoyeTeTe BHHMATEIHO HAJIATA JUCTOBKA, MPEAN 14 3all0YHeTe /1a N3M10JI3BaTe TOBA

JIEKApPCTBO, Thil KATO THA ChAbP:Ka BaxkHa 32 Bac nngopmanus.

- 3amazere Ta3u IMCTOBKAa. MOJKe /1a ce HaJIO0XH Ja sl IPOYETEeTe OTHORO.

- AKO uMare HAKaKBH JIOMBIHUTEIIHA BBIIPOCH, MonuTaiTe Bamus ekap, papmarieBt niu
MEIHIUHCKA CecTpa.

- ToBa nekapcTBO € npeanucaHo JuuHo Ha Bac. He ro mpeotcTbnBaiite Ha ipyru xopa. To Moxe
Jla UM HaBpeJW, He3aBHCHMO ue TPU3HAIIUTE Ha TSIXHOTO 3a00IsIBaHEe ca ChIIUTE KaTto BamuTe.

- AKO TIONTyuHnTe HAKaKBH HEXEJIaHU peaklny, yBeaoMeTe Bamus ekap, papmarieBT nin
MEAHIIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BB3MOXKHU HEXKEJTaHH PEAaKIINH, HEOTTHCAHH B
Ta3u JUCTOBKA. BukTe Touka 4.

- Bammsr nexap e Bu naie HaroMHsIIIa KapTa 3a MAIUEHTa, ChIbpKallla BakHa HHPOpMAIIHSs
BBB BpPB3Ka C 0€30MaCHOCTTA, C KOSATO TPsiOBa Ja ce 3amo3HaeTe Mpean 1 10 BpeMe Ha
neuenuero Bu ¢ Bomyntra.

Kakso CbABbpPiKa Tadu JIMCTOBKaA

Kakso nmpencrasnssa Bomyntra u 3a kakBo ce U3Mos3Ba
Kaxso Tps06Ba nma 3HaeTe, mpeau aa n3noiazBare Bomyntra
Kaxk na nsnonsBare Bomyntra

BB3MOXHH HEXETTaHU peaKINU

Kak na cpxpanssate Bomyntra

ChpapprkaHre Ha OMAaKOBKaTa U AOMIBIHUTENTHA HH(OpMans

AR

1. Kaxkso npeacraBisaBa Bomyntra u 3a kakBo ce U3noJi3sa
Bomyntra cpabpika geHo3yma0, 0enTbk (MOHOKIOHAIHO aHTUTSUIO), KOWTO ACHCTBA C LIeN
HaMallsIBaHEe Pa3pylIaBaHETO Ha KOCTUTE, MPUYMHEHO OT PaK, KOMTO ce pa3npocTpaHsIBa B KOCTUTE
(KOCTHI/I MeTaCTa3I/I) WX OT TUTAHTOKJICTBYCH TYMOP Ha KOCTTA.
Bomyntra ce u3no3Ba npy Bh3pacTHU MANMEHTH C HAPEIHAI paK 3a MPeoTBpaTsIBaHe Ha CEPUO3HU
YCIIO’)KHEHUS, MPUYNHEHHN OT KOCTHU METacTa3u (KaTo HallpuMep CUylBaHe, IPUTHCKAaHE Ha
rpbOHAYHIS MO3BK WIJIM HEOOXOAMMOCT OT JThbUCTEPAIus WIH XUPYPTUIHO JICUCHHE).
Bomyntra ce u3mo3Ba ChIO 3a JedeHNe Ha TUTAHTOKJIETHYEH TYMOp Ha KOCTTa, KOWTO HE MOXe Ja ce
JIEKyBa ¢ ollepanys Wik KoraTto onepamnusaTa He € Hai-100pus BapuaHT, IPH Bb3PAaCTHH U IOHOIIIH,
YUHUTO KOCTH Ca 3aBBPILUIH CBOSI PACTEX.
2. Kakgo TpsdBa 1a 3HaeTe, npeau aa u3noyassare Bomyntra

He uznon3Baiite Bomyntra

- aKO CTE AJICPTUYHH KbM JICHO3yMal MM KbM HSKOS OT OCTAaHAIIMTE ChCTABKH HA TOBA JICKAPCTBO
(n30poeHu B TOUKA 6).
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- aKO UMaT€ MHOI'O HUCKO HMBO Ha KaJ'II_II/Iﬁ B KPpBbBTA, KOCTO HC € ouno JICKYBAHO.

- AdKO MMAaTe HE3apaCHaJIN paHU OT CTOMATOJIOTMYHA OIICpalyd UK ONICpalsd B YCTHATA KyXHWHA.

IIpenynpesxaeHust ¥ Npeana3sHA MePKH
I'oBopere ¢ Bamus jexap, npeau Aa n3noassate Bomyntra.

JlobaBkH ¢ Kajanuii 1 BUTaMuH D

Bue tps6Ba na mpreMare 100aBKY ¢ Kamuii 1 BUTaMuH D, mokaro ce jiekyBare ¢ Bomyntra, ocBeHn
aKO HMBOTO Ha KU B KpbBTa Bu € BuCOKO. JlekapsrT 1ie ro oochau ¢ Bac. Ako HUBOTO Ha Kanuit
B KpBbBTa B e HHCKO, JIekapsAT Moxke 1a pemu Aa Bu name 1006aBku ¢ KalIuii, MpeIu 1a 3alovHeTe
neuyenue ¢ Bomyntra.

Huckn HEBa Ha KaJIUMH B KPbBTA

Mo, kakeTe He3abaBHO Ha Barmus jiekap, ako MaTe Cra3MHu, TOTPENBAHUS WU KpaMITH Ha
MYCKYJIUTE, U/UIIM U3TPBIIBAHE MM MpaByUYKaHE Ha MPBCTUTE HA PBIETE, KpaKaTa MM OKOJIO yCTara
W/WIH ThPYOBE, 00BPKAHOCT WU 3ary0a Ha Ch3HAHUE, IOKATO ce JieKyBare ¢ Bomyntra. Moxe na
MMaTe HUCKU HUBAa Ha KaJlui B KPbBTA.

IIpoGaemu ¢ 6LOpenuTe

Tpsi0OBa na kaxxere Ha Bamms siekap, ako ©MaTe WM CT€ UMM TeXKH ObOpedH: mpodiiemy,
O0BOpedHa HeI0CTaTHYHOCT, WIIM CTE NMAJIH HY)KIa OT XeMOJHaIN3a, KOUTO MOTAT Ja YBEJIMYaT PUCKa
OT 10sIBa Ha HUCKH HHUBA Ha KaJIMH, 0COOCHO aKo He MoTyyaBaTe JOOABKH ¢ KaIluii.

IIpo6Jiemu ¢ yerara, 3b0MTe WU YeJII0CTTA

Hesxenana peaxiuus, HapeueHa OCTEOHEKPO3a Ha YEIIIOCTTa (KOCTHO yBpPEXKIaHe Ha YEII0CTTa), Ce
cboOIIaBa NPy MaMCHTH, OTyYaBalll HHKeKIMH Bomyntra 3a cBbp3aHu ¢ pak 3a00JsIBaHUSI.
OcTeoHekpo3a Ha YETIOCTTa MOJKE J1a C€ TIOSIBU U CJIEH CIIHpaHe Ha JICUYCHUETO.

BaxxHo e 1a ce HampaBH OMUT 3a MPEeIOTBPATABAHE PA3BUTHETO HA OCTEOHEKPO3a Ha YETIOCTTa, Thi
KaTo TOBa MOXeE Jla € 00JIE3HEHO ChCTOSIHHE, KOETO MOXKE J]a CE€ OKaXKe TPYIHO 3a JieueHue. MiMa Hskou
Mpeana3Hu MepKH, KOUTO TPsOBa Ja MpearpreMere, 3a 1a ce HaMaJld pUCKBT OT pa3BUTHE Ha
OCTEOHEKpPO03a Ha YeNoCTTa!

o [penu na 3amouHeTe JeUEHUETO, YBeAoMeTe Bamus iekap/MeaunuHCcKa cectpa (MeIUIUHCKA
CIEIHANNCT), aKO MMaTe HAKAKBU MPOOJIEMH C YCTaTa WK 30uTe. BalmsaT nekap e oTJIoK!
HAYaJIOTO Ha JieueHHeTo By, ako MMaTe He3apacHalll paHu B yCTaTa OT CTOMATOJIOTUIHU
MPOIEAYPH WIIH OTIepallysi B yCTHATa KyXuHa. BammsT nekap Moxe Ja mpernoprya
CTOMATOJIOTHUEH MPEeTJie/ MPe/n Aa 3arovYHeTe JeueHue ¢ Bomyntra.

o Jlokato ce jekyBaTe, TpsOBa Ja MOAIbPIKATE 100pa YCTHA XUTHEHA U J1a ce TIojIaraTe Ha
PEIIOBHU CTOMATOJIOTHYHH TIperiieiu. AKO HOCUTE MPOTE3H, TPsIOBa Jia CTE CUT'YPHH, 4e Te
nmpujAraT nMpaBUIHO.

o AKO CT€ MOJIJIONKESHH Ha CTOMATOJIOIMYHO JICUeHHE Wik By MpeicTon CTOMATOI0rMuHa
omeparlysi (KaTo HapuMep U3BaXKJaHe Ha 3b0), KaxkeTe Ha Bamus nexap 3a Bamero
CTOMATOJIOTHYHO JICUCHUE U YBEJOMeTe 3b00JIeKaps CH, Ue ce JieKyBare ¢ Bomyntra.

. Ceppikete ce ¢ Bamms nekap u 36005eKap He3a0aBHO, aKO UMaTe IPOOJIEMH ¢ ycTaTa WiTd
3B0UTE, HAPUMEP pa3KIaTeHH 3601, OOJIKa WIIN OTOK, HE3a3/IPaBABAIIN S3BU WM CEKPELIUS,
TBHH KaTO TOBa MOXKE JIa ca MPU3HAIM HA OCTCOHEKPO3a Ha YeIOCTTA.

HpI/I ManruCHTH, IMOIJIOKECHHU Ha XUMUOTEPAIIUA H/WIH JpYCTCpaIys, NpueMalu CTCpouan Uiin
AHTUAHTHUOTCHHU JICKApPCTBa (I/I3HOH3BaHI/I 3a JICYCHHUC Ha paK), IIOJJIOKCHH Ha CTOMATOJIOIrM4YHa
Oorepanus, KOUTO HE MOJIydaBaT pCAOBHU CTOMATOJIOTMYHU MIPCTJICAN, UMAaT 3a00JI9BaHe HA BCHIIUTC
HJIK Ca myInavdu, MOXE J1a UMa IMO-BUCOK PHCK OT pa3sBUTHE HAa OCTCOHCKPO3a Ha YCIIFOCTTA.

35



HeoOuuaiinu ¢ppaxtypu Ha OeipeHATAa KOCT

[Ipu HAKOM XOpa MoOTaT Jia Ce MOSBAT HeOOMYaHN (PaKTypH Ha OeJpeHaTa KOCT, JOKATO Ce JICKYBaT ¢
Bomyntra. CBspikete ce ¢ Bamus nekap, ako mosydyuTe HOBa HITM HeoOMYaiitHa 0oska B
Tazo0eapeHaTa craBa, clabMHUTE WK OeApoTo.

Bucoku HUBa Ha KaIUMii B KPBBTA cJie]l CIMpaHe HA JeyeHueTo ¢ Bomyntra

Hsixon manMeHTH ¢ THraHTOKJIEThYEH TYMODP Ha KOCTTa Ca pa3BUWJIM BUCOKH HUBA Ha KAIIHUA B KPbBTA
CEe/IMHIIN /IO MECEI CIIef] CITMpaHe Ha JedeHneTo. Bammsar nekap me Bu HaOromaBa 3a mpu3Hay U
CHMIITOMH Ha BUCOKH HHMBA Ha KAJIIHA, CJIE] KaTo CTE CIpeNH aa puemate Bomyntra.

Jlena ¥ OHOILH

Bomyntra He ce mpenopbuBa MPH Jela | FOHOIIH Ha Bb3pacT Mo 18 roaunHu, ¢ U3KIIoUeHUe Ha
IOHOIIM C TUTAHTOKJIEThUCH TYMOP Ha KOCTTA, YAUTO KOCTH Ca 3aBBPIIUIH CBOS pacTex. Ymorpebara
Ha Bomyntra npu jiena v 1oHOIIM C JPYTH BHJOBE paK, KOWTO ce Pa3pOCTPaHsIBa B KOCTHTE, HE €
npoyyeHa.

JApyru gekapcrsa u Bomyntra

TpsbBa na kaxere Ha Bamms nekap win papManesT, ako MpueMaTe, HACKOPO CTE MPUEMAIH WK €
BB3MOXKHO J1a TIpUeMare JpyTH JieKapcTBa. ToBa BKIIFOUBA JIEKapCTBa, OTIycKaHu Oe3 penenra. Ot
TOJISIMO 3Ha4YeHHE € J1a ChoOmuTe Ha Bammst nexap, ako ce JIeKyBarte C:

o JIPYTO JIEKAPCTBO, CHIBPKAIIO IEHO3yMao;

. oudochonar.

Bue He Tps6Ba fa npuemare Bomyntra eTHOBpEMEHHO ¢ APYTH JEKAPCTBA, ChABPKAIIM JCHO3yMa0
i oudochonaTy.

BpeMeHHOCT U KbPMeHe

Bomyntra He € u3nuTBaH npu OpeMeHHH KeHU. BaxkHo e na kaxkere Ha Bamms nekap, ako cre
OpeMeHHa, MUCTIHTE, 4e cTe OpeMeHHa WK ItaHupaTe OpemenHocT. He ce mpemopbuBa ynorpebara
Ha Bomyntra, ako cte OpemenHa. JKeHH ¢ 1eTepoieH MOTEHIIHAI TPOBa J1a U3IM0NI3BaT e()eKTUBHU
METOJIM 32 KOHTpAIIEMNIIKs, IOKAaTo ce JeKyBaT ¢ Bomyntra u 3a Hali-Manko 5 Mecelia cieji CiipaHe Ha

nedyeHuero ¢ Bomyntra.

AKko 3a0pemMeHeeTe TI0 BpeMe Ha JiedeHrne ¢ Bomyntra nin mo-mMajiko oT 5 Mecena ciiefi Cliipane Ha
neueHuero ¢ Bomyntra, mosis, yBenomere Bammus nekap.

He e m3BectHO nanu Bomyntra ce otiens B kbpMaTa. BaxkHo e na kaxere Ha Bamms nekap, ako
KbpPMHTE WIY TUTaHUpaTe 1a KbpMHTe. Bammsr sekap me Bu moMmorse na pemmre gamu na
MIPEYCTAHOBUTE KbPMEHETO, WK JIa MPEKbCHETE yrioTpedara Ha Bomyntra, kaTo B3eMe mpenBu/l
MoJI3aTa OT KbPMEHETO 3a JIETETO U moi3aTta oT Bomyntra 3a maiikara.

AKoO KbpMHUTE TI0 BpeM€ Ha jJedeHue ¢ Bomyntra, Moss, yBemomeTe Bammmst nekap.

ITocwBeTBatiTe ce ¢ Bamms tekap niu gapMareBT mpeau yrmoTpedaTa Ha KOSTO U 1a € JICKapCTBO.

lodupane u paéora ¢ MalIMHK

Bomyntra He OBIIAsABa WX TTOBJIHSIBA IPEHEOPESIKUMO CITOCOOHOCTTA 32 Imodupane U padoTa ¢
MalluHH.

Bomyntra cbabp:ka copouTo.I
ToBa nekapcTBO ChABPkKA 78 mg cCOPOUTON BB BCEKH (DIIaKOH.
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Bomyntra cbabp:xa HaTpUii

ToBa nexapcTBO ChAbpIKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha no3a 120 mg, T.e. MOXe Aa ce
KaXke, 4e MPaKTHUYECKH He ChABbPKa HATPHH.

Bomyntra ceabpaa nmoaucopoar 20

Toga nekapctBo chabpka 0,17 mg mommcop6at 20 BBB BCeKH UIAKOH, KOUTO ¢a €KBUBAJICHTHH HA
0,1 mg/ml. [TonucopOaTuTe MOTAT J1a MPUYNHAT aJleprHYHN peakiun. TpsaoOBa aa kaxere Ha Bammis
JIeKap, ako UMaTe YCTAaHOBEHU aJIEPTHH.

3. Kak na nznosssare Bomyntra
Bomyntra Tpsi6Ba 1a ce mpuara 1o ppKOBOACTBOTO Ha MEAMUIIMHCKH CHEIHAIIHCT.

[Ipenoprunrennara go3a Bomyntra ¢ 120 mg, npuiiokeHa BEIHBXK HA BCCKU 4 CEIMUIHU, KATO
eIHOKpaTHA WHKEKIIHSA IO KokaTta (TI0K0XHO). Bomyntra ce HHKekTHpa B OeIpOTO, KOpeMa WiTu
MHUIITHHUIIATA. Axo ce JICKYBATC 3a TUTAaHTOKJICTHUCH TYMOpP Ha KOCTTa, 1€ NOJYUUTEC JOIIBJIHUTCIIHA
nmo3a 1 cemmuna u 2 ceMUIIM CIIE]] ITbpBaTa J103a.

He pazknamaiirte.

TpsabBa cbmio Aa mpriemMare 100aBKH ¢ Kaluii 1 BuTamuH D, nokaTo cte Ha iedeHne ¢ Bomyntra,
OCBEH aKO HAMAaTe MOBHINEHO KOJMYECTBO KAIIMKA B KpbBTa. Bammsar nexap me o6¢hau ToBa ¢ Bac.

AKO MaTe HIKaKBH JIOMBIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamms nekap, ¢papmaneBT WM MEAULUHCKA CECTPA.

4. Bb3MoxkHM HelkeIaHU peaKkluu

Kakrto Bcnmuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE Jia IPCAU3BHUKA HEKECIIaHN p€aKIMK, BBIIPEKU Y€ HC
BCCKMU I'M ITOJTy4aBa.

Mous, ka:keTe He3a0aBHO Ha Bammus Jiekap, ako pa3BUeTe HIKOH OT TE€3U CUMITOMH, JIOKaTo CTE Ha

neuyenue ¢ Bomyntra:

. Cra3MH, IOTPETBAHUS, KpaMIIA Ha MYCKYJIUTE, U3TPBIIBAaHE WIM MpaByYKaHe Ha MPBCTUTE HA
pBIIeTe, KpaKkaTa MM OKOJIO yCTaTa W/WiIH I'bpYoBe, 00bPKaHOCT WM 3ary0a Ha ch3HaHHe. ToBa
MO’Ke J1a ca MPHU3HANY HA HUCKY HUBA HAa KW B KpbBTAa. HUCKHAT Kannuii B KpbBTA MOXKE a
JOBeZie 0 MPOMSIHA B CHP/CUHUS pUTHM, HapeueHa yabpkaBane Ha QT uHTepBana, KoeTo ce
BIK/1a Ha enekTpokapauorpama (EKT).

TpsioBa n1a ka:kere He3a0aBHO Ha Bammus Jiekap u 3b00/1€eKap, ako TOIYYUTE HIKOH OT T€3H

CUMITOMH, JIOKATO CTE Ha JieueHrne ¢ Bomyntra niwm cien cnupaHe Ha JICYCHHUETO :

o TpaifHa 0OJIKa B yCTaTa W/WIM YeII0CTTa W/WIH OTOK, UK He3a3paBsSBallH sI3BU B YCTaTa WIH
YeI0CTTa, CEKPEIIUs, CKOBAHOCT WITM YyBCTBO HA TEKECT B YEIIOCTTA, MIIM pasKiiallaHe Ha 360
MOXe J]a ca MPHU3HALU Ha KOCTHO YBPEKAaHe Ha Ye0CTTa (OCTEOHEKPO3a).

MHoro JyecTn HexkeJIaHU peaknuu (MoXke 1a 3acersar noseue ot 1 Ha 10 gymmm):

) 00JIKa B KOCTUTE, CTABUTE W/WIH MYCKYJIUTE, KOSTO TIOHSKOTa € CHITHA,
. 3a1yX,
) apusl.

YecTu HexeIaHu peakunu (Moxe 1a 3acersar 1o 1 Ha 10 gymm):
. HUCKH HUBA Ha Qocdartu B KpbBTa (XunodochareMus),
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. IajaHe Ha 350,
. OOMITHO M3IOTSABAHE,
. MIPH MAIUSHTH C HAITPEIHAIO OHKOJIOIMYHO 3a00JIsIBaHe: pa3BUTHE HA Apyra ¢opMa Ha pak.

HeuecTn HexkenaHu peaknnu (Moxke 1a 3acersar jo 1 Ha 100 gymm):

o BHCOKHU HHMBA Ha KaJIUH B KPHBTA (XUMEPKATIHEMHS) CIe/] CTUPaHe Ha JICUCHUETO TPH
MalEeHTU C TUTAHTOKJICTHYUCH TYMOpP Ha KOCTTa,

. HOBa WK HeoOm4aiiHa O0JIKa B Ta300eApeHaTa cTaBa, ClIa0MHUTE WA OeAPOTO (TOBA MOXKE /1a €
paHeH MpHU3HaK Ha Bh3MOXKHA ()paKTypa Ha OeapeHaTa KocT),

o 00pHB, KOWTO MOE JIa CE MOSBYU 10 KOXKATa, HITU SI3BU B ycTaTa (JIMXCHOUIHU JICKaApCTBEHU
peaxium).

Penxu He:xenanu peaxkuuu (Moxxe ga 3acernar g0 1 ga 1 000 mymm):

. aJIepruyHy peakiuu (Hamnp. XpUIoBe WK 3aTPyTHEHO JMIIAHE; MOIyBaHE Ha JIUIIETO, YCTHUTE,
€31Ka, IbPJIOTO WJIH APYTH YaCTH HA TAJIOTO; OOPUB, ChPOEIK MM YPTHKAPUS MO KOXKATA
(kompuBHa Tpecka)). B penku cioydan alepruaHUTe PEakIlnyd MOXKE J1a ca TeKKH.

C Hen3BecTHA YecTOTA (OT HUIMYHUTE JaHHU HE MOXKe /1a O'b/ie HallpaBeHa OIICHKA):
. I'oBopere ¢ Bammus siekap, ako umare 00JKa B yXOTO, CEKPET OT yXOTO W/WIIM HH(DEKIHS Ha
yxoto. ToBa MOXKe J1a ca IpU3HALM Ha yBPEeKJaHE Ha KOCTUTE Ha yXOTO.

Cpo01iaBaHe HA HeKeJIAHU PeaKIuu

AKoO TIOTy4YnTe HSIKAaKBU HEKETIaHU JICKAPCTBCHH PEaKIny, yBeaoMeTe Bamms nekap, papManeBT win
MCIOUIIMHCKA CECTpa. ToBa BK/IIOUBA BCUYKH BH3MOKHHM HEOIMCAHHU B Ta3U JIMCTOBKA HEXKEJIAaHU
peakiy. MoxeTe ChIIo /1a ChbOOITUTE HeXXeNaH! PeakIiy TUPEKTHO Ype3 HallMOHATHATa CUCTEMa 32
crobmIaBane, mocoucHa B Ilpunoxkernne V. Kato cro01maBare HexXeIaHH PEaKIny, MOJKETE Ja TaeTe
CBOSI PUHOC 3a T0JIyYaBaHe Ha MoBeYe HH(OPMAIUs OTHOCHO 0€30MMacHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na cbxpansBate Bomyntra
Jla ce cpxpaHsBa Ha MSICTO, HEJIOCTHITHO 32 JIela.

He u3non3BaiiTe TOBa JIGKAPCTBO CIE]] CPOKA HA TOAHOCT, OTOENsI3aH BbPXY €TUKETa M KapTOHEHATa
OMaKoBKa, ChOTBETHO cien ,,EXP” u ,,I'ogen no:”. CpoKbT Ha TOJHOCT OTrOBapsl HA MOCIACAHUS ICH OT
MTOCOYEHHS MECEII.

Ha ce cpxpansiBa B xnaguiaauk (2 °C — 8 °C).
[a He ce 3ampassBa.
CoxpansBaiite (1akoHa B KapTOHEHATa OIIAKOBKA, 3a [1a Ce Mpeasy OT CBETINHA.

D1akoHBT MOJKE JIa C€ OCTaBH M3BBH XJIAJMIIHUKA 32 JIOCTHTaHe Ha cTaiiHa Temreparypa (1o 25°C)
Tpean HHKeKTHpaHe. ToBa Ie HampaBu WHXEKTHPAHETO MO-MaJIKO HenpusaTHO. Crieq KaTo (GIakoHBT
€ OCTaBeH Jia JIOCTHTHE cTaiiHa Temmeparypa (1o 25 °C), Tol TpsOBa J1a ce U3MO0JI3Ba B pAMKUTE Ha

30 mHuH.

He H3XB’LpHHI71T€ JICKapCTBaTa B KaHAJIM3aluATa UJIn B KOHTeﬁHepa 3a JOMalIHU OTIIaABbIIH.

ITonuraiite Bammus (bapMaueBT KaK J1a U3XBBPJIATC JICKAPCTBATA, KOUTO BCUC HEC U3IIOJI3BATC. Te3n
MCPKH L€ CIIOMOTrHAT 3a OIIa3BaHC HA OKOJIHATA Cpcaa.
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6. Chbabp:kaHue HA ONIAKOBKATA M JONBJIHUTEIHA HH(POpMALHS
Kakgpo cbabpxa Bomyntra

- AKTHBHOTO BelIecTBO € JeHo3yMad. Beeku ¢umakon cpabpxa 120 mg nenosymab B 1,7 ml
pasTBop (croTBeTCTBAIO Ha 70 mg/ml).

- Jpyrute cbCTaBKH ca: OI[ETHA KHCEIHHA, HATPUEB alleTaT Tpuxuapar, copouron (E420),
nonucopdar 20 (E432) u Boja 3a HHKEKIIUY.

Kak n3rue:xxaa Bomyntra u KakBo chIbp:ka 0ONaKOBKATa
Bomyntra e HHXEKINOHEH pa3TBOP.
Bomyntra e Ouctsp, 6€31BETEH A0 CBETJIONKBIT Pa3TBOp 0€3 BUANMH YaCTHIIH.

Bcska onmakoBka ceabpika 1, 3 win 4 omakoBKH 3a €THOKpaTHA yroTpeoa.
He Bcuuku BUIOBE OMAKOBKH MOTAT J1a ObJIaT IIyCHATH Ha Ta3apa.

IIpuTexaresn HA pa3pelIeHHETO 32 yNoTpeda
Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1

61352 Bad Homburg von der Hoehe
T'epmanust

IIpouszBoaure

Fresenius Kabi Austria GmbH
Hafnerstrasse 36

8055 Graz

ABctpus

I[aTa Ha MOCJICAHO Npepasriekaane Ha JUCTOBKaTa

IToapo6Ha nHpOpMAIKS 32 TOBA JIEKAPCTBO € IIPeIoCTaBeHa Ha yebcaiiTa Ha EBpomneiickaTta areHnus
10 JIeKapcTBaTa: http://www.ema.europa.eu.

IMocouenara mo-go,1y uH(poOpMANHsA € MPeTHAZHAYEHA CAMO 32 MEIUIIHHCKHA CTIEIHAINCTH:

. [Ipenn npunoxenue, pa3TBOpbT Bomyntra TpsOBa 1a ce mpoBepyu BU3yaiaHo. Pa3TBOphT He
TpsiOBa Ja chAbpIKa BUAMMHU YacTUll. He nmkekTupaiite pasrBopa, ako € MbTEH WUJIH C
MIPOMEHEH LIBSIT.

. He pasknamaiire.

o 3a na ce nzberHe IUCKOMQOPT Ha MSCTOTO Ha MHXKEKTHPaHe, ocTaBeTe (IakoHa Ja JOCTUTHE
craifHa Temnepatypa (1o 25°C) npeau HHKEKTUPaHe U HHKEKTHpaiTe 0aBHO.

o Tps0Ba ga ce MHXKEKTUPA LSIOTO ChABbPXKAaHKUE Ha (praKoHa.

. 3a mpuiaraHe Ha AeHO3YMa0 ce mpenopruBa uria 27G.

. Wrnara He TpsiOBa 11a ce BbBEXAa MIOBTOPHO BB (DIIaKOHA.

Hewusnon3Banusr MIPOAYKT WJIM OTHAABYHUTEC MAaTCpUaI OT HETO TpH6Ba Ja C€ U3XBBPJIAT B
CBHOTBCTCTBUC C MCCTHUTC U3MCKBAHMA.
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JIucroBka: uH(popManyd 32 NaHEeHTa

Bomyntra 120 mg nHKeKIHOHEeH Pa3TBOP B NMPeIBAPUTETHO HANbJIHEHA CIPHHIIOBKA
neHo3ymab (denosumab)

vTo3H JICKApCTBEH MPOJYKT MOAJCKH HA JTOMBJIHUTEIHO HaOmoaeHue. Tosa 1ie mo3Bonu Obp30TO
yCTaHOBsIBaHE Ha HOBa MH(OpMaIms OTHOCHO Oe3omacHocTTa. Moxkere Ja JajieTe CBOsl MPUHOC KaTo
CHOOIIUTE BCSAKA HEXKENAHA PEAKIHs, KOSTO CTe MOJYYMId. 32 HauWHA Ha ChOOIIaBaHEe Ha HEXKEIAHH
PEaKIMU BIXKTE Kpas Ha ToukKa 4.

IIpoyeTeTe BHHMATEIHO HAJIATA JUCTOBKA, MPEAN 14 3all0YHeTe /1a N3M10JI3BaTe TOBA

JIEKAPCTBO, Thil KATO THA ChAbP:Ka BaxkHa 32 Bac nngopmanus.

- 3amazere Ta3u JIMCTOBKAa. MOJKe /1a ce HaJIO0XH Ja sl MPOYETEeTe OTHORO.

- AKO uMare HAKaKBH JIOBIHUTEIIHA BBIPOCH, NonuTaiTe Bamus ekap, papmarieBt niu
MEIHIIMHCKA CecTpa.

- ToBa nekapcTBo € npennucaHo JuuHo Ha Bac. He ro mpeotcTbnBaiite Ha ipyru xopa. To Moxe
Jla UM HaBpeJY, He3aBHCHMO Ue TIPU3HAIIMTE Ha TSIXHOTO 3a00IsIBaHe ca ChIIUTE KaTto BamuTe.

- AKO TIONTyuHnTe HAKAaKBH HEXEJIaHU peaklny, yBeaoMeTe Bamus nekap, papmarieBt nin
MEAHIIMHCKA cecTpa. ToBa BKIIFOYBA M BCHYKH BB3MOXKHU HEXKEITaHW PEAaKIINH, HEOITUCAHH B
Ta3u JUCTOBKA. BukTe Touka 4.

- Bammsr nexap e Bu najie HanoMHsIIa KapTa 3a MAIUeHTa, ChIbpKallla BakHa HHPOpMAIIHS
BBB BpPB3Ka C 0€30MaCHOCTTA, C KOSATO TPsiOBa Ja ce 3amo3HaeTe Mpean 1 10 BpeMe Ha
neuenuetro Bu ¢ Bomyntra.

Kakso CbABbpPiKa Ta3u JIMCTOBKaA

Kakso nmpencrasnssa Bomyntra u 3a kakBo ce U3Mos3Ba
Kaxkso Tps06Ba na 3HaeTe, mpeau aa n3noiazBare Bomyntra
Kaxk na nznonsBare Bomyntra

BB3MOXHH HEXETTaHU peaKIiu

Kak na cpxpanssate Bomyntra

ChpapprkaHre Ha OMIaKOBKaTa U AOMBIHUTETHA HH(OpMaus

AN

1. KaxBo npeacrasiasisa Bomyntra u 3a kakBo ce H3moJi3Ba

Bomyntra ceabpika geHo3yma0, 6enTbk (MOHOKIOHAIHO aHTUTSUIO), KOWTO ACHCTBA C LIeN
HaMallsIBaHEe pa3pylIaBaHETO Ha KOCTUTE, IPUYMHEHO OT Pak, KOMTO ce pa3npocTpaHsIBa B KOCTUTE
(KOCTHI/I MeTaCTa3I/I) WX OT TUTAHTOKJICTBYCH TYMOP Ha KOCTTA.

Bomyntra ce n3no3Ba npy Bh3pacTHU MANMEHTH C HAPEIHAI paK 3a MpeoTBpaTsIBaHe HA CEPUO3HU
YCIIO’)KHEHUS, MPUYWHEHHN OT KOCTHU METacTa3u (KaTo HallpuMep CUyIBaHe, IPUTHCKAaHE Ha
rpbOHAYHIS MO3BK WJIM HEOOXOAMMOCT OT JThbUETEPAIus WIH XUPYPTUIHO JICUCHHE).

Bomyntra ce u3mo3Ba ChIo 3a JedeHne Ha TUTAHTOKJIETHYEH TYMOp Ha KOCTTa, KOWTO HE MOXeE Ja ce
JIEKyBa € oTlepanys Wik KOraTto onepamusaTa He € Hal-100pus BapuaHT, IPH Bb3PAaCTHH U IOHOIIIH,
YUUTO KOCTH Ca 3aBBPILNIM CBOSI PACTEX.

2. Kakgo TpsdBa 1a 3HaeTe, npeau aa u3nouassare Bomyntra

He uznona3Baiite Bomyntra

- aKo CTe aJICPTUYHH KbM JICHO3yMal WM KbM HSKOS OT OCTAHAIMTE ChCTABKH HA TOBA JICKAPCTBO
(n36poenu B TouKa 6).
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- aKo MMaTe MHOTO HHCKO HHBO Ha KaJIHi B KPBBTA, KOETO HE € OMJIO JIEKYBaHO.

- aKo MMaTe He3apacCHaIM paHu OT CTOMATOJIOTMYHA OIepalys WK OIepalys B yCTHaTa KyXUHA.
IIpenynpexneHus U NpeANa3sHA MEPKH
T'oBopere ¢ Bamus jexkap, npeau aa usnoJssare Bomyntra.

JlobaBku ¢ kaauuii u BuTaMuH D

Bue TpsiOBa na mpuemate 100aBKY ¢ Kaiimii 1 BUTaMuH D, Tokato ce JekyBare ¢ Bomyntra, ocBeH
aKO HMBOTO Ha KW B KpbBTa Bu e Bucoko. Jlekapar mie ro o0chau ¢ Bac. Ako HUBOTO Ha Kamuit
B KpBbBTa BH € HUCKO, JIeKapsT MOXKe J1a pemr Ja Bu game 100aBKY ¢ KaJIWid, Tpean 1a 3all0YHeTe
nedyenue ¢ Bomyntra.

Hucku HuBa HA KaJUMd B KPbBTA

Mous, kaxxere He3abaBHO Ha Barmms nekap, ako UMaTe cria3Mu, IOTPENBaHUs WM KpaMIIh Ha
MYCKYJIUTE, U/UIIN U3TPBHIIBAHE WM MpaByYKaHE Ha MPBCTUTE HA PBIETE, KpaKaTa WiIH OKOJIO yCTara
W/WIU THPUOBe, OOBPKAHOCT MITH 3ary0a Ha Ch3HAHUE, TOKATO ce JieKyBare ¢ Bomyntra. Moxe nma
UMaTC HUCKU HUBA Ha KaJI]_[I/II‘/'I B KpbHBTa.

IIpobJsiemu ¢ 0b0penuTe

TpsiOBa ma kakere Ha Bammus jiekap, ako ©MaTe WIN CTE UMAJIA TEXKHA ObOpedTHH MpoOIemMu,
6B6peqHa HEAOCTATBbYHOCT WM CTC UMAJIM HYX/Ja OT XEMOJuajin3a, KOMTO MOTaT Aa yBEJINYaT pUCKa
OT TOsIBa Ha HUCKU HHUBA Ha KaIIWH, 0COOEHO aKo He MoiTydaBaTe M00aBKH C KaIHi.

ITpo6Jiemu ¢ ycraTa, 3p0HTe HIIH YeJIIOCTTA

Hesxenana peakiuusi, Hape4eHa OCTEOHEKPO3a Ha YEI0CTTa (KOCTHO YBPEXK/aHEe Ha YEIFOCTTa), Ce
cbo0IIaBa IpH MAMEHTH, TT0JTy4aBally HHXKEKIIMM Bomyntra 3a cBbp3aHu ¢ pak 3a00sBaHus.
OcTeoHeKkpo3a Ha YeNIIOCTTa MOYKE JIa Ce HOSIBU M CJIeJ CIIUPAHe Ha JICYCHUETO.

BaxkHo € 1a ce HanpaBy ONUT 3a MPEIOTBPATABAHE PA3BUTHETO HA OCTEOHEKPO3a HA YETIOCTTA, ThI
KaTO TOBA MOJKE J1a € O0JIE3HEHO ChCTOSHUE, KOETO MOXKE J1a Ce OKaKe TPYIHO 3a jeueHue. Vima HAKou
npeana3sHu MepKy, KOUTO TpsiOBa Ja MpearpreMere, 3a 1a ce HaMaJld PUCKBT OT pa3BUTHE Ha
OCTEOHEKPO3a Ha YEIIIOCTTA!

o [Mpenu na 3anovyHeTe NeUSHUETO, YBeAOMeTe Bamust ekap/MeuIHCKa cecTpa (MeIUITMHCKA
CHCI_[I/IaJ'II/ICT), aKO MMaTe HAKaKBU HpO6HeMI/I C ycTraTa ujin 3p0uTe. Bammst JICKap 1I€ OTIO0XKHU
HAYaJIOTO Ha JieueHneTo By, ako nMare He3apacHAIU PaHU B yCTaTa OT CTOMATOJIOTUYHH
MPOIICYPH WK OTepallvs B YCTHATA KyXHUHA. BalmsaT nekap Moxe aa npenopnya
CTOMATOJIOTHYEH MpEeTJie/l MPE/N Ja 3aovYHeTe JeueHne ¢ Bomyntra.

o Jlokato ce jekyBaTe, TpsiOBa Jia IOAIbpIKaTe 100pa YCTHA XUTHEHA U JIa ce TIojJiaraTe Ha
PEIOBHU CTOMATOJIOTMYHHU Tperjeu. AKO HOCUTE TIPOTE3H, TPIOBa JIa CTe CUTYPHH, € TS
TIPUJISATAT TPABUITHO.

o AKO cTe MOJT0KEHH Ha CTOMATOJIOTMYHO JIeUueHHe Wi By mpezicTon cToMaTonornyHa
omnepanus (KaTo HapuMep U3BaKIaHe Ha 350), KakeTe Ha Bamms jrekap 3a Bamrero
CTOMATOJIOTHYHO JICYCHUE U YBeZOMeTe 3b00JIeKaps CH, 4e ce JieKyBare ¢ Bomyntra.

. Ceppikere ce ¢ Bamms nexap u 3n005ekap He3a0aBHO, aKO UMaTe MPOOJIEMH ¢ ycTaTa Wik
3b0UTE, HAPUMEDP PA3KIATEHU 360U, 00JIKA WIIH OTOK, He3a3/paBsBaIlly SI3BU WIIA CEKPELHs,
THI KaTO TOBA MOJXKE JIa Ca MPU3HAIIM Ha OCTEOHEKPO3a Ha YEIIOCTTA.

HpI/I ManrveHTU, NOAJIOKCHU Ha XUMUOTCPAIIU 130470) 4 JIpUeTCpaIud, npueMaliu CTCponan 1Uimn
AHTUAHTHUOICHHU JICKApCTBa (I/I3HOH3B8,HI/I 3a JICYCHUEC Ha paK), IMOJJIOKCHH Ha CTOMATOJIOIrMYHa
orepamnusa, KOMTO HE IMoJIydaBaT p€aAOBHU CTOMATOJIOI'MYHU MIPETIIEAN, UMAT 3a00JIIBaHE Ha BCHIIMTC
WJIK Ca mymradu, MOXKE J1a Ma IMO-BUCOK PHUCK OT pa3BUTHUEC HA OCTCOHCKPO3a Ha YCIIFOCTTA.
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HeoOnuaiinu ¢ppakTypu Ha GeApeHaTa KOCT

[Ipu HsKOM XOpa MOTaT Ja ce MOSBIT HeoOn4aiHu GpakTypu Ha OeIpeHaTa KOCT, TOKATO ce JIEKYBaT ¢
Bomyntra. CBepikete ce ¢ Bamus nexap, ako moydyuTe HOBa MM HeoOUyaiiHa 60jKa B
Tazo0enpeHaTa cTaBa, ciabuHUTE HIIH OeIpoTo.

Bucoxu HuBa Ha KaJauuil B KPbBTA cJie]l CIUPaHe Ha JiedueHueTo ¢ Bomyntra

Hsxon MalEHTU C TUTAHTOKJICTHYCH TYMOP Ha KOCTTa Ca pa3BUJIM BUCOKH HUBA HA KaHHI/Iﬁ B KpbBTa
CEJIMHUIIU JIO MECEIIU CIIe]] CITIUPaHe Ha JieueHueTo. Bammsr iekap me Bu HaO1r01aBa 3a mpu3Hamy U
CUMIITOMH Ha BUCOKH HHMBA Ha KaJIIHWH, CIIe/T KaTo CTe CIpenyu Aa mpueMare Bomyntra.

Jlena v oHOIIM

Bomyntra He ce nmpenopbyuBa Ipu Jella U FOHOIIN Ha BB3pacT 1mojl 18 roguHu, ¢ M3KJII0YEHHEe Ha
IOHOIIIU C TUTAHTOKJIETHUCH TYMOP Ha KOCTTA, YHUTO KOCTH Ca 3aBBPILIUIH CBOS PACTekK. YIOTpedara
Ha Bomyntra rpu femia v 10HOIIN ¢ IPYTH BUIOBE PaK, KOWTO C€ pa3lpOCTpaHsBa B KOCTHTE, HE €
poydeHa.

Jpyru gexkapcrea u Bomyntra

TpsabBa na kaxete Ha Bamusa nekap win ¢papMaiesT, ako IpueMaTe, HACKOPO CTe MpHUEMalIy WK €
BB3MOXKHO Jla IpHeMaTe APYTrH jJekapcTBa. ToBa BKIIIOUBA JIEKApPCTBa, OTITycKaHU Oe3 perenta. OT
roJIsIMO 3Ha4eHue € Ja cboOmuTe Ha Bammms nekap, ako ce nexyBare c:

o JOpYyTro JEeKapCcTBO, ChIBPIKALIO AEHO3YyMao;

o oudochonar.

Bue nHe TpsiOBa 1a npuemare Bomyntra eTHOBpeMEHHO ¢ APYTH JEKAPCTBA, ChABPKAIIH JEHO3yMal
i oudochoHarty.

BpemMenHocT U KbpMeHe

Bomyntra He e n3nuTBaH npu OpeMeHHHM >keHH. BaxkHo e na kakeTe Ha Bamms sekap, ako cre
OpeMeHHa, MUCIINTE, Ye cTe OpeMeHHa WM TutaHupare OpemeHHOCT. He ce mpenopwuBa ynorpebdaTa
Ha Bomyntra, ako cre 6pemenHa. JKeHu ¢ geTepoieH MOTeHIHaN TpAOBa Ja n3Mnon3BaT eheKTUBHH
METO/IM 32 KOHTPALETIIHs, TOKaTO ce JIeKyBaT ¢ Bomyntra u 3a Haii-Manko 5 Mecena ciiej ciupaHe Ha

neyeHueto ¢ Bomyntra.

AKko 3a0peMeHeeTe 10 BpeMe Ha JiedeHrne ¢ Bomyntra uim mo-mManko oT 5 Mecena ciief] cliipaHe Ha
neuyeHueto ¢ Bomyntra, Mo, yBenomere Bamus igekap.

He e uzBectno nanu Bomyntra ce otaens B kbpmarta. BaxkHo e 1a kaxkere Ha Bamus nekap, ako
KbPMHTE WIU TUTaHUpPAaTe 1a KbpMHTe. Bammsr siekap me Bu moMmorse na pemmre gamu ia
MIPEYCTaHOBUTE KbPMEHETO, WM Ja MPeKbCHETe yrioTpedara Ha Bomyntra, kaTo B3eMe mpenBu
moJi3aTa OT KbPMEHETO 3a JETETO U Ioji3ara oT Bomyntra 3a maiikaTa.

AKo KbpMHUTE 110 BpeMe Ha JieueHue ¢ Bomyntra, Mossi, yBegomete Bammus nexap.

IMoceBetBaliTe ce ¢ Bamms nekap win dapManeBT npeau ynorpedaTa Ha KOSTO | Ja € JIEKapCTBO.

Hlopupane u padoTa ¢ MAIIIUHU

Bomyntra He moBnusBa WK NOBIMABA MPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe U paboTa ¢
MAIlUHH.

Bomyntra cbabp:ka copouTo

ToBa nekapcTBO ChABPKA 78 mg COPOUTON BBHB BCSKA MIPEABAPUTEITHO HAMBIHEHA CIIPUHITOBKA.
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Bomyntra cbabpxa HaTPUIA

ToBa nekapcTBO ChABPKA MO-MaKo 0T 1 mmol HaTpwmii (23 mg) Ha K032 120 mg, T.e. MOXKe 11a ce
KaXe, 4e MPAKTUIECKU HE ChIbpiKa HATPUH.

Bomyntra cbabp:ka nosucopoar 20

ToBa nekapctBo chabpka 0,17 mg nonucopOat 20 BBB BCsAKA MPEIBAPUTEIIHO HAITBIHCHA
CIIPUHIIOBKA, ekBUBasleHTHH Ha 0,1 mg/ml. [TomrcopbaTrTe MoraT fa MPUYXHAT alEPTUYHN PEaKIINH.
TpsibBa na kaxere Ha Bammus iekap, ako UMaTe YCTAHOBEHHU aJICpTHH.

3. Kak na usnoazsare Bomyntra
3a MHCTPYKIIUH KaK J1a MHKeKkTupare Bomyntra, Mosist, mpodeTeTe pas/enna B Kpasi Ha Ta3u JIMCTOBKA.

[Ipenoprunrennara go3a Bomyntra e 120 mg, npuiiojkeHa BeIHBX Ha BCEKU 4 CEIMUITU, KATO
€JIHOKpaTHA WHXKEKIIHS O] KoxkaTa (MOJAKOXKHO). MOoKeTe Jla HHKEKTUPATE PEABAPUTEITHO
HaITBJIHEHATA CIIPUHIIOBKAa Bomyntra B 6empoTo mim kopema cH (¢ U3KITI0UCHHE Ha 5 cM (2 MHYA)
okoJo mena). [IspBOTO caMoCTOsATETHO PUIIOKeHHE ¢ Bomyntra nmpeaBapUTEHO HAIThIHEHA
CIIPUHIIOBKA TPsIOBa J1a Objic HAOI0JaBAaHO OT MEAMIIMHCKY CICIUATNCT. AKO HAKOU Apyr Bu
HaNpaBy WHXKEKIUATa, Bomyntra Moxke fa ce HHKEKTHpa B OeIpoTO, KOpeMa WM BhHIITHATA YacT Ha
ropHaTa 9acT Ha pbkaTa. Bue wim Bammusr 6omHoraenad TpssOBa na Obmere 00ydeHH B TEXHUKUATE Ha
WHXCKTHPAHE OT MCAUIIUHCKU CIICIIUAINCT. Axo ce JICKYBATC 3a THTAHTOKJIETHYCH TYMOP Ha KOCTTA,
1€ TTOTyYUTe MOMBIHUTENHA 032 | ceMuIa U 2 CeIMUIU Clie ITbpBaTa J103a.

[a He ce pa3kiania.

TpsabBa cbio 1a mpreMare 00aBKH ¢ Kaliuii 1 BuTamuH D, nokaTto cte Ha iedeHne ¢ Bomyntra,
OCBEH aKO HsMaTe MOBUIICHO KOJIMYESCTBO KANIMH B KpbBTa. Bammsar nekap 1e o0chau ToBa ¢ Bac.

AKO UMare HSKaKBH JOMBIHUTEIHA BBIPOCH, CBBP3aHHU C YIIOTpeOaTa Ha TOBA JIEKApPCTBO, ITOMUTANTE
Bamus nexap, (papmaneBT nim MEIUIIMHCKA CECTPA.

4. Bb3MoKHM HeXKeJAHU peakuumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAU3BHUKA HEKECIaHU pCaKIIMK, BBIIPEKU Y€ HC
BCCKMU I'M IIOJTyYaBa.

Mousi, kaxxeTe He3a0aBHO Ha Bamnust jiekap, ako pa3BUETE HAKOHN OT T€3W CUMIITOMH, TOKATO CTE Ha

neuenue ¢ Bomyntra:

o Cra3MH, MOTPEIBAHMUS, KpaMIIA Ha MYCKYJIUTE, U3TPBIIBAHE UM MpPaByUYKaHE Ha MPBCTUTE HA
pBIETE, KpaKaTa WTH OKOJIO YCTaTa U/WIH I'bpUOBE, 00BPKAHOCT WM 3aryda Ha ch3HaHME. ToBa
MOJXE J1a Ca IpHU3HAlM Ha HUCKW HHBA Ha KaJ'IHI/Iﬁ B KpLBTa. Huckust KaJII_[I/Iﬁ B KpbBTa MOXE J1a
JTOBEJIC JIO IIPOMSIHA B ChPJCUHUS PUTHM, HapedeHa yubnkaBaHe Ha QT uHTepBana, KOeTo ce
BIDKIa Ha enekrpokapauorpama (EKI).

TpsdBa na kaxeTe He3a0aBHO Ha Bamus Jexkap u 3p00/1eKap, ako MOJTYYUTE HIKOH OT TE€3H

CHUMIITOMH, JOKATO CTe Ha jJeyeHrue ¢ Bomyntra unu cien ciupaHe Ha JICYEHHETO:

o TpaliHa 0oJIKa B ycTaTa M/WiIM YeIIOCTTa U/UIM OTOK, WM He3a3IpaBsiBalIM S3BU B yCTaTa MIIH
YeJII0CTTa, CEKPELUs], CKOBAHOCT WM YyBCTBO Ha TEXXECT B YEJIOCTTA, WM Pa3KiallaHe Ha 360
MOJKe /1a ca MPU3HAIM Ha KOCTHO YBpPEXXIaHE Ha YETIOCTTa (OCTEOHEKPO3a).

MHOTr0 YecTH HeKeJIaHU peakuuu (Moke Ja 3acerrar moseue ot 1 Ha 10 mymm):
o 00JIKa B KOCTUTE, CTABUTE W/WIH MYCKYJIUTE, KOSITO TIOHSKOTa € CHITHA,
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o 3a1yX,
o Jiapusl.

YecTH HexeNaHU peakiuu (Moxe 1a 3acersar a0 1 Ha 10 qymm):

o HUCKH HHBa Ha docdaru B KpbBTa (XUNodocharemus),

° rnajgaHe Ha 350,

o OOMJIHO M3NOTSBaHE,

J IPH MTAIMEHTH ¢ HAaIPEeIHAJIO0 OHKOJIOTHYHO 3a00IsBaHe: pa3BUTHE Ha Apyra popMa Ha pak.

HeuecTu He:xxenaHu peakuuu (Moxe Aa 3acerHar g0 1 Ha 100 qymm):

. BHCOKHU HHMBA Ha KAIIUN B KPBBTA (XUMICPKAIIUSMHSI) CJIE]] CIIUPAHE HA JICYCHUETO MPU
MAIMEHTH C TUTAaHTOKJIEThUCH TYMOP Ha KOCTTA,

. HOBa WM HeoOWYaifHa O0JKa B Ta300eIpeHara cTaBa, ClIaOMHHATE MM OepOTO (TOBA MOXKeE [1a €
paHeH IpHU3HaK Ha Bh3MOXHa QpakTypa Ha OempeHara KocT),

. 00pHB, KOHTO MOJKE J1a CE MOSABHU 110 KOXKATa, MJIH SI3BU B ycTaTa (JIMXCHOUIHU JIEKApPCTBCHU
peakuun).

Penxu Hexeanu peakuuu (Moxxe na 3acerrar 1o 1 ga 1 000 mgyrmm):

o ANepPTUYHU PEAKIUU (HAIp. XPUTIOBE WK 3aTPYAHEHO JUINAHE; OJyBaHe Ha JTUIETO, YCTHHTE,
€3MKa, ThPJIOTO WK APYTH YaCTH Ha TSIOTO; OOPUB, ChPOEK MIIM YPTHUKAPHUA MO KOXKaTa
(kompuBHa Tpecka)). B peaku ciyyan aqepruyHUTe Peakiiuy MOXKe Ja Ca TEKKU.

C Hen3BecTHa YecTOTa (OT HAIMYHUTE JAHHU HE MOXKE /1a Ob/ie HAallpaBeHa OLICHKA):
. I'oBopere ¢ Bamms siekap, ako umare 00JIKa B yXOTO, CEKPET OT yXOTO W/WIIM HH(DEKIHS Ha
yxoto. ToBa MoXe J1a ca MpU3HALM Ha YBpEXJaHe Ha KOCTUTE Ha yXOTO.

Cpo0maBaHe HA HeKeJIAHU peaKIuu

Axo IMOJIYYUTC HAKAKBU HCKCIIAHU JICKAPCTBCHU pC€aKlIMU, YBEAOMCETE Bamms JICKap, (bapMaueBT HIIn
MeIHMIMHCKA cecTpa. ToBa BKIIFOUBA BCHYKH Bb3MOKHH HEOIIMCAHH B TA3U JINCTOBKA HEXKEIaHU
peaxiy. MoskeTe ChINo /1a ChOOIUTE HeXXelaH! PEakiiui TUPEKTHO Ype3 HallMOHAJTHATA CHCTeMa 32
choOIaBane, mocovyeHa B [Ipunoxkenue V. Kato cho0IaBaTe HE)KENAHN PEaKIIUU, MOXKETE Ja Ja/ieTe
CBOSI PUHOC 3a TOJTyYaBaHe Ha MOBeYe MH(OPMAIUS OTHOCHO OS30IMaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na cexpansiBate Bomyntra
Ja ce cpxpaHsiBa Ha MCTO, HEIOCTBITHO 32 JIela.

He u3non3Baiite TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOENSI3aH BEPXY €TUKETa U KapTOHEHATa
OTIaKOBKa, CHOTBETHO ciexn ,,EXP” u ,,'onen no:”. CpoKbT Ha TOTHOCT OTTOBaps Ha MOCICAHUS ICH OT
ITOCOYEHUST MECETI.

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

[a He ce 3ampassiBa.

CoxpaHsBaliTe MpeIBapUTEIHO HAITBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OIIAKOBKa, 32 Jia Ce
NPEANa3u OT CBETIHMHA.

[IpenBapurenHo Ha'bJIHEHATA CIIPUHIIOBKA MOJKE J1a CE OCTaBH W3BBHH XJIQJIMIHUKA 32 IOCTUTaHe Ha
cTaiiHa Temmeparypa (o 25°C) npeau nHxekTrpane. ToBa e HampaBy WHKEKTUPAHETO MO-MAIIKO
HerpusTHO. ClieN KaTo MpeIBapUTETHO HAaITbJIHEHATa CIIPUHIIOBKA OBb/Ie OCTaBeHA J1a JOCTUTHE CTaiiHa
temnepatypa (no 25°C), Ta na ce nsnonssa B pamkute Ha 30 AHU.

He H3XB’BpJ'I$II>iT6 JICKApCTBATA B KaHAJIM3aluATa WU B KOHTeﬁHepa 3a JOMAIllHU OTIIaAbIIN.

IToruraiiTe Bamms dapmarieBT Kak 1a U3XBLPIIATE JeKapcTBaTa, KOMUTO BeUe HE M3MoJ3BaTe. Te3n
MEpKH IIe CTIOMOTHAT 3a Olla3BaHe Ha OKOJHATa Cpefa.

44



6. ChabpxaHue HA ONIAKOBKATA M J0IbJIHUTEIHA UH(POPMALUS
Kakso cbabp:xa Bomyntra

- AXTHBHOTO BEILIECTBO € AeHO3yMal. Beska npeaBapuTenHO HalbIHEHA CIIPUHIIOBKA ChIbPIKa
120 mg neno3ymab B 1,7 ml pastBop (choTBeTcTBaIio Ha 70 mg/ml).

- Jpyrure cbCTaBKH ca: OLETHA KHCEIHHA, HATPUEB alleTaT Tpuxuapar, copourton (E420),
noscopOar 20 (E432) 1 Boma 3a HHXKEKITHH.

Kak m3riexxna Bomyntra u kakBo ¢hIbp:Ka 0NMaKOBKATA
Bomyntra e HH)XKEKITHOHEH pa3TBOP.
Bomyntra e 6uctbp, 6e31BETEH 10 CBETIOKBIT Pa3TBOp 0€3 BUAUMHU YACTHUIIH.

Bcska omakoBka CbAbpiKa €aHa, TP UJIU YETUPU OIMAKOBKH.
He Bcuukm BU0BE OITAaKOBKH MOTaT Ja 6’B,I[aT ITyCHATHU Ha ma3apa.

IIpuTe:kaTes HA pa3penIeHUETO 32 YNIOTpeda
Fresenius Kabi Deutschland GmbH
Else-Kroener-Strasse 1

61352 Bad Homburg von der Hoehe
T'epmanus

ITpousBoauTe

Fresenius Kabi Austria GmbH
Hafnerstrasse 36

8055 Graz

ABcTpus

I[aTa Ha IOCJCIHO NMpepasrjekaaHe Ha JJUCTOBKaTa

[MonpoOHa nH(OpMaIUs 3a TOBA JICKAPCTBO € IpeA0CTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHmus
o JekapcrBata: http://www.ema.europa.eu/.
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7. Yxka3zanus 3a ynorpeda

Onucanue HA YaCTUTE:

Hpe 0 yHOTpeﬁa besuBeren npeamnasuTen Ha Uriarta Byrano

Hsraen ornpen

|
1

Kamauka Ha urmata  Happuen ¢ reunoct pesepsoap
HA CIIPUHIIOBKaTa (BBTPE)

[
H3riaen or3an ] ) “1

Cie

IToxpura urna

besnBereH TTa3UTECJI Ha Urjiara
A ylioTpdoa Byrano
| —
o il g
) (= =) 2
= U b
TTokpuTa Mraa IbIDKEHA IPYKHUHA HA

MPEaTasuTelld Ha Uurjiara

IIpouerere Ta3u BaxxHa uHGopmaums, Npeau Aa usnouassare Bomyntra npexpapurenno
HANbJHEHA CIIPHHIIOBKA C ABTOMATHYeH Mpeana3uTesl HA UIJIaTa:

BaxHO € 1a He ce ONUTBATE Ja CH IMOCTABATE CaMU WHXKEKIIUATA, aKO He cTe€ OMIM 00y4eHH OT
Bamus nexap wim METUITMHCKH CIICITAATIHCT.

Bomyntra ce npuirara kaTo HHXEKITHSA B ThKaHTa TOYHO ITOJ] KOJkaTa (TIOIKOYKHA MHYKCKITH ).

He maxaiiTe cBaTa Kara4ka Ha UrjaTa OT MPeJIBAPUTEITHO HATbJIHEHATa CIIPUHIIOBKA, JOKATO
HE CTE TOTOBU J1a UHXXEKTUpATE.

He n3nion3BaiiTe mpeaBapuTeTHO HAITBIHEHATA CIIPUHIIOBKA, aKO € OWiia H3IMyCHAaTa BEPXY
TBBpJIa TOBBPXHOCT. V3m03BaiiTe HOBA MpEABAPUTEIIHO HAMIBJIHEHA CIIPHHIIOBKA U CE
obazere Ha Bamms nexap uix MEAUIUHCKH CIIEUATUCT.

He ce oruTBaliTe na HaTuckaTe OyTaaoTo Ha MPEABAPUTEITHO HAIThIHEHATA CIIPUHIIOBKA
MpeIu HHKEKTHPAHE.

He pasknamaiite npenBapuTeNnHO HAITbIHEHATA CIPUHIIOBKA.

Baxno: CpxpaHsiBaiiTe MpeIBapUTETHO HATBITHEHATA CIIPUHIIOBKA HA MSICTO, HETOCTHITHO 32
Jiera.

ChxpansiBane Ha Bomyntra npeaBapuTe/HO HAbJIHEHA CIIPHHIIOBKA

CexpansBaiite Bomyntra B xmagunauk Mexay 2 °C no 8 °C B opuruHamHaTa KapToHEHa
ornakoBka. Jla He ce 3aMpa3sBa.
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- Ilpenm nunxektupane, Bomyntra moxxe 1a Obae ocTaBeHa Ha cTaliHa Temmeparypa 1o 25 °C
B OpUrMHajgHaTa onakoBka. ToBa otHema 15 no 30 munytu. He 3atomsiite Bomyntra nmo
HUKaKbB JpYyT HAYMH.

- Caen xato Bomyntra e u3BajieHa OT XJIaJIWJTHHUKA, TPsIOBa Ja Ce M3I0I3Ba B PAMKHUTE Ha
30 quu. Axo He ce n3non3Ba B pamkute Ha 30 1HU, TPAOBA N1 CE U3XBBPIIH.

- He u3nonspaiite Bomyntra ciienl u3Tu4aHe gaTaTa Ha Cpoka Ha TOJTHOCT OTIeYaTaHa Ha
CTHUKECTA.

- IIpennassaiite Bomyntra oT mpsika CBETIMHA U TOIJIHHA.

Obapere ce Ha Bamus Jiekap WM MeJUIMHCKHU CIELUAINCT, AKO UMATE BbIIPOCH.
Crenka 1: Iloarorsere MmaTepuasm

1.1.Cn0epeTe KOHCYMATHBHTE

Ha uucra, no6pe ocBeTeHa paboTHa MOBBPXHOCT chOepeTe HEOOXOIMMHUTE KOHCYMATHBH 32
Bamara nmxexmus (Buxre @urypa A):

. TAMIIOHHU ChC CITHPT

. TaMy4eH TaMIOH WJIM Mapis

. JeTIeHKa

. KOHTelHep 3a ocTpu oTnansiy (Bkre CThnka 4 U3xpbpiere Bamara npeaBapureHo
HAI'bJIHEHA CIIPUHIOBKA)

&
2]
LD

1.2. A3vakaiite 15 no 30 Mmunytu

W3Banere kapTOHEHATa OMAKOBKa OT XJIaaAniIHuKa (BkTe @urypa b) u s mocraBeTe BbpXy paBHa
MOBBPXHOCT.

durypa b

OcraBeTe Ia ce 3aTOIUIN Ha cTaiiHa TeMmnepaTypa 3a 15 1o 30 munyTu (BikTe ®@urypa B)

durypa B

He ce onuTBaiiTe na 3aTorumTe MpeABapUTEIHO HATBJIHEHATA CIIPUHIIOBKA C IIOMOIITA Ha
M3TOYHHUK Ha TOILIMHA KaTO roperia BoIa WK MUKPOBBIHOBA (ypHA.

He octaBsiiTe npeaBapUTEeIHO HATBbJIHEHATA CIIPUHIIOBKA U3JI0KEHA Ha MpsKa CIbHYEBA
CBETJIMHA.

He pa3zknaiaiite npeaBapuTEIHO HATbJIHEHATA CITPUHIIOBKA.

CobxpaHsBaiiTe NpeIBAPUTETHO HATBJIHEHATA CIPHHIIOBKA HA MSICTO, HEIOCTHITHO 32 /Iena.
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1.3. A3MmuiiTe pbueTe cu

W3muiite noOpe phIIeTe CH ChC CaIyH U BOJA U TH MOACYIIETE ¢ YucTa Khpra (Bmwkre @urypa I).

SR

P

®durypal
1.4. U3BasieTe npeaBapuTeIHO HATbJIHEHATA CIPUHIOBKA OT 0JIMCTEpa

[TocraBere 1Ba mpbCTa OT ABETE CTPAHU B CpelaTa Ha MPO3pavyHUs PEeINa3uTell Ha UIiara.
W3pbpnaiiTe npeBapuTEIHO HAITBIHEHATa CIPHHIIOBKA IIPABO HArope M s U3BajJeTe OT OiaucTepa
(Bmxre @urypa /l).

He xBarmaiite OyTanoro.

He xBamaiiTe xamaukara Ha UIjaTa.

1

®urypa [

1.5.1IpoBepeTe npeIBapUTeTHO HATBJIHEHATA CIPUHIIOBKA H JIEKAPCTBOTO
[IpoBepeTe npeaBapUTENHO HATbIHEHATA CIIPHUHLIOBKA, 3 /14 CE YBEPHTE, Ye:
* lImeTto Ha eTukera e Bomyntra (Brxte ®@urypa E).
* CpOKbT Ha TOJHOCT Ha €THKETA HE € U3TEKbII.

M Hpez[BapHTenHo HaITbJIHCHATa CIIPHUHIIOBKA HE € CIIyKaHa WJIN CHYIICHA.

Bomyntra

durypa XK

He m3non3BaiiTe mpeaBapuTeTHO HATBIIHEHATA CIIPUHIIOBKA, aKO:

» ImMeTo Ha eTukera He € Bomyntra.
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M ﬂaTaTa Ha CpOKa Ha 'OJHOCT Ha €TUKETA HC € U3TCKJIA.
* Hsxost gacT usriexna CUyIICHa WJIA NMMOBPEACHA.
» Kammaukara Ha urnara JUIICBA WA HE € 34paBO 3aKpCIICHA.

* JlekapcTBOTO € MBTHO WJIM ChIBPiKa YacTUI. TpsiOBa ga € OUCTBp, OE3LBETEH A0 CBETIOKBIT
pasTBOD.

[Ipu Bcrukm cirydau H3MOA3BaliTe HOBA MPEABAPUTEIIHO HAITBJIHEHA CIIPHHIIOBKA U ce 00ajeTe Ha
Bamus nexap wim METUITMHCKH CIICITAATIHICT.

Crtonka 2: IloarorBere ce 3a HHKEKTHPaHe

2.1. U30epeTe MACTO HA MHKEKTHPaHe
MosxeTe na nHKekTupare B (Bmwkte @urypa 3):
* TOpPHATa YacT Ha OeAPOTO
* KOpeMa, ¢ U3KJII0YeHre Ha 06J1acTTa OT 5 CM OKOJIO ITbIIa
* BBHILIHATA CTPaHa Ha TOPHATA 4acT Ha pbKaTa (caMo aKo HAKOW Apyr By mocTaBs MHXKEKIMTA)
He nnxektupaiite B 0051aCTH, KBETO KOXKAaTa € O0JIe3HEHA, HACHHEHA, 3a4epBeHa WIN TBHPJA.

U36sraiiTe na MHXKEKTHpaTe B 00J1ACTH ¢ OETIe3H WIIH CTPHH.

1

- A3 wim 6oJIHOTIeAaY
Camo GostHOT IE1aY

durypa 3

2.2. IlouncreTe MACTOTO HA MHIKEKTHPaHe
[TouncreTe MACTOTO HAa MHKEKTHPAHE C TAMIIOH Che cupT (BikTe ®@urypa H).
OcraBeTe KO)KaTa CH J1a U3ChXHE HA Bb3IYX.

He nyxaiiTe u He JOKOCBaTe MSICTOTO HAa MHKEKTUPAHE CJIe]l TOYMCTBAHE.

durypa U

2.3. OTcTpaHeTe KanavyKaTa Ha UIJaara

Baumatenso HS,E[’praI\/'ITG Kalia4ykaTa Ha urjiata HalpaBo U AaJICY OT TAJIOTO CU (BI/I)KTC (I)nrypa
I/I) Moxe Ja OTHEMC U3BCCTHO YCUJIMC 34 OTCTPAHABAHC Ha KallayKaTa Ha HUIJjiaTa.

He OTCTpaHHBafITC Kammadykara Ha urijiata OoT Ip€ABApUTEIIHO HAIIbJIHEHATA CIPUHIIOBKA, JOKATO HE
CTC I'OTOBHU Ja MHKXCKTHUPATE.

He npwxTe mpenBapuTeIHO HAITBIHEHATA CIIPUHIIOBKA 32 Oy TaI0TO.
He ycykBaiiTe u He orpBaiiTe KarmaykaTa Ha UrjaTa.

W3xBbprere kamaykaTa Ha UTjaTta B KOHTeWHepa 3a ocTpH oTHaxbiM (BrxkTe CThIKA 4
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N3xpbpiere Bamara npeiBapuTe/iHO HAITbJIHEHA CIIPHHIIOBKA).
He nocrapsiiTe Kanaykara Ha Uriata oOpaTHO BbPXY NPEIBAPUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA.

He nokocBaiiTe uriiata u He sl OCTaBIUTE J]a TOKOCHE KaKBaTO U Jia € IIOBBPXHOCT CIIe]
OTCTpaHsBaHE Ha Kallaykara Ha uUrjaTa.

durypa M

Crbnka 3: UHxekTHpAITE JIEKAPCTBOTO

3.1. 3axBaHeTe KoKaTa

3axBaHeTe KOXaTa Ha MICTOTO Ha MHKEKTUPAHE, 32 J1a Ch3JaJICTC YCTOWYHNBA TOBBPXHOCT (BHXKTE
®urypa K).

3abenesrcka: BaxxHo € 1a IbpKUTE KOXKAaTa 3aXBaHATA MTPU HHKEKTUPAHETO.

durypa K

3.2. BbBeaere uriiara

bBp30 BEBeETE UrIaTa HaIpaBo B 3aXBaHaTaTa KoXka 1Mo br'et oT 45 1o 90 rpamyca (BHXKTE
@urypa JI).

He HH)KCKTHpaﬁTC B MYCKYJ UJIU KPBBOHOCCH CBH.

®durypa Nl

3.3. UnxkexTHpaiite

Haruncuere 6yTanoro ¢ 0aBeH W TOCTOSTHEH HATUCK (BrkTe @urypa M), mokaTo He MOXKETE 1a
HATHCKATEe MOBEYS M MHKEKTUPATE IIsIaTa TEYHOCT MO Koxkara (moakoxkHo) (BrkTe @urypa H).
Moxe 1a dyeTe WK YCeTUTE IIpaKBaHe.
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He moBnuraiiTe mpeaBapuTeIHO HAITBTHEHATA CIIPUHIIOBKA OT KOXKaTa.

3.4. OcBoOogeTe 6yTAI0TO

baBHO ocBoOOETE OYTAIOTO M OCTAaBETE UIJIATa JIa M3JIe3€ OT KOXKaTa IOJI ChIIUS BI'bJI, O KOWTO
e mocTaBeHa. [Ipo3padHuAT npema3uTen Ha UIiiaTa e MoKpre 0e30MacHo uriaTa (BHKTE
®urypa O).

He mocrapsiiTe Kammaykara Ha Urjiata 06paTHO BBpPXY UTJIaTa.

3.5. TperupaiiTe MACTOTO HA HHKEKTHPaHE

AKO MMa KPbB WM TEYHOCT HA MSICTOTO HA MHKCKTUPaHe, BHUMATEIHO MPUTHCHETE AMy4eH
TaMITOH WJIM MapJisl BbpXy Koxata (Bmkre @urypa II).

Axo e HGO6XOI[I/IMO, MOJXKECTC J1a U3I10JI3BATC JICTICHKA.

durypa

He pa3TbpkBaiiTe MSCTOTO Ha MH)XXEKTUPAHE.
Crtbnka 4: U3xBbpiiere Bamara npeiBapuTe/iHO HAbJIHEHA CIPUHLIIOBKA

4.1. U3xBbpaerte

WzxBbprere n3noia3BaHarta npeIBapuTeIHO HATbIHEHA CIIPHHLIOBKA U KallayKaTa Ha urjara B
KOHTEHHEp 3a OCTpH OTHAaAbIM BeAHara cien ynorpeda (Bukre @urypa P).

JlexapcTBara TpsiOBa /1a ce U3XBBPIAT B CHOTBETCTBUE C MECTHHUTE M3MCKBaHUs. [lomuTaiite
Bammst papmaneBT Kak J1a H3XBBPIIATE JIEKapCTBaTa, KOUTO Beue He M3MON3BaTe. Te3u MEepKH e
CIIOMOTHAT 3a OIla3BaHe Ha OKOJIHATa Cpelia.

He n3mon3BaiiTe MOBTOPHO MpPEABAPUTEIHO HAMIBIIHEHATA CIIPUHIIOBKA.
He u3XBBpIIAiiTe U3MOI3BaHU CIIPUHIIOBKY B KOHTEHHEpA 32 TOMAIIHU OTHAbIIH.

He peuHKnnpaﬁTe H3II0JI3BaHUA KOHTeﬁHCp 3a U3XBBPJIAHC HA OCTPU OTIIAAbIIN.
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®durypa P

CobxpansiBaiite Bomyntra npegBapuTteHo HAllbJIHEHH CIPUHIIOBKYU, KOHTelHepa 3a
U3XBBPJIsiHE HA OCTPH OTHAIBIM H BCUYKH JIEKAPCTBA HA MSICTO, HEAOCTBHITHO 32 Jela.
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