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KPATKA XAPAKTEPUCTUKA HA ITIPOJAYKTA



V Tozu JICKAPCTBEH MPOAYKT TOJICKH Ha JOIBIHUTEIHO HaOMoeHre. ToBa 111e o3Boau OBbp30TO
YCTaHOBSIBaHE HA HOBa MH(POPMAIIUS OTHOCHO Oe30macHOCTTa. OT MEJUIIMHCKUTE CIICIUATTICTH C€ U3UCKBA
Jla choOIIaBaT BCsIKaA IMO03MPaHa HeKeIaHa peakius. 3a HaurHa Ha ChOOIaBaHe Ha HE)KEIaHU PEeaKIINU
BIDKTE TOUKa 4.8.

1. HNME HA JIEKAPCTBEHUS ITPOJIYKT

Jubereq 120 mg uHXEKIIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bceku ¢uakon cpappka 120 mg nenozymab (denosumab) B 1,7 ml pastsop (70 mg/ml).

Jeno3ymab e 4oBenIKo MOHOKIJIOHAIHO aHTHTsUI0 [g(G2, mpou3BeieHO B KIETHYHA JIMHUHS OT 003aiHUK
(KJeTKu OT SWYHUK HA KUTAaHCKH XaMcTep) upe3 pekomOuHanTHa JJHK Texnomorus.

ITOMOIITHO BEIIECTBO C U3BECTHO JCHCTBIE
Bceexku 1,7 ml pazteop ceaspika 78,2 mg copouron (E420) u 0,17 mg nonucop6ar 20.

3a IBJIHUA CIIUCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
NmxexuoneH pa3TBop (MHKEKIIHs)

Buctbp, Oe3nBeTeH /10 0JIC0KBIT Pa3TBOP.

4. KJIWMHUYHU JAHHN
41 TepaneBTHYHH MOKA3AHHUA

[IpenoTBpaTsiBaHe HAa CHOUTHUS, CBBP3aHHU C KOCTHATA CUCTEMA (ITaTOJIOTHYHA (hpaKTypa, 00IbUBaHE HA
KOCTTa, IPhOHAYHOMO3bYHA KOMIIPECHS HITH OTEePAIUs Ha KOCTTA) MPH Bh3PACTHH MAIMEHTH C HANPETHAIH
3II0KaYeCTBEHH 3200 IBAHMUS, 3acATalM KocTuTe (BK. Touka 5.1).

JledeHue Ha BB3paCTHU U FOHOIIH ChC 3aBBPIICHO CKEIETHO PAa3BUTHE C TUTAHTOKJIETHYEH TYyMOpP Ha
KOCTTa, KOWTO € HeonepadmiieH HITM KOraTo UMa BEPOSITHOCT XUPypPrHYHATa PE3EKIHs Jla TOBEE 110
TEXKKa 3a00JIEBAEMOCT.

4.2 J103MpoBKAa M HAYMH HA NPUJIOKeHUE

JUbereq TpSI6Ba Ja CC Mpujiara noga Ha6J'IIO,I[eHI/IeTO Ha MCIUIIMHCKHU CIICHHUATIHUCT.

2 !031/1[ )OBKA

Bcenuku nanmenTy TpsaoBa Ja momydasat 100aBku ¢ Haii-manko 500 mg kamuit u 400 IU Butamun D
JTHEBHO, OCBEH aKO € HAJIHIIE XUTIEpPKAIIUeMus (BXK. Touka 4.4).

Ha manmenTure, KOuTO ce jekyBaT ¢ Jubereq, TpsibBa Ja ce mpeaoCTaBH JINCTOBKA 3a HalieHTa 1
HAIIOMHJII[a KapTa Ha HaleHTa.

Hpedomepamﬂearie HA 0b6umuﬂ, C6bP3AHU C KOcmHama cucmema npu 8b3pacmuu ¢ HanpeOHaJm
37lI0KA4YecmeeHu 36160]1)16611—!14)1, 3acseawu kocmume

HpeHOp’b‘lI/ITeJ'IHaTa J03a € 120 Mg, NpuJI0KEeHa KaTO €JHOKpaTHA ITOJKOKHA MHXKCKIIMS B obOnacTTa Ha
66,Z[p0T0, KOp€Ma Ui MUIITHUILIATa, BEAHBK Ha BCCKU 4 CCAMUIIN.



Tueanmoxnemvuen mymop na Kocmma

Ipenoppuutennara no3a Jubereq e 120 mg, npuioxeHa KaTo eJHOKPATHA ITOJKOXKHA HH)KEKITHS B
oOmactTa Ha 6€APOTO, KOpEMa MK MHUIITHHUILIATA BEAHBXK Ha BCEKH 4 CeIMUIIH, C AOITBIHUTEIHH 03U OT
120 mg Ha neH 8-MU U 15-TH OT Ie4EHHETO Mpe3 MBPBUS MECELl OT TepanusiTa.

ITanmenTure B mpoy4uBane ¢aza ||, KouTo ca mpeThpreny rbJIHa PE3EKIHs Ha TUTaHTOKJIEThYEH TYMOP
Ha KOCTTa, ca MOJIy4HIIu olle 6 Mecela JIedeHHe CIe]] OnepalusaTa, CbIriaacHO POTOKOJIa Ha
MIPOYYIBAHETO.

[MarueHTHTE C TUTAHTOKJIEThUEH TYMOP Ha KOCTTAa TPOBa Jia ObJaT OIICHSIBAHU PEJIOBHO, 32 JIa CC
OTIpeICIN I TIPOIBIDKABAT J]a UMAT 1oJ13a OT JeueHueto. [Ipu nanueHTn, uneTo 3a00isiBaHe ce
KOHTPOJIMPA OT JeHO3yMab, eeKThT OT MPEeKbCBAHE WIIH CITUPaHE Ha JICUEHUETO HE € OLIEHEH, HO
OTPaHMYCHUTE JaHHU NIPU TE3U MMALMEHTH HE TIOKa3BaT HaJIMUUe Ha peOayH 1 eeKT CIie/ MPeKpaTsIBaHe
Ha JICYCHUETO.

bwvbpeuno yepescoane
He ce Hayara kopurupaHne Ha J103aTa [pH NalMeHTH ¢ 0bOpeuHo yBpexaane (BxK. Touka 4.4 3a
MPETIOP KA OTHOCHO TPOCIIeAsIBaHE Ha KaNIIUeBUTE HIBA, 4.8 u 5.2).

Yeproopobro yspesicoare
bezonacHocTTa M €prKACHOCTTA Ha JICHO3YyMa0 He ca U3CJICIBaHU MPH MAIUEHTH C YSPHOAPOOHO
yBpexaane (BxK. Touka 5.2).

THayuenmu 6 cmapuecka ev3pacm (8v3pacm > 65)
He ce Hanara kopurupase Ha j103ata npy NalMeHTH B CTapyecka Bb3pacT (BXK. Touka 5.2).

Ieouampuuna nonynayus

be3onacHocTTa M ehrukacHOCTTa Ha JeHO3yMal IpH MeANaTPUIHU MallueHTH (Bb3pacT < 18 ronunm) He
Ca YCTaHOBEHH, OCBEH ITPH IOHOIIIN ChC 3aBBPIICHO CKENIETHO pa3BuTHE (Ha BB3pacT 12 - 17 roauam) ¢
TUTaHTOKJIEThYEH TYMOP Ha KOCTTA.

He ce npenopwuBa ynorpedara Ha Jubereq npu neanaTpuyHu nanueHTy (Bb3pact < 18 roaunu), ocBeH
MIPH IOHOIIIN ChC 3aBBPILIEHO CKEJIETHO pa3BUTHE (Ha Bh3pacT 12 - 17 ToAMHM) C THTaHTOKJIEThYEH
TyMOp Ha KOCTTa (BX. TouKa 4.4).

JleueHune Ha IOHOIIH ChC 3aBBPHICHO CKCJICTHO PAa3BUTHUEC C TUTAHTOKJICTHUCH TYMOpP Ha KOCTTA, KOMWTO €
Heonepa6HneH HJIM KOIraTO UMa BEPOATHOCT XUPYPruiyHaTa pe3CKIusd Ja JOBEAC N0 TCIKKa
3a00JIEBaEMOCT: A03HUPOBKaTa € CblldaTa KaTO IPHU Bb3PACTHU.

Ipu npoyuBanus npu skuBoTHA nHxuOupanero Ha RANK/RANK nuranna (RANKL) e cBbp3aHo ¢
MHXHOHMpaHEe Ha KOCTHUS PacTeK W JIMTICA Ha MPOOUB Ha 3b0M M TE3H MPOMEHH Cca OMIM YaCTHYHO

oOpatumu npu npekpatsiBane Ha nHxuoupanero Ha RANKL (Bx. Touka 5.3).

HauwuH Ha npwiokeHue

3a OIKOXKHO MIPUIIOKEHHE.

Jubereq 120 mg/1,7 ml paztBop BBB (hi1aKoH 3a €IHOKpaTHA yroTpeda:
[Mpunaranero Ha Jubereq 120 mg/1,7 ml piakon TpsiOBa 1a ce M3BHPIIBA CAMO OT MEAUIIMHCKH CIICIUAIINCT.

3a yka3aHHUs OTHOCHO yoTpe0a, padoTa U U3XBbPJISHE BIXKTE TOUKa 6.6.
4.3 IIporuBonokazaHus

CBpPBXUYYBCTBUTEITHOCT KbM aKTUBHOTO BEIISCTBO MIIM KbM HSIKOE OT TIOMOIIIHUTE BEIIECTBA, H30POCHH
B TOuka 6.1.

Texka, HeJleKyBaHa XUTTOKAIIIUEMUs (BXK. Touka 4.4).
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He3zapacHanu paHu oT cCTOMaTOJIOIMYHA IPOLIEAYpa WM OpajlHa XUPYPIUsl.
44 CpoeuMajaHu mpeaynpe:kaeHus U NpeanasHu MepKH NMpu ynorpeda

[Ipocienumoct

3a 1a ce mogoOpu MPOCICIUMOCTTA Ha OMOJIOTUYHHTE JIEKAPCTBEHU MIPOAYKTH, UMETO U MTAPTUIHUAT HOMEP
Ha TIPUJIOKEHHS TPOAYKT TPSOBa SICHO Ja Ce 3aIHCBar.

J1oOaBKH ¢ KUK ¥ BUTaMud D

Benuku nanyenTu TpsiOBa fa mostyyaBat 400aBKY ¢ Kanuuil U BUTaMuH D, 0CBeH ako e Hanuie
XUNepKanueMus (Bx. Touka 4.2).

XUMOKAJIIUEMUS

IMpeamrecTBaraTa XMIMoOKaIIMeMHs TPsOBa 1a ObIe KOPUTHpaHa MMPeu 3armouBate Ha Tepamnusta ¢ Jubereq.
XUIMoKaIueMusi MOXKe Jla Bb3HHKHE TI0 BCSIKO BpeMe B Xo/1a Ha jieuenuero ¢ Jubereq. [IpociensBane Ha
KaJII[MEeBUTE HUBA TPsAOBa 1a ce u3BbpiiBa (i) mpean HavamHata g03a Ha Jubereq, (ii) B paMKuTe Ha J1BE
CEIMUIIM CJIE/] HavalHaTa 7033, (iii) ako ce MOSABAT MPEeIoiaracMid CHMITOMH Ha XHITOKAIIIUEMHS (BXK.
Touka 4.8 3a cumnromu). [Ipu nanueHTH ¢ pUCKOBU (PaKTOPH 3a XUITOKAIIHEMHs TpIOBa Jja ce 0OMUCIH
JOITBJTHUTEIHO TIPOCIIe/IBaHe Ha KAJIIUEBUTE HUBA 10 BPEME Ha JICUCHHUETO, WIIM aKO Ce Hajlara JApyro Bb3
OCHOBA Ha KIIMHUYHOTO ChCTOSTHHE Ha MAIlHEHTA.

[armentuTe TpsOBa a OBAAT HACHPYABAHU J1a ChOOIIABAT CHMITTOMH, TIOKa3aTEeITHH 3a
XHMOKAJIIUEeMUst. AKO 10 BpeMe Ha MpuiioxkeHrneTo Ha Jubereq ce mosiBu XUIOKaIIHEMHsI, MOXKE a ce
HAJIOKH JIOMIBITHUTETHO JJOOABSHE HA KAIIWHI U JIOIBIHUTEITHO TPOCye/siBaHe.

CpobmaBa ce 3a TeKKa CHMITOMATHYHA XUTTOKAIITUEMIS! (BKITFOUUTEITHO JIETaTHU CIIy4Yan) Ipu
MOCTMapKETHHTOBaTa yrmorpeba (Bk. Touka 4.8), KaTo MoBeUeTO CayJIan ca HACTHITHIIN B ITBPBUTE
CEJIMUIIM OT HAYaJIOTO Ha JICYEHUETO, HO MOXKE J1a C€ MOSABSAT U MO-KBHCHO.

brOpeuHo yBpexkaHe

[ManmenTH C TeXKa cTeneH Ha OBOpeuHO yBpekaaHe (KpeaTHHUHOB KIHpBHC < 30 ml/min), WM KouTo
ca Ha JiMaimn3a, ca C Mo-TOJSIM PUCK OT Pa3BUTHE Ha XMIIOKAIIUEMHs. PHCKBT OT pa3BHUTHE Ha
XHUIOKAIIUEMHS U CHITBTCTBAIIO IMOBUIICHHE HA TAPATUPEOHIHUS XOPMOH C€ YBeJIM4YaBa C HapacTBaHE
Ha CTeIeHTa Ha 0bOPEeUHOTO yBpexkaaHe. Pe1oBHOTO NpociieisiBaHe Ha KaIIUEBUTE HUBA € 0COOEHO
Ba)KHO IIPH TE3H MAIIHCHTH.

Ocreonekposa Ha yenroctra (OHY)

OHUY ce cpoO1iaBa 4ecTo NpH MaMeHTH, oIy4aBaliy JeHo3ymMad (Bxk. Touka 4.8).

HauanoTto Ha JIeueHHEeTO/HOB KypC Ha JICUeHHE TPsOBa J1a Ce OTIIOKH TPH MAIMESHTH ¢ He3apacHaIn
OTKPHTH JIE3UH Ha MEKHUTE ThKaHH B ycTata. [Ipenu neueHue ¢ [eH03yMab ce mpenophuBa
CTOMATOJIOTHYEH MPErJIeH ¢ MPO(UIAKTHIHO 300JICUCHUE U MH/MBHUIyaTHA OI[CHKA Ha
CBhOTHOIIEHUETO MOJI3a/PUCK.

Crnenaute puCKOBH (DaKTOpH TPsOBA J1a Ce UMAT MPEIBU/I IPH OIICHSBaHE HA PUCKA 32 MalUeHTa OT

passutre Ha OHY:

. AKTUBHOCT Ha JICKAPCTBEHUS MPOAYKT, KOWTO HMHXHOWUPA KOCTHATA pe30pOIus (I0-BHCOK PHCK
MIpY BUCOKOAKTHBHH CHhEeITMHEHHS ), HAUMH Ha MPHUIIOKEeHUE (ITO-BUCOK PUCK MPH MAPEHTEPATHO
MIPIJIOKEHHUE ) U KyMYJIATUBHA /1032 Ha KOCTHO-PE30pOTHBHATA TEPAITHS.
pak, IpHUIpYKaBaIy 3a00IBaHUs (HAIIP. aHEMHSI, KOAryJIoaTuy, HHPEKITNHN ), TIOTIOHOITYIIICHE.

° ChIIBTCTBALU JICYCHUA: KOPTUKOCTEPOUIU, XUMUOTCpAIIs, I/IHXI/I6I/ITOpI/I Ha aHIr'orcHe3ara,
JIpYCTCpAIIUA Ha I'JIaBaTa U HIUATA.
o Jionia yCTHa XUTrucHa, mapoaOHTO34, JIOMIO MOCTABCHU NPOTC3U, aHAMHE3a 3a CTOMATOJIOTMIHO

3a00JI1BaHe, HHBa3UBHU CTOMATOJIOTUYHHM MPOLICAYpH (Hamp. eKCTPaKIusa Ha 360).
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[To BpeMe Ha JIeYeHHETO C JICHO3yMad BCUYKH NAIMEHTH TPsiOBa 1a ObJaT HAChpUYaBaHH Ja MTOIbPKAT
Jn00pa YCTHa XUTHEHA, JIa Ce MOoJyIaraT Ha pyTHHHHA CTOMATOJIOTUYHU MPETJICAN U He3a0aBHO Ja
CHOOIIAaBAT 32 BCHYKKM CUMIITOMH OT CTpaHa Ha yCTHaTa KyXHMHA, KaTo KJIaTeHE Ha 3p0uTe, 0OJIKa WIn
MOJIyBaHe, WIK He3a3paBsBallly S3BU WK cekpenus. [1o Bpeme Ha JIeYeHHETO, MHBA3UBHU
CTOMATOJIOTUYWH MPOIETypH TPSIOBa Jla ce U3BBPINBAT CaMO CIie/l BHUMATelTHA MpelieHKa U Tps0Ba Jia
ce n30ArBa M3BHPIIBAHETO UM B HEMIOCPEACTBEHA OIIM30CT ¢ IMPUITOKEHHETO Ha Jubereq.

[InasbT 3a IeueHrEe Ha MalUeHTUTe, kouto pazsuBat OHY, TpsiOBa ga Oblie U3rOTBEH B TACHO
CHTPYAHUYECTBO MEXKY JICKYBaIIHS JIEKap U CTOMATOJIOT WJIH JIUIIEBO-YEIIOCTEH XUPYPT C OIHUT B
OHU. Tps6Ba 1a ce 0OMHCIIH BpEMEHHO TIPEKBCBAHE HA JieueHreTo ¢ JUbereq, 10kaTo ChCTOSHHETO
OTIIIYMH U JIOTIPUHACSIIUTE PUCKOBU (PaKTOPH ObJAT HAMAJICHH, aKO € Bh3MOXKHO.

OcTeoHeKpo3a Ha BLHIITHUSA CIYXOB IIPOXOI

Hma cpo01eHns 32 OCTEOHEKPO3a Ha BHHILHUS CITyXOB MPOXO/I TIPH JICUCHHE C JICHO3yMao.
Bb3MoskHuTE pUCKOBH (haKTOPH 332 OCTCOHEKPO3a Ha BHHILHUS CIIyXOB IIPOXO0Jl BKIIOUBAT yrnoTpeda Ha
CTEPOUAN U XUMHOTEPAIIUS U/WIIK JIOKAJTHU PUCKOBH (DaKTOpH, KaTO HapuMep MH(EKIKs WU TpaBMa.
BeposiTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a HA BHHIIHUS CIIYXOB MPOXOJ TPSIOBA Ja ce MMa MPeaBHI
IpY ALMEHTH, IPUEMAILU JeHO3yMa0, KOUTO Pa3BUBAT CUMIITOMH OT CTpaHa Ha YXOTO, BKIFOUUTEIIHO
XPOHWYHU MH(EKLINHU HA YXOTO.

Atunnunu GpakTypu Ha OepeHara KocT

Hma cpobienns 3a aTuNUYHA GpakTypu Ha OeipeHaTa KOCT MPHU MalueHTH, MToyJYaBally JeH03yMao
(Bk. Touka 4.8). AtunnyanTe QpakTypu Ha OeJpeHaTa KOCT MOXeE /ia Ce MOSBAT MPH MUHUMAITHA
TpaBMa Win 0e3 TpaBMa B CyOTpoxaHTepHUTe 1 Anadu3auTe 00MacTy Ha Oenpenara koct. Te3un
CHOHTHS Ce XapaKTepH3UPAT ChC CIEHU(PUIHN PEHTTEHOJIOTHIHU HAXOAKH. ATHIINYHY (QPaKTypH Ha
OenpeHara KOCT ce ChOoOIIaBaT CHIIO MTPH NAIMEHTH C OTPEIEIICHU ChITHTCTBAIM ChCTOSHUS (HAIp.
JaepunuT Ha BUTaMuH D, peBMaTouieH apTpuT, xunodocdarazus) u npu yrnorpeda Ha HIKOU
JIEKapCTBEHU MPOAYKTH (Hamp. 6rdochoHaTH, rIOKOKOPTHKOHIH, HHXUOUTOPHU Ha IMTPOTOHHATA
nomma). Te3u ChbOUTHS ca HACTHITMIIU 0e3 aHTUPe30pOTHBHA Tepanus. [10100Hu GpakTypH, ChOOIIEHU
BBB Bpb3Ka ¢ oudocdoHaru, yecto ca OumaTepaHu; OPa i TOBA NP MAIIUCHTH, JIEKYBaHHU C
JICHO3yMa0, KOUTO ca MpeTbpIienu GppakTypa Ha TsUI0TO Ha OepeHara KocT, TpsOBa J1a ce H3Cciie/iBa
KOHTpasaTepanHara OeipeHa koct. TpsiOBa ja ce 0OMHUCIN peKpaTsBaHe Ha TepanusiTa ¢ Jubereq mpu
MaIMEHTH, 32 KOUTO ce M0A03Upa, Ye UMAT aTHUIUYHA pakTypa Ha OellpeHaTa KOCT B OYaKBaHE Ha
OLICHKATa Ha MalMeHTa Bb3 OCHOBA HAa MHAMBU/IYaIHO OIPEAEICHOTO ChOTHOLICHHUE T0JI3a/PUCK.

ITo Bpeme Ha JIedeHneTo ¢ IeH03yMal, HalMeHTHTe TpsOBa 1a ObJaT MOCHBETBAHU J1a ChOOIIaBaT 3a HOBA
WM HeoOu4aliHa 0oJika B OeApoTo, Ta300eqpeHaTa ctaBa iM ciiadunute. [laleHTy ¢ TakuBa CUMIITOMU
TpsiOBa Jla ce M3CIIe/IBaT 3a HebJIHA (pakTypa Ha OepeHaTa KocT.

XunepKaJlIueMusl CIeI MPEeKpaTIBaHe Ha JICUCHUESTO IIPH NAIIMCHTH ¢ THTAaHTOKJICThYCH TYMOD Ha
KOCTTAa M IIPH NAIIMCHTH C HE3aBHPIUICH KOCTCH PACTECK.

C1,061uaBa CC 3a KIIMHWYHO 3Ha4YMMa XUIICPpKAJTINHUEMUS, U3UCKBAIIld XOCIIUTAIIN3all U YCIIOXKHCHA OT
ocTpa 6136peqHa HEAOCTATBbYHOCT, IIPHU MAIUCHTH C TUTAHTOKJICTHYECH TYMOP Ha KOCTTa, JICKYBaHU C
I[CHO3YMa6, CCAMUIIU N0 MECCIU CJICA MPCKPATABAHC HA JICUHCHUCTO.

Cren mpekpatsBaHe Ha JICYCHUETO, HAOMI0IaBaliTe MAITUEHTUTE 3a TIPU3HAIIA M CHMITTOMH Ha
XUTIEPKATITUEMUS, OOMUCIIETE TIEPHOUTHA OTICHKA Ha CEPYMHMSI KUK ¥ HAIpaBeTe TOBTOPHA
OIICHKA Ha HYX/IMTE Ha MaIlMeHTa OT Jo0aBsHEe Ha Kaiuii U BUTaMuH D (BxkK. Touka 4.8).

JUBEREQ He ce npenopbuBa Mpy MalUeHTH ¢ HE3aBbPIICH pacTeX Ha ckejera (Bk. Touka 4.2).
Cro01aBa ce 3a KIIMHUYHO 3HAYMMa XUTICPKAIIUEMHS U B Ta3W rPpyIa MalueHTH, CEMUIN IO MECEIH
cliell IpeKpaTsIBaHe Ha JICUCHHUETO.

Hpyru

IManuenty, texyBanu ¢ Jubereq, He TpsiOBa j1a ObJAT JICKYBAHU €JHOBPEMEHHO C PYTH JICKAPCTBEHH
MPOIYKTH, ChIBPIKAITHN JCHO3YMa0 (3a IOKa3aHUETO OCTEOIOPO3a).
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[ManuenTwn, nekyBanu ¢ Jubereq, He TpsiOBa J1a OBAAT JEKYBaHH €THOBPEMEHHO ¢ OrdochonaTw.

310KaYeCcTBEHOCT MPH TUTAHTOKIIETHYEH TYMOP Ha KOCTTa MJIM MPOTPECHS 10 METACTa3upallo
3a00JIsBaHe € PAIKO CHOUTHE W U3BECTEH PUCK IPH MAIUEHTH C TUTAHTOKJIETHYECH TyMOp Ha KOCTTA.
[ManmenTture TpssOBa 1a ObIAT HAOMIOAABAHN 32 PEHTTEHOJIOTHYHY MIPU3HALM HA 3JI0Ka4eCTBEHOCT,
HOBH OTHHIIIA HAa PaJIUOPEaKTUBHOCT WIH OCTeONn3a. Hannyuure KIMHUYHYE JaHHU HE TIOKa3BaT
HOBHIICH PUCK OT 3JI0KAYECTBEHOCT IIPH MAIIMEHTH ¢ TUTAaHTOKJIETHUCH TYMOP Ha KOCTTa, JICKYBaHU C
JIeHO3yMa0.

[IpenynpexacHus 3a HOMOIITHUTE BEIICCTBA

To3u nekapCcTBeH MPOAYKT ChIAbpxkKa copouTos. TpsOBa aa ce MMa MpeaBU AUTHBHHUAT e(DEKT Ha
CHITBTCTBAIIO MPUJIATAHN MPOAYKTH, ChIbPIKAIIN cOPOUTON (MU QPYKTO3a), KAKTO U XPAHUTESITHHUST
npreM Ha copouTon (wim QpyKkTosa).

Toga nekapctBo chabpka 0,17 mg nonucopbat 20 BsB Beceku 1,7 ml duakon. [lonucopbaTute morat
Ja IPpUYUHAT AJICPTUYHU PCAKIIUH.

To3u JekapcTBEeH MPOAYKT Chabpika mo-mMaiako o 1 mmol varpuii (23 mg) na no3a 120 mg, 1.e. Moxe
Jla ce Kaxe, 9e MPaKTHIECKH HE ChbpXKa HATPHH.

45 B3aumopeiicTBHE ¢ APy JeKAPCTBEHH MPOAYKTH U APYru popMu Ha B3auMojIeiicTBHe
He ca npoBexxaaHu npoy4BaHus 3a B3aUMOJICUCTBUSITA.

B xiMHMYHM M3MUTBaHKS A€HO3yMal € Mmpuiiarad B KOMOWHALUS ChC CTaHIAPTHO MPOTHBOPAKOBO
JICUCHHUE U NP YUYACTHUIIM, KOUTO ca nojydaBanu oudochonaru. He ca HaOmr01aBaH KIIMHUYHO
3HAYMMH NIPOMEHH B Hall-HUCKUTE CEpyMHH KOHIICHTPAIMH U BbB (hapMaKoAMHAMHKATa Ha JIEHO3yMao
(xopurupas crpsiMo kpeatuHuHa ypuHeH N-tenonentua, UNTX/Cr) npu ceIrbTCTBaIa XMMUOTEPATHS
W/WITM XOPMOHAITHA TepaIs, WU [TPH MpeAlIecTBaIla eKCIO3UIMS Ha HHTpaBeHO3HH OudochoHaTH.

46 ®epruauTeT, OPEeMEHHOCT U KbPMEHE

Bbpemennoct

JluricBaT win UMa OrpaHUYEHH JaHHU OT yroTpedaTa Ha 1eHO3yMal 1pu OpeMEHHHM >KEHHU.
IIpoyuBanusTa IpH >KUBOTHU NTOKAa3BaT PENPOAYKTHBHA TOKCUYHOCT (BXK. Touka 5.3).

Jubereq ne ce mpenopbuBa 3a yrnorpeba mpu OPEMEHHH KESHHU U [TPU JKEHH C ICTEPOJICH MOTSHIIHAI,
KOUTO HE M3M0/I3BaT KOHTpaternius. Kenure TpsOBa qa ObIaT ChbBETBAaHH Jia HEe 3a0peMEHsIBAT 110
BpeMe Ha, 1 Hali-MaJIko 5 Mecera cief geuenneTo ¢ Jubereq. Edexrure Ha Jubereq e BeposTHO 11a ca 1mo-
TOJIEMH 110 BpEMe Ha BTOPHUS U TPETHS TPUMECTHP Ha OPEMEHHOCTTa, Thid KATO MOHOKJIOHATHUTE
aHTHTEIIa PEMHUHABAT Tpe3 TUIAIICHTATa 110 JITHESH MOJIEN C HallpeBaHe Ha OpEMEeHHOCTTa, KaTo Hali-
TrOJIIMO KOJIMYECTBO IPEMUHABA IIPE3 TPETUS TPUMECTHD.

Kspmene

He e uzBecTHO Nanmu ieHO3yMab ce eKCKpeTrpa B KbpMaTa. He Moxe Ja ce M3KITI0YH PUCK 32
HOBOpoJeHHuTe/KbpMaueTara. [IpoyuBanus npu ,.knockout mumkn™ nokassar, ue auncara Ha RANKL
10 BpeMe Ha OpPEeMEHHOCTTa MOXKE /1a TIOBJIHSAC BbPXY Ch3PABAaHETO HAa MIICUHUTE JKJIE3H, BOJEIIO JI0
HapylIleHa JIaKTalus cliel] pakaaHe (Bxk. Touka 5.3). TpsOBa na ce B3eMe pellleHne Tajiu Ja ce
IPEyCTaHOBH KbPMEHETO MIH JIa CE NIPEYCTAaHOBH JiedyeHHeTo ¢ Jubereq, karo ce B3eMar npeaBua
1oJ3aTa 0T KbPMEHETO 32 HOBOPOACHOTO/KbPMAUETO M TI0JI3aTa OT TepamusTa 3a >KkeHara.

DepTunurer

Hswma nannu 3a edexra Ha feH03ymMal BbpXy depTuinTera npu xopa. [Ipoydusanus npu >KUBOTHU HE
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MMOKa3BaT IMPEKTHH WU MHAUPEKTHHU BpeaHN ePEKTH BHPXY depTrinTeTa (BX. Touka 5.3).
4.7  EdexTu BbpXy cnocodHocTTa 32 IodupaHe 1 padoTa ¢ MAIIUHH

JeHo3ymab He MOBIHsIBa WIIH TIOBIHSBA MPEHEOPEKUMO CITIOCOOHOCTTA 3a modupaHe U paboTa ¢
MaIlHH.

4.8 HexenaHu JeKapCcTBeHHN pPeakIuu

O0600mmenue Ha mpodria Ha 0€30MaCHOCT

O6musaT nmpodui Ha 6€30TTACHOCT € B CbOTBETCTBHE C BCHYKH 0I00pEHH TTOKa3aHMsI 3a IEHO3yMao.

XHIMOKANINEMUS CE€ ChOOIIIaBa MHOTO YECTO CIIe/T MPHIIOKEHHE Ha AEHO3yMal, MPeINMHO IIpe3 ITbPBUTE
2 cenMHUIH. XHUTOKAIITUEMHATa MOYKE Ja € TeXKKa 1 CHMIITOMAaTHYHA (BX. TOUKa 4.8 — omucaHue Ha
M30paHu HeXXEIaHH peakiuu). HaMmanssaHeTo Ha cepyMHUsI Kalllluii OOMKHOBEHO C€ OBJIAISIBA 110

MOJIX OIS HA4MH C TTIOMOIIITa Ha J00aBKH C Kauiuil u BuTamuH D. Hali-uectara HexxkenaHa peakius Ha
JIeHO3yMab € MyCKYITHO-cKeleTHa Ooinka. Cilydan Ha OCTEeOHEKpO3a Ha 4erocTTa (BK. Touku 4.4 1 4.8 —
ONKCaHue Ha N30paHU HEXKEITAHU PEAKIMK) ca HAOJI0JaBaHH YECTO MPU MAIUEHTH, TPUEeMAaIIH
JIeHO3yMao0.

TabauueH CIMCHK HA HEKETAHNUTE PCaKInu

W3non3eana e cnenHaTa KOHBEHIMSA 32 KITAaCU(HUKAINS Ha HEXKEJIAHUTE JIEKAPCTBCHHU PEAKIIUH Bb3
OCHOBA Ha YeCTOTaTa B YeTHPH KIMHUYHU NpoyuBanus (aza 1, nBe xiwamyHN poyuBanus daza |l u
MMOCTMApKETHHT OB oTHT (BK. Tabmuma 1): maoro wectu (> 1/10), wectu (= 1/100 go < 1/10), Heuectn
(= 1/1 000 mo < 1/100), peaxu (= 1/10 000 xo < 1/1 000), mHOTO penku (< 1/10 000) u ¢ Hen3BecTHa
yecToTa (0T HAIMYHHUTE JaHHU HEe MOXKe Jla Ob/ie HampaBeHa olieHka). [Ipu Besko rpynupane B
3aBHCUMOCT OT YE€CTOTaTa ¥ CUCTEMO-OPTaHHMSA KJlac, HeXKEJIaHUTe PEaKUH ce N30posBaT B HU3XOISAII
pell 10 OTHOIICHHUE Ha TAXHATA CEPUO3HOCT.

Taéanna 1. Hexxenanu peakuum, cbo0IeHH NPHU MANUEHTH ¢ HANPEIHAJIM 3J10Ka4YeCTBeHU
3200/151BaHMS], 3aCATALIM KOCTHTE, MHOKECTBEH MHEJIOM MJIU C THTAHTOKJIEThbYeH TYMOP Ha
KOCTTa

CucreMo-opraHeH KJjac 1o Kareropust yectota He:xenanu peakuun

MedDRA

Heomnasmu nobpokavecteny, | Yectu HoBo mbpBUYHO 3710Ka4eCTBEHO

3JI0KQ4ECTBEHH 3abomsBane’

HeonpeAeIeH! (BKIIOYUTETHO

KHCTH U

TIOJIVIIN )

Hapymenns na umyHHaTa Penku JlexapcTBeHa

cucreMa CBPBXYYBCTBUTEIHOCT *
Penxu AnadunakTiuna peaxius’

Hapyienus Ha MmeTaGosausma 1| MHOro yectn Xunokanuuemus™ 2

XpaHEHETO Yectn Xunodocharemust
Heuectn XumnepkanueMus cie

HpeKpaTsBaHe Ha JIEUEHHUETO TIPH
MAIMERTH C TUTAHTOKJIETHYEH
TyMOp Ha KocTTa®

Pecniuparopuu, rppaau 1 MHoro yectn HucmHes
MeANACTUHAIHU
HapylIeHus
CromarHo-4peBHH HapymeHns| MHOro yectu Hunapus
Yectn Excrpakius Ha 360

UecTtun Xunepxuaposa




Hapymenus Ha koxaTa u Heuectn JluxenouniHu
MOJIKOKHATA ThKaH JIEKapCTBEHH PeaKiuu’
Hapymienus na MHoro uectu MyckynHo-ckeneTHa 6onkal
MYCKYJIHO-CKeJIeTHaTa Yectn OCTeOHEKPO3a Ha YemocTTa
CUCTEMa U ChbeUHUTEIHATA Heuectn AtunmuHa paxTypa Ha
THKaH Oenpenara Koct!
C Heu3BeCTHA 4eCTOTa OcteoHnekpo3a Ha
BBHIIIHHSA CIIYXOB
npoxox>*

! Bwxre TouKa ,,Onrcanne Ha U30paHy HEXENaH! Peakiun’
2 Bukre TOUKa ,,JIpyry CHIENMAHY MOTyJIaiuy”

3 Buxre Touka 4.4

4Eext Ha K1aca JiekapcTsa

Omnncanne Ha M30paHu HEXKEIAHU PEAKIIUU

Xunokanyuemus

B ximHUYHATE U3MMTBAHNUS 32 PEAOTBPATABaHE HAa CHOUTHS, CBBp3anu ¢ kocTHaTa cuctema (CCK) e
Ha0Jro1aBaHa Mo-BUCOKA YECTOTa Ha XUITOKAIIMEMUS [P yYaCTHUIIH, JIEKYBaHU C JCHO3yMal, B
CpaBHEHHE ChC 30JIEJPOHOBA KHCEIHHA.

Haii-Bucokara yectora Ha XUMOKAJIIIUEMIS € HaOM0AaBaHa B KITMHIUYHO n3nuTBaHe ¢asa 1l mpu
MAIMEeHTH C MHOXXeCTBeH MuenoM. Cro0IiaBa ce 3a xumokanuueMus npu 16,9% ot nanueHTuTe,
JeKyBaHH ¢ JeHo3yMab u 12,4% ot manueHTuTe, JeKyBaHHU ChC 30JIeIPOHOBA KcennHa. HamamnsBane
Ha HUBATa Ha CEPYMHUsI KU cTeneH 3 ce HaOmonasa npu 1,4% ot nanueHTuTe, JICKYBaHH C
neHozymab u 0,6% oT manueHTHTe, JISKYBaHU ChC 30JIEAPOHOBA KrcenrHa. HamansBane Ha HUBaTa Ha
CepyMHHUSI KaJIuii cterieH 4 ce Habmomasa npu 0,4% oT marnueHTure, JeKyBanu ¢ geaoszymad u 0,1%
OT MAIMeHTHUTE, JIEKYBaHH ChC 30JIeJPOHOBA KHCETHHA.

B Tpu knuHUYHN n3nuTBaHus (asa [11, KOHTpOIHpaHH C AKTUBHO BEILIECTBO HPH MAL[MEHTH C
HaInpeIHAIM 3JI0KaueCTBEHH 3a00IIBaHUsI, 3aCsrallld KOCTHTE, XUTTOKAIIIHEMUs € choOmena npu 9,6%
OT MAIMEHTHUTE, JICKYBaHU ¢ AeH03yMal u 5,0% OT manueHTure, JeKyBaH! ChC 30J1€JPOHOBA KHCEIMHA.

HamasnsiBane Ha cepyMHHUTE HUBA Ha KaJui crerneH 3 ca umanu 2,5% oT naleHTuTe, JIeKyBaHH C
neHo3ymab u 1,2% oT manueHTuTe, JIeKyBaHU ChC 30JIeJJpOHOBA KucennHa. HamansBane Ha cepyMHHTE
HUBA Ha Kanui crened 4 ca umanu 0,6% OT manueHTuTe, JeKyBaHu ¢ neHo3ymao u 0,2% ot
MaIMeHTUTE, JIKYBaHH ChC 30JICIPOHOBA KHCEIHHA (BK. TOUKa 4.4).

B JABC KIIMHUYHU U3IIUTBAHUA (1)333 IIc €IHO paMO IIpH NAIMUCHTH C TUTAHTOKJICTHYCH TYMOP Ha KOCTTA,
XHUIIOKAJIaAIIMEMMUA € C’LO6H_IeHa npu 5,7% OT NIallMCHTHUTC. Hwuro €IHO OT HCXCIIaHUTC CHLOUTHS HE Ce
cyuTa 3a CEPHUO3HO.

Cpo0mraBa ce 3a TeKKa CHMITOMATHYHA XUTTOKAIITUEMHS (BKIIFOUUTEITHO JIETaTHH CIIy9Yan) Ipu
MOCTMapKETHHIOBATa yIoTpeda, KaTo MOBEYETO CIIyYan ca HACTHIIMIN B ITbPBUTE CEAMHUIINA OT
HAYaJIoTOo Ha JieueHneTo. [Ipumepn 3a KIIMHUYHY TPOSIBU HA T€KKA CUMIITOMATHYHA XUITOKAIIIUEMUS
BKJIIOUBAT yAb/DKkaBaHe Ha QT-MHTepBasia, TETaHUs, IbPUYOBE U HAPYIIEHO NICUXUYHO ChCTOSIHUE
(BxITIOUUTENHO KOMa) (BK. ToUKa 4.4). CHMITOMUTE HA XUMTOKAIIUEMHS B KIIMHUYHNATE TPOYIBAHHS
BKJIFOYBAT MMAPECTE3NH WIM MYCKYJIHA CKOBAHOCT, TIOTPETIBAHMS, CTIa3MH U MYCKYJTHH KPaMIIH.

Ocmeonexposa na wenrocmma (OHY)

B xnuHnuHuTe M3nutBanus yecrorata Ha OHY e 6uiia mo-BucoKa NpH MO ToJisiMa MPOABJDKUTEIHOCT Ha
excnozunusata; OHY e nuarHocTunupaHa U ciiesl CIMpaHe Ha JISYEHUETOo ¢ AeH03yMal, KaTo 1o-
rojsiMaTa 4acT OT CIIy4auTe ca HaCTHIIMIIM B paMKHUTE Ha 5 Mecela ciell mocneaHaTa go3a. Ilamuentu c
npenxoxaaiia anamiesa 3a OHY uinu ocTeoMHenUT Ha 4eIocTTa, akTUBHO 3a00IIs1BaHe Ha 3b0UTe WK
YeJII0CTTa, U3UCKBAIl0 XUPYPTUYHA MHTEPBEHIIMA B YCTHAaTa KyXMHA, HE3a3/paBsula paHa Cle]
XUpPYPruvHa MHTEPBEHIMS Ha 350HUTe/yCTHATA KYXHHA, WM BCSIKA IJIaHUpaHa NHBa3UBHA
CTOMATOJIOTHYHA MPOLEeypa, ca OMIN U3KIIIOYEH! OT KIMHUYHUTE U3IMUTBAHUSI.



B knuHnuHMTe M3nuTBaHus 3a npegoTeparsBane Ha CCK e HaO/roqaBana mo-Bucoka yecrora Ha OHY
MIPH YYaCTHHIIN, JIEKYBaHU C IEHO3yMa0, B CpaBHEHHE ChC 30JIeAPOHOBA KrcenrnHa. Hali-Bucokara
yectora Ha OHY e HabmoaaBaHa B KITMHUYHO M3nuTBaHe ¢asa Il mpu nanueHTH ¢ MHOKECTBEH
MuenoM. B nBoitHocsmara ¢a3a Ha gedenue Ha Toa usnutBane OHY e notewpiaena npu 5,9% ot
MAIMEHTHTE, JIEKyBaHHU C IeHO3yMal (Mequana Ha excriozunusaTta 19,4 mecena; rpaannu 1 — 52) u mpu
3,2% oT manmeHTuTe, JeKyBaHU ChC 30JIepOHOBA KucennHa. [Ipy 3aBppuIBane Ha ABOWHOCTANATA (pa3a
Ha JIeYeHHEe Ha TOBa U3MHUTBAHE KOPUTHpaHaTa 3a MallMeHTOrOANHY YecToTa Ha noTBbpAeHa OHY B
rpymara Ha JIeHo3yma0 (Menuana Ha ekcriosunusTa 19,4 mecena; rpanumu 1 - 52) e 2,0 3a 100
MAIMEHTOTO/IMHY 10 BpeMe Ha ITbpBaTa ToJInHa oT JieueHuero, 5,0 mpe3 BropaTa ronuHa u 4,5 cnen
tToBa. Menuanara Ha Bpemero 10 OHY e 18,7 mecena (rpanunu: 1 - 44).

IIpu ocHOBHHTE (pa3u Ha JIeUCHUE HA TPH KIMHUYHH M3NUTBaHUSA ¢aza I1I, KoHTpoupaHu ¢ aKTHBHO
BEIIECTBO MPH MaMEeHTH ¢ HAallPeIHAIH 3JI0Ka4eCTBEHN 3a00sBaHmsl, 3acsramu kocture, OHY e
notebpAeHa npu 1,8% ot manuenTture, 1eKyBaHu ¢ JeHO3yMal (Menuana Ha ekcriozunusata 12,0 mecena;
rparumy: 0,1 —40,5) u 1,3% oT manueHTHTE, IEKyBaHHU CHC 30JI€APOHOBA KucenuHa. KimHnaauTe
XapaKTePUCTHUKH Ha TE€3H CIydad ca OWIN eHAKBU MEXIy TpynuTe Ha jedeHue. Cpes y9acTHUIINTE C
norebpaeHa OHY, nmosedero (81% mnpu ABeTe rpynu Ha JIeUeHHE) ca UMalIM aHAMHE3a 32 eKCTPaKIHs Ha
350, JIOIIa YCTHA XUTHEHA W/WIH 360HU KOHCTPYKIWH. [ToBE4eTO OT yYaCTHUIIUTE ca TOTyJdaBalld I
MOJTy4aBaT XUMHUOTEPAITHS.

M3nuTBaHUsATA IPH MALMEHTH C PaK Ha I'bpAaTa WIN IpocTaTaTa BKIIOYBAT (aza Ha MPOABIHKEHO
JedeHue ¢ aeHo3ymad (Meauana Ha obia excriosunus 14,9 mecena; rpanunu: 0,1 — 67,2). ITo Bpeme Ha
¢azara Ha npoasmkeHo eueHre OHY e moTebpaena mpu 6,9% ot marpieHTuTe ¢ pak Ha I'bpJaTa u pak
Ha IpocTarara.

Kopurupanara 3a narnpeaToronnau ooma yectora Ha notebpaeHa OHY e 1,1 3a 100 manmenTOTOTMHN
npe3 IrbpBaTa roJHa Ha Je4eHUeTo, 3,7 mpe3 Bropara roguHa u 4,6 cies toBa. MeauaHara Ha BpeMETO
10 OHY e 20,6 mecena (rpanumnu: 4 - 53).

Hepannomusupano, peTpocreKTHBHO, 00CEpBAIIMOHHO MTPpOoy4BaHe rpu 2 877 MallMeHTH ¢ pax,
JIEKyBaHH C JleHo3yMal wim 307ieApOHOBa KucenuHa, B LlIsernns, Janus u HopBerus moka3ssa, ue 5-
TOJIMIITHATA YECTOTA Ha 3a001eBaeMOCTTa OT MeauIIMHCKY oTBbpaeHa OHY e 5,7% (95% ClI: 4,4, 7,3;
MeauaHa Ha BpeMmeTo Ha npocienssade 20 mecemna [rpanuiu 0,2 — 60]) B KoXopTa MalueHTH,
nosryyaBamm aerozymad, u 1,4% (95% CI: 0,8, 2,3; meauana Ha BpeMeTo Ha mpociensBane 13 mecena
[rparutu 0,1 — 60]) B OTHENHA KOXOPTa NAIMEHTH, MTOTyJaBaIly 30JIe[POHOBA KHUCEIHNHA.
[eTroaumiHara yectora Ha 3a0oneBaemMoctta 0T OHY npu nanueHTuTe, npeMrUHaIN OT 30JIeJPOHOBA
KHCeJIMHA Ha JieH03yMa0, e 6,6% (95% CI: 4,2, 10,0; meauana Ha BpeMeTO Ha mpocie/asBane 13 mecera
[rpanum 0,2 — 60]).

B ximHnvHO n3nutBane dasa |l mpu nanuenT ¢ HeMeTacTa3upal pak Ha mpocTaraTa (OIyJIaIys
MAIUeHTH, 32 KOUTO JIEHO3yMal He € MOKa3aH), ¢ MO-MPOABIDKUTEITHA EKCITO3UIIHS Ha JICYCHHE 10 1
TOJIMHH, KOpUT'HpaHaTa 4ecToTa 3a naruenToroanyau Ha nmotebpaena OHY e 1,1 3a 100 manueHToroquHu
pe3 I’bpBaTa roarHa Ha jieuenue, 3,0 npe3 propara roguHa u 7,1 ciies Tosa.

B aparocpodHo oTKpuTO KIMHUYHO M3nuTBaHe (asa Il mpu nmanueHTH ¢ ruraHToKIeThbueH TyMOp Ha
koctta ([IpoyuBane 6, Bx. Touka 5.1) OHY e nmotBwpaeHa mpu 6,8% OT MaIUEHTUTE, BKIIOUYUTEITHO
e/IvH roHoa (MeauaHa Ha Opost Ha 34 no3u; rpanuiy 4 — 116). [Ipu 3apspiIBaHe Ha U3MUTBAHETO
Me/lrMaHaTa Ha BPEMETO B M3IMTBAHETO, BKIIOYUTENHO (hazaTa Ha MpOCieAsiBaHe 3a 0€30M1aCHOCTTa, €
60,9 mecena (rparunu: 0 — 112,6). Kopurupanara gectora 3a HalpeHTOroAnH Ha moTBhpaeHa OHY e
o6mo 1,5 3a 100 manmentoroanau (0,2 3a 100 marueHTOr0IMHA TIPE3 IIhpBaTa FOIMHA HA JICUEHUETO,
1,5 npe3 BropaTa roauHa, 1,8 npes Tperata ronuHa, 2,1 npe3 4eTBbpTaTa roauHa, 1,4 mpes nerata
roauHa u 2,2 ciest ToBa). Menuanara Ha Bpemeto 1o OHY e 41 mecena (rpanumm: 11 - 96).

C@bpS’CIHM cJjlekapcmeomo peaKkyuu Ha c6pvX4yeCmeumeHocm
HpI/I MOCTMApPKCTUHI'OBATa yrIOTpe6a ca C’BO6H_IaBaHI/I CHLOUTHS HA CBPBXYYBCTBUTCIHOCT,

BKITFOUUTEITHO PEIKU CITydal Ha aHa()UIAKTHYHU PEaKIUy MPH NAIEeHTH, [TOJIyYaBally JeHo3yMa0.

Amunuunu ppaxmypu Ha bedpenama Kocm



B mporpamara oT KIMHUYHN U3MUTBAHUS aTHITAYHU QpakTypH Ha OelpeHaTa KOcT ce ChoOIaBar
HEYeCTO MPH MAIUEeHTH, JIEKYBaHH C JeHO3yMal, 1 PUCKBT C€ YBEIHYaBa IpH MO-TOIIMa
MPOABIDKUTEIHOCT Ha JieueHneTo. ChOUTHATA ce MOABABAT IO BpeMe Ha JISYEHHETOo U 10 9 Mecena cief
npeKpaTsaBaHe Ha JieueHHeTo (BXK. Touka 4.4).

Myckynno-ckenemna 601ka

[Tpu mocTMapKeTHHroBaTa ynotpeda nmMa chboOILICHHUS 32 MyCKYJIHO-CKEIeTHa 00JIKa, BKIFOUUTEITHO TEXKKH
Cllydyau, IpY NalMeHTH, NI0JIy4JaBaly AeH0o3yMa0. B KIIMHUYHY N3MUTBAaHUS, MYCKYJIHOCKEIEeTHa O0Ka ce
ChOOIIaBa MHOT'O YECTO U B JIBETE I'PYINHU Ha JIEYEHUE — C AEHO3yMal U 30JIeHAPOHOBA KUCEIUHA.
MyckynHo-cKkeneTHa 00Jka, BoJela 10 IpeyCTaHOBsIBaHE Ha M3IIUTBAHOTO JIUeHHe, ce ChoOIIaBa
HEYeCTo.

Hoeo nvpeuuno 3nokauecmseno 3abonasame

[Tpu ocHOBHUTE ABOIHOCHIENH (a3u HA JIEUeHUE HA YSTUPH KIMHUYHU m3nuTBanus ¢asa I1I,
KOHTPOJIMPAHU C aKTUBHO BELIECTBO, IPY MALMEHTH C HAIIPEIHATIH 3JI0Ka4eCTBEHH 3a00IsBaHus,
3acsraiiy KOCTHTE, HOBO ITbPBUYHO 3JI0Ka4e€CTBEHO 3a00sisiBaHe ce chobmaBa nmpu 54/3 691 (1,5%) ot
MAIUCHTHUTE, JICKYBaHH C JICHO3yMa0 (MeauaHa Ha ekcriosunusata 13,8 mecena; rpanunu: 1,0 — 51,7), u
npu 33/3 688 (0,9%) oT manueHTuTe, IEKyBaHU ChC 30JIEPOHOBA KUCEINHA (MEaaHa Ha
ekcriosunusTa 12,9 mecena; rpanuim: 1,0 — 50,8).

KymynatuBHaTa 4ectora 3a eHa rofiHa e cboTBeTHO 1,1% 3a neno3ymab u 0,6% 3a 30meaponoBa
KHUCEIHMHA.

He ce Ha6JIIOI[aBa sICHA, CBbp3aHa C JICHCHUCTO TCHACHIMA P OTACIIHUTE OHKOJIOTHUYHU 3a00JIIBaHUs
WA TPYIIUTE OHKOJIOTUYHU 3a00IIIBaHUS.

Jluxenouonu nexapcmeenu peakyuu
Cro01maBa ce 3a IMXCHOUIHU JIEKAPCTBEHH Peakiiy (HaIpUMep peaKiluy, MoJ00HN Ha TUXEH

HJ'IaHYC) IIpU MaOUCHTHU B IOCTMAPKETUHI'OBU YCJIOBHH.

IleguaTpuyHa nomyJaamus

Jeno3ymab e uscnenBaH B €IHO OTBOPEHO M3MUTBAHE, KOETO BKJIIOYBA 28 IOHOIIN ChC 3aBbPIICHO
CKEJIETHO pa3BUTHE C TMTAHTOKJIETHYEH TYMOp Ha KOCTTa. B3 OCHOBaA Ha Te3M OrpaHWYEHH JTaHHHU,
npoUIBT Ha HEXENAHUTE PEaKIK € CXOACH C TO3H IIPU Bb3PACTHHU.

Cro01maBa ce 3a KITMHUYHO 3HaYMMa XUIepKaIueMus Cliel IpeKpaTsIBaHe Ha JICYEHHUETO pU
MMOCTMApKETHHIOBaTa yrnoTpeda Mpu MeANaTPpUIHU MalueHTH (BX. Touka 4.4).

I[DVI‘ U CIICTIMAJTHU MTOMmyJIalli

bvopeuno yspescoane

B knmMHMYHO M3NKMTBaHE NPH MAUEHTH 03 HallpeaHal PaK ¢ TeXKa CTeleH Ha ObOpevHo yBpexXaaHe
(xpeatnrnHOB KIMpbHC < 30 MI/Min) nim KouTo ca Ha AWaTU3a, ©Ma MO-TOJISIM PUCK OT pa3BHTHE Ha
XUIOKAIIUEMHSI, aKO HE ce J00aBs Kanui. PUCKBT OT pa3BuTHE Ha XHITOKAIIMEMHS 110 BpeMe Ha
JieYeHHe C JeHO3yMal € MO-TOJISIM C HapacTBaHE Ha CTeNeHTa Ha ObOpeUHo yBpexkaaHe. B KimHUYHO
M3MUTBaHE MPH NAlMEeHTH 0e3 HanpeaHal pak, 19% oT nauueHTHuTe ¢ TeXKa CTeleH Ha ObOpedHo
yBpexIaHe (kpeaTHHUHOB KiHpBHC < 30 ml/min) 1 63% oT manueHTHuTe, KOUTO ca Ha TUaln3a, ca
Pa3BUIIN XUIOKANIIMEMHS BBIIPEKH JOOABSIHETO Ha Kainuii. O0mara 4ecToTa Ha KITIMHHYHO 3HAYMMa
XHITOKaJIIeMust € 9%.

HabnromaBaHo € ChINO W CHITBTCTBAIIO OBUINIABAHE HA MAPATUPEOUTHUS XOPMOH TPH MAIIMEHTH C
TEXKa CTETIeH Ha ObOPEYHO yBpEeXkKIaHE WM Ha TUalIN3a, KOUTO MOIy4aBatr JeH03yMao.
[IpocnensBaneTo Ha KANIUEBUTE HUBA U JOCTATHUHUAT IIPUEM Ha Kamiuii 1 ButaMuH D e ocoOeHo
Ba)KHO IIPH MAIHEHTH ¢ OB0peuHo yBpexaane (Bxk. Touka 4.4).

CT)06I]_IaBaHG Ha 110031 paHd HEXKCIaHW PCAKIITNH

C'I)06I]_[aBaHGTO Ha MMOJ03UPAaHU HCKCIIAHU PCAKIINHU CJIC]] pa3pClIaBaHe 3a yHOTpe6a Ha JICKapCTBCHUA
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HPOIYKT € BaykHO. ToBa MO3BOJIsIBA /1a MPOABIDKN HAOTIOICHUETO Ha CHOTHOIICHHUETO 1T0JI3a/pHCK 32
JIeKapCTBEHUS MPOAYKT. OT MEAMLIMHCKHUTE CIICLHAINCTH C€ U3UCKBA Aa ChOOIIABAT BCAKA OJO3UPAHA
HE)KeNaHa peakiys Ype3 HallMOHaHa cucTeMa 3a choOIaBaHe, mocodena B [Ipunoxenue V.

4.9 Ilpeno3upane

Hsma onut ¢ npepo3upane npu KIMHAYHATE Tpoy4BaHus. JleHo3yMal e mpujiarad npu KIMHUYHHA
npoyuyBaHus B 1034 10 180 mg Ha Bceku 4 ceqmuiy 1 120 mg 3a 3 cegMULIH.

5. DPAPMAKOJIOT'NYHU CBOUCTBA

5.1 ®apMakoguHAMHYHH CBOWCTBA

®dapmakoTepaneBTH4Ha rpymna: JlekapcTsa 3a IeueHrne Ha KOCTHH 3a0o0isBaHus — J{pyru iekapcTna,
MOBJIMSBAIIM KOCTHATa CTpyKTypa u Munepaiuzauusi, ATC koa: MO5SBX04

Jubereq e Ouonono0eH nekapcTBeH NpoaykT. [logpoOHa nHpOpMaIKs e mpeaocTaBeHa Ha yeOcaiita Ha

EBpomneiickaTa areHuus 1o jekapcrpata https://www.ema.europa.eu.

MexaHn3bM Ha AEUCTBHE

RANKL cpiecTByBa Kato TpancMeMOpaHeH win pa3tBopuM npotenH. RANKL e kpaiino HeoOxoanm
3a 00pa3yBaHeTO, (PYHKIHMOHMUPAHETO U MPEKUBIEMOCTTA Ha OCTEOKIACTUTE, CAMHCTBEHUSAT BU
KJIETKH, OTTOBOPHH 32 KOCTHaTa pe3opOuus. [loBulieHaTa ak THBHOCT Ha OCTEOKIIACTUTE, CTUMYJIMPAHU
ot RANKL, e ki110490B MeiMaTop 3a KOCTHATa IECTPYKLMS MPH METACTATHYHN KOCTHH 3200 IsIBAHUS H
MHOKECTBEH MHeIoM. JIeHo3ymab ¢ 4oBeniko MoHokIoHaIHO aHTuTsUI10 (1gG2), Koeto TapreTupa u ce
CBBbP3Ba ¢ BUCOK apuHuTeT U crienuduuHocT ¢ RANKL, kato npegoTBpaTsiBa nossarta Ha
B3aumoerictBueTo RANKL/RANK u Bosu 10 HaMajieH Opoi OCTEOKIaCTH U HAMaJICHHE Ha TSIXHaTa
(GyHKLMS, KaTo MO TO3M HAYMH HaMaslsiBa KOCTHATa Pe30pOLHMs M KOCTHATA JeCTPYKLIHS, MHIYLUpaHa OT
paxkoBH 3a00JIsIBaHHS.

['MraHTOKJIETHYHUTE TYMOPHU Ha KOCTTA CE XapaKTEPU3UPAT ¢ HEOIIACTUYHH CTPOMAJTHU KIICTKH,
excripecupamy RANK nurang n mogo0HM Ha OCTEOKIACTH THTAHTCKH KIIETKH, ekcripecupamy RANK.
[Tpu marueHTH ¢ TMrAHTOKJIETHYEH TYMOP Ha KOCTTa, IeHo3yMab ce cBbp3Ba ¢ RANK nuranma, kato
3HAYUTEITHO HaMaJIsIBa WM SJIMMUHUPA MTOJJOOHUTE HA OCTCOKJIACTH TMTaHTCKHU KJIETKU. B pesynrat Ha
TOBA OCTEOJIM3aTa HAMAJIABA U MpoJiM(epaTUBHATA TYMOPHA CTPOMA CE 3aMeCcTBa ¢ HernpoudepaTurHa,
JudepeHnpana, IrbTHA HOBOOOpa3yBaHa KOCT.

(DaDMaKO JVMHAMUYHAU Cd)eKTI/I

B xnmmanyHM n3nuTBaHus Qasa Il mpu manyeHTH ¢ HanpeaHaTN 3I0Ka4eCTBEHN 3a00IsIBaHMS,
3acsramy KOCTUTE, TIOJKOKHOTO (S.C.) IPIIIOKEHHUE Ha JeH03yMab Ha Beeku 4 ceamutin (Q4W)
i 12 ceamuny Boau 10 Obp30 HaMalsIBaHe Ha MapkepuTe 3a KocTHa pe3opouust (UNTX/Cr,
cepymed CTXx), ¢ Mmenuana Ha HamasieHue oT npuoau3uTenHo 80% 3a UNTX/Cr, nmosisiBaIio ce B
paMkuTe Ha | cenmMuIla, He3aBUCHMO OT MPE/IIECTBAaIla Tepanus ¢ OupochoHATH UK OT
n3xoaHoTo HUBO Ha UNTX/Cr. B knmanunm nznursanus ¢asa 1l npu nauueHTn ¢ HanpeaHamu
3JI0KQ4eCTBEHH 3a00JIsIBaHUS, 3acCATalIN KOCTUTE, cpeaHoTo Hamanenue Ha UNTX/Cr ot
npubmusutenHo 80% ce e 3aabpikano npe3 49-te ceqMuIy Ha jiedeHue ¢ Aerno3ymad (120 mg na
BCEKH 4 CeIMUIIN).

HNmyHorenHoct
ITo BpeMe Ha eUYEHUETO C IEHO3YMad MOXKE Jla Ce Pa3BUT aHTH-JIeHO3yMab anTuTena. He e
HaOJI0/JaBaHa BUIMMA BPh3Ka MEXK/Yy PA3BUTUETO HA aHTUTENA M PapMaKOKWHETHKATA, KITMHHIHUS

OTTOBOP MJIN HEXCIIAHUTC CHOUTHSL.

Knnnangna e(i)I/IKaCHOCT 1 0€30IaCHOCT OpHu NaNUuEHTH ¢ KOCTHH METACTAa3u OT COJTMIHN TYMOPH
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

EdukacHoctra 1 6e3omacHocTTa Ha 120 Mg neHo3yma0, npusarad S.C. Ha Bceku 4 ceMHIIN WK Ha 4
mg 30JIeIpOHOBA KHCETNHA (KOpUTHpaHe Ha J03aTa Py HaMajieHa Ob0pedHa QpyHKIus), MpuiIarana i.v.
Ha BCEKHU 4 CeIMUIIY, Ca CPAaBHABAHU B TPU PaHAOMH3HPAHU, TBOWHOCIEIN MPOYYBaHHs, KOHTPOJIUPAHH
C aKTHBHO BEIIECTBO MPH MAIMEHTH, KOUTO HE ca MoJlyyaBaiy i.v. oudocdonaru, ¢ HanmpegHa
3]I0KaYEeCTBEHH 3a00JISIBAHUS, 3aCATAIN KOCTUTE: Bh3PACTHU MAIMEHTH C PaK Ha rbpjaTa (poy4dBaHe
1), ApyTH CONMMIHU TYMOPH WM MHOKECTBEH MHETIOM (TIpOyYBaHe 2) U pak Ha MpocTarara,
pe3ucTeHTeH Ha KacTpauus (mpoyusane 3). [Ipu Te3u npoyuBaHusi, KOHTPOJIUPAHU C AKTUBHO
BEIECTBO, 0e30IMacHOCTTa € orleHeHa pu 5 931 manmenTy. [laruenTy ¢ npeanecTama aHaMHe3a 3a
OHUY mim 0CTEOMHUENUT Ha YETIOCTTa, aKTUBHO 3a00JIsIBaHe HA 3bOUTE HITU YENIOCTTa, H3UCKBAII0
XUpYPruvHa MHTEPBEHIIMS B YCTHATa KyXHWHA, HEM3JIEKyBaHO 3a00IsIBaHe ciie]l ICHTaIHa/XUPyPruiHa
MHTEPBEHLMS B yCTHATA KyXUHA WM KaKBaToO | Ja € IUIaHupaHa MHBAa3WBHA JICHTAJIHA MPOLeNypa, He ca
OWITH TTOJIXOJIAIIM 32 BKIIFOUBAHE B T€3H NPOy4BaHUs. [I[bpBUYHUTE U BTOPUYHUTE KPAHHU TOUKU
OLICHSIBAT MOsBaTa HA €JHO WJIH MoBeye chOnTHA, cBbp3anu ¢ kocTHaTa cuctema (CCK). Ilpu
MPOYYBaHUATA, TOKA3BAIIN PEBH3XOJICTBO HA AEHO3yMal CIpsIMO 30JICHAPOHOBA KHCENHA, Ha
MAIMCHTHUTE € TIPEATIONKESHO OTKPUTO TPUIIATaHe Ha IEHO3yMal B MPEABAPUTEIIHO OTpe/IesicHa 2-
rojuiHa (¢asa Ha IpobIDKEHHE Ha NeueHneTo. ChbOUTHE, CBBP3aHO C KOCTHATA CUCTEMA CE OTpees
KaTo BCSIKO €HO OT CJICAHUTE: MATONOrn4Ha (PpakTypa (MpeluieHHa WM HeMPElICHHA ), JIbYeTeparus
Ha KOCTTa (BKJIFOYUTEITHO YIIOTpeOa Ha PaIMOU30TOIN ), OTIepaIiis Ha KOCTTa WIH TPHOHAYHO-MO3bYHA
KOMIIpECHSI.

Jeno3zymab nHamansBa pucka ot nossata Ha CCK u nosiBara na muorokpatan CCK (mbpBuYHU 1
TIOCTIE/IBAIIH ) TIPH MAIUEHTH C KOCTHH METacTa3u Ha CONUIHH TyMOpH (BX. Tabmuma 2).

Tadauna 2. Pe3ynraTu 3a epuKacHOCT NPH MANMEHTH ¢ HANPETHAIH 3JI0KAYeCTBEHH
3a00JIIBAaHMA, 3ACATAINM KOCTHTE

IIpoyuBane 1 pak IIpoyuBane 2 IIpoyuBane 3 KomOuHupan
Ha rbpaaTa APYTH COJTUAHU pak Ha aBaHCHpaJ paK
TyMOpHU** WiIHn npocrarara
MHO KeCTBeH
MHEJIOM
[leHozyma0| 3onempo- |lenosyma6| 3omenpo- |[lenosymal 3onenpo-|enosymad 3onenpo-
HOBa HOBa HOBa HOBa
KHCEJINHA KHCEInHa KHCEJHHA KHCENNHA
N 1026 1020 886 890 950 951 2 862 2 861
[IspBo CCK
Menuana Ha NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
BpEMETO
(Mecern)
Pasnuka B NA 42 35 8,2
MeIuaHaTa Ha
BpeMeTo
(Mmecern)
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 mo-manka < 0,0001"/0,0101F 0,00077 / 0,06197 0,00027/0,0085" | <0,0001/< 0,0001
eduxacHoct/
IIpeBB3x0ICTBO
p-cToiiHOCT
st Ha 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
YYaCTHULIUTE
(%)
MMpoyuBane 1 IIpoyuBane 2 IMpoyuBane 3 Kom0unupan
pak Ha rbpaaTa APYTH COJUAHI Pak Ha mpocTarara aBaHCHPaJ paK
TyMOpU** WiIn
MHOKeCTBeH
MHET0M
Jlenozyma0| 3omenpo- |leno3ymad| 3omempo- |JleHozymab| 3omenmpo- |[leno3ymad| 3osempo-
HOBa HOBa HOBa HOBa
KHCEJINHA KHCEJINHA KHCEJIMHA KHCENMHA
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N |

1026 | 1020

886 | 890

950 | 951

2862 | 2861

II'vpBo u nocaenBamu CCK*

Cpenen
Opotii/marenT

0,46 0,60

0,44 0,49

0,52 0,61

0,48 0,57

CBOTHOIIIEHUE
Ha yecToTaTa
(95% ClI)/
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

IIpeBb3x0aCTBO
p-cToiHOCT

0,0012f

0,1447°

0,0085"

<0,0001

SMR 3a rogmaa

0,45 0,58

0,86 1,04

0,79 0,83

0,69 0,81

spBo CCK niim HCM

Menuana Ha
BpEMETO
(Mecern)

NR 25,2

19,0 14,4

20,3 17,1

26,6 19,4

HR (95% CI) /
RRR (%)

0,82 (0,70, 0,95) / 18

0,83 (0,71, 0,97) / 17

0,83(0,72,0,96) / 17

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

IIpeBb3x0ACTBO
p-cToiHOCT

0,0074

0,0215

0,0134

<0,0001

II'bpBo 00.1b4Ba

HE HA KOCTHUTE

MenuaHna Ha
BpEMETO
(Mecern)

NR NR

NR NR

NR 28,6

NR 33,2

HR (95% CI) /
RRR (%)

0,74 (0,59, 0,94) / 26

0,78 (0,63,0,97) / 22

0,78 (0,66, 0,94) / 22

0,77 (0,69, 0,87) / 23

IIpeBB3x0ACTBO

0,0121

p-cToitHOCT

0,0256

0,0071

<0,0001

NR = ne nocturnaro; NA = venpuioxumo; HCM = xunepkaniuemus B pe3yiTaT Ha 3JI0KauecTBeHo 3aboisiBane; SMR

= yecToTa Ha ckeseTHa 3abosieBaemocT; HR = Koedunument Ha puck; RRR = OTHOCHTEHO HaMaieHHe Ha pUcKa
TKopurupanu p-croiiHocTH ca npeacraBenu 3a npoyusanus 1, 2 u 3 (mbpso CCK u kpaifHu TOYKH 32 IIPBO U MOCIIEABAIIN
CCK); *bpoii Ha BcH4ku chOUTHS, CBBP3aHH C KOCTHUTE 3a IepHo/ia; OPOSHH ca caMo ChOUTHS MOSBUIIH ce > 21 nHu cien

MIPEAXOIHUTE.

** BKITIOUHTEITHO HeAPEOHOKIEThYUCH PaK Ha Oenus 1pod, pak Ha ObOpeKa, KOJOPEKTaJICH pak, IPeOHOKICTHYCH pak Ha Oesns
Jpo0, paKk Ha TIMKOYHUS MEXYp, paK Ha riiaBara U musTa, pak Ha [ IC/muKo40-TooBara CucTeMa APy, U3KIIOYBANKH paK
Ha TbpJIaTa W MpoCcTaTaTa.

13




®urypa 1. Kpusu na Kaplan-Meier 3a BpemeTo 10 nspBotro CCK 1o Bpeme Ha poy4YBaHeTO

[MpoyyBaHe 1* [MpoyyBaHe 2** [MpoyuyBaHe 3*
Dmab (N = 1 026) Dmab (N = 886) — Dmab (N =950)
104 e ZA (N = 1 020) e ZA (N = 890) ——  ZA(N=951)
&S
S 0,84
3
@ 0,6
g
= 04
g
‘E 0,2
& 004

Dmab |1026 697 514 306 99 4 ||86 387 202 9% 28 0 [|950 582 361 168 70 18
ZA 1020 676 498 296 94 890 376 194 86 20 2 [|951 544 299 140 64 22
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 6 12 18 24 30

Meceu, 0T npoy4BaHETO

GRH0447 v2

1N

o -

Dmab = [leHozymab 120 mg Q4W

ZA = 3onepapoHosa kucenvHa 4 mg Q4W N

= bpoit paHAOMU3NPaHN y4acTHNLM

* = CTaTUCTMYECKM 3Ha4MMO 3a NPEBBL3XOACTBO; ** = CTAaTUCTUYECKM 3HAUMMO 38 HE NO-Manka eduKacHoCT

[Iporpecus Ha 3a00JIBaHETO U 00IIA MPEKUBIEMOCT C KOCTHHA METACTa3! HA COJIMIHN TYMOPH

[Tporpecusita Ha 3200JIABaHETO € CXOJHA MEKAY JCHO3yMal U 30JI€JPOHOBA KHCEINHA IPU BCUUKUTE
TPH NPOYYBaHUS U TIPH MPEIBAPUTEITHO OIPECTICHUS aHAIN3 HAa KOMOWHAIIMATA OT TPUTE
MIPOYYBAHUS.

B npoyuBanus 1, 2 u 3, o01marta npexxuBsieMOCT € OajlaHCHpaHa MEX1y ICHO3yMald | 30JIeIpOHOBA
KHCEJIMHA TPY MALEeHTH C HalPeAHAIHN 3I0Ka4eCTBEHH 3a00JsIBaHMS, 3aCATALIN KOCTUTE: TTALMEHTH C
pak Ha rppaarta (koeguuueHTsT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), naumentu ¢ pak Ha npocTaraTa
(rxoedunuenTsT Ha puck ¥ 95% Cl e 1,03 [0,91, 1,17]) 1 manmeHTy ¢ APYTH COTUTHA TYMOPH WIIH
MHOKECTBEH MueJIoM (KoeduimeHTsT Ha puck u 95% Cl e 0,95 [0,83, 1,08]).

Post hoc ananu3 B npoyuBane 2 (MALMEHTH C APYTH CONUIHA TYMOPHU WIM MHOKECTBEH MHEIIOM)
u3cie/Ba o01iara MpexuBsieMOCT 32 TPUTE BHUJIA TyMOPH, U3IION3BaHH 33 CTpaTH(OUKAIHS
(HenpeOHOKIIEThYCH paK Ha Oenus poO, MHOKECTBEH MHENIOM U Jipyrn). O01ara npexxuBieMoCT €
H0-TbJIra 3a ICHO3yMal Mpu HeIpeOHOKIIEThYUCH pak Ha Oerust 1pob (koepunment Ha pruck [95% Cl]
ot 0,79 [0,65, 0,95]; n = 702) u mo-apira 3a 30JIeJpOHOBA KHCEIHHA TPH MHOYKECTBEH MUEIIOM
(xoedurment Ha puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxomHa MeXIy AeHO3yMal U
30JIeIPOHOBA KUCEIUHA IIPH JPYTUTE BUAOBE TyMopH (koeduiueHT Ha puck [95% CI] ot 1,08 [0,90,
1,30]; n = 894). ToBa npoyuBaHe HE € 32 KOHTPOJIMPAHE HAa IPOTHOCTHYHUTE (PaKTOpH U
AHTHUHEOIUTaCTUYHHUTE JieueHus. [Ipu koMOnHUpaH, MpeABapUTEITHO ONPEeieH aHaIN3 OT IPOYIBAHHS
1, 2 u 3, oOmaTa MPEKUBIAEMOCT € CXOJTHA MEXAY J€HO3yMal U 30JIEIPOHOBA KHCEeNWHA (KOSHHUITHEHT
Ha puck 1 95% CI 0,99 [0,91, 1,07]).

EdexTt BbpXy OoIKaTa

Bpemero 1o obnekuyaBane Ha OonkaTa (T.€., > 2 TOUKH HaMalsiBaHe OT U3XOJHOTO HHBO Ha CKOpa 3a
Haii-cuitHa Ooutka o ckanara Ha BPI-SF) e cxonHo Mexy neHo3ymab 1 3071eJpOHOBa KHCEIINHA TIPH
BCSIKO TIPOYYBaHE U B MHTETpUpaHKUTe aHaIM3u. B Post hoc ananu3 Ha KOMOMHUpPAHU HAOOPH OT
JTAaHHH, MeIaHaTa Ha BPEMETO J0 BIIOIIaBaHe Ha OoikaTa (CKOp 3a Hal-criiHa 00JIKa > 4 TOYKHW) MpH
NalMEeHTH ¢ Jieka 0ojKa nin 06e3 0osKa Ha U3XOJHO HUBO € 3a0aBeHa 3a AeH03yMal B CPaBHEHHUE ChC
3oneapoHoBa kucenuHa (198 crpsimo 143 gam) (p = 0,0002).

Knnnnyna eukacHOCT TP MALMEHTH C MHOKECTBEH MUEIIOM

Jeno3ymab e oleHsIBaH B MEXIyHAPOAHO, paHAoMHu3upaHo (1:1), ABOMHOCIANO, KOHTPOIUPAHO C
AKTUBHO BELIECTBO IPOYYBaHE, CPAaBHIBALIO AEHO3YMa0 ChC 30JI€POHOBA KUCEINHA TP NALIUEHTH C
HOBOJMarHOCTULIMPAH MHOXECTBEH MUENIOM, TPOYYBAHE 4.
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B toBa npoyuBane 1 718 manueHTH ¢ MHOYKECTBCH MUEJIOM H C ITOHE €IHA KOCTHA JIe3Hs, ca
paHmoMu3upaHu Aa moiy4daBaT 120 Mg meHo3yMad moaKoKHO Ha BcekH 4 cenmuri (Q4W), nim 4 mg
30JIeJJPOHOBA KHCEJIMHA HHTPABEHO3HO (1.V.) HA BCeKH 4 ceIMUIIM (KOPUTHpaHa 1032 CIIope.
O0bOpeunara GyHkIws ). M3mepuTen Ha MEPBUYHUS PE3yJITAT € IOKA3BaHE HA HE MTO-Majka e(pUKacHOCT
3a BpEMETO J0 IIbpBa M0sBa B IPOYYBAHETO HA ChOUTHE, CBHp3aHO ¢ KocTHaTa cuctema (CCK), B
CpaBHEHHE ChC 30JICIPOHOBA KKCceNnHa. V3MepuTennTe Ha BTOPUYHHUTE PE3yATATH BKIIIOYBAT
MPEBB3X0JICTBO 32 BpeMeTo 10 nosiBa Ha mspBo CCK, mpeBb3X0CTBO 32 BPEMETO JI0 MOsIBa Ha IIBPBO H
cienpamo CCK u obma npexussemocT. CLONTHE, CBBP3aHO C KOCTHATA CHCTEMA, CE€ OTPEACIII KaTo
BCSIKO €JTHO OT CJICJTHHUTE: MATONOTWYHA (PpakTypa (TpeluIeHHa WIH HelpelIeHHa), ThUeTepanus Ha
KOCTTa (BKIIIOUHMTEIHO YIIOTpeda Ha paron30TOIH), ONlepalys Ha KOCTTa MM TPhOHAYHO-MO3bYHA
KOMIIPECHSI.

B aBere rpynu Ha mpoyuBaHeTo 54,5% OT manueHTHTE ca MIaHUPaHU 32 aBTOJIOKHA TpaHCIIIaHTaIHs
Ha nepudepHu KpbBHH cTBONOBH KieTku (PBSC), 95,8% oT manueHnTHTe ca n3noi3Baiu/INIaHUpany aa
M3M0J13BaT HOBO aHTHMHUEJIOMHO CPEACTBO (HOBHUTE TEPAIIUK BKIIOUBAT OOPTE30MHUO, JICHATUAOMU HITH
TaIUAOMUN) IIPH IIbPBA JMHUS Ha JieueHue, a 60,7% ot nauuentute ca umanu npeauimno CCK. bpost
Ha MalMeHTHUTEe B JBETe rpynu Ha npoyuBaneto ¢ ISS cranuit I, craguii 11 u ctapuit II npu
ITOCTaBSHETO Ha AUarHo3ata ¢ choTBeTHO 32,4%, 38,2%, u 29,3%.

Cpennusar Opoii Ha mpuIoKeHUTE 103U ¢ 16 3a teno3ymad u 15 3a 301e1poHOBa KHCEIHHA.
Pesynratute 3a eukacHOCT OT poy4BaHe 4 ca npencraBeHu Ha purypa 2 u Tabnuna 3.

®durypa 2. Kpusu na Kaplan-Meier 3a spemero 10 nbpBo CCK npu nammentu ¢
HOBOAUATHOCTHIMPAH MHOKeCTBeH MHeJI0M

[eHo3ymab 120 mg Q4W (N = 859)
3oneppoHosa kucenHa 4 mg Q4W (N = 859)
10
S 08
o
&
o
é 06
I
g
§ 04
&
(=
02+
00 4
feHosyma6120mgQ | 859 583 453 370 303 243 197 160 127 99 77 5 35 223

3oneapoHo.a kncenuHa 4 mg Q 8?9 55?5 4|50 391 2818 2139 1|90 1:52 1125 95I 6&? 4|8 31 18
0 3 6 9 2 1% 18 20 24 21 30 33 3B I

MeceL, oT npoy4BaHeTo
N = 6poit paHEOMU3MPaHN y4aCTHULM
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Ta6auna 3. PesyaraTu 3a epukacHOCT HA 1eHO3YMAa0 B CpaBHEHHE ChC 30/1€JPOHOBA KHUCEJIUHA
NP NANUEHTH ¢ HOBOJAMATHOCTHIHPAH MHOKeCTBEH MUEJIOM

Henoszymad (N = 30J1epOHOBA KHCEJINHA
859) (N =859)
IInpso CCK
Bpoii na manuenture, konto ca nmanu CCK 376 (43,8) 383 (44,6)
(%)
Mennana na Bpemero 10 CCK (Mmecerm) 22,8 (14,7, NE) 23,98 (16,56; 33,31)
Koeduuuenr ua puck (95% CI) 0,98 (0,85; 1,14)
II'npsBo u ciensamo CCK
Cpenen Opoii ChOUTHSI/TTAITUEHT 0,66 ‘ 0,66
CrorHormenue Ha gyectorara (95% ClI) 1,01 (0,89; 1,15)
YecroTa Ha CKeJieTHA 3a00JIeBaeMOCT 32 0,61 0,62
rojJuHa
MspBo CCK i HCM
Menuana Ha BpeMeTo (Mecern) 22,14 (14,26; NE) ‘ 21,32 (13,86; 29,7)
Koedunuenr na puck (95% CI) 0,98 (0,85; 1,12)
IIbpBa TbUETEPANINS HA KOCTTA
Koedpunuenr na puck (95% CI) ‘ 0,78 (0,53; 1,14)

O011a npe:kuBAEMOCT

Koeguument Ha prck (95% CI) | 0,90 (0,70; 1,16)

NE = He e oneHumo
HCM = xunepkanuuemMus B pe3yiITaT Ha 3JI0Ka4eCTBEHO 3a00IsIBaHe

KnunnynHa ed)I/IKaCHOCT # 0€30IMacHOCT IIPpH BB3PAaCTHHU U IOHOIIH CHC 3aBbPIHICHO CKCJICTHO PA3BUTHUEC C
TUTAHTOKJICTHYCH TYMOP HAa KOCTTa

Bbe3zomnacHocTTa 1 ehMKacHOCTTA HA ICHO3yMa0 € U3Ce[BaHa B JIB€ OTKPUTH KIIMHUYHU U3ITUTBAHHS
¢aza Il ¢ exHo pamo (mpoy4uBanus S U 6), BKIFOYBAIIY 554 NAIllMEHTH C TUTAHTOKIEThUEH TYMOP Ha
KOCTTa, KOITO € HeornepaOuiieH WiIM U KOWTO omepanusTa Ou Ouina cBbp3aHa ¢ TeXKa 3a001eBaeMOCT.
[TaruenTrure nomyyasat 120 mg neHo3ymMab MOJKOXKHO BCEKU 4 CEJMHIIM C HATOBAapBaIla J103a 0T

120 mg na nen 8 u 15. [TanMeHTUTE, KOUTO ca MPEKPATHIIM JeHO3yMa0, Clie]] TOBa BJIM3aT BbB (hazaTa Ha
npocinensBaHe Ha Oe3omacHocTTa 3a Hai-Manko 60 Mecena. [loBropHO nevyenue ¢ reHo3ymad npu
NpocCieIIBaHEeTO Ha 0€30MMacHOCTTa € MO3BOJICHO 33 YYaCTHULIUTE, KOUTO IBPBOHAYAIHO ITOKa3BaT
OTTOBOP KBbM JeHO3yMal (Hamp. B ciIydail Ha peluaAnBHpaIIo 3aboisBane).

IIpoyuBane 5 BkitouBa 37 BBb3pacTHH MAMEHTH C XUCTOJOTUYHO MTOTBBPICH HEOIIepaOuiIeH WitH
PEIIMBUpAIll TUTAHTOKJIETHYCH TYMOP Ha KOCTTa. MI3MEepUTENAT Ha OCHOBHUS PE3yJITaT Ha U3IIUTBAHETO €
YecToTaTa Ha OTroBOp, AeuHUpaH Karo nmoHe 90% enMMUHUpPaHe Ha THTAHTCKUTE KIIETKH CIIPSIMO
W3XOJTHOTO HHUBO (MJIH ITHJIHO TUMUHHUPAHE HAa TUTAHTCKUTE KJIETKU B CIIy4auTe, KOTaTO THTaHTCKHUTE
KIICTKH MpeicTaBiasaBaT < 5% oT TyMOpHHTE KJICTKH) WU JTUTICaTa Ha IPOTPECHs Ha TIeJieBaTa JIe3Us Upe3
peHTreHorpad)CK1 M3MepBaHus, KOraTo HIMa HATMYHU XUCTONATONOTHYHU n3cnensanus. Ot 35-te
MaIMEeHTH, BKIIIOYEHH B aHanm3a 3a edukacHocT, 85,7% (95% CI: 69,7, 95,2) ca umanu TeparneBTHYEH
OTTOBOP KBM JICUEHUETO C JieHo3yMao. Berukute 20 marentu (100%) ¢ XHCTOIOTUYHU OLICHKH
OTTOBAPSAT HAa KPUTEPHUHTE 32 OTroBop. OT octaHanute 15 marmenty, mpu 10 (67%) pertrenorpadcknute
M3MEpBaHUs HE TIOKa3BaT MPOTPecHs Ha TapreTHaTa JIe3us.
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IIpoyuBane 6 BKII0YBa 535 BB3pacTHH WIIN IOHOIIH CHC 3aBBPIIICHO CKEJIETHO PA3BUTHE C
THUTaHTOKJIETBYCH TYMOP Ha KocTTa. OT Te3u manueHTH 28 ca Ha Bb3pact 12 - 17 ronunu. [Tanmenture
ca pasMnpeNieiCHH B €IHA OT TPU KOXOPTHU: KOXOpTa | BKITIOYBA MAIUEHTH C XUPYPTUIHO
HEBBH3CTAaHOBUMO 3a00JIIBaHE (HAIp. CAKPaJIHU, TPhOHAYHHU MM MHOKECTBEHH JIC3UH, BKIFOUUTEITHO
OerropoOHN MeTacTa3M); KOXOpTa 2 BKIIIOYBA MAIMEHTH C XUPYPTHYHO BH3CTAHOBUMO 3a00sIBaHE,
YUATO TUTAHUPAHA OTIEpAIHs CE CBBP3Ba C TEXKKA 3a00J1eBaeMOCT (HAIp. PE3EKIIHs Ha CTaBa, aMITyTaIus
Ha KPaHUK WM XEMUIICIBEKTOMHS); KOXOpPTa 3 BKIIOYBA IMAIIMEHTH, yI4aCTBAIM TIPEIU TOBA B
MpOyYBaHE 5 ¥ MPEMUHAIN B TOBA poy4Bane. OCHOBHATA IIeJI € J]a C€ OIIeH! MPO(IIBT Ha
0e301MmacHOCT Ha IEHO3yMal MPH YYACTHUIH C TUTAaHTOKIIEThYEH TyMOp Ha KOocTTa. M3mepurennre Ha
BTOPUYHHTE PE3YJITATH HA MTPOYYBAHETO BKIIOYBAT BPEME JI0 MPOTPECcHs Ha 3a00JsBaHETO (Bh3 OCHOBA
Ha OIIEHKA Ha M3CJICAOBATEIIsA) 332 KOXOpTa 1 U Jisia Ha MalMeHTUTE 0e3 KakBaTo | Ja OWIo oneparus Ha
Mecelr 6 3a KoxopTa 2.

B koxopta 1 mpu okonuarennus ananu3 npu 28 ot 260 nexyBanu nauuentu (10,8%) ce nabnronaBa
nporpecus Ha 3abossiBaHeTo. B koxopta 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) narmenTn ¢
BB3MOXKHOCT 32 OIIEHKA, JIeKYBaHU C JIEHO3yMa0, He ca MOJIOKEeHH Ha omeparys 1o mecern 6. Ot 239
YUaCTHUIM B KOXOpTa 2, C MSICTO Ha M3XOJHATA IIeJieBa JIe3Hsl WIIM MSICTO Ha JIE3Usl B MIPOYYBAHETO
U3BBH OesuTe I1poOOBE MIM MEKHUTE ThKaHH, IpH 00110 82 yuactauim (34,3%) ¢ nzdbernara onepamus
10 BpeMe Ha mpoyuBaHeTo. Karo 1o pesynrarure 3a e(pUKacHOCTTA NPH IOHOIIN ChC 3aBBPIICHO
CKEJIETHO pa3BUTHE ca CXOIHU C HaOII0JaBaHUTE MTPH BH3PACTHH.

Edexrt Bpxy OoJIKaTa

[Tpu okoHUaTeTHHS aHAIH3 HA KOXOPTH | U 2 KOMOMHUpaHH, KIMHUYHO 3HAYMMO HaMaJsBaHe Ha Hali-
cuHaTta 0onka (T.e. > 2 TOYKM HaMalsBaHe OT U3XOJHOTO HHUBO) € choOmieHo mpu 30,8% ot
MIAIUEHTUTE C PHUCK (T.€. Te3H, KOUTO MMAaT CKOp 3a Hali-CHITHA 00JKa > 2 Ha N3XOJHO HUBO) B PAMKHUTE
Ha | ceamuna ot neuenneTo u > 50% Ha ceamuna 5. Te3u momoOpeHus Ha OonkaTa ca ce 3ama3uin Mpu
BCHYKH CJICABAIIH OLICHKHU.

IleguaTpuyHa nomyJaamus

EBpomneiickaTa areHuys mo jekapcTBaTa 0ocBoOOX/IaBa OT 3aAbDKEHHETO 32 IPEA0CTaBsiHe Ha
pe3yiTaTUTe OT IPOYUYBAHUATA C JEHO3yMa0 BbB BCUUKH NOATPYIH Ha eIMaTpUYHAaTa IIOMyJIalis Ipu
NpeZoTBpaTsIBaHe Ha ChOUTHUS, CBBP3aHU C KOCTHATA CHCTEMa MPU MalUeHTH ¢ KOCTHU MeTacTasu u
NOJTPYIH Ha MeNaTpUIHATa MOIMyJIays Ha Bb3pacT Mol 12 roJMHU NpH JICUSCHHE Ha
TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa (BX. Touka 4.2 3a nH(popManys OTHOCHO ynoTpeda B
TIEINATPHSITA).

B mpoyuBane 6, neHo3yMab e oIeHsBaH IIpH MOArPYyNa OT 28 Mal[MeHTH B IOHOIIECKA B3PacT (Ha
BB3pacT 13-17 roguHn) ¢ TMTaHTOKJIEThYEH TyMOP Ha KOCTTa, KOMTO Ca JOCTUTHAIIM CKEJIETHA 3PsUIOCT,
orpeJiesieHa OT HATMYMETO Ha Hai-Maiko 1 3psiia bara KocT (Harp. 3aTBOpeHa enudu3apHa pacTeKHa
IUTOYKA HA PaMEHHATa KOCT) U TeJieCHO Teruio > 45 Kg. [Ipu euH y4acTHUK B FOHOIIIECKA BH3PACT C
XUPYPrUuHO HEBb3cTaHOBMMO 3ab0ossBane (N = 14) ce HaOr01aBa peIUINB Ha 3a00JISIBAHETO 110 BpeMe
Ha IbPBOHAYAIHOTO JieueHue. IIpu TpunageceT ot 14-Te y4acTHULM ¢ XUPYPTHYHO HEBB3CTAHOBUMO
3a00JsIBaHe, YUATO IJIAHUPaHa XUPYPrUvHa ONepallns ce CBbpP3Ba C TeXKa 3a00JIeBaeMOCT, HE €
HaIpaBeHa orepanus 10 Mecetl 6.

5.2 @dapMaKOKMHETHYHM CBOWCTBa

AbcopOrms

Crie1 IOJKOXKHO MPUJIOKEHHE OMOHATUYHOCTTA € 62%.

Buotpanchopmarys

Karo ectecTBeH HMyHOTIIOOYIIMH, IEHO3YMad ChABP)Ka CAMO aMUHOKHCEITMHU U BBIJICXUIPATH U €
MAaJIKO BEPOSATHO Ja 0BJIe eTUMUHUPAH Upe3 YepHOAPOOEeH MeTabomm3bM. OdakBa c€ HETOBHUAT
MeTabOoIM3bM U SIMMHUHUPAHE J1a CIICJBAT IBbTHINATA HA KIIMPHHC HA IMYHOTJIOOYJIMHUTE, BOJICIIH JI0
pasrpaxaane 10 MKW MENTUIN U OT/ICITH aMUHOKHUCEITHHY.
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Eanmunupane

[Ipu yyacTHUIIM ¢ HaNpeaHAT PaK, KOUTO ca MOJIydYaBaJid MHOTOKpaTHu 1034 oT 120 mg Ha Bceku 4
CEJIMMIIY Ce Ha0JII01aBa MPUOIU3UTEITHO 2-KPATHO YBEIMYaBaHE HA CEPYMHUTE KOHIICHTPALIMU Ha
JICHO3yMal M CTAIMOHAPHO ChCTOSHKE Ce JOCTHTa 3a 6 Mecella, KOeTO ChOTBETCTBA HA HE3aBUCUMA OT
BpeMeTo apMakoKuHeTHKa. [IpH yJacTHHIIM ¢ MHOKECTBEH MHEIIOM, KOUTO ca rmony4asanu 120 mg na
BCEKH 4 CeJIMUIIM, MeIMaHaTa Ha Hall-HUCKUTE HUBA Bapupa C IMO-MajKo oT 8% Mexay 6-us u 12-us mecerl.
[Ipu yyacTHHIM C THTAaHTOKJIETHYCH TYMOP Ha KOCTTa, KOUTO ca noiy4aBanu 120 mg Ha Bceku 4 ceqMUIm
C HaTOBapBaIa 103a Ha 8-MU u 15-TH JieH, CTallMOHAPHH HUBA Ca JIOCTUTHATH B pAMKUTE Ha IIBPBUSI Mecell
ot ieueHneto. Mexny 9-ta u 49-ta cenmuiia, MeJiaHaTa Ha Hall-HUCKUTE HUBA Bapupa C Mo-Majiko oT 9%.
[Tpu ygacTHHIM, KOUTO Ca MPEYCTAHOBWIH J03aTa 0T 120 mg Ha BCEKH 4 CEIMUIIH, CPSIHUST MOy KHBOT €
28 muu (rpanury 14 mo 55 nam).

[MomynannoneH GpapMakOKWHETHYEH aHaIU3 HE MOKa3Ba KIMHUYHO 3HAYMMH [TPOMEHHU B CUCTEMHATa
EKCITO3UINS Ha JeHO3yMal B CTAllMOHAPHO CHCTOSHUE MO0 OTHOIIEHHE Ha BB3pacT (18 mo 87 romunm),
paca/eTHHYeCKH MMPOU3X0l (M3CIeABAHH Ca YEPHOKOXKHU, C HCIIAHCKH IMPOU3XO0/I, a3UATIH U O€JH), IO
WJIK BUO Ha COJIMAHUA TYMOP, WIN MAIIUCHTH C MHOKCCTBCH MUCIIOM. IToBummaBaneTo Ha TEIECHOTO
TErJ0 € OMII0 CBBP3aHO C HaMaJIsIBaHE Ha CUCTEMHATa eKCcro3unus 1 ooparHo. [Ipomenure He ca
CYETCHH 3a KJIIMHUYHO 3HAYMMHU, T KaTo (papMakoAMHAMUYHUTE eeKTH, Oa3upaHu Ha MapKepuTe 3a
KOCTHA 00OMsIHA, Ca MIOCTOSIHHY MPH MIMPOKY TPAHUIIM HA TEJIECHO TETJIO.

JIuHelHoCT/HeTMHEHHOCT

Jeno3ymab nokas3ea HelmHeliHa (papMaKOKMHETHKA MPH 03U B IIUPOK JJO30B AUAMNA30H, HO
TIOBHUIIIABaHE HA EKCIIO3HIIUATA, KOCTO € MPUOTU3UTEIHO MPOTOPLUOHAIHO Ha 103aTa, PH A03U OT
60 mg (wmm 1 mg/kg) u mo-Bucoku. HenmnHeHOCTTa BEPOATHO € B pe3yNTaT Ha HACHIIIAeM,
TapreTHO-MEIUHPAH ITbT Ha SMTMMUHHUPAHE, KOWTO € OT 3HAUYCHHE NPH HUCKU KOHLICHTPALHH.

Bu0OpeuHo yBpexaade

I[Tpu npoyuBanus Ha aeHo3ymad (60 mg, n = 55 u 120 mg, n = 32) npu nanueHTH 6€3 HapeaHA pak,
HO C pa3jMvHa CTereH Ha ObOpeyHa QyHKIIMS, BKIIOYUTEITHO U TTAIMCHTH Ha JIUaITi3a, CTEIeHTa Ha
OBOpEeYHO yBpekKIaHe He TOBIUIBA (hapMaKOKHHETHKATA Ha JIeHO3yMal; Taka 4e He Ce N3UCKBa
KOpHTHpaHe Ha j03aTa npu 0b0pedHo yBpekaaHe. Hama HeoOXo1uMocT OT MOHUTOpPHpaHE Ha
0bOpeuHaTa QYyHKIUS MPU MPUIIaraHe Ha JeHO3yMa0.

YepHoapoOHO YBpEKIAHE

He e npoBexnano crenuduyuHo IpoyyBaHe MpH MAIUSHTH ¢ YepHOAPOOHO yBpexkaaHe. Kato 110
MOHOKJIOHAJTHATE aHTHTENA HE CE EIMMUHUPAT TIOCPEICTBOM YepHOIpoOeH MeTtabonmm3bM. He ce
ouakpa (DapMaKOKMHETHKATa Ha JIcHO3yMal Jia O'bjie MOBIUIHA OT YEPHOAPOOHO YBPEXKIAHE.

Crapuecka Bb3pacT

He ca naOmronaBanu paszinuku B 6€300aCHOCTTa U €(PUKaCHOCTTa MEXKAY MALEHTH B CTapuecKa
BB3pACT U MO-MJIQAH NMareHTd. KOHTpoIupaHu KIMHUYHY IPOYYBaHU ¢ AeHO3yMal MpH MaIeHTn
Ha BB3pacT HaJ 65 roMHU ¢ HaNpeIHAIH 3JI0Ka4eCTBeHU 3a00IIIBaHMs, 3acATalll KOCTUTE, ca
MIOKa3alii CX0/1Ha e(puKacHOCT 1 6€30MaCHOCT MPH MO-Bb3PACTHU U IIPH NO-MJIaau nauuentu. He ce
Hajara KOpurupaHe Ha J103aTa IIpU IMALMEHTH B CTapyecKa Bb3pacT.

HC}_II/IaTDI/I‘-IHa nonyjaanusa

[Ipu roHOIIM ChC 3aBBPIICHO CKEIETHO pa3BuTHE (Ha Bb3pacT 12 - 17 roauHu) ¢ TMraHTOKJIEThYEH
TYMOp Ha KOCTTa, noiay4aBanu 120 mg Bceku 4 ceIMUIM ¢ HATOBapBalla J03a Ha 1HU 8 u 15,
(apMaKOKHHETHKATa Ha ACHO3yMal € CXO/Ha ¢ Ta3H, HaOIoJaBaHa Py B3PACTHH YUYACTHULH C
TUTaHTOKJIEThYEH TYMOP Ha KOCTTA.

5.3 IlpeakIMHMYHY AAHHH 32 0€30MACHOCT

Twit kaTo OMOOTHYHATA aKTUBHOCT Ha IEHO3yMal MPH KUBOTHU € CIienn(raHa 32 HEUOBEKOITO00H!
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MPUMATH, 32 OIICHKa Ha (hapMaKoJUHAMUYHUTE CBOWCTBA HA JICHO3yMal MPH MOJICTH Ha TPU3adH Ce
MIpaBH OIIEHKa Ha TeHHO Moxenupanu (knockout) Mumky mim ce U3MONI3BAT IPYTH OMOJIOTHIHA
naxubutopu Ha RANK/RANKL mets1, karo OPG-Fc 1 RANK-Fc.

[Tpu MUY MoJIeNM Ha KOCTHH METAacTa3u Ha pakK Ha I'bpJiaTa IPH YOBEKa, MOJIOKUTEIICH U
OTPHIIATEIICH 32 ECTPOTCHEH PELENTOpP, PaK Ha MPOCTATaTa U HeJPEOHOKIIETHUYCH pak Ha Oenust po0,
OPG-Fc HamansiBa OCTCONUTUIHUTE, OCTCOOJIACTHUTE U OCTCOTUTHYHUTE/OCTCOOIACTHUTE JIC3HH,
3a0aBst popmupaneTo Ha de NOVO KOCTHU METacTa3u U HaMaJsiBa pacTexa Ha KocTHust Tymop. Koraro
pu Te3u Monenu OPG-Fc ce komMOMHMpa ¢ XOpMOHATHA Tepamnus (TaMOKCH(EH) FITH XUMHOTEPaITus
(monerakcen), ce HaOkO1aBa AOMIBIIHUTEIIHO MHXHUOUPAaHE Ha pacTexa Ha KOCTHHS TYMOP ChOTBETHO
MIPH paK Ha I'bpAaTa, mpocraTaTa win oenus ApoO. [Ipu Muimum Mojen Ha MHAYIIMpaHe Ha TYMOp Ha
miedHaTa xie3a RANK-Fc HamansBa xopMoH-UHAyIIMpaHaTa nponudepanys B enuTeIa Ha MiIeqHaTa
JkKie3a u 3a0aBsi 00pa3yBaHETO HAa TyMOP.

CraHgapTHHU TECTOBE 3a H3CIIeBaHEe HA TEHOTOKCUYHUS MMOTSHIIMAT Ha IEHO3yMal He ca OIleHsBaHH,
THH KaToO He ca MPUJIOKUMH TIPH Ta3u MoJekyina. [lopaau cBoeTo ecTeCTBO € MajKO BEPOSTHO
JICHO3yMa0 J1a MPUTEKaBa HSIKAKBa TeHOTOKCUYHOCT.

KaHneporeHHUST NOTEHLIMAI HA IEHO3yMa0 HE € OLICHSIBaH B ABJITOCPOYHH [IPOYIBAHUS IIPH
JKHUBOTHH.

B npoy4BaHus 3a TOKCHYHOCT IIPY €AHOKPATHO ¥ MHOTOKPATHO MIPHUIIAraHe MpHU JBJIT00NaIaTH
Makalu, J03UTe Ha JeH03ymMab, Bogeny ot 2,7 10 15 mbTH MO-rojsiMa CUCTEMHA €KCTIO3UIIHS,
OTKOJIKOTO MPETOPhUUTETHATA 1032 P X0pa, HAMAT e(peKT BbPXY ChPACYHO-ChI0BaTa (PU3NOIOTHS,
bepTunuTeTa IPU MBKKUTE WIN )KEHCKUTE, U HE MTOKA3BaT CielU(pHIHA TOKCUYHOCT 32 KOHKPETHU
TapreTHU OpTraHu.

B npoyuBaHe npu IbJTOONAIIATH MaKaly, Ha KOUTO € TIPUIIOKEH JIeH03yMal 110 BpeMe Ha Iiepro/a,
€KBUBAJICHTECH Ha IbPBUS TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha IEHO3yMal, BOJEIIX 10 9 IbTH MO-
roJisiMa CUCTEMHA €KCIIO3HULINS, OTKOJIKOTO MPENOPBUYUTENIHATA J03a IPHA X0pa, HE HHIYLIIMPAT TOKCUYHOCT
Npy MaliKkaTa WK yBpexaaHe Ha (eTyca 1o BpeMe Ha [epro/l, EKBUBAICHTECH Ha ITbPBUS TPUMECTBD,
BBIPEKH ue (peTamHuTe IMMQPHH BB3JIU HE Ca U3CIIEABAHU.

B apyro npoyuBaHe MpH ABITOONANIATH MaKali, Ha KOUTO € TIPUJIOKEH JICHO3yMal Mo BpeMe Ha
OpEeMEHHOCT IPU CUCTEMHA €KCIIO3UIHS, 12 ITbTH 0-BUCOKA OT J103aTa IPU XOpa, € HaOII01aBaHo
NOBUIIABAHE HA MBPTBUTE PayKIAaHMs U IIOCTHATATHATA CMBPTHOCT; HAapyIIEH KOCTEH PacTeK, BOJCII]
JI0 HaMaJieHa 3/IpaBHHA Ha KOCTUTE, IIOHIKEHA XEMaTOIoe3a U HeMPaBHITHO MO/IPESKAaHe Ha 3b0UTE;
Jurca Ha nepudepHy TUM(HU Bb3JIM U 3a0aBeH HEOHATaICH pacTex. He € ycTaHOBEeHO HUBO, IIpU
KOETO ce HaOJII0aBaT HeXeJlaH! PEMPOLYyKTHBHH epeKkTu. 6 Mecena clie/l paXaaHeTo, IPOMEHHUTE
CBBP3aHU C KOCTHTE ca IMOKa3alld 00paTHO pa3BUTHE U HE € Ha0IItoJaBaH eeKT BbpXy NOHUKBAHETO Ha
3p0uTe. Edexture BbpXy IUM(GHUTE B3N M HEMPABIITHOTO NOJPEXIaHe Ha 350UTe 00aue
NEepCUCTUPAT U € HaOMoJaBaHa MUHUMAJIHA 10 YMEpPEeHa MUHEepaJIN3alysi B MHOTO ThbKaHU IIPH €THO
JKUBOTHO (BpB3Ka C JICYEHHUETO HE € ycTaHOBeHa). Hsima naHHU 3a yBpexIaHe Ha MaikaTa npeau
PaKIAHETO; HeXENaH! e)eKTH TIPU MalKkaTa Bh3HUKBAT HEUECTO 110 BpeMe Ha PaXKIaHETo.
Pa3BuTHeTo Ha MaifuMHATa MIIEYHA KJI€3a € HOPMAJIHO.

IIpu npeKIMHUYHY OIPOYYBAHMS 3a KAYECTBO HA KOCTUTE IIPU MAMMYHHU Ha ABJITOCPOYHO TPETUPAHE C
JIEHO3yMa0, HaMaJIIBaHETO Ha KOCTHUS OOMEH ce CBbP3Ba C IIOBUIABAHE Ha 3/IpaBUHATA HA KOCTUTE U C
HOPMAJIHA KOCTHA XUCTOJIOTHSL.

[Ipu MBXKKH MUILIKH, TeHHO Moaeaupanu j1a ekcrpecupaT huRANKL (knock-in Muiiiku), KOMTO ca
OMIIM TTO/JIO’KEHU Ha TPAHCKOPTHKAIHA (BpaKTypa, IeHo3yMab 3a0aBsi OTCTpaHSIBAHETO HA XPYIIsia U
peMoienupaHeTo Ha Kajlyca Ha MSICTOTO Ha (ppakTypara B CpaBHEHUE C KOHTPOJIUTE, HO
OmoMmexaHWYHATA 37paBUHA HE ¢ OMIa 3acerHara HeOJIarompusITHO.

[pu npeaxnmmanyan npoyusanus, knockout mumku 6e3 RANK nnn RANKL ca umanu nurnca Ha
JIAKTaLus [T0paau MOATHCKAaHE Ha Ch3PSBaHETO HA MJIEYHATA JJie3a (J100yJ10-aJIBE0IapHOTO Pa3BUTHE
Ha JKJIe3aTa [0 BpeMe Ha OpEMEHHOCTTA) U ca MMOKa3ald HapyIleHHe B 00pa3yBaHETO Ha TUMQHH
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BB3n. HoBopomzenn RANK/RANKL knockout murku ca 1eMOHCTpHpaId HaMaleHO TEJIECHO TETIIO,
MTOHIKEH KOCTEH PacTeX, I3MEHEHHE B PaCTE)XHUTE TUIOYKHU U JIUTICA Ha TIpoOuB Ha 360u. Hamanen
KOCTEH pacTeX, U3MEHEHHUE B PACTEKHHTE MJIOYKH U JIUIca Ha MpoOMB Ha 3601 ca HaOII0JaBaH! U MIPH
MPOYYBaHUS IPH HOBOPOJIEHH TUTBX0BE ¢ puiioskeHrn RANKL nHXuOuTOpH U Te€3u NpoMeHH ca Oriu
yacTHYHO oOparumu, koraTto nprioxernero Ha RANKL naxnOnTopa € Omito mpeycTaHOBEHO.
IOBennTHN mpuMaTH, Ha KOWTO € IpuJjlarad 1eHo3yMad 2,7 u 15 mbTH HaJ KIIMHAYHATA €KCTIO3HIIHS
(10 u 50 mg/kg no3a), UMaT HapylLIeHHE B pacTeXXHUTE TUIOUKU. [lopaan ToBa, JeUeHHETO C JeHO3yMab
MOJKE JIa HapyIId KOCTHHS PACTEeX IPH JeTa C OTBOPEHU PACTEKHU TUIOUYKH U MOXKE J1a TIOTUCHE
mpoOrBa Ha 3LOHUTE.

6. DOAPMANEBTUYHU JAHHU

6.1 CHnucbK HAa HIOMOILIHHUTE BELIECTBA

JleneHa oreTHa KuceaMHA*

Harpue xuapokcun (3a kopekuus Ha Ph)*

Cop6uton (E420)

IMomucopbar 20 Bona

33 HHKEKITUH

* [Ipu cMecBaHe Ha OLIETHA KUCEIMHA C HATPUEB XUIPOKCHI ce 00pa3yBa aneraTeH oydep.

6.2 HecbBMecTHMOCTH

[Tpu nunca Ha Tpoy4YBaHKS 32 HECHBMECTHUMOCTH, TO3H JIEKAPCTBEH MPOIYKT HE TPsIOBa J1a Ce CMecBa ¢
JIPYTH JEeKapCTBEHHU MPOTYKTH.

6.3 Cpok Ha rogHoct

2 TOIUHA

Cren xaTo ce M3BaaM OT XJIaAuaHuKa, Jubereq Moxe Ja ce ChXpaHsABa Ha CTaliHa Temreparypa (10

25 °C) no 30 nHM B OpUTHHAIHATA OTIAKOBKA, /1a HE CE TIOCTaBsi 00paTHO B XJIaAWIIHKUKA. Tol TpsOBa 1a
Ce M3M0JI3Ba B paMKUTe Ha TO3U 30-7HEBEH MEPHO/I.

6.4 CnenuaJiHu ycJOBHS HA ChXpPaHeHHe

Ia ce cpxpansiBa B ximaamwinuk (2°C — 8°C). [la

HE ce 3amMpassiBa.

ChxpaHsiBaiiTe OllaKOBKaTa B KAPTOHEHATa OMAKOBKa, 3a Ja Ce Mpe/a3y OT CBETIIMHA.

6.5 BuaucbabpikaHue HA OAKOBKATA

1,7 ml pastBop BBB (p1akoH 3a eAHOKpaTHa yrmorpeba (cTrkio Tum |) che 3amymanka (exactomep
MOKPHT ¢ (IIyoporoimmMep) 1 0OKaTka (aTyMHUHHI) ¢ OTYYIBAIIO c€ Kamaye.

BuioBe onmakoBKH 10 €IWH, TPU WK YeTUPH (DIIaKOHA.
He Bcrukm BUI0BE OITAaKOBKHM MOTAT Aa ObJaT IyCHATH Ha T1a3apa.

6.6 CnenumaJHu npeana3Hu MEPKH NPH U3XBBPJIsiHE H pagoTa

. Kapronenara omakoBka chIbpika JMCTOBKA C ITBJITHUTE yKa3aHHsA 3a yrnoTpeda u pabdora ¢
IIPOJYKTa.
. [Mpenn npunoxxenue, pa3rBopsT Jubereq TpsOBa na ce mpoBepu BHU3yaiHO. Pa3TBOpbT MOXe Ja

ChABPIKA CIEAN OT MPO3pPAvHU 0 OeIu MPOTENHOBH YacTUI. He mHkekTupaiite pa3rBopa, ako e
MBTEH WM C IPOMEHEH LIBSIT.
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) He pazknamaiite.

. 3a na ce nuzberne TUCKOMGOPT Ha MSCTOTO Ha WHXKEKTHpaHe, OcTaBeTe (prakoHa 1a
JIOCTUTHE cTaliHa TeMrieparypa (1o 25 °C) npeau HHKeKTHpaHe U WHKEKTHpaiiTe O0aBHO.

. Tps0Ba 1a ce MHKEKTHPA ISUIOTO ChIbPIKaHUE Ha (UIaKoHA.

o 3a mpunarane Ha geHo3yma0 ce npenopbuBa uria 27 G.

. Urnara ne TpsiOBa 1a ce BbBEKAa MOBTOPHO BbB (DIaKOHA.

Hewusnon3zsanust JICKAPCTBCH MPOAYKT UJIU OTIIAABYHUTC MAaTCPUAJIN OT HECTO TpH6Ba Ja CC U3XBBPJIAT B
CHOTBCTCTBHUEC C MCCTHUTC U3MCKBAHUSI.

7. NMPUTEXATEJ HA PABPEHIEHHUETO 3A YIIOTPEGA
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6a Planta

08039 Barcelona
Ucnanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1921/001 — 4 dpnakona
EU/1/25/1921/002 — 3 ¢nakona
EU/1/25/1921/003 — 1 ¢rakon

9. JATA HA ITBPBO PASPEIIIABAHE/IIOJJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA
Jata Ha IbpBO pa3pelliaBaHe:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MoxpoOHa nHpopMaIHs 3a TO3M JICKApPCTBEH MPOIYKT € MpeAocTaBeHa Ha yeOcalita Ha EBporelickara
areHIws 1o Jiekapersata https://www.ema.europa.eu.
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MPUIOKEHHUE I
MMPOU3BOUTEJI(A) HA BHOJIOTUYHO AKTUBHOTO(UTE)
BEIECTBO(A) U TIPOU3BOJUTEJI (M), OTTOBOPEH(HHU) 3A
OCBOBOJKIABAHE HA IAPTUIU
YCJIOBUSI WJIM OTPAHUYEHMS 3A TJOCTABKA U YIIOTPEBA

APYI'U YCJIOBUS U UBNCKBAHUS HA PASPELLIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOJUTEJI(M) HA BHOJIOTTYHO AKTUBHOTO(UTE)
BEILECTBO(A) M IIPOU3BOIUTEJI(M), OTTOBOPEH(HM) 3A
OCBOBOXJIABAHE HA TTAPTHIN

Hwme u agpec Ha npousBoauTeisi(ure) Ha GMOJIOTMYHO aKTUBHOTO(HTE) BemecTro(a)

Intas Pharmaceuticals Limited
Plot No. 423/P A
Gidc Sarkhej Moraiya

382 213
Nunna

HmMe u aapec Ha HDOH?:BOHPITGJ'IH(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KI[aBaHe Ha NapTUuAnTC

Accord Healthcare Polska Sp. z.0.0.
Ul. Lutomierska 50, 95-200,
Pabianice, ITosma

b. YCJIOBMUSA NI OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUAT NPOLYKT CE OTIIYCKA I10 OTPAaHUUEHO JICKAPCKO MPEANHCaHNE.

B. JPYI'HMYCJIOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Ilepuoguynu akTyaTu3upaHu JOKJIaau 3a 0e3onacHoct (ITA/IB)

N3uckBanusTa 3a moxaBane Ha [TAJIb 3a T031 JilekapcTBEH MPOYKT ca MOCOYECHH B CIIUCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cruchk), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKH CIIe/IBAIlIN aKTyallH3aluu, MyOJIMKYBaHU Ha €BPOIICHCKHUS
yeOropTai 3a JiekapcTBa.

. YCJI0BHMA NN OI'PAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[Iputexxatensat Ha pa3pemienneTo 3a yrnorpeda (IIPY) Tpsa6Ba na u3BbpIIBa H3UCKBAHUTE AEHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIesIBaHe Ha JeKapcTBeHaTa 0e301acHOCT, mocoueHu B o00penus [1YP,
npezcraed B Moayn 1.8.2 Ha pazpenienueTo 3a yrnorpeba, KakTo ¥ BbB BCHUKH CIIEABAIIH 0JI00pEHH
akTyanusaunu Ha ITYP.

Axrtyanmsupan [IYP tpsiOBa na ce nonasa:

. o uckaHe Ha EBporielickaTta areHIys 1o JIEKapcTBara;

. BUHAru, KOraTo ce U3MeHs CUcTeMaTa 3a YIpaBJIeHHE Ha pUCKa, 0cOOEHO B pe3yiTaT Ha
MoJTy4aBaHe Ha HOBa HH(MOpMaIIUsi, KOSTO MOXe Ja JOBEJIEe JI0 3HAYNMHU TIPOMEHH B
CHOTHOIICHHUETO I0J13a/PHUCK, WU CIIEJ IOCTUTaHe Ha Ba)KEH eTal (BbB BPB3Ka C MPOCIIEIIBaHEe
Ha JIeKapcTBeHaTa 0e30MaCHOCT MM CBEXIaHE Ha PUCKA IO MUHUMYM).

L I[OH'LJIHI/ITCJIHI/I MEPKH 32 CBEKIAHE HA PUCKA 10 MUHUMYM

TIPY TpsbBa 1a OCUTYpH BEBEKIAHETO HA HATIOMHSIINA KapTa Ha MalieHTa OTHOCHO OCTCOHEKpO3a Ha
YeINoCTTa.
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NNPUJIOKEHHUE 11

JAHHU BBPXY OITAKOBKATA N JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA A CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUSA

| 1. NME HA JIEKAPCTBEHUS TIPOAYKT

Jubereq 120 mg uHxeKIIMOHEH Pa3TBOP
JICHO3yMao

| 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceeku dnakon ceabpxa 120 mg nenoszymat B 1,7 ml pazrsop (70 mg/ml).

| 3. CIIUCBK HA IOMOINHUTE BEIIECTBA

Jie/ieHa OlleTHA KMCEeInHa, HaTpreB Xuapokcud, copouron (E420), momucopbar 20, Boa 3a
HHKEKIHN

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKuOHEH pa3TBOp

1 (hmakoH 3a eqHOKpaTHA yroTpeoa
3 (hakoHa 3a eTHOKpaTHA yroTpeda
4 pnaxoHa 3a €THOKpATHA yIIOTpeOa

| 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBE/K/JIAHE

ITpeau ynorpeba rpoyerere IMCTOBKATA.
[onxoxHO pHIIOKEHHE
Ha e ce pazknama.

6. CIHHEHUAJIHO NPEAYNPEXAEHUE, YE IEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IHOTJIEJA U TOCET'A HA JIEIIA

Jla ce cpxpansBa Ha MSICTO, HEJIOCTHITHO 3 JeTla.

| 7. JAPYI'U CHEHOUAJIHUA NNPEAYHNPEXKJIAEHUA, AKO E HEOBXOAUMO

| 8. JATA HA T3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 9. CIIEHMAJIHU YCJIOBHUSA HA CbXPAHEHUE

Jla ce cbxpansiBa B XJIaUJHUK. Ja He ce 3aMpazsiBa.
CoxpaHsBaiiTe (h1akoHa B KAPTOHEHATA OMMAKOBKA, 3a Jla Ce MPEIa3y OT CBETIIMHA.
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10. CHELUAJIHA NPEANNAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU NN OTHAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. UME U AJAPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Hcmanns

| 12 HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1921/003 -1 ¢akon
EU/1/25/1921/002 —3 dmakona
EU/1/25/1921/001 —4 ¢makona

13. TMAPTHJIEH HOMEP

IMaptunen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMNA 3A YIIOTPEBA

| 16. MH®OPMAIUSI HA BPAILJIOBA A3BYKA

Jubereq

| 17.  YHUMKAJIEH MAEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 6apKo/1 ¢ BKIFOUEH YHUKAIICH HICHTH(DUKATOD

| 18. YHUKAJIEH UMAEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CBABPKAT MAJIKUTE EJIMUHUYHHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JIAKOHA

| 1. HUME HA JIEKAPCTBEHUSA NPOAYKT U ITbT(MILIA) HA BBBEK/IAHE

Jubereq 120 mg nmxexums
JICHO3yMao
S.C.

| 2. HAYMH HA TPUJIO’KEHUE

| 3. JATA HA N3TUYAHE HA CPOKA HA 'OJJHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJJUHULN

1,7 ml

| 6. JPYTO
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b. JMCTOBKA
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JlucroBka: undopmauusi 3a nanueHTa
Jubereq 120 mg uH:KeKIHOHEH PA3TBOP

neno3ymab (denosumab)

V To3u JekapcTBEH NPOAYKT MOMICKH Ha TOIBIHATEITHO HaOmoAeHe. ToBa 1m1e mo3Boiau 06p30TO
YCTaHOBSIBaHE Ha HOBa MH(pOpPMAIKs OTHOCHO Oe30macHocTTa. MoxeTe 1a AaaeTe CBOsI IPHHOC KaTo
CHOOIINTE BCSIKA HEXKETaHa PEeaKIHs, KOSTO CTe MOy, 3a HAa9WHA Ha ChOOIIaBaHe Ha HEXeJIaH!
peakIuy BIDKTE Kpas Ha TOUuka 4.

IIpoyeTeTe BHMMATEIHO LAJIATA JIMCTOBKA, IPeH 1A 3all04YHeTe Aa U3N0JI3BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLPkKA BaxkHA 3a Bac undopmanus.

- 3amasere Ta3u JUCTOBKA. Moe J1a ce HaJIOKH J1a g POYETeTe OTHOBO.

- AKO MMaTe HSIKaKBHU JIOIBIHUTEIHHU BBIPOCH, TIonuTaiTe Baius jiekap, hapmaieBT win
MEAULUHCKA CecTpa.

- ToBa nekapcTBoO € npeanucano audHo Ha Bac. He ro npeotcTpnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIH, HE3aBUCUMO Y€ TIPU3HAINTE HA TAXHOTO 3a00JsBaHe ca ChIUTE KaTo Bammure.

- AKO Mony4nTe HIKaKBH HEXEJIaHU peaklnu, yBeroMmere Bamms nekap, papManeBT win
MEAWLUHCKA cecTpa. ToBa BKIIOYBA U BCUYKH Bb3MOXXHU HEXEJaHU PEaKI1H, HEOIIMCAHU B
Ta3M JIMCTOBKA. BikTe Touka 4.

- BamusT nekap e Bu 1aze HanoMHsIa KapTa Ha MalMeHTa, ChbpKailla BakHa HHQOpMaLus
BBB BPb3Ka C 0€30I1aCHOCTTA, C KOATO TPSAOBA Ja ce 3al03HaeTe MPEIH U 110 BpeMe Ha
neyenuero Bu ¢ Jubereq.

Kakso CbAbPiKa Ta3u JIMCTOBKA

KakBo npencrapisiBa Jubereq u 3a KakBo ce U31os3Ba
KakBo TpsiOBa 1a 3Haete, nmpeu ja usnoissare Jubereq

Kak ia usnonssare Jubereq

BBb3M0OKHM HEXENTAaHU PEAKLIUH

Kak na cexpansiate Jubereq

ChbabprkaHue Ha OTIAKOBKATa U JOIIBIIHUTENHA HH(pOpMAaLHs

oML E

1. Kakso npeacrasisiBa Jubereq u 3a kakBo ce H3M0J13Ba

Jubereq ceabpika eH03yMad, 6enTHK (MOHOKIOHATHO aHTHTSIIO), KOWTO AEHCTBA C Ie]T HaMallsiBaHe
pa3pylIaBaHeTo Ha KOCTHTE, IPUYNHEHO OT PakK, KOWTO C€ pa3MpOCTPaHsIBa B KOCTUTE (KOCTHU
METacTa3M) WIK OT THTaHTOKJIEThYSH TyMOP Ha KOCTTA.

Jubereq ce u3mnosn3Ba npu Bb3pacTHU MAIMEHTH C HAITPEIHAI PaK 3a MPEeI0TBPATSIBaHEe Ha CEPHO3HU
YCIIOKHCHUSA, IPUINHCHN OT KOCTHU ME€TacCTa3n (Hanp. CUYIIBaHE, IPUTHUCKAHE HAa I'pT)6Ha‘IHI/I$[ MO3BK
WA HEOOXOAMMOCT OT JIbUETEPAITUsl WM XUPYPTUIHO JICUCHHUE).

Jubereq ce u3mnon3ea chIIO 3a JCUCHHUE HA TUTAHTOKIEThUEH TYMOP Ha KOCTTA, KOWTO HE MOXKeE Jia ce
JIEKYBa ¢ OIepariysi Wik KOraTto onepanusira He € Hai-100pus BapyaHT, IPY Bb3PACTHH U IOHOIIIH,
YUUTO KOCTH Ca 3aBBPIIHIN CBOS PACTEXK.

2. Kaxkso TpsioBa 1a 3HaeTe, mpeau aa u3noJassate Jubereq

He u3znousBaiite Jubereq

- aKo CTE AJICPTUYHU KbM JICHO3yMal MIIM KbM HSKOS OT OCTaHAIIUTE ChCTAaBKH Ha TOBA JICKAPCTBO
(u30poeHu B TouKa 6).

Bammsr nexap Hama 1a Bu npunoxxu Jubereq, ako iMaTe MHOTO HUCKO HUBO Ha KaJILUid B KPBBTA,
KOETO He € OHJIO JIEKYBaHO.
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Bammsr siekap Hama 1a Bu npunoxu Jubereq, ako uMate He3apaCHAIM paHH OT CTOMATOJIOTHYHA
MIPOIIEypa WIIH OTIEpaIHsi B yCTHATA KyXMHA.

IIpexynpeskaenus u npeanasHu MeEpPKU
T'oBopere ¢ Bauus Jjexap, npeau aa uznoassare Jubereq.

J1oOaBKH ¢ KUK ¥ BUTaMud D

Bue Tpsi0Ba a nmpuemarte 100aBKH ¢ Kauiuii 1 Butamud D, mokaro ce siekyBate ¢ Jubereq, ocBeH ako
HUBOTO Ha KaJuii B KpbBTa Bu € Bucoko. JlekapsT me ro oochau ¢ Bac. Ako HUBOTO Ha KaJuil B
KpbBTa Bu € HUCKO, IekapsAT MOxe Ja per Ja Bu nage 100aBKu ¢ Kalluii, Mpeu 1a 3alouHeTe
neuenue ¢ Jubereq.

Hucku HrBa Ha KUK B KPBBTA

Monsi, kaxeTe He3a0aBHO Ha Bamust nekap, ako MaTe Cria3Mu, MOTPEIBAHUS MM KPaMITH Ha
MYCKYIUTE, H/UIH U3TPHIIBAHE WIIH MpaBYUYKaHe Ha PHCTUTE HA PBIETE, KpaKaTa Mk OKOJIO ycTaTa
W/WITK ThpUOBe, 00BPKAHOCT MK 3aryba Ha Ch3HaHHE, TOKaTo ce JiekyBare ¢ Jubereq. Moxe 1a umare
HUCKH HUBA Ha KU B KPHBTA.

brOpeuHo yBpekiaHe

TpsiOBa na kaxkeTe Ha Barms nekap, ako UMaTe WU CTE HUMAIH TeXKH ObOpedHH podieMu, ObOpeuHa
HEJIOCTATHYHOCT, HJIM CTEe UMAJH HY)KJ]a OT XEMOJIHaJI13a, KOUTO MOTAT Jia yBEeJIHYaT PUCKA OT MOsBa Ha
HUCKHU HMBA Ha KaJIHii, 0COOCHO aKO He MoJIydaBare JO00aBKHU C KU,

[Ipobiemu ¢ ycTaTa, 350MTE MIIH YETIOCTTA

Hexenana peaxiusi, HapedeHa OCTEOHEKPO3a Ha YeNFOCTTa (KOCTHO YBPEXK/IaHE Ha YENFOCTTA), Ce
chobinaBa yecto (Moxke 1a 3acerde jo 1 Ha 10 qyiim) npu nanyueHTy, MoTydaBaliy HHKeKIn Jubereq
3a CBBbp3aHHu C pak 3a0ossBaHust. OCTEOHEKPO3a Ha YSIIOCTTa MOXKE J1a CE TIOSIBH U CJISI CITUpaHe Ha
JIEUEHHUETO.

Baxmuo ¢ ma ce HalipaBy OIIMT 3a NPCA0TBPATABAHC PA3BUTUCTO HA OCTCOHCKPO3a HA YCJIIOCTTA, TBHU KaTo
TOBa MOXKE Ja € 0oJ1e3HEHO CBCTOSAHHUE, KOCTO MOXKEC 1a C€ OKaXXC TPYAHO 3a JICUHCHUC. HNmMma mxon
npeanasHu MEpKu, KOUTO Tpﬂ6Ba Ja IpeanprueMeTe, 3a 1a €€ HaMaJId pUCKBT OT PA3BUTHUC HA
OCTCOHCKPO3a Ha YCJIIOCTTA:

. [Ipenu na 3anovHeTe JEYSHUETO, yBeJOMEeTe Bamms nexap/MeIuHCKa cecTpa (MeIUIMHCKN
CHEIMAJIUCT), aKO UMaTe HAKAKBH IIPOOJIEMH C yCTaTa WK 30uTe. BamusT nexap 1ie oTaoxKu
HAYaJIoTO Ha JIedeHNeTo By, ako mmare He3apacHaIM paHd B ycTaTa OT CTOMATOJIOTUYHH
IpoucaAypu Uin ornepamnusa B yCTHaTa KyXmuHa. Bammsar JICKap MOXKE€ Ja npernopnya
CTOMATOJIOTHYEH TIperJie]T IPeIu Ja 3armouHere jJedenue ¢ Jubereq.

. Jlokato ce nekyBate, TpsiOBa Jia IO bpKaTe J00pa YCTHA XUTHEHA U JIa ce TIojyiaraTe Ha
PEIOBHM CTOMATOJIOTMYHHM Tperiieiu. AKO HOCUTE IPOTE3H, TPSAOBA 1a CTE CUTYPHH, Y€ T
npuiAraT npaBuiIHO.

. AKO cTe MOAJI0KEeH! Ha CTOMATOJIOTMYHO JIeueHUe WK BU mpeacTon croMaTonornuta
onepanus (Hamp. U3BKIaHe HA 350), KakeTe Ha Bamms jgexap 3a Bameto ctoMaToiornano
JICYCHHUE U yBeJOMETe 3b00IIeKaps cH, 4e ce JiekyBate ¢ Jubereq.

. Cebpxere ce ¢ Bammst ngekap u 300mexap He3a0aBHO, ako MUMaTe MpoOJIeMu ¢ ycTaTa Win
3p0UTe, HApUMeEp pa3KIaTeHH 301, 00JIKa MITH OTOK, HE3a3IpaBsIBaIU S3BH UIH CEKPEIIHS,
THI KaTo TOBa MOXKE JIa ca MPU3HAIM Ha OCTEOHEKPO3a Ha YeFOCTTa.

HpI/I ManrueHTH, NOAJIOKCHN HaA XUMUOTCpaIus W/WIH JIpUeTCpaIins, npueMaiiu CTCponuiu nin
AHTHAHTMOI'CHHU JICKapCTBa (I/I3HOH3BaHI/I 3a JICYCHHC Ha paK), MOAJIOXKCHH Ha CTOMATOJIOTHYHa
ornepanus, KOUTO HEC MOJIyYaBaT pEAOBHU CTOMATOJIOTUYHU IMMPETIICAN, UMAT 3a00JI9BaHe Ha BCHIIUTC
HJIK Ca IMyl1avu, MOXKE Ja MMa IMO-BUCOK PHUCK OT pa3BUTHUC HAa OCTCOHCKPO3a HA UCIIFOCTTA.

Heo6wnuaitnu gpakTypu Ha GepeHara KocT
[Ipu HAKOM XOpa Morar Jia ce TOsABAT HeOOWYaliHU (paKkTypH Ha OepeHaTa KOCT, IOKATo ce JIEKYBaT ¢
Jubereq. Ceopikete ce ¢ Bammms nekap, ako MmojyduTe HOBa MM HeoOWJaiiHa 00iKa B Ta300eapeHara
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cTaBa, CJIa0MHUTE WM OCAPOTO.

Bucoku HHMBa Ha KaJaluil B KpBBTA ClIe]l cIMpaHe Ha JedyeHuero ¢ Jubereq

Hsxon manueHTH ¢ THTaHTOKJIETHYEH TYMOp Ha KOCTTa Ca Pa3BUIIM BUCOKHM HHUBA Ha KaJIIHi B KPbBTa
CEIMUITH 10 MECEITH CJIe]T CIUpaHe Ha JedeHneTo. BammsT nekap me Bu HabmomaBa 3a Mpu3HAK U
CHUMIITOMH Ha BUCOKH HHMBA Ha KaJIMH, CJIe]] KaTO CTe CIpeiu Aa npuemare Jubereq.

Jleua u roHo1IN

Jubereq He ce mpenopbyUBa NpH JIella ¥ FOHOIIX Ha Bh3pacT moj 18 roiuuu, ¢ M3KIF0UYCHUE Ha IOHOIIH C
TUTAHTOKJICThUEH TYMOP Ha KOCTTa, YHUTO KOCTH Ca 3aBBPILIUIM CBOS pacTek. Ymorpedara Ha Jubereq
TIpH JeTia ¥ IOHOIIY C JPYTH BUAOBE PaK, KOWTO Ce pa3poCTpaHsBa B KOCTHTE, HE € TIPOyJeHa.

Jpyru aexapcrBa u Jubereq

TpsibBa na kaxere Ha Barmmst iekap uinm (hapMareBT, ako IpreMare, HaCKOpO CTe MPHEMAITH HITH €
BB3MOJKHO J1a TIpUeMare IpyrH JiekapcTBa. ToBa BKIIOUBA JIGKapCTBa, OTIIyCKaHu Oe3 perenra. Ot
roJIsIMO 3HAa4eHHUE € J1a choOIuTe Ha Bamms jekap, ako ce JeKyBaTe c:

) JPYTO JIEKAPCTBO, ChABPIKAILO ICHO3yMao;
o oudocdonar.

Bue He Tpsi6Ba 1a npriemare Jubereq erHOBpEMEHHO ¢ IPYTH JIEKAPCTBA, ChbPIKAIIM ICHO3yMa0 Wit
oudochonaTw.

BpeMeHHOCT U KbpMeEHe

Jubereq e ¢ u3nuTBaH Npu OpeMeHHM KeHH. BaxkHOo € 1a KakeTe Ha Bamus nekap, ako cte OpeMeHHa,
MHCIIATE, Ye cTe OpeMeHHa Wi IIanupare 6pemenHoct. He ce npenopsuBa ynorpebara Ha Jubereq,
ako cre OpemeHHa. JKeHH ¢ eTepojieH MOTEeHIUA TPOBa J1a U3M0J3BaT e(EKTHBHU METOIHU 32
KOHTpAIICTIIHs, IOKATO ce JieKyBaT ¢ Jubereq u 3a Haii-manko 5 Mecenia ciesi ciupaHe Ha JICYUSHUETO C

Jubereq.

Axo 3a0pemeneere 1Mo Bpeme Ha Jiedyenue ¢ Jubereq wiam mo-manko ot 5 Mecera ciel CupaHe Ha
aedeHuero ¢ Jubereq, moJist, yBegomere Baruust siekap.

He e ussectro mgamu Jubereq ce otaens B kbpMaTa. BaxkHo e 1a kakeTe Ha Barmvs jtekap, ako KbpMHUTE
WJIM TUTAaHUpaTe 1a KbpMuTe. BammsaT nekap me Bu moMorse na pemmre ganu ga NpeycTaHOBUTE
KbPMEHETO, WJIH JIa IPEKbCHETE MPUIIOKEeHHeTo Ha Jubereq, kato B3eMe mpeaBu I MoJi3aTa OT

KbpPMCHETO 3a ACTCTO U I10JI3aTa OT JUbereq 3a Maiikara.

AXo KbpMHUTE 110 BpeMe Ha JiedeHue ¢ Jubereq, mosi, yBeomeTe Bamms nexap.
[locwBeTBaiite ce ¢ Bamms nexap uinu ¢papManeBT npeay yrnorpedara Ha KOETO U /1a € JIEKapCTBO.

Ilopupane u padora ¢ MAIIMHU

Jubereq He moBnHMsIBa MK TTOBIHSIBA TPEHEOPEKMUMO CLIOCOOHOCTTA 32 mopupaHe U paboTa ¢ MaIHHH.
Jubereq cbabpika copouTO

ToBa jiekapcTBO Chabpxka 78,2 My COpOUTON BbB BCEKH (IIaKOH.

Jubereq cbabp:xa nosaucopoar 20

Toea aekapcetBo chabpika 0,17 mg noaucopoat 20 BbB Beeku 1,7 ml ¢iakon. IoaucopbaTure Morat a
MPUYUHAT aJepruyHu peakiuu. TpsaOBa qa kaxkere Ha Bamus nekap, ako iMate yCTaHOBEHHU aJIepPTyu.

Jubereq chabpika HaTpHit

Toa sekapcTBO ChbpiKa mo-mMayko ot 1 mmol atpwmii (23 mg) Ha mo3a 120 mg, T.e. Moxe 1a ce
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KaXke, Y€ MPaKTUIEeCKH He ChIbpiKa HATPUH.

3. Kak na u3nosnsBare Jubereq
Jubereq TpsiOBa 1a ce mpuIIara o prKOBOACTBOTO HA MEAUIIMHCKH CIICIIHAIIHCT.

Ipenoppuntennara no3a Jubereq e 120 mg, mpriokeHa BeIHBK Ha BCCKH 4 CEIMUIH KaTO
€IHOKpATHA UEDKEKITUS IO KoxkaTta (IToQKoKHO). Jubereq ce mmkekTrpa B 6€IpoTO, KOpEMa UK
MUIIIHALIATA. AKO C€ JICKYBaTe 32 TUTaHTOKJIETHhUCH TyMOP Ha KOCTTa, I TIOJIYYUTE AOMBIIHUTEIIHA
no3a | cenMuIa u 2 ceIMHIM cie]] TbpBaTa J03a.

He pasknamaiire.

Tps6Ba chIl0 1a mpuemate J00aBKH ¢ Kaauil u BuTaMuH D, 0KaTo cTe Ha Jieuenue ¢ Jubereq, ocBex
aKo HAMaTe IMMOBUIICHO KOJIMYECTBO KaNIHi B KpbBTa. BamusT nexap e o0chau ToBa ¢ Bac.

AKO nMmare HSIKaKBH JOIBJIHUTEIIHU BBIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBA JICKAPCTBO, IONIUTANTE
Bamus nekap, ¢papManeBT Wi MEJULMHCKA CECTpa.

4. Bb3Mo:KHY HelKeJIaHU peaKInu

KakTo BcHuku JICKapCTBa, TOBA JICKAPCTBO MOKEC J1a NPECAN3BHUKA HEKCIIaHU PECAKIIUH, BBIIPECKU Y€ HE
BCCKH T'Y ITOJTy4aBa.

TpnaodBa 1a ka:xeTe He3a0aBHO HA Bamus jekap, ako pa3BueTe HIKON OT T€3U CUMIITOMH, JIOKATO CTE Ha

neuenwne ¢ Jubereq (moxe ma 3acernat mosede ot 1 Ha 10 gymn):

. CIIa3MH, [TOTPETBAHUS, KPAMITH Ha MYCKYJIUTE, U3TPBIIBAHE WJIM MPaBYYKaHE HA MPHCTUTE HA
pBIleTe, KpaKaTa WM OKOJIO yCTaTa U/Wid I'bpuoBe, 00bPKAHOCT WK 3ary0a Ha ch3HaHue. ToBa
MOKE J]a ca IPU3HAILIM Ha HUCKY HMBA Ha KaJlui B KpbBTa. HUCKUAT Kanuii B KpbBTa MOXKE J1a
JIOBEIC /IO MPOMSIHA B ChPJCYHUS PUTHM, HapeueHa yabpbkaBane Ha QT uHTepBaa, KOETo ce
BIKa Ha enektpokapauorpama (EKD).

TpsodBa na ka:keTe He3a0aBHO HAa Bamus jiekap u 3b00J1eKap, ako MOJYyYUTE HAKOU OT TE3U CUMIITOMH,

JIOKaTo cTe Ha JieueHue ¢ Jubereq wim cies ciupane Ha JieueHueTo (Moxe Aa 3acerHat a0 1 Ha 10 qymm):

. TpaiiHa 0oJIKa B ycTaTa W/WIIH YeIIOCTTa W/MIIN OTOK, WM He3a3/IpaBsiBallly S3BU B YCTATa HITH
YeJIIOCTTa, CeKPELHsl, CKOBAHOCT WJIM YyBCTBO Ha TEKECT B YENIOCTTA, WM pa3KialiaHe Ha 350
MOXeE J1a ca TIPU3HAIM Ha KOCTHO YBPEXKIaHE Ha YETIOCTTa (OCTEOHEKPO3a).

MHoro 4yecT He:KeJIaHH peaknuu (Moxke J1a 3acerHaT noseue oT 1 Ha 10 gymm):

. 00JIKa B KOCTUTE, CTABUTE W/WJIM MYCKYJIMTE, KOSITO TIOHSKOTa € CHUITHA,
J 3ayX,
o THAPHSL.

YecTu HexxkeJlanu peakmuu (Modxe j1a 3acerHat 1o 1 Ha 10 mymm):

o HUCKH HUBA Ha Qocdaru B KpbBTa (XUnodocharemusi),

. najaHe Ha 350,

. OOWITHO U3IIOTSBAHE,

o MIPHY MAIUESHTH C HAPETHAIIO OHKOJIOTHYHO 3a00JIsiBaHe: pa3BUTHE Ha Jipyra opMa Ha pak.

HeuecTu Hesxennanu peakunu (Moxe aa 3acersat 10 1 va 100 mymn):

. BHCOKH HHBa Ha KU B KPHBTA (XUTIEPKAIIIUEMHs1) CIIe]] CITUpaHe Ha JICYCHUETO MPU
MAIUEHTH C TUTAHTOKJIETHYCH TYMOP Ha KOCTTa,

. HOBa WK HeoOnYaliHa 00JIka B Ta300eApeHaTa CTaBa, ClaOMHNUTE MK OepoTo (TOBAa MOXKE J1a €
paHEH MpHU3HaK Ha BE3MOXKHA (hpaKTypa Ha OeapeHaTa KocT),

. 00pHB, KOHUTO MOXE J]a Ce MOSBY 110 KOXKaTa, WX SI3BU B yCTaTa (JIMXCHOUTHYU JIEKAPCTBEHU
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pEaKInm).

Penkxu Hexxkenann peaknuu (Moxe aa 3acersat o 1 va 1 000 qymm):

. AJIEPTUYHH PEaKIUH (HAMp. XPUIIOBE WK 3aTPYAHEHO TUINAHE; TO{yBaHe HA JIUIIETO, YCTHHTE,
€3HKa, bPJIOTO WJIH IPYTH YaCTH Ha TSIIOTO; 00PHB, ChpOEK MM YPTHKAPHS 110 KOXKATa
(xompuBHA Tpecka)). B peaku ciiydau anepruuHUTe PEaKIIUH MOXKE JIa Ca TeHKKH.

C Hem3BecTHA 4ecTOTA (OT HAJTMYHUTE JAHHU HE MOXeE J1a ObJIc HAalpaBEeHA OIICHKA):
o I'oBopere ¢ Bamms nexap, ako umare 60J1Ka B yX0TO, CEKPET OT YXOTO W/WIH WH(EKITUS Ha
yxoto. ToBa Mo>xe J1a ca IpU3HALY Ha YBPEeKIaHE Ha KOCTUTE Ha YXOTO.

Cpbo0maBaHe Ha HesKeJIAHU PeakIuu

AKO TIONy4HTe HIKAKBH HEKEJIaHW JIEKapCTBEHHU PEaKIiy, yBenomMere Barmmms gexap, ¢papMareBT uiu
MEJUIIMHCKA cecTpa. ToBa BKIIIOUBA BCUUKH BH3MOXXHH HEOITMCAHU B Ta3U JUCTOBKA HEXKEIAHU
peaxiui. MoeTe ChIIo Ja ChOOIINUTE HeXENaH! PeakIiy JUPEKTHO Ype3 HAIIMOHAIHATA CHCTEMa 32
chro0ImmaBane, mocodeHa B [lpumoxkenue V. Kato cho0maBaTe HexellaH! PEaKI[ui, MOKETE J1a TAfeTe
CBOS MPUHOC 32 TIOJy4YaBaHe Ha MoBeYe MH(OPMAIUs OTHOCHO 0€30aCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak n1a cbxpansiBate Jubereq

[a ce cexpansiBa Ha MsICTO, HEAOCTBITHO 32 L.

He n3non3BaiiTe TOBa JIEKapCTBO CIIE/ CPOKA HA TOTHOCT, OTOETSI3aH BbPXY €TUKETa U KapTOHEHATa

ONaKOBKa, CbOTBETHO cnel ,,EXP” u ,,l'onen no:”. CpoKbT HAa TOAHOCT OTIOBAPS HA MOCJIEAHUS JEH OT

MOCOYCHHS MECELL.

Ja ce chxpansiBa B xiaauianauk (2 °C — 8 °C).

[a He ce 3ampa3siBa.

CoxpansBaiiTe QyakoHa B KAPTOHEHATa OIIAKOBKA, 32 J1a Ce MPEATNa3y OT CBETIIMHA.

®DaKOHBT MOXKE J1a C€ OCTABU M3BHH XJIAAMIIHMKA 32 JIOCTUTAHE Ha cTaiiHa Temmeparypa (1o 25°C)

npeay MHKeKTHpane. ToBa e HanpaBy WHKEKTUPAHETO TO-MaJIKo HenpuaTHO. Criest kKaTo QIakoHbBT e

OCTaBeH Jia JOCTUI'HE cTaliHa Temmeparypa (1o 25°C), Toil He TpsOBa aa ce mocTaBst 00paTHO B

XJIQJIMJTHAKA ¥ TPsiOBa Jla ce M3Mo3Ba B paMkute Ha 30 aHU.

He u3xBbpIisiiTe nekapcTBaTa B KaHAIM3aUATa WIM B KOHTEHepa 3a AoMairHu otnaabiy. [lonuraiite

Bamms ¢apmaneBT Kak Ja U3XBBPIISATE JIEKapcTBaTa, KOUTO Bede He u3loi3BaTe. Te3n MepKH 1ie

CTIIOMOTHAT 32 OTla3BaHe Ha OKOJIHATA Cpeja.

6. Chbabp:kaHue HA OMIAKOBKATA U IONbJIHUTEIHA HHGOpManus

Kakso cpabpaxa Jubereq

- AKTHBHOTO BEINIECTBO € IcH03yMal. Beeku rakon chabppika 120 mg nenosymab B 1,7 mi
pastBop (choTBercTBamio Ha 70 mg/ml).

- JlpyruTe ChCTaBKH ca: JieJieHa OlleTHA KUCeInHa, HaTpHEeB XUapokcua, copouton (E420),
nosiucop6at 20 ¥ BoJa 3a MHXKEKIUH (BUXKTE Touka 2, Jubereq chabprxka copOUTOI,
Jubereq cpabpika HaTpwii U Jubereq crabpika momcopoat 20).

Kak u3riexna Jubereq u KakBo chIbpiKa ONaKOBKATa

Jubereq e nHXeKIMOHEH Pa3TBOP (MHKEKLHS).

Jubereq e 6ucThp, 6€31IBETECH 10 OJICTOKBIT Pa3TBOP.
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Bcesika onmakoBKa chIappika €IUH, TPH WIHM YeTHPH (IaKOHA 32 €THOKpaTHA yIoTpeoba.
He Bcuuku BUIOBE OMAKOBKK MOTar Ja ObJaT IMyCHATH Ha Ta3apa.

IIpuTe:kaTes Ha pa3pelieHHETO 3a ynoTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Hcmanns

IIpousBoauTes
Accord Healthcare Polska Sp. z.0.0.

Ul. Lutomierska 50, 95-200, Pabianice,
IMomma

3a AOBIHKUTENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL/
NO/PL/PT/RO/SE/SI/SK

Accord Healthcare S.L.U.
Ten: +34 93 301 00 64

EL
Win Medica A.E.
Ten: +30 210 74 88 821

JlaTa Ha mocJieiHo npepasriexaane Ha aucroBkara <{MM/I'TTT}><{meceu I'TI'T}>.

IMoxpoOHa nHpopMaIHs 3a TOBA JIEKAPCTBO € MPeJI0CTaBeHa Ha yeOcaiita Ha EBporielickara areHIus mo
nekapcTpara: https://www.ema.europa.eu.

Ilocoyenara mo-go0.1y HH(poOpManus € MpeTHA3HAYEHA CAMO 32 METUIIUHCKH CTIENHATHCTH:

. [penu npunoxenue pa3tBopbT Jubereq TpsibBa 1a ce mpoBepr Bu3yanHo. Pa3tBOpbsT MOXe na
CHhABPIKA CIIEAN OT MPO3pPAYHH J0 OeTH MPOTENHOBH YacTUIH. He mHxeKkTupaiite pa3TBopa, ako €
MBTEH UJIHM C IPOMEHEH LBSAT.

. He pasknamaiite.

. 3a n1a ce n3berne qUCKOMOPT Ha MACTOTO HA MHXKEKTHPAHE, OCTaBeTe (JlaKoHa 1a JOCTUTHE
craiiHa Temneparypa (10 25°C) npeau HHXEKTHpaHe U HHXXEKTUpaiTe O0aBHO.

o Tps0Ba na ce MHXEKTUPA LUIOTO ChABPXKAHKE Ha (DIaKOHA.

. 3a npuiiarane Ha IeHO3yMa0 ce npenopbusa uria 27 G.

o Urnara He TpsiOBa 1a ce BbBEKAa IOBTOPHO BbB (DJIaKOHA.

Hewnsnon3sanust MMPOAYKT WJIN OTIIAABYHUTE MaTECpUaId OT HET'O TpH6Ba Jla C€ U3XBBPJIAT B
CbOTBETCTBHUEC C MCCTHUTC U3HMCKBAHUA.
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