IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



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

1. HNME HA JTEKAPCTBEHUA ITPOAYKT

Wyost 120 mg nHXeKIIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBCTAB
Bcexu dmakon crappka 120 mg nerozymad (denosumab) B 1,7 ml pazrop (70 mg/ml).

JleHO3yMa0 € 4OBEIIKO MOHOKJIOHATHO aHTUTI0 1gG2, Npou3BeCHO B KIIEThYHA JIMHUSA OT 003aiHUK
(KJeTKH OT SIMYHUK Ha KUTaHCKH XaMcTep) upe3 pekomOuHanTHa JJHK TexHomorus.

TToMoOIIIHO BEIECTBO ¢ M3BECTHO AECUCTBUE

Bceeku 1,7 ml ot pa3tBopa chabpxa 78,9 mg copburon (E420).

3a IBJIHUA CIIHCHK Ha ITOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JJEKAPCTBEHA ®OPMA

WHxeximoneH pa3TBop (MHXKEKIIHS)

Buctsp 0 nexo omaneceHTeH, OE31BETEH 10 CBETIIOKBITCHUKAB UM CBETIOKa(hEHUKAB Pa3TBOP C
pH mexny 4,9 u 5,5 u ocmonanuret 245 — 345 mOsmol/kg.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHHU MOKA3ZAHUS

[IpenoTBparsiBane Ha chOUTHS, cBBp3aHu ¢ kKocTHara cucreMa (CCK) (maromornyna dpaxrypa,

00 TbUBaHE Ha KOCTTA, TPhOHAYHOMO3bYHA KOMITPECHS WIIM OTIepaliysi Ha KOCTTa) MPH Bb3PACTHH
MAIMEHTH C HAPETHAIH 3JI0KaYeCTBEHH 3a00JsIBAHUS, 3acATaIll KOcTUTe (BXK. Touka 5.1).
JledeHue Ha BB3paCTHU U FOHOIIM ChC 3aBBPIICHO CKEJICTHO Pa3BUTHE C THTAHTOKJICTHYCH TyMOD Ha
KOCTTa, KOMTO € HeonepaOUiICH WIM KOraTo MMa BEPOATHOCT XUPYPruyHaTa PE3CKIUs Ja TOBEIE 10
TeXKa 3a00JIeBaeMOCT.

4.2 Jlo3upoBKa M HAYMH HA MPHIIOKEHHE

Wyost Tpsi6Ba 1a ce npuiara moja HabIIOASeHHETO Ha METUIIMHCKHU CTICTIHAIIHCT.

2031/1[2031@

Bceuuku nanmenTn TpsiOBa Aa moaydaBat go0aBku ¢ Haii-manko 500 mg kammmii u 400 IU Butamun D
JTHEBHO, OCBEH aKO € HAIWIIC XUTIEPKAIIHEMHUS (BXK. Touka 4.4).

Ha MalUCHTUTEC, KOUTO CC JICKYBAT C WyOSt, TpH6Ba Ja c€ NpeAOCTaBU JIMCTOBKA 3a MallUCHTA U
HaIlOMHsIIIa KapTa Ha maqucHTa.



Ilpedomepamsseane na cvoumus, cevpszanu ¢ kocmuama cucmema (CCK) npu ev3pacmuu ¢
HanpeoHAu 310Ka4ecmeeru 3a00IA8aHUSL, 3ACA2AUU KOCIUMe

[Ipenopbuutennara no3a ¢ 120 mg, npuiokeHa KaTo eJHOKPATHA MOIKOXKHA WHKEKIHsI B 00J1acTTa
Ha OepoTo, KopeMa WM MUIITHHIIATA, BETHBXK Ha BCEKH 4 CEIMUITH.

Tueanmoxnemvuern mymop Ha Kocmma

IIpenoppuutennara qo3a Wyost e 120 mg, npuiokeHa KaTo €JHOKpaTHA MOAKOXXHA MHXKEKIIHS B
obmactTta Ha 6€pOTO, KOpEeMa WIIM MUIITHUIIATA BEAHBK HA BCEKH 4 CEMHUIIH, C AOITBIHUTEIHA JO3H
ot 120 mg Ha neH 8-Mu U 15-TH OT JICUSHUETO MPE3 TBPBHUS MECEI] OT TEPATTHSITA.

[NanuenTure B mpoyuBane ¢a3za I, kouto ca nperbprenu mbiHa pe3eKUus Ha THTaHTOKJIEThUeH TyMOp
Ha KOCTTa, ca IIoJIy4uIu olle 6 Mecella JIeueHNe ClIe/l ONlepalysiTa, ChIJIacHO IIPOTOKOJIA Ha
MIPOYYBAHETO.

[TanMeHTHTE C TUTAHTOKJIEThYEH TYMOP Ha KOCTTa TPsiOBa Ja ObJAT OLICHABAHU PEIOBHO, 3a Jia Ce
OTpeIeIn 1ajIy MPOIb/DKABAT a UMAT M0JI3a OT JieueHueTo. [Ipu namueHTy, YueTo 3a00siBaHe ce
KoHTpospa oT Wyost, epeKThT OT IpeKhCBaHE WU CIIMPAaHEe Ha JISYSHUETO HE € OIICHEH, HO
OTpaHMYCHUTE JaHHU NPU TE3H MALMEHTH HE TIOKa3BaT HaJIMUUe Ha pedayH | eeKT clie
MpeKpaTsBaHe HA JICUCHUETO.

bvbpeuno yspeocoane
He ce Hanara kopurupase Ha J103aTa IpH MalUeHTH ¢ ObOpPeYHO yBpexkaaHe (BXK. Touka 4.4 3a
MIPETIOpPBKH OTHOCHO TPOCIIeAsIBaHe Ha KalIueBUTe HuBa, 4.8 u 5.2).

Yeprnoopobno yspedcoane
BbezonacHocTTa M ehukacHOCTTa HA JCHO3yMal HE ca U3CIICIBaHU MPH MAIUEHTH ¢ YSPHOIPOOHO
yBpexaane (BK. Touka 5.2).

Hayuenmu 6 cmapuecka ev3pacm (6vspacm > 63)
He ce nmanara xopurupaHe Ha J03aTa IpH MAIIEHTH B CTapYeCcKa B3PacT (BXK. TOUKa 5.2).

Ieouampuuna nonynayus

BesonacnoctTa 1 edukacHocTTa Ha WyOst pu eauaTpUYHU MauueHTH (Bb3pacT < 18 ronuHm) He ca
YCTaHOBEHH, OCBEH IPH FOHOIIN ChC 3aBBPIICHO CKEIIETHO pa3BUTHE (Ha BB3pacT 12 - 17 roguam) ¢
TUTaHTOKJIEThUEH TYMOpP Ha KOCTTa.

He ce mpenoppuBa yrotpedara Ha Wyost ipy iemnaTpuIHA MaeHTy (Bp3pacT < 18 roguHm), ocBeH
TIPH FOHOIIIN ChC 3aBBPIICHO CKEJIETHO pa3BUTHE (Ha BB3pacT 12 - 17 TOOWHN) ¢ THTAHTOKIIETHYCH
TYMOp Ha KOcTTa (BX. Touka 4.4).

Jledenune Ha I0OHOIIM ChC 3aBBPIICHO CKEJIETHO Pa3BUTHUE C TUTAHTOKJIIETHYCH TYMOP Ha KOCTTa, KOHNTO
€ Heor[epa61/1neH HJIKM KOraTo UMa BEPOATHOCT XUPYPruiHaTa pe3CKIud Ja JOBEAC OO TCIKKa
3a00JIEBAEMOCT: A03HUpPOBKaTa € ChbllaTa KaTO IPHU Bb3PACTHU.

[Ipu npoyuBaHus py KUBOTHU HHXUOMPAHETO HAa PELIENITOPHUS aKTUBATOP Ha sapeHus (pakrop-kB
(RANK)/RANK nuranga (RANKL) e cBbp3aHo ¢ nHXuOUpaHe Ha KOCTHHS PACTEXK M JIUIICAa Ha
npoOuB Ha 3601 1 TE3U MPOMEHH ca O YaCTUYHO OOpaTHMHU IIPHU MPEKpaTsABaHe HA HHXUOUPAHETO
Ha RANKL (Bx. Touka 5.3).

Hauun Ha OPUITOKCHUC

3a MOIKOKHO MTPHIIOKCHHE.

3a yka3aHus OTHOCHO ynotpeda, paboTa u U3XBBPIISIHE BIKTE TOUKa 6.6.



4.3 IIpoTuBOMOKA3aAHUA

CBpPBXYyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HAKOE OT IIOMOLIHUTE BEIICCTBA,
n30poeHu B Touka 6.1.

Texka, HeIeKyBaHa XUITOKAIITUEMUS (BXK. TOUKa 4.4).
HezapacTaanu panu oT opaigHa XUPyprusl.
4.4 ChenuanaHu npeaynpeskaeHus: U NpeANa3sHl MePKH NIPH ynorpeda

IIpocnenumoct

3a fa ce moo0pu MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MTAPTHTHUAT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3arMCBarT.

JloOaBKH ¢ KaJIuii ¥ BUTaMuH D

Benuku nanuenTu Tpa6Ba fa mojydyasat 100aBKU ¢ KalILMi U BUTaMuH D, OCBEH ako € Hajuue
XHUIMepKanueMus (Bx. Touka 4.2).

XHUIIOKATIUEMHUSI

[IpenmecTBamaTa XUnokaaueMus TpsaOBa 1a ObJlc KOPUTUPAHA MIPEIU 3aII0YBAHE HA TepaIusTa ¢
Wyost. XunokaiaueMusi MOKe Jla Bb3HUKHE 0 BCAKO BpEME B X0/a Ha JieueHreTo ¢ Wyost.
IIpocnensBane Ha KaIIIMEBUTE HUBA TPSOBA Ja ce M3BBpINBA (1) mpeau HadaaHaTa 103a Ha Wyost, (ii)
B PAMKHTE Ha JIBE CEJIMHIIU CIIC]] HaYallHaTa 71032, (iil) ako ce MOSABAT MpeAroiaracMu CAMITOMHU Ha
xunokanuemus (Bx. Touka 4.8 3a cummntomu). [Ipu marueHTr ¢ pUCKOBHU (hakTOPH 3a

XUIIOKAJIIMUEMHU A Tpf[6Ba Ja ce 06MI/IC.HI/I JOII'BJIHUTEIIHO IMTPOCIICAABAHE HAa KaJIIMEBUTE HUBA 110 BPEME
Ha JICYCHUETO, WX aKO C€ HaJlara JPyro Bb3 OCHOBA HA KIMHUYHOTO ChCTOSHUE HA MAIMEHTA.

ITammentute TpsiOBa 1a ObAAT HACHPUYABAHM J]a CHOOIIABAT CUMITTOMH, TIOKA3aTETHH 3a
XUTIOKAIITUEMUS. AKO TI0 BpeMe Ha IPUIoKeHneTo Ha WyOst ce MOsSBU XUTOKAIIMEMIsI, MOXKE J1a e
HAJIOXH JIOITBJIHUTEITHO JTOOABSHE Ha KU U JOITBJIHUTEITHO MPOCTEISIBaHE.

Cro01maBa ce 3a Te)KKa CUMIITOMATHYHA XUITOKATIHEMUS! (BKIFOUUTEITHO JICTATHY CITy4an) pH
MOCTMAapKETHHIOBaTa yrnorpeda (Bxk. Touka 4.8), KaTo MOBEYeTO Cayvar ca HACTBIIMIN B ITbPBUTE

CCAMHUIN OT HAYAJI0TO HaA JICYCHHUECTO, HO MOXXEC JJa CC MOABAT U IIO-KHBCHO.

B’L6De‘lH0 YBPCXKAAHC

[TanueHTH ¢ TEXKA CTEICH HAa OBOpEYHO YBpekaaHe (KpeaTHHUHOB KIUpbHC < 30 ml/min), HiIH KOUTO
ca Ha JIaJin3a, ca ¢ MO-TOJISIM PUCK OT Pa3BUTHE HA XUMOKAIIUEMHS. PUCKBT OT pa3BUTHE Ha
XUTOKAIIUEMUSI ¥ CHIThTCTBAIIO ITOBUIIICHUE HA TTAPATUPEOUTHUS XOPMOH CE yBEIIMYaBa ¢
HapacTBaHE Ha CTENeHTa Ha OLOPEYHOTO yBpeKaHe. PejoBHOTO mpociie/isiBaHe Ha KAIMEBUTE HUBA
€ 0COOCHO BaYKHO MPH TE3H MAIIHCHTH.

Ocreonekposa Ha yearocrra (OHY)

OHUY ce cro0111aBa 4ecTo Npy MANKUEHTH, MOTyYaBaIiy AeHo3yMab (Bk. Touka 4.8).

HadanoTo Ha j1e4eHHeTO/HOB KypC Ha JieueHHe TPsOBa Ja e OTIIOXKH MPH MAIMEHTH ¢ He3apacTHAIN
OTKPWTH JIe3UH Ha MEKHUTE ThKaHM B ycrata. [Ipenu neuenne ¢ reHo3ymal ce MmpernopbhyBa
CTOMATOJIOTHYCH TIperiie]] ¢ MPO(MIaKTHYHO 3500JICUSHIE U UHIUBHTyalTHA OIICHKA Ha
CHOTHOIIIEHUETO TOJI3a/PUCK.



Crnemaute puckoBH GakTopu TPsAOBA Ja ce UMAT MPEABH/I PH OIICHSABAaHE HAa PHCKA 3a MAIMeHTa OT

passutre Ha OHY:

o AKTUBHOCT Ha JICKAPCTBEHUS MPOAYKT, KOUTO HHXHOHMPa KOCTHATA pe30pOIHst (TI0-BHCOK PUCK
MIPH BUCOKOAKTHBHH ChEIWHEHYSI ), HAUWMH Ha MPIIIOKEHUE (IT0-BUCOK PUCK MIPU MAPESHTEPATHO
MIPUJIOKEHUE) U KyMYJIaTUBHA /1032 Ha KOCTHO-PE30pOTUBHATA TEPAIIHSL.

o pak, mpuapy>KaBaly 3a00sIBaHus (HATp. aHEMHS, KOAryJIONaTHH, HH(EeKuun),
TIOTIOHOTYIICHE.

. CBITBTCTBAIIIY JICYEHUSI: KOPTUKOCTEPOUIH, XUMUOTEpAIHs, MHXUOUTOPH HAa aHTMOTEHEe3aTa,
JpUETEpAITus Ha IJ1aBaTa M MIusTa.

o JIOIa YCTHA XUI'MEHa, IapOJIOHTO3a, JIOLIO IIOCTABEHH [IPOTE3H, aHAMHE3a 32 CTOMATOJIOTUYHO

3a6OH${BaHC, HWHBAa3WBHU CTOMATOJIOTUYHU NPOLCAYPHU (Hanp. CKCTpPAKIHA HA 3"[»6).

ITo BpeMe Ha JIEUESHUETO C JIeHO3yMad BCHYKH MAIlMEHTH TPsAOBa 1a ObJaT HaChpUaBaHU Jia
MOJIBPIKAT J00pa yCTHA XUTHEHA, J1a Ce MMOAJIaraT Ha PyTHHHH CTOMATOJIOTUYHY TPETIIean U
He3a0aBHO Jla ChOOIIaBaT 32 BCHYKH CUMIITOMH OT CTpaHa Ha yCTHATa KyXMHA, KaTo KJIaTeHe Ha
3b0HUTE, 00JIKa WJTU TOAyBaHe, WM He3a3ApaBsiBallly 3B WK cekperus. [1o BpeMe Ha JIeUeHUeTo,
WHBA3WBHU CTOMATOJIOTHYHH TPOIIETypH TPSOBA J1a Ce U3BBPIIBAT CaMO CJIe]] BHUMATEIHA MTPEIeHKa
U TpsiOBa J1a ce n30srBa M3BBPIIBAHETO UM B HEMIOCPEICTBEHA OJIM30CT C MPIIIOKEHHETO Ha Wyost.

[TnanbT 3a IeyeHre Ha manueHTuTe, kouto pazsuBat OHY, TpsOBa qa 0b/1e U3rOTBEH B TACHO
CBHTPYAHUYECTBO MEKAY JIEKYBALIH JIEKap U CTOMATOJIOT WJIH JIMLIEBO-YEIIOCTEH XUPYPT C ONHUT B
OHU. Tpsi6Ba na ce 0OMUCITH BpEMEHHO MPEKBCBAHE HA JICYCHUETO ¢ WYOst, TOKaTO ChCTOSTHUETO
OTUIYMH U IONPUHACSIINTE PUCKOBH (pakTOpH ObAT HAMAJICHH, aKO € BH3MOXKHO.

OCTCOHCKDO38. Ha BbHIIHUSA CIIYXOB IIPOXOJ

Nma cho0OimeHns 3a OCTEOHEKpO3a Ha BHHIIHUS CIYXOB IPOXOJ MPH JICYEHHUE C 1eHO3yMal.
Bp3moxHUTE prickoBH (haKTOPHU 32 OCTEOHEKPO3a Ha BHHIIHUS CIIyXOB IMPOXO]T BKIOYBAT yHoTpeda
Ha CTEPOM/IM U XUMHUOTEPAIUs 1/HITH JIOKATHN PUCKOBU (aKTOpPH, KATO HATIPUMEP HHPEKIUS WITH
TpaBMa. BeposaTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BHHITHHS CIYyXOB ITPOXO TPsiOBa Ja ce uma
MIPEJIBU/I TIPU MMALMEHTH, IPUEMAIH JeHO3yMa0, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha YXOTO,
BKITFOUUTEITHO XPOHUYHY HHQEKIIHU HA YXOTO.

ATunnaau (bDaKTVDI/I Ha 66I[D€HaTa KOCT

Nma crolienns 3a aTuaHu QpakTypy Ha OeJjpeHara KOCT MpH MaIlMeHTH, TTOTyYaBally 1eH03yMa0
(Bx. Touka 4.8). ATunnyaute QpakTypu Ha OepeHaTa KOCT MOXKE J1a Ce MOSBAT MPH MUHUMAITHA
TpaBMa Wi 0e3 TpaBMa B CyOTpOXaHTEPHUTE U AuadU3HUTE 00IacTy Ha OeapeHara KocT. Te3n
CHOUTHS Ce XapaKTePU3UPAT ChC CIIENUPUIHN PSHTICHOJIOTHYHH HAXOJKU. ATHIMYHU QpaKTypH Ha
OenpeHarTa KOCT ce ChOOIIaBaT CHIIO MPH MAIUEHTH C ONPEAENICHH ChIIBTCTBAIIM CHCTOSHUS (HAMID.
aeguuuT Ha BUTaMuH D, peBMaTouaeH apTpuT, xunodocdarasust) u npu ynorpeda Ha HIKOU
JIeKapCTBEHU NMPOAYKTH (Harp. budocdoHaTy, rIIOKOKOPTUKOUIN, HHXUOUTOPH Ha IPOTOHHATA
nomra). Te3u chOUTHUS ca HACTHIIMIM 0€3 aHTUpe30pOTHBHA Tepanus. [10100H GpaKkTypH, CHOOIIEHU
BBB Bpb3Ka ¢ Oudocdonatu, yecto ca OuaTepasHu; NOpaId TOBa PU MALUEHTH, JIEKYBaHH C
JIeHO3yMa0, KOMTO ca MPeThpIieNu GppakTypa Ha TSUIOTO Ha OeApeHaTta KOCT, TpsIOBa Aa ce u3cieasa
KOHTpasnarepainara Oespena koct. TpsOBa 1a ce 0OMUCIN MpeKpaTsIBaHe Ha Tepamnusita ¢ Wyost pu
MAIMEHTH, 32 KOUTO ce MOJ03Upa, ue MaT aTUIMHYHA PpakTypa Ha OeipeHaTa KOCT B OYaKBaHe

Ha OIICHKAaTa Ha MTallMeHTa Bb3 OCHOBA Ha MHAMBUAYAIHO OIPEAENICHOTO ChOTHOLICHHUE M0JI3a/PHCK.
[To BpeMe Ha JI€YEHUETO C JCHO3yMa0, MAMEHTUTE TPSOBa Ja ObJIaT MOCHBETBAHH J]a ChOOIIABAT 32
HOBa WM HeoOMWYaitHa 0oJjika B OeJpoTo, Ta300eapeHara cTapa win ciadunute. [lanueHTy ¢ Takupa
CUMITOMH TPSIOBA J1a Ce M3CIEABAT 32 HEMbIIHA PpakTypa Ha OepeHara KocT.



XunepKaJlueMus e/l IpeKpaTsIBaHe Ha JICYSHUETO TP MAIMEHTH C TUTAaHTOKJIEThYEH TYMOD Ha
KOCTTa U IIPH NATMCHTHU C HC3aBBPIICH KOCTCH PACTCXK.

Cro0mraBa ce 3a KIMHIUYHO 3HAYMMa XUIEPKAIIIMEeMUsl, H3UCKBAIIA XOCITUTAIN3AIUS U YCIIOKHEHA OT
octpa 0BOpedHa HelOCTaThUHOCT, TIPY MAIMEHTH C THTAHTOKJIEThUEH TYMOpP Ha KOCTTAa, JIEKYBaHH C
JIEHO3yMa0, CEeIMULIM JI0 MECELIN CJIE]] PEKpaTABaHEe Ha JICYCHUETO.

Crnen mpekparsiBaHe Ha J€UeHUETO, HaOII01aBaiTe MallueHTHTE 33 IPU3HALM M CHMIITOMHU Ha
XUTIEPKATITEMUS, OOMHUCIIETE TePUOINIHA OIIEHKA Ha CEPYMHISI KM U HAIpaBETE TOBTOPHA
OIICHKA Ha HYX/IMTE Ha MaIlMeHTa OT Jo0aBsHe Ha Kaiuii 1 BUTaMuH D (BxkK. Touka 4.8).

Wyost He ce npenopbyBa MpH MAIMEHTH C HE3aBbPIIIEH PACTEX Ha CKeieTa (BXK. Touka 4.2).
Cro01maBa ce 3a KIIMHUYHO 3HaYUMa XUIIEPKAJIIUEMUs U B Ta3U rpyna MalueHTH, CEAMHLIN 10 MECeln
cleJl IpeKpaTsIBaHe Ha JIEUYEHHUETO.

AQYFI/I

[MarmuenTw, ekyBanu ¢ Wyost, He TpsOBa Jia ObJIaT JIEKyBaHH €THOBPEMEHHO C JIPYTH JIEKApPCTBEHU
MPOYKTH, ChIBPIKAITHN ICHO3YMa0 (3a TOKa3aHUETO OCTEOTIOPO3a).

[NanuenTu, nekyBanu ¢ Wyost, He Tpsa0OBa a ObJaT JIeKyBaHH €AHOBPEMEHHO ¢ OnQochoHaTH.

3/10KaueCTBEHOCT NPU F'MTAaHTOKIEThUEH TYMOP Ha KOCTTa WM MPOTPECHUs O METAaCTa3upaio
3a00JIBaHe € PAIKO CHOUTHE M U3BECTEH PUCK IPH MAIMEHTH C TUTAHTOKJIETHYEH TYMOp Ha KOCTTA.
ITarmmentute TpsiOBa ma ObaAT HAOIIOMABAHY 32 PEHTTCHOJIOTUYHY TIPU3HAIM HA 3JI0KaYECTBEHOCT,
HOBH OTHHIIA HAa PaIUOPEAKTUBHOCT WIIH OCTEONM3a. HaTnyanTe KIMHUYHY TAaHHHA HE TTOKa3BaT
MOBUIIEH PUCK OT 3J0KAYE€CTBEHOCT IIPU MALMEHTU C TUTAHTOKJIEThYEH TYMOP Ha KOCTTA, JICKYBaHHU C
JIEHO3yMa0.

TlomonruuTe BCIICCTBA

To3u nekapcTBEeH NPOAYKT Chabpxka 78,9 mg copourtos BbB Bceku ¢uiakoH. TpsOBa fa ce uma
HpeBU ATUTUBHUAT €(EeKT Ha ChITBTCTBAINO IPHJIATaHU MTPOILYKTH, ChIBPXKAIIA COPOUTOIN (MK
($pykTO32a), KAKTO U XPAHUTEITHHUAT IPHEM Ha copbuton (mnu Gpykrosa).

To3u nexkapcTBEH NPOAYKT ChIbprka Mo-Majako oT 1 mmol HaTpuii (23 mg) Ha no3a 120 mg, T.e. MOXKe
Jla ce KaXke, 4e MPAKTUIECKH HE ChIIbpKa HATPHIA.

4.5 B3amMmoaeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYrH (JOpMH Ha B3auMojeiicTBHe

He ca npoBexxnanu mpoy4uBaHus 3a B3aUMOJIEHCTBHATA.

B ximHUYHY TpOyYBaHUs 1eH03yMal € Mmpujaral B KOMOWHAIIHS ChC CTaHAAPTHO MPOTHBOPAKOBO
JIeYeHHE 1 MIPH NalUeHTH, KOUTO ca noiydaBanu Ougochonaru. He ca HabmogaBaHu KITMHUYHO
3HaYMMH MPOMEHH B Hali-HUCKUTE CEPYMHHU KOHIIEHTPALIMH U BbB (papMakognHaMUKaTa Ha IEHO3yMad
(xopurupas cripsiMo kpeatuHuHa ypuHeH N-tenonentua, uNTx/Cr) npu chIIbTCTBAIA XUMHUOTEPATIHSE
W/WITM XOPMOHAJTHA Tepanus, Wi PY NpeALIecTBaIla eKCIIO3UIKS Ha MHTpaBeHo3HH oudochonaru.
4.6 @epTHAUTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct

JIumcBaT WM ¥Ma OrpaHUYEHH JaHHH OT yHoTpebara Ha JeH03yMal 1mpu OpeMEeHHH JKEHH.
[IpoyuBanusiTa pu )KUBOTHH MOKA3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).



Wyost He ce mpenoppuBa 3a ynoTpeba 1mo BpeMe Ha OpeMEHHOCT U MPH JKEHU C JeTePOJIeH MMOTSHIINA,
KOUTO HE M3MOJI3BaT KOHTpauemnius. JKenute TpsiOBa qa ObaT ChbBETBAaHU Ja HEe 3a0peMeHsBaT 1o
BpeMe Ha U Hali-Mallko 5 Mecera cien iedeaueto ¢ Wyost. Epexture Ha Wyost e BeposTHO 1a ca
MO-TOJIEMH TI0 BpEMe Ha BTOPHUS M TPETHUS TPUMECThP Ha OPEMEHHOCTTA, Thil KATO MOHOKJIOHATHUTE
aHTHUTENa PEMUHABAT TIPe3 IJIAIeHTaTa 110 JIMHEEH MOJIET C HalpeBaHe Ha OpeMEHHOCTTa, KaTo
HAR-TOJIIMO KOJHYECTBO MPEMUHABA Pe3 TPETUS TPUMECTHP.

Kspmene

He e uzBecTHO manu neHo3ymal ce eKCKpeTHpa B KbpMaTa. He Moxe Jia ce M3KIIIOYH PHCK 32
HOBOpoJeHuTe/KbpMaueTata. [IpoyuBanus npu ,.knockout mumiku” mokassar, ue nuncata Ha RANKL
10 BpeMe Ha OPEeMEHHOCTTa MOXKE /1a IIOBJIMAE BbPXY Ch3PABAHETO Ha MIICUHUTE JKJIE3H, BOJIEILO JO
HapyIleHa JIaKTalus ciie paxaaHe (Bxk. Touka 5.3). TpsOBa na ce B3eMe peleHne Janu Aa ce

MMPpCyCTAaHOBU KbPMCHECTO HUJIM [1d HC CC MPUJIOKHU TCPAIIUATA C Wyost, KaToO CC B3CcMaT NpCABU/
mojizata OT KbpMCHETO 3a HOBOpOZIeHOTO/K’bpMa‘IeTO U 1oJji3aTa OT TE€palruAaATa 3a KCHara.

DepTUIuTeT

Hsma nannn 3a edexra Ha qeHo3ymMad BepXy deprunureTa npu xopa. IIpoyuBanust nmpyu >KUBOTHU HE
MOKAa3BaT MPEKU WM HENPEKH BpeAHU e(heKTH, CBbp3aHH ¢ GepTHauTeTa (BXK. Touka 5.3).

4.7 EdexTH BbpXYy cCoco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHHA
Wyost He MOBNUsBA WK OBIMABA PEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MalIMHU.
4.8 Hexenanu JeKkapcTBeHH peaKINu

O0600611IeHMEe Ha npodiia Ha OE30IIaCHOCT

O6H_II/I$IT HpO(l)I/IJ'I Ha 0€30MacHOCT € B ChOTBETCTBHE C BCUUKH 0)106p€HI/I IIOKa3aHHsg 3a Wyost.

XUIMOKANIIEMHs Ce ChOOIIaBa MHOTO YECTO CIIE/ IIPIIIOKEHUE Ha AeHO3yMal, MPeANMHO TIpe3
IBPBUTE 2 CEAMUITH. XHUIMOKAIIINEMHITAa MOXKE J1a € TEKKA i CHMITTOMaTHYIHA (BXK. Touka 4.8 —
onHcaHue Ha N30paHU HeXEIaHH peakinn). HamansgBaHeTo Ha cepyMHUS Kaluii OOMKHOBEHO CE
OBJIASIBA 110 MTOAXOISII HAYMH C TIOMOIITa Ha 100aBKy ¢ Kaiauuii u sutamuH D. Hali-uectara
HEXeJTaHa peakius Ha JeHo3yMal € MyCKyJIHO-CKeneTHa Oonka. Cirydan Ha OCTEOHEKpO3a Ha
yemocTTa (BXK. TOUkH 4.4 1 4.8 — onrcanne Ha U30paHy HEXKEJIaHH PEaKI[iK) ca HaOJII0IaBaHU YeCTO
MIPH MAIUSHTH, TIPUEMAIly JeH03yMao0.

TabauyeH CIKUCHK HA HEXKCIAHUTE PCAKIINN

W3non3Bana e cieqHaTa KOHBEHIHS 32 Kilacu(UKanys Ha HeXellaHuTe JIEKapCTBEHU PEakliu Bb3
OCHOBA Ha YeCTOTaTa B YSTUPH KIMHUYHHU u3nuTBanus (asa III, nBe knuuuunu usnureanus dasa Il u
MOCTMAPKETHHTOBYsI ONUT (BK. Tabmuia 1): maOro uectu (> 1/10), wectu (> 1/100 mo < 1/10),
Heuectd (> 1/1 000 mo < 1/100), penku (= 1/10 000 o < 1/1 000), maoTO penku (< 1/10 000) u c
HEW3BECTHA YeCTOTa (0T HATMIHHUTE TaHHU HE MOKe Ja OB HampaBeHa orieHka). [Ipu Besko
rpynupaHe B 3aBUCUMOCT OT YECTOTaTa U CUCTEMO-OPTaHHHUSI KJIaC, HeXKEIIaHUTE PEaKIuu ce
M30pOSBAT B HU3XOAII P/l IO OTHOIICHHUE Ha TAXHATA CEPUO3HOCT.



Taoauna 1. Hexxenanu Pe€aKIuu, CHOOIIeHH NPpHA NMANUECHTH C HAIIPCIHAIH 3JI0KAYECTBCHHU
3360.]15[33][]45[, 3acHAralmim KOCTUTe, MHOKCCTBCH MHUEJIOM WM C THTAHTOKJICTBYECH TYMOP Ha
KOCTTa

CucremMo-opraseH KJjac 1no Kareropus 4yecrora Hexenanu peakuuu
MedDRA
Heomnasmu — nobpokavectsenu, | Yectn HoBo mbpBHYHO 3710KAYECTBEHO
3JI0KAYE€CTBEHU M HEOTIPEICTICHH 3abonsBane!
(BKJI. KHCTH U TIOJIHIIN)
Hapyuienust Ha ”MyHHaTa Penxu JlexapcTBEHa CBPBXYYBCTBUTEIHOCT!
cucremMa Penxu AnapunaktiuuHa peakims'
Hapymenust Ha MmeTabonu3mMa u MHoro yectu Xunokanuemus ' >
XpaHEHETO Yectu Xumnodocharemus

Heuectu XunepkanuueMmus ciel

MpeKpaTsBaHe Ha JICUEHUETO IPH
MAIUCHTH C TUTAHTOKJIETHYCH TYMOP

Ha KOCTTa’
Pecnuparopuu, rpbaHu U MHoro yectu Hucnues
MeANACTHHAIHU HApYIIECHUs
CroMantHo-4peBHU HAPYIICHHS MHoro dyectu Huapus
Yectn Exctpakums Ha 360
Hapymenus Ha xoxaTa u Yectn Xunepxuaposa
MOJIKO)KHATA ThKaH Heuectn JIMXEHOM/IHY JIEKAPCTBEHHU PEAKIMH'
Hapyiienus Ha MHoro dyectu MycKynHO-CKeneTHa Oonka'
MYCKYITHO-CKeJIeTHaTa cucteMa i | Yecru OCTeOHEKPO3a Ha YETIOCTTa!
ChCAVMHUTCIIHATA ThKaH Heuectn AtunmaHa ¢pakTypa Ha OempeHaTa
koct!
C Hemn3BecTHa yecToTa OcTeoHeKkpo3a Ha BHHIIHUS CIIyXOB
npoxox>*

! Bukte Touka ,,Onucanie Ha U30paHy HEKENAHU PEaKIUn
2 BikTe TOUKa ,,J[pyry CIIENUAIHH TTOMyJIanun”

3 Bukre Touka 4.4

* EdexT Ha kaca JekapcTsa

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Xunokanyuemus

B xmHUYHATE TpOyYIBaHUS 3a IIPEIOTBpaTIBaHe HAa CHOUTHS, CBBp3aHu ¢ KocTHara cuctema (CCK) e
HaOJI0/JaBaHa MMO-BUCOKA Y€CTOTa Ha XUIOKAIIMEMHS IIPH MAIUCHTH, JICKYBaHH C JCHO3yMa0, B
CpPaBHEHHUE ChC 30JICIPOHOBA KHCEIIMHA.

Haii-Brucokara gyectoTa Ha XHITOKAIIFEeMHs € HaOrolaBaHa B KIIMHUYHO TipoyuBane ¢asa I1I mpu
NalUeHTH C MHOKecTBEeH MuesioM. Choliasa ce 3a xumokanueMus npu 16,9% ot nanueHTure,
JIEKyBaHHU ¢ JIeH03yMa0, u 12,4% OT malMeHTHTe, JIKYBaHH ChC 30JICAPOHOBA KuceinHa. HamasiBane
Ha HUBaTa HAa CEPyMHUS KU cTereH 3 ce HaOmonasa npu 1,4% oT malnueHTuTe, JISKyBaHH C
nero3zyma0, u 0,6% OT manueHTHTe, IeKyBaHU ChC 30JICAPOHOBA KucennHa. HaMansBane Ha HUBaTa Ha
CepyMHUS Kanuii crerneH 4 ce Habmoaasa npu 0,4% OT maueHTuTe, JIeKyBaHu ¢ AeHo3ymao, u 0,1%
OT MAIUeHTHUTE, JIEKyBaHH ChC 30JIe[POHOBA KUCEIHHA.

B tpu ximHn4HM ipoyuBanus ¢asa l1l, koHTpomupaHu ¢ aKTHBHO BEIIECTBO IIPH MAIUEHTH C
HaIpeIHaM 3JI0KaYeCTBCHU 3a00JIABaHus, 3acsralid KOCTUTE, XUITOKAIIUEMHS € ChoOIieHa npu 9,6%
OT MAaIUCHTHTE, JICKYBaHH ¢ AeHO3yMa0, 1 5,0% OT marueHTuTe, JCKyBaHU ChC 30JICIPOHOBA
KHMCEIINHA.




HamansBane Ha cepyMHUTE HUBA Ha KaJIlUi cTerneH 3 ca uManu 2,5% OT NallueHTUTE, JIEKYBaHU C
neHo3yMao, u 1,2% oT mauueHTHTe, IEKyBaHU ChC 30JIeAPOHOBA KucennHa. HamansBane Ha
CepyMHHUTE HUBA Ha Kanuuii creneH 4 ca umanu 0,6% OT mauueHTuTe, JIeKyBaHu ¢ eno3ymao, u 0,2%
OT NalMEHTHUTE, JIEKYBaHH ChC 30JIe[POHOBA KUCETHHA (BXK. TouKa 4.4).

B nBe xknmunnunm npoyuBanus ¢asa Il ¢ eqHO pamMo npu NAMEeHTH C TUTAaHTOKJIETHYSH TYMOp Ha
KOCTTa, XHITOKAIAIEMUs € ChoOIIeHa pu 5,7% oT manueHTHTe. HUTO €1HO OT HeXeNaHUTe ChOUTHS
HE CE CYHTa 3a CEpPHUO3HO.

Cro0maBa ce 3a TeKKa CHMITOMATHYHA XUTTOKAIIIUEMHS! (BKIIFOUUTEITHO JICTATHH CITy4Yan) Ipu
MOCTMapKETHHTOBATa yIOTpeda, KaTo MOBEYETO CIyYau Ca HACTHIIN B ITPBUTE CEAMHUIIA OT
HAYaJIOTO Ha JedeHueTo. [IpuMepu 3a KITMHUYIHY MPOSBU HA TEKKA CUMITOMATUYHA XUITOKATITAEMUS
BKITIOYBAT yIblDkaBane Ha QT-uHTepBaa, TeTaHus, IbPUYOBE U HAPYIIEHO NICUXUYHO CHhCTOSIHHAE
(BrITIOUMTETHO KOMa) (BK. TouKa 4.4). CHMITOMUTE HA XATTOKAIIUEMUS B KIIMHIIHATE TIPOYYBAHUS
BKJTFOYBAT MAPECTE3NH UM MYCKYJIHA CKOBAHOCT, IOTPEMBAHMS, CIIa3MHU U MYCKYJIHU KPaMITH.

Ocmeonexposa na uenrocmma (OHY)

B xnuHn4HMTE ipoy4Banus yectorata Ha OHY e Ouiia mo-Brucoka mpu 1o rojisiMa mpoIbJKHTEITHOCT
Ha excnio3unuaTa; OHY e quarHoctuipana u ciejl CupaHe Ha JIEYEHHETOo ¢ AeH03ymMal, KaTo
MO-TOJIsIMATa 9acT OT CIIy4auTe ca HACTBIIWIM B PAMKHUTE Ha 5 Mecela clie]] MocyieqHara 103a.
[TaumenTu ¢ npenxoxxaama aHamuae3a 3a OHY uinn ocreoMuenuT Ha YenocTTa, akTHBHO 3a00IIsIBaHe
Ha 3p0MTE WM YeIIOCTTa, M3UCKBAIIIO OpalHa XUPYPrysl, He3a3paBsijia paHa cje]l OpajlHa XUPYprus,
WIN BCSIKA IUTAHUPAaHa MHBa3MBHA CTOMATOJIOTHYHA MIPOLEypa, ca OMIN U3KIOUYEHH OT KIMHUIHUTE
MIPOYYBaHUS.

B xnuHn4HMTE poy4BaHus 3a npegorepatrsasane Ha CCK e nHabnronaBaHa mo-Brcoka yecrora Ha OHY
IpY TIALMEHTH, JIEKYBaHH € IeHO3yMa0l, B CpPaBHEHHE ChC 30JI€APOHOBA KrcenuHa. Hail-Bucokara
yectota Ha OHY e HaOmronaBaHa B KIITMHAYHO TipoyuBaHe (asa Il mpu manueHTr ¢ MHOXKECTBEH
MmuenoM. B nBoitHocsmara ¢asa Ha jgeueHue Ha ToBa npoyuBane OHY e notBwpaena npu 5,9% ot
MAIMEeHTHTE, JIEKyBaHH ¢ JIeHO3yMal (Mequana Ha ekcriosunusaTta 19,4 mecena; rpanvmu 1 - 52), u

npu 3,2% OT HauueHTuTe, JIEKyBaH! ChC 30J1eIpOHOBA KucenuHa. [Ipu 3aBbpiuBaHe Ha
JIBOWHOCHsMATa (haza Ha JIeYeHUE Ha TOBa MPOyYBaHEe KOPUTMpaHAaTa 3a MallUeHTOrOMHU YeCTOTa Ha
notbpacHa OHY B rpynara Ha geno3ymab (Meauana Ha ekcrio3unusTa 19,4 mecena; rpanuny 1 - 52)
e 2,0 3a 100 manpeHTOTOJMHM IO BpEME Ha IThbpBaTa roJlnHa OT JIedeHneTo, 5,0 mpe3 BTopara rofinHa

u 4,5 cnen ToBa. Menuanara Ha Bpemeto 10 OHY e 18,7 mecena (rpanuru: 1 - 44).

IIpu ocHOBHHUTE (a3 Ha JeueHne Ha TpY KIMHWYHH npoy4uBanus ¢aza I, koHTponupaHu ¢ akTHBHO
BEIIECTBO MY MAIMEHTH C HAIIPeTHAIN 37I0Ka4eCTBeHN 3a00MsBaHus, 3acsramu kocture, OHY e
notebpAcHa npu 1,8% oT manueHTHTe, JEKyBaHH € IeHO3yMa0 (MeanaHa Ha

excriosuisaTa 12,0 mecera; rpaaumu: 0,1 —40,5), n 1,3% ot mamuenTuTe, JeKyBaHHA CHC 30JI€IPOHOBA
kucennHa. KIMHNYHITE XapaKTepUCTUKY Ha TE3W CIIydan ca OWiIH eJHAKBU MEXAY TPYIINUTE Ha
neuenue. Cpen manuenTute ¢ noTBbpaeHa OHY, noseuero (81% mpu nBeTe rpynu Ha JICUCHHE) ca
MMaJIi aHAMHEe3a 32 eKCTPaKIUs Ha 360, JIoIIa YCTHA XUTUeHA U/WiH 360HU KOHCTpyKIuu. [ToBedero
OT MAIUEHTHTE Ca MMOTy9aBaIH WIH MTOJTy9aBaT XUMHUOTEPAITHSL.

[IpoyuBaHusTa P MALMEHTH C PAaK HA T'bpJIaTa WU MPOCTATaTa BKIFOYBAT (a3a Ha MPOABIKECHO
JedeHue ¢ qeHo3ymab (Meauana Ha ooma ekcrozumus 14,9 mecena; rpanunu: 0,1 — 67,2). Ilo Bpeme
Ha ¢a3ata Ha mpoabkeHo JeueHne OHY e motewspraeHa mpu 6,9% ot manueHTrTe ¢ pak Ha rbpAaTa u
pak Ha mpocraTaTa.

Kopurupanara 3a manuenToroguau o61ma yectora Ha motebpaeHa OHY e 1,1 3a 100 manueHTOTOMHI
Mpe3 IbpBaTa roJHa Ha JEUYEeHUEeTo, 3,7 mpe3 BTopara roausa u 4,6 cien Topa. MeauanaTta Ha
Bpemeto 10 OHY e 20,6 mecena (rpanunu: 4 - 53).



Hepannomu3upano, peTpoCIIEKTUBHO, 00OCEPBAIIIOHHO MPOyYBaHe MpH 2 8§77 MaIMeHTH ¢ pak,
JIEKyBaHHU C ICHO3yMal MK 30JIeIpOHOBA KucenrHa, B LlIBenns, Jlanus n Hopserus mokasaa,

ye 5-ropunrHara yectora Ha MmeauiHcku notebpAaeHa OHY e 5,7% (95% CI: 4,4, 7,3; meanana Ha
BpeMeTo Ha npocnenssane 20 mecena [rpanumu 0,2 — 60]) B KoXopTa MalUeHTH, OTyYaBallH
nenosymao, u 1,4% (95% CI: 0,8, 2,3; Memuana Ha BpeMeTo Ha npocienssade 13 mecemna
[rparumm 0,1 — 60]) B oTHeTHA KOXOPTA MAMECHTH, MTOTyYaBaIlH 30JI¢IPOHOBA KUCEIMHA.
[Terrogumnara yecrora Ha OHY npu manueHTUTe, IPEMUHAIIN OT 30JICPOHOBA KUCEIMHA Ha
neHo3ymao, e 6,6% (95% CI: 4,2, 10,0; meamana Ha BpeMeTo Ha mpociieasaBane 13 Mecemna
[rpanumu 0,2 — 60)).

B knuan4HO npoyuBane ¢asa 1l npu nanuenTn ¢ HemMeTactazupai pak Ha npocTtaraTa (IOomyIanus
MAIMEeHTH, 33 KOUTO JIEHO3yMal He € MO0Ka3aH), ¢ MO-MPOABDKUTENHA eKCITO3UIIHS Ha JISYeHHE 10
7 roIMHU, KOPUTHpaHaTa YeCTOTa 3a naueHToroguuu Ha noteepaena OHY e 1,1 3a

100 manmeHTOroAMHM IIpe3 MbpBaTa roA1Ha Ha JieueHue, 3,0 mpe3 Bropara ronuHa u 7,1 cien Tosa.

B 1BJIrOCpOYHO OTKPUTO KIMHUYHO Tpoy4BaHe (asa Il mpu manueHT ¢ TMraHTOKJIETHYCH TyMOD Ha
KoctTa (mpoyusane 6, Bx. Touka 5.1) OHY e notBbpaeHa npu 6,8% OT NanMeHTHTE, BKIIOYUTETHO
€/IMH IoHoIIIa (MeIuaHa Ha Opost Ha 34 o3u; rpanuiy 4 - 116). [Ipu 3apbpiiBaHe Ha MPOYUBAHETO
MeJIaHaTa Ha BpEMETO B IPOYYBAHETO, BKIIIOUUTENIHO (Da3ara Ha MpocieIsBaHe 3a 0€30MacHOCT,

e 60,9 mecena (rparunu: 0 - 112,6). Kopurupanara yectora 3a naliMeHTOroIMHU Ha ToTBBpaeHa OHY
e o6mo 1,5 3a 100 manmenToroanau (0,2 3a 100 manueHTOroAMHN TIPE3 IbpBaTa TOANHA Ha
nedeHueTo, 1,5 npe3 BTopaTta roauHa, 1,8 mpe3 Tperara roguHa, 2,1 npes yeTBbpTaTa roguHa, 1,4 mpes
neTara roguHa u 2,2 cien Toa). Meamanara Ha Bpemero 10 OHY e 41 mecena (rpanumm: 11 - 96).

[IpoyuBaHe 7 e mpoBeneHO C IIeNl TPOAbKaBaHe Ha MPOCIIEIBAHETO HA YIACTHHUIIH C
TUTaHTOKJIEThUEH TYMOpP Ha KOCTTa, KOUTO Ca JIEKyBaHH B TIPOYYBaHE 6, 32 NOMBIHATEITHH 5 UITH
noeeue roauan. OHY ce cpoOmaBa npu 6 naruenty (11,8%) oT 51 marueHTy ¢ eKCIo3uIus, KaTo
MejMaHaTa Ha o0uuTe no3u aeHo3ymao e 42. Tpu ot Te3u cirydan Ha OHY ca MmenmuimHCKu
MOTBBP/ICHHU.

Cevp3sanu c 1ekapcmeomo peakyuu Ha C8PLXUYECMEUMENTHOCT
[Tpu mocTMapkeTHHTOBaTa yrnorpeda ca cho0IaBaHu CHOUTHS Ha CBPBXUYBCTBUTEIHOCT,
BKJTFOUHMTEITHO PENIKU CITydad Ha aHa(MIAKTUIHU PEaKIHX PH MallUEeHTH, ITOJyYaBaIld JeH03yMao.

Amunuunu ¢ppaxmypu na b6edpenama Kocm

B nporpaMaTa OT KJIMHUYHHU MPOYYBAHHS, KATO M0, ATHINYHN (GPaKTypH Ha OepeHaTa KOCT ce
ChOOIABAT HEYECTO MPHU TMAIMEHTH, JIEKYBaHH C JIEHO3yMal, U PUCKBT CE yBEINYaBa MPHU MMO-TOJIsIMA
NPOBIDKUTEIHOCT Ha JieueHneTo. ChOUTHATA Ce TOSABSIBAT 110 BpeMe Ha JISYSHHETO | 10 9 Mecela
cJiel IpeKpaTsIBaHe Ha JICUCHUETO (BXK. TOUKa 4.4).

B nporpamMara 3a KIIMHUYHA U3MUTBAHU NPH TUTaHToKIeThueH TyMop Ha kocTTa (I'KTK) atinmaan
¢dpakTypu Ha 6enpenata koct (ADBK) ce cho0maraT 4yecTo npu NaKueHTH, JCKyBaHU ¢ IcHO3yMal. B
npoyuBaHe 6 gectorara Ha moTBbpaeHn ADBK e 0,95% (5/526) npu nammmentu ¢ ' KTK. B npoyuBane
3a npociensBane 7 yecrorara Ha moTebpaeHn ADBK e 3,9% (2/51) ot manmeHTHTE € EKCIO3UIHS Ha
JIEHO3yMal

Myckynno-ckenremua 601Ka

[Tpu mocTmapkeTuHroBaTa ynorpeda umMa ChoOIIECHHUS 32 MYCKYJIHO-CKeJleTHa 00JIKa, BKIFOUUTEITHO
TEXKH CITydau, PH MalueHTH, TIoIyJYaBalliy JeH03yMal. B KiIMHUYHY Tpoy4YBaHus,
MYCKYJTHO-CKeJIeTHa O0JiKa ce choOIaBa MHOTO YeCTO U B IBETE TPYIH Ha JICYCHHE — C IEHO3yMal u
30JICHIPOHOBA KHceTnHa. MyCKyTHO-cKelleTHa 00JKa, BOJIEIa O IPEeyCTaHOBSBaHE Ha N3ITUTBAHOTO
JieuyeHue, ce choOIIaBa HEYeCTo.

Hoeso NBPBUUHO 310KAYEeCNnBEHO zabonssane

[Ipu ocHoBHUTE ABOHHOCHENH (Da3y Ha JeUCHUE HA YeTHPH KIMHUYHU NpoyuBaHus daza 11,
KOHTPOJIMPAHU C aKTUBHO BEILECTBO, IPH MALUCHTH C HAIlpeIHAIH 3JI0Ka4YeCTBEHH 3200 IsIBaHus,
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3acsrainy KOCTUTE, HOBO IIbPBUYHO 3JI0KAYECTBEHO 3a00isBaHe ce chobmana mpu 54/3 691 (1,5%) ot
MAIICHTUTE, JIKYBaHH ¢ JeHo3yMab (MeauaHa Ha ekcriozunusaTa 13,8 mecena; rpanunu: 1,0 —51,7), u
npu 33/3 688 (0,9%) oT manueHTuTe, IEKyBaH! ChC 30JIEPOHOBA KUCEIMHa (MeIuana Ha
ekcriosuruaTa 12,9 mecena; rpaauiy: 1,0 — 50,8).

KymynatuBHaTa yectoTa 3a ejHa roguHa € cboTBeTHO 1,1% 3a menosymab u 0,6% 3a 30meapoHOBa
KHCEJINHA.

He ce HabnronaBa sicHa, CBbp3aHa C JICICHUETO TECHACHIUS MPU OTACITHUTE OHKOJOTHYHHU 3200 IIBAHUS
WM TPYTIUTE OHKOJIOTHMYHU 3200JISIBaHHUS.

B nmpoyuBane 6 nipu MalMeHTUTE C TUTAHTOKJIEThUSH TYMOP Ha KOCTTa YeCTOTaTa Ha HOBO
3JI0Ka4eCTBEHO 3a00JIIBaHe, BKIIOUNTEITHO 3I0KaYeCTBEHH 3a00JIIBaHMs, 3acsralli KOCTTa, U TAKHBA
U3BBH KOCTTA, € 3,8% (20/526). B npoyuBane 3a npocnenssane 7 uectotara e 11,8% (6/51) ot
HALMEHTHTE C eKCIIO3UIHS Ha IeHO3yMao.

Jluxenouonu rexapcmeenu peakyuu
Cro01maBa ce 3a TUXEHOWIHY JIEKAPCTBEHU peakIvy (HapuMep peakiyu, o100H! Ha JTUXEH

HJ'IaHyC) IIpy NalqUCHTHU B TIOCTMAPKETHUHTOBU YCJIOBUA.

Ilenuarpuyna nonyJanus

JleHo3yMa0 e u3cieBaH B €THO OTBOPSHO NMPOYyYBaHE, KOSTO BKIIIOYBA 28 FOHOIIHU ChC 3aBHPIICHO
CKEJIETHO Pa3BUTHE C TUTAHTOKIETHUYECH TYMOp Ha KOCTTa. Bb3 OCHOBa Ha T€3u OrpaHUYCHU JaHHHU,
MpoUITBT Ha HEXKEJIAHUTE PEaKINH € CXO/ICH C TO3U IPU BH3PACTHH.

Crob1maBa ce 3a KIIMHUYHO 3HAYMMa XUMEPKaIIUEMHUs CJIe ] IPEeKpaTsBaHe Ha JICYCHUETO pU
NOCTMAapKETHHIOBaTa yrnoTpeda Mpy NeIuaTpruyHy MayueHTH (BX. Touka 4.4).

I[DVFI/I ClicaJIH{ MMONyJIaliin

bvopeuno yspeacoane

B kITMHUYHO M3MUTBaHE TPY MAIMEHTH 03 HAIPEHA PaK C TeXKKa CTENCH Ha ObOPEYHO yBpEeXKIaHe
(xpeaTrHUHOB KIupBHC < 30 ml/min) WM KOUTO ca Ha TUATU3a, UMa MO-TOJISIM PUCK OT pa3BUTHE HA
XUIMOKAIIUEMHS], aKO HE ce J00aBs Kanui. PUCKBT OT pa3BUTHE Ha XUITOKAIIMEMHS 110 BpeMe Ha
JeYeHHE ¢ IeH03yMab € Mo-ToJIsIM ¢ HapacTBaHE Ha CTEMeHTa Ha ObOpedHo yBpexkmaane. B KimHUIHO
M3NUTBaHE MPH NalMeHTH 0e3 HampeaHal pak, 19% oT nauueHTuTe ¢ TeXKa cTeneH Ha ObOpedHo
yBpexIaHe (kpeaTHHUHOB KIHpBHC < 30 ml/min) u 63% ot mauueHTHTE, KOUTO Ca Ha IUanu3a, ca
Pa3BUIIN XUITOKAIIIMEMHS BBIIPEKH JOOABSIHETO Ha Kainuii. O0mara 4ecToTa Ha KITIMHUYHO 3HAYNMa
XHIokaemMus € 9%.

HabmromaBaHo € ChII0 U CHITBTCTBAIIO TOBUINIABAHE HA MAPaTHPEOUTHUS XOPMOH IIPH NAIUEHTH C
TEKKa CTETICH Ha ObOPEYHO yBpEXkIaHe MIIM Ha AUANIN3a, KOUTO MOIy4aBaT AeHO3yMao.
[IpocneasBaneTo Ha KAILMEBUTE HUBA U JOCTATHUHUAT IPUEM Ha Kaluid 1 BUTaMuH D e ocobeno
Ba)XHO IIPH MAIMEHTH ¢ ObOPEYHO yBpexkIaHe (BXK. Touka 4.4).

C’B06H_IaBaHC Ha 1003 pPaHu HCXKCJIaHU PCAKIINH

Cro0ImaBaHeTo Ha IMOIO3MPAHN HEKEJIaHHU PEaKIIMU ciie]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISABA a TIPOIBIKH HAOIOICHUETO Ha ChOTHOIICHUETO TOI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICIIUATUCTH CE U3UCKBA J1a ChOOIIABAT BCSKA
MOJI03UPaHa HeXellaHa Peakiysl Ype3 HAlMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYEHA B

Ilpunoxenue V.
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4.9 Ilpeno3upane

Hsma onut ¢ mpeno3upane mpu KIMHAYHUTE MpoyuBaHus. JleHo3yMal e nmpuiarad npyu KIMHAYHA
npoyuBaHus B 1034 A0 180 mg Ha Bceku 4 cenmuiy 1 120 mg ceaMUYHO 3a 3 ceAMMILIN.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTuuHa rpyna: JlekapcTsa 3a JeueHHe Ha KOCTHH 3a0oisiBanus — Jpyru ekapcTsa,
MIOBJIMSABAIIM KOCTHATa CTpyKTypa u MuHepanuzaus, ATC kox: M05BX04

Wyost e OnonoruyHo moao0eH JekapcTBeH NpoayKT. [TonpoOHa nHdopMalms e mpeJoCTaBeHa Ha
yeOcaiita Ha EBponeiickaTa areHIus 1o jekapcTraTa https://www.ema.europa.eu/.

MexaHU3bM Ha IEWCTBUE

RANKL cpmecTByBa KaTo TpaHcMeMOpaHeH win pa3tBopuM npoTenH. RANKL e kpaitHo HeoOXoamm
3a 00pa3zyBaHeTO, PYHKIIMOHUPAHETO U MPEKUBIEMOCTTA HA OCTCOKIACTUTE, CAUHCTBEHUST BU]T
KJICTKH, OTTOBOPHU 3a KOCTHaTa pe3opOius. [loBuiieHaTa akTHBHOCT Ha OCTCOKIIACTHUTE,
crumysmpann oT RANKL, e kiro9oB MeauaTop 3a KOCTHaTa IECTPYKITUS IIPH METaCTaTUIHN KOCTHH
3a00JIIBaHUS U MHOKECTBEH MHesIoM. JleHo3ymal € 4oBemko MOHOKIOHAHO aHTUTsLI0 (IgG2), koeto
TapreTHO ce CBhP3Ba ¢ BUCOK aduHuTeT U crienupuaaoct ¢ RANKL, kato npeaoTBpartsBa mosiBara Ha
B3aumoerictBueTo RANKL/RANK u Boju /10 HaMayieH Opoii OCTEOKIIaCTH M HaMaJICHHUE Ha TsAXHaTa
(hyHKITUS, KaTo 110 TO3M HAYMH HamallsiBa KOCTHATa pe30pOIUs M KOCTHATA ACCTPYKIIMS, HHIyIMpaHa
OT paKoBH 3a00JIIBaHUSI.

I'ura"TOKIETHPYHUTE TYMOPH Ha KOCTTA C€ XapaKTEPU3UPaT C HEOIIACTUYHU CTPOMAITHU KIIETKH,
excripecupaimi RANK niras u mogoO0HA Ha OCTEOKIIACTH TUTAaHTCKU KJIETKH, eKkcrpecupantd RANK.
[Ipu manueHTH ¢ THTAaHTOKJIETHYCH TYMOP Ha KOCTTa JIeH03yMal ce cBbp3Ba ¢ RANK mmranna, kato
3HAYUTEIIHO HaMaJIsiBa WK eTMMHHNPA ITOJ00HUTE Ha OCTCOKIIACTH TUTAHTCKH KIICTKU. B pesynraT Ha
TOBa OCTEOJIM3aTa HaMaJIsABa U Iposin)epaTHBHATA TYMOPHA CTPOMaA CE 3aMECTBa C
HenpondeparuBHa, TudepeHnrpana, IUTbTHA HOBOOOpa3yBaHa KOCT.

dapMakoIMHAMUYHU ePEKTH

B ximHnyHM n3nuTBaHus (asa [l mpu manpeHTH ¢ HanpeHaIU 3JI0KaYeCTBEHU 3200 IsIBaHYS,
3acsTamy KOCTUTE, TIOJKOKHOTO (S.C.) MIPIIIOKEHHE Ha feH03yMab Ha Beeku 4 ceamumn (Q4W)

wim 12 cenMuiy Boau 10 Obp30 HaMalsiBaHE Ha MapkepuTe 3a kocTHa pe3opOiwst (UNTx/Cr, cepymeH
CTx [kpbcTOcaHO-CBBbp3aH C-TenonenTua Ha KollareH Tur 1]), ¢ MmeuaHa Ha HaMaJueHUe OT
npubmusutenHo 80% 3a uNTx/Cr, mosBsBaIo ce B paMKUTe Ha | ceiMuIa, HE3aBHCUMO OT
mpejrecTsaiia Tepanus ¢ OndpocHoHaTH MK OT U3XOAHOTO HUBO Ha UNTX/Cr. B kiauHHYHM
npoyuBanus ¢a3a Il npu manueHTH ¢ HapeaHATN 3JI0KAaYeCTBEHU 3a00IsIBAaHNS, 3aCATAIN KOCTUTE,
cpennoro Hamajenue Ha uNTx/Cr ot npubnuzureano 80% ce e 3aabppikaio mpe3 49-Te ceMUIN Ha
nedenue ¢ qeHo3ymab (120 mg Ha Bcexku 4 ceqMuIm).

HUmyHorennoct
ITo BpeMe Ha eUYEeHUETO C IEHO3YMad MOXKE Jla ce Pa3BHUAT aHTUTENA cpelry JaeHo3yMmab. He e
HaOJTI0/JTaBaHa SIBHA BPB3Ka MEX/y Pa3BUTHETO HA aHTUTENA U (DapMaKOKHHETHUKATA, KIMHUYHUS

OTTOBOP MJIM HEXCIIAHOTO chOHuTHE.

Knnanyna e(i)I/IKaCHOCT 1 0€30MacHOCT OpH NTanrMeHTH ¢ KOCTHHU METACTa3u OT COJIMAHH TYMOPH

EdukacHoctra u 6e3omacHocTra Ha 120 mg neHo3yMal, mpujiaraH S.C. Ha BCEKU 4 CeAMMIIN HITH
Ha 4 mg 30JIeIPOHOBA KUCENIMHA (KOPUTHPaHE Ha J103aTa IpH HamasieHa ObOpevHa (yHKITHS),
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mprIarasa i.v. (MHTPaBEHO3HO) Ha BCEKU 4 CEIMUIIN, Ca CPaBHIBAHU B TPHU PaHIOMU3HPAHU,
JIBOWHOCIIEIH MPOYYBaHHSI, KOHTPOIUPAHH C aKTHBHO BEIIECTBO NPH MAIUCHTH, KOUTO HE ca
noJTyJaBaid i.v. oudochoHaT, ¢ HalpeIHAIN 37I0KAYECTBCHH 3a00JIIBaHUs, 3aCATalll KOCTUTE:
BB3pPaCTHHU MAIMECHTHU C paK Ha rbpjata (mpoy4BaHe 1), APyru CONHUIHU TYMOPH WM MHOXKECTBEH
MuesoM (TIpoydBaHe 2) ¥ pak Ha MpocTarara, pe3suCTeHTEH Ha KacTpanus (poyuBane 3). [Ipu Te3u
MIPOYYBaHUs, KOHTPOJIMPAHH C aKTUBHO BEIIECTBO, 0€30IIaCHOCTTA € OlieHeHa pH 5 931 narueHTu.
[ManuenTn ¢ npeqmectrama aHamae3a 32 OHY wim ocTeoMHENTUT Ha 4eT0CTTa, aKTUBHO 3a00JIsIBaHe
Ha 3p0MTE WIH YeNOCTTa, M3UCKBAIIIO OpaHa XUPYPrHsl, HEN3JIeKyBaHO 3a00JIsIBaHe Clie]] OpaTHa
XUPYPrUsi WM KaKBaTO U J1a € TIaHupaHa HHBa3WBHA JICHTAJIHA MPOLIeypa, He ca OMIIM TOIXO/ISIIH 3a
BKIIFOUBAHE B T€3W MPOoy4YBaHus. [[bpBUYHUTE U BTOPUYHUTE KPAWHU TOYKH OIEHSABAT IMOsBaTa Ha
exano wim noseue CCK. [Ipu npoyuBaHusiTa, MOKa3BaIly MPeBb3X0ACTBO HA JEHO3yMal CIIpsMO
30JICHAPOHOBA KHCEITNHA, Ha TTAIIMEHTUTE € TIPE/IJIOKEHO OTKPHUTO MpHJIaraHe Ha JeHO3yMad B
MIpeIBApUTEITHO OTIpeieNieHa 2-rouIrHa (aza Ha MPOIbIDKeHHE Ha JieueHneTo. ChOuTHe, CBhP3aHo C
KOCTHaTa CUCTEMA, CE€ OMPEIelisi KaTO BCIKO €HO OT CIEAHHUTE: aToornyHa ppakTypa (IpenuieHHa
WM HENPEIUIEHHA), JIbYeTEPanus Ha KOCTTa (BKIIFOUUTEIIHO yIIOTpeOa Ha PaIiOU30TOIIHN ), OIIePaIlus
Ha KOCTTa HUJIN Fp’b6Ha‘IHO-M03’b‘IHa KOMIIPECHH.

Jenozymab HamansBa pucka ot nosisata Ha CCK u nosiBata Ha MHOrokpaTtHu CCK (mppBUYHU U
MIOCTIEABAIIH ) TIPH MAIIUEHTH C KOCTHU METacTa3u Ha COMUAHU TyMOPH (BX. Tabmuma 2).

Tadauua 2. Pe3yiaraTu 3a epuKaACHOCT NP NALUEHTH ¢ HANIPEAHAJIM 3JI0KAYeCTBEHH

3a200,19BaHMS,

3acAramm KoCTuTe

IMpoyuBane 1
PaK Ha rppaaTa

IIpoyuBane 2

JAPYTHU COJTUIHH

TYMOpH™** WM
MHOKeCTBEH MHEJI0OM

IIpoyuBane 3
PaK Ha mpocrarara

KoMOuHupan
aBaHCHpaJ pak

Heno3zymab | 3omenpo- | Jlenosymad | 3omenpo- | Jeno3ymab | 3omenmpo- | Jenozymab | 3omenpo-
HOBa HOBa HOBa HOBa
KHCEJIMHA KHCEJINHA KHCEJINHA KHCEJIMHA

N 1026 1 020 886 890 950 951 2 862 2861
IIspeo CCK
Menuana Ha NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
BPEMETO
(mecenn)
Paznuka B NA 4,2 3,5 8,2
Me/MaHaTa Ha
BPEMETO
(mecenn)
HR (95% CI) / 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
RRR (%)
He no-manka <0,0001%/0,0101F 0,0007 /0,06197 0,00027/0,0085% <0,0001 /< 0,0001
e(ukacHoCT /
IIpeBb3x011CTBO
p-CTOMHOCT
st Ha 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
naruerTate (%)
MIbpBo u nocaeapamu CCK*
Cpenen 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
Opoii/manueHT

CpOTHOIIIEHNE HA
gecroTtara (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

IIpeBb3x011CTBO
p-CTOMHOCT

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

MbupBo CCK nan HCM

Mennana Ha
BpPEMETO

NR 25,2

19,0 14,4

20,3 17,1

26,6 19,4
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Ipoyusane 1
pakK Ha rppaara

IpoyuBane 2

APYTH COJTHIHU

TYMOpH** WM
MHO’KeCTBEH MHEJI0M

[poyuBane 3
paK Ha mpocTaTarta

KoMOuHupan
aBaHCHpaJ pak

Heno3zymab | 3omenpo- | Jlenosymad | 3omenpo- | Jeno3ymab | 3omenmpo- | [Jdenozymab | 3omeapo-
HOBa HOBa HOBa HOBa
KHCEJIMHA KHCCJIMHA KHCCJIMHA KHCEJIMHA
N 1026 1 020 886 890 950 951 2 862 2861
(mecenn)
HR (95% CI) / 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
RRR (%)
IIpeBB3x0ACTBO 0,0074 0,0215 0,0134 <0,0001
p-CTOMHOCT
IILpBo 00JbYBaHE HA KOCTUTE
Mennana Ha NR NR NR NR NR 28,6 NR 33,2
BPEMETO
(mecern)
HR (95% CI) / 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
RRR (%)
[IpeBB3x0ICTBO 0,0121 0,0256 0,0071 <0,0001
p-CTOMHOCT

NR = ne mocrurnato; NA = Henpunoxxumo; HCM = xumnepkanuueMus B pe3ysTaT Ha 3I0Ka4eCTBEHO
3abomsBane; SMR = gecrora Ha ckenetHa 3aboneBaemocT; HR = Koedumment Ha puck; RRR = OtHOCHTETHO
HamasieHue Ha pucka 'Kopurupanu p-cToiiHOCTH ca TipecTaBen 3a npoyusanus 1, 2 u 3 (mbpeo CCK u kpaiinu
ToukH 3a mbpBo U nociensaniy CCK); *bpoii Ha BCHUKM chOUTHS, CBBP3aHM C KOCTUTE 3a Nepuoa; OpoeHH ca
caMo ChOUTHS MOSBIIIN ce > 21 JHU CJie/ IPEeIXOIHUTE.
** BKIIFOUMTENHO HepeOHOoKIeThueH pak Ha 6enus 1pod (NSCLC), pak Ha Ob0peka, KOJIOPEKTaJIeH pakK,
JpeOHOKIIEThYEH paK Ha Oenust 1pod, pak Ha MUKOYHUS MEXYp, pak Ha IJlaBaTta U IIHUATa, PaK Ha
racTPOMHTECTHHAHATA CHCTEMa/TMKOY0-TI0JI0BAaTa CHCTEMA M IPYTH, N3KITIOYBAHKY paKk Ha I'bpAaTa U

HpocTaTaTa.

®@urypa 1. Kpusu na Kaplan-Meier 3a BpemeTo 10 nspeoTo CCK mo Bpeme Ha Npoy4YBaHeTO

Mpoyysaxe 1*

MpoyyBaHe 2**

Mpoy4saxe 3*

Dmab (N = 1 026) Dmab (N = 886) — Dmab(N=0950)
10 ——ZAN=1020) — ZA(N=890) —  ZA(N=951)
. 0.
(&)
© 0,8
S
g 0,6
=
g
E 0,4
g -
E 0,2
g
& 0,0
Dmab |1026 697 514 306 99 4 |[886 387 202 96 28 0 ({950 582 361 168 70 18
ZA |1020 676 498 296 94 2 |[son 376 194 86 20 2 ({951 544 299 140 64 22
T T T T T T I I I [ I I I 1 I [ I
o 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30

Dmab = lleno3zyma6 120 mg Q4W
ZA = 3onenponosa kucenuHa 4 mg Q4W
N = Bpo#i paHaOMU3UpaHN YUYaCTHUITN
* = CTaTUCTUYECKU 3HAYMMO 3a MPEBB3X0ACTBO; ** = CTaTHCTUUECKH 3HAYMMO 3a HE M0-MaJIKa

e(ukacHOCT

MeceL| oT npoy4BaKeTo

HDOI‘DCCI/IH Ha 3200JIIBaHETO U 0611[3 OPEXKUBACMOCT C KOCTHHM METACTa3u HA COJIMIHN TYMOPH
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IIporpecusrta Ha 3a00JIBAHETO € CXOIHA MEXKAY ACHO3yMal M 30JIeIPOHOBA KUCETNHA MTPH BCHUKUTE
TPH MPOYYBAHUS U TIPH MPEABAPUTEITHO OTPEACTICHIS aHAIN3 Ha KOMOWHAIUATA OT TPHUTE
MPOyYBaHUSI.

B npoyuBanms 1, 2 u 3, obmiata nmpeKUBSIeMOCT € OaaHCHpaHa MEXITy IeHO3yMab U 30J1eApOHOBA
KHCEJIMHA TIPH MAI[UEeHTH C HaIllpeIHAIH 3JI0Ka4eCTBEHH 3a00JIABaHNs, 3aCATaIN KOCTUTE: MAIlUEHTH C
pak Ha repaara (koepuuueHTsT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), manuenTH ¢ pak Ha
npoctarara (koedpunueHThT Ha puck 1 95% Cl e 1,03 [0,91, 1,17]) u nanuenTy ¢ ApyTru COMTUAHA
TYMOPH HJIM MHOXeCTBeH MuelioM (koepuimeHThT Ha puck u 95% CI e 0,95 [0,83, 1,08]). Post hoc
aHaJu3 B IpoyyBaHe 2 (MauUeHTH ¢ APYTH COIMIHU TYMOPH WIM MHOKECTBEH MHUEJIOM) U3CiIeBa
o011aTta MpexuBsieMOCT 3a TPUTE BUA TYMOPH, U3IION3BaHU 32 cTpaTuduKanus (HeapeOHOKIEThYEeH
pak Ha Oenus qpo0, MHOXKECTBEH MUEIIOM | Jpyru). O0IIara IpexXuBsIeMOCT € MO-AbJra 3a
JIEHO3yMal Mpy HeJApeOHOKIEThUYCeH pak Ha Oenus apod (koedunmeHT Ha puck [95% CI] ot

0,79 10,65, 0,95]; n = 702) u mo-abITa 32 30JIEAPOHOBA KHCEIMHA IIPH MHOKECTBEH MUEIIOM
(xoedunment Ha puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxomHa MeXIy AeHO3yMal U
30JICIPOHOBA KUCEJIUHA [P IPYTHTE BUAOBE TyMopH (koeduiueHT Ha puck [95% CI] ot 1,08 [0,90,
1,30]; n = 894). ToBa npoyuBaHe HE € 32 KOHTPOJIHUPAHE HA IPOTHOCTUYHUTE (PaKTOpH U
AHTHHEOIUTaCTUYHHUTE JeueHus. [Ipu koMOnHupaH, MpeABapUTEIIHO ONPEeNieH aHaJIN3 OT
npoyuBanus 1, 2 u 3, obmara npexxuBsieMOCT € CXOAHa MEXTy IeHO3yMab 1 30JIeZI[pOHOBA KHCEJINHA
(roedumment Ha puck u 95% CI1 0,99 [0,91, 1,07]).

Edekr Bepxy OosikaTa

Bpemero 10 obnexvyaBane Ha OonkaTa (T.€., > 2 TOUKH HaMaIsiBaHE OT U3XOJHOTO HUBO Ha CKOpa 3a
Hali-cuiiHa 6oJika o Kpatka oreHka Ha 0ojikata — kpatka opma [Brief Pain Inventory-Short Form,
BPI-SF]) e cxomHo MeX Ty TeHO3yMal | 30JIepOHOBA KUCEIMHA IPH BCAKO MPOYIBAHE U B
MHTETpUpPAHUTE aHATH3U. B post hoc anann3 Ha KOMOMHHpaHU HAOOPH OT AaHHH, MEJUaHaTa Ha
BpPEMETO JI0 BIIOLIaBaHe Ha OoykaTa (CKOp 3a Hail-cuiiHa 0osKa > 4 TOYKH) NP MALHEHTH C JIeKa
Oomka mm 6e3 60JKa Ha U3XOIHO HMBO € 3a0aBeHa 3a IEHO3yMald B CpPaBHEHHE ChC 30JI€IPOHOBA
kucenuHa (198 crpsimo 143 aum) (p = 0,0002).

Knnangna CSIJI/IKaCHOCT IIpYU MalUEHTU ¢ MHOXKXECTBCH MUCIOM

Jeno3ymab e oleHsBaH B MEXIyHAPOAHO, paHAoMH3upaHo (1:1), ABOMHOCIANO, KOHTPOIUPAHO C
AKTUBHO BELIECTBO [IPOYUYBAHE, CPABHABAILO JI€HO3yMald ChC 30JIEAPOHOBA KUCEINHA P MALUEHTH C
HOBOJIMarHOCTUIIMPAH MHOXKECTBEH MHUEJIOM, IIpOYyUBaHe 4.

B toBa npoyuBane 1 718 manueHTH ¢ MHOXECTBEH MUEJIOM U C TIOHE €JHA KOCTHA JIe3Usl ca
pangoMI3upaHy 1a mosydaBar 120 mg neHo3ymab moakokHo Ha Bceku 4 cenvunu (Q4W), mwn 4 mg
30JIeIPOHOBA KHCEITMHA NHTPaBEHO3HO (i.v.) Ha BCeKH 4 ceIMUIIN (KOPUTHUPAHA 034 CIIOPE]T
O0b0Opeunara GyHKIuUs). Mi3Meputen Ha MbpBUYHHMS PE3yJITAT € JOKa3BaHE HA HE MO-MaJiKa e(pUKacHOCT
3a BpEeMeTo J0 IIhpBa nossa B mpoyuBanetro Ha CCK B cpaBHEHME ChC 30J1€IPOHOBA KUCEIIMHA.
M3mepurenuTe Ha BTOPUIHUTE PE3YITATH BKITIOYBAT IMPEBH3XOCTBO 32 BPEMETO JI0 TOsIBA HA ITBPBO
CCK, mpeBB3X0JICTBO 3a BPEMETO [0 MosiBa Ha hpBo u ciensaiio CCK u o0ma npexxuBseMocT.
Cn0uTHe, CBbP3aHO ¢ KOCTHATa CUCTEMA, CE OMPEACII KaTO BCAKO €IHO OT CJACIHUTE: MaTOJOTHYHA
(paxTypa (IpelUICHHA WK HEMPEILJICHHA), IhUeTepaIus Ha KOCTTa (BKIIOYUTEIHO yIoTpeda Ha
PaZIMON30TOIH ), OIIEPAIHS Ha KOCTTA WU TPhOHAYHO-MO3bUHA KOMITPECHSL.

B nBete rpymnu Ha mpoyuBaHeTo 54,5% OT ManMeHTyuTe ca MUIaHUPaHU 32 aBTOJI0’KHA TPaHCIIIaHTALIUS
Ha nepudepHu KpbBHU cTBONOBH KieTkH (PBSC), 95,8% oT manuenTure ca n3noia3Bajin/IuIaHUpaHu
J1a M3I10J13BaT HOBO aHTUMHEIIOMHO CPEJICTBO (HOBHUTE TEPAIIMH BKIIIOYBAT OOPTE30MHUO, JIEHATIMIOMU
WIN TATWJOMUN) TIPH ITbPBa JIMHUA Ha JieueHue, a 60,7% ot nanuenTture ca numanu npeauimnao CCK.
Bpost Ha manyeHTHTe B ABETE Irpynu Ha npoyuBaHeTo ¢ ISS cranuii I, craguii Il u ctaanit [1 npu
MOCTABSIHETO Ha AHarHo3ara € cboTBeTHO 32,4%, 38,2%, u 29,3%.

Cpennusar Opoii Ha IPUIIOKEHUTE 103U € 16 3a AeH03ymMal u 15 3a 3051eIpoHOBa KHCEIHHA.
Pesynrarute 3a eukacHOCT OT mpoydBaHe 4 ca mpeacTaBeHd Ha (urypa 2 u Tabmura 3.
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®urypa 2. Kpusu Ha Kaplan-Meier 3a BpemeTo 10 nbpBo CCK npu nauueHTH ¢
HOBOJMATHOCTHIMPAH MHOKECTBEH MUEIOM

[leHosymat 120 mg Q4W (N = 859)
3oneapoHoBa kucenuHa 4 mg Q4W (N = 859)

1,0 H

08

06

04

[an Ha ywacTHWuuTe 663 CCK

0,2

0,0

[LeHosymab 120 mg Q4W | 859 583 453 370 303 243 197 160 127 99 77 50 3/ 22
3oneapoHosa kncenuHa 4 mg QAW 85|9 59|5 4?0 3?1 28[8 2]39 1?0 1?2 12]5 95| 69| 4|8 3|1 18

0 3 6 9 12 15 18 20 24 27 30 33 36 3N

MeceL ot npoy4BaHeTo

N = 6poii paHAOMI3UPAHY YIACTHHIIH

Taﬁ.lmua 3. Pe3ynTaTn 3a e(bmcacuocT Ha Z[eHO3yM36 B CpaBHECHHE CHC 30JICAPOHOBA KHCEC/IMHA
NP MAMUEHTH ¢ HOBOAHATHOCTUIIMPAH MHOKECTBCH MU EJI0OM

Heno3ymab 3oneapoHoBa
(N =1859) KHCEIINHA
(N =859)

speo CCK
Bpoit Ha narmentute, kouto ca umanu CCK (%) 376 (43,8) 383 (44,6)
Menuana Ha BpemeTo 10 CCK (Mecern) 22,8 (14,7; NE) 23,98 (16,56; 33,31)
Koedumument Ha prck (95% CI) 0,98 (0,85; 1,14)
IIspBo u cieaamo CCK
CpeneH Opoit ChOUTHS/TIAITUCHT 0,66 ‘ 0,66
CrotHomrenue Ha yectotaTa (95% CI) 1,01 (0,89; 1,15)
YecToTa Ha CKeJIETHA 3a00JIEBa€MOCT 3a TOJIMHA 0,61 ‘ 0,62
IIspBo CCK nan HCM
Menuana Ha BpeMeTo (Meceln) 22,14 (14,26; NE) ‘ 21,32 (13,86; 29,7)
Koeduruent Ha puck (95% CI) 0,98 (0,85; 1,12)
[IbpBa TbuYeTEpanus HA KOCTTA
Koedwuruent Ha puck (95% CI) | 0,78 (0,53; 1,14)
0012 npeXuBAEMOCT
Koedumument Ha puck (95% CI) | 0,90 (0,70; 1,16)

NE = He e o1ieHIMO
HCM = xunepkainueMus B pe3yiTaT Ha 3JI0Ka4eCTBEHO 3a00JIsIBaHe
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Knnangna CSIJI/IKaCHOCT ¥ 0€30IMacHOCT ITPU BE3PACTHU U IOHOHINU CHC 3aBHPHICHO CKEJICTHO PA3BUTHUC

C TMIaHTOKJICTHYCH TYMOP Ha KOCTTa

BesomacHocTTa 1 ehrkacHOCTTa Ha ICHO3YMa0 € U3Ciie[BaHa B IBE OTKPUTH KIIMHUYHU TPOYYBAHUS
(aza II ¢ enno pamo (poydBanus 5 u 6), BKIOYBAIIK 554 MAIMEHTH C TUTAHTOKJIEThYEH TYMOD Ha
KOCTTa, KOMTO € HeolepaOMIICH WiIN IPU KOUTO orepanusaTa Ou Omia CBbp3aHa ¢ TeKKa
3200J1eBaeMOCT, ¥ MPOCIIEKTUBHO, MHOTOIICHTPOBO, OTKPUTO MpoyuBaHe ¢a3za [V (mpoyusane 7),
MIPETOCTABSIIO TBITOCPOYHO TIpOCTeAsIBaHe Ha 6€30IMacHOCTTA IPH MAITUEHTHUTE, KOUTO Ca 3aBbPIIIIH
npoy4uBane 6. [larmentute momydasar 120 mg aAeHO3yMa0 TTOIKOKHO BCEKH 4 CEIMUITH C
HaToBapBaia 7032 ot 120 mg Ha neH 8 u 15. [lanuenTrTe, KOUTO ca MPEKPATHIIN IEHO3yMa0, cles
TOBa BIIM3AT BbB (pa3zaTa Ha MpoCIesIBaHe Ha Oe30MacHOCTTa 3a Hal-maiko 60 mecera. [ToBropHo
JICYCHHUE C JICHO3yMal MpH MPOCIIeABaHETO Ha OE30MaCHOCTTA € MO3BOJICHO 3a MAlUEHTHTE, KOUTO
IbPBOHAYATHO TIOKA3BaT OTTOBOP KbM JIEHO3yMal (Harmp. B ciydail Ha penuIuBUpaIio 3a00siBaHe).

IIpoyuBane 5 BkitouBa 37 BB3paCTHH MAITUEHTH C XUCTOJIOTUYHO MOTBHPICH HEOEPaOMIICH UITH
pEeIUANBUPAIIl TUTAHTOKIETHUCH TyMOpP Ha KOCTTa. MI3MepuTeIsIT Ha OCHOBHUS pe3yTaT Ha
MIPOYYBAHETO € YeCTOTaTa Ha OTroBOD, AeuHUpaH karo moHe 90% ennMHUHUpaHe Ha TUTAHTCKUATE
KJICTKH CTIPSIMO M3XOTHOTO HUBO (MJIH IIBJIHO CIIMMUHHUPAHE HA TUTAHTCKUTE KIJIETKU B CIIyYauTe,
KOTaTO TUTAHTCKUTE KJICTKH MPEACTaBIsABaT < 5% OT TyMOPHHUTE KJICTKH) WU JIUIICATa Ha TPOTPECHS
Ha IIeJieBaTa JIe3us 9pe3 peHTTeHOrpad)CKu H3MEepBaHus, KOTaTo HsIMa HAJTMYHU XUCTOMATOJIOTHYHU
uscnenBanus. Ot 35-Te manueHTy, BKIOYSHN B aHAIM3a 3a euKacHoCT, 85,7% (95% CI: 69,7, 95,2)
ca UMaJIi TepareBTUYEH OTIOBOP KbM JieueHHueTo ¢ qeHo3ymab. Bemukure 20 manuentu (100%) ¢
XUCTOJIOTHYHH OIEHKH OTrOBapsT Ha KpUTEpHUUTE 3a 0TroBop. OT ocraHanute 15 manueHTH,

mpu 10 (67%) perTreHorpadcKuTe H3MEpBaHUs He ITOKA3BaT MIPOTPECHsI Ha TapreTHATA JIE3Hs.

IIpoyuBane 6 BktouBa 535 BB3pacTHU MM IOHOIIH ChC 3aBBPIICHO CKEIETHO Pa3BUTHE C
TUTAaHTOKJIEThYEH TyMOp Ha KocTTa. OT Te3u naureHTtu 28 ca Ha Bb3pacT 12 - 17 rogunu. [lanuenture
ca pasnpenesieHH B €HA OT TPH KOXOPTH: KOXOpTa | BKIIIOUBA MALIMEHTH C XUPYPTUUHO
HEBB3CTAHOBUMO 3a00JIsiBaHe (HAIp. CaKpaIHH, IPHOHAYHH WIM MHOKECTBEHH JIE3UH, BKITIOUUTEITHO
OemonpoOHN MeTacTa3M); KOXopTa 2 BKIIIOYBA MAIIMEHTH C XHPYPrHYHO Bh3CTaHOBUMO 3a00IIBaHe,
YHATO IUTAHUPAHA OIEepaLusi e CBbP3Ba C TeKKa 3a00JIeBaeMOCT (HaIp. pe3eKIHs Ha CTaBa,
aMITyTalusl Ha KpalHUK WM XeMHUTIEIBEKTOMUS ); KOXOPTa 3 BKIIIOUBA MAMEHTH, Y9acTBaN MIPeIH
TOBa B MIPOYYBaHE 5 M NPEMHUHAIN B TOBa npoyuyBane. OCHOBHATA LIl € Jla C€ OLEHU NPOoQUIbT Ha
0e30macHOCT Ha AeH03yMal Ipy MAIMEHTH ¢ TUTaHTOKJIEThYEH TyMOp Ha Koctra. M3mepuTenure Ha
BTOPHYHHTE pE3yNTaTH Ha IPOYYBAHETO BKIIOYBAT BPEMe JI0 Mporpecus Ha 3a00sBaHeTo (Bb3
OCHOBA Ha OIICHKa Ha U3CJICAOBATENs) 3a KoXopTa | U JsUT Ha nanueHTuTe 0e3 KakBaTo U aa Ouio
orepariyisi Ha Mecet 6 3a Kkoxopra 2.

B koxopra 1 npu okoHuaTenHus aHanu3 npu 28 ot 260 nexyBanu nanuentH (10,8%) ce Habironasa
nporpecus Ha 3a0omsBaHeTo. B xoxopTta 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) manuenTn ¢
BB3MOKHOCT 32 OIIEHKA, JIEKyBaHH C I€HO3yMa0, HE ca IMOJIOKEHU Ha OTepalys 1o Mecer] 6.

Ot 239 nanueHTH B KOX0OpTa 2, ¢ MACTO Ha U3XOHATA 1IeJieBa JIE3Us WU MSCTO HA JIE3Us B
IIPOYYBAHETO U3BBH OCIUTE NPOOOBE MM MEKUTE ThKaHH, Iipu 00110 82 yuactauim (34,3%) e
n30ernara ornepanus 1Mo BpeMe Ha npoyuBaHeTo. Karto msumo pesynrature 3a epuKacHOCTTa IPU
FOHOIIIH ChC 3aBBPIICHO CKEJIETHO Pa3BUTHE Ca CXOJHU C HAOJIOJaBaHUTE IPU Bh3PACTHHU.

B npoyuBane 7 ca BKIIOUCHH 85 BH3paCTHH MAIIMEHTH, KOUTO MPEIN TOBA Ca yUacTBaIU U ca
3aBBPIIMIN IIpoydBaHe 6. Ha manueHTrTe € pa3pemieHo fa moiydaBar jJedeHue ¢ geHo3ymab 3a [[KTK
Y BCUYKH MAlUEHTH ca NpociieaeH 3a 5 roguan. OCHOBHATA IIeTI € Jia ¢€ OIICHU MPOQMIbT Ha
0e301MmacHOCT Ha JIEHO3yMal B IBJITOCPOYCH IUIaH NIPU NAIMEHTH C TUTAHTOKIIEThUEH TYMOpP Ha KOCTTA.

Edekr Bepxy OosikaTa

[Ipu oxoHUYATETHUS aHATTN3 HA KOXOPTH | B 2 KOMOMHHpaHU, KIMHUYHO 3HAYUMO HaMallsIBaHE Ha
Hall-criTHaTa Ooska (T.€. > 2 TOYKH HaMallsiBaHEe OT U3XOAHOTO HUBO) € chobmieHo npu 30,8% ot
MAIMEHTUTE C PUCK (T.€. TE3W, KOUTO UMAT CKOp 3a Hal-CHITHA 00JIKa > 2 Ha U3XOIHO HUBO) B PAMKHTE
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Ha 1 cenMunia ot siedenneTo u > 50% nHa ceamuna 5. Te3n mogoObpeHus Ha OOJIKaTa ca ce 3ama3uin
NPY BCHYKH CIIE/IBAIIN OICHKH.

[lenuarpuyna nonyJanus

EBporeiickaTa areHiys o jekapcTBaTa oTJiara 3aIbDKEHHETO 3a IIPEIOCTaBsIHE Ha Pe3yNTaTUTE OT
NPOYYBaHUATA C peepeHTHHS JEKApCTBEH NPOAYKT, ChABPKAILl IeHO3yMal, B €1HA HJIH [TOBEYE
HOATPYIH Ha NeUaTpUYHATa MomyIanus npu npeaorsparssane Ha CCK mpu manueHTn ¢ KOCTHH
METacTa3y U MOArPyIH Ha MeAuaTpUIHAaTa MOMyJIAIHs Ha Bb3pacT 1oJ 12 roJuHY py JIeYeHNe Ha
TUTAaHTOKJIETBYEH TYMOP Ha KOCTTa (BXX. TOuka 4.2 3a nH(opManus OTHOCHO ynorpeda B
nenaTpusITa).

B npoyuBane 6 neHo3yma0 e oueHsBaH Mpy NOArpyna oT 28 ManreHTH B I0HOIIeCKa Bb3pacT (Ha
BB3pacT 13-17 roguHn) ¢ TMTaHTOKJIEThYEH TyMOP Ha KOCTTa, KOUTO Ca JOCTUTHAJIN CKEJIETHA
3pSIIOCT, OTpeziesieHa OT HaJTMYMEeTO Ha Hali-Mallko 1 3psita abira KocT (Hamp. 3aTBOpeHa enuduzapHa
pacTexHa IJI0YKa Ha paMeHHaTa KOCT) U TeJecHo Terio > 45 kg. [Ipu eZinH NanyeHT B F0HOIIeCKa
BB3PACT C XUPYPTrHYHO HEBB3CTAHOBUMO 3a0oisiBane (n = 14) ce HaOM0gaBa peluInB Ha
3a00JISIBAHETO TI0 BpEME Ha IIbPBOHAYATTHOTO JieueHue. [Ipu TpuHagecet ot 14-Te manueHTH ¢
XUPYPTUYHO HEBH3CTAHOBUMO 3a00JIsIBaHe, YHMSITO TUIAHUPAHA XUPYPTrUIHA ONIEPAIIHsl CE CBBP3Ba C
TEKKa 3a00JIeBaEMOCT, HE € HallpaBeHa orepanys 10 Mecell 6.

5.2 ®apmakoKMHETUYHH CBOWCTBA
Abcopbums
Crnen moAKOXKHO PUIIOKEeHHE OMOHATMYHOCTTA € 62%.

Buorpanchopmarms

Karo ectecTBeH HMYyHOTJIOOYIIHH, TEHO3YMa0 ChIABPKa CAMO aMUHOKHCEITMHH U BBIIICXUAPATH U €
MAaJIKO BEPOSTHO Jia ObJIe SINMMUHUPAH Ype3 YepHOApoOeH MeTabomn3bM. OuakBa ce HETOBHST
MeTabOoJIM3bM U STUMUHUPAHE JIa CJICBAT IIBTUINATA HA KIIUPHHC Ha UMYHOTJIOOYJTHHUTE, BOJICIITH 10
pasrpakiane 10 MaJIK{ MENTHAR U OTACITHA aMHHOKUCEITHHH.

Enumunupane

IIpu nanueHTH ¢ HampeaHaN pak, KOUTO ca MOJIy4aBaJid MHOTOKpaTHHU 1034 oT 120 mg Ha

BCEKH 4 ceIMUIM ce HaOIr01aBa MPUOIM3UTETHO 2-KPaTHO YBEeITHYaBaHE Ha CEPYMHUTE
KOHIICHTpAITNH Ha JIEHO3yMab U CTAIlMOHAPHO CHhCTOSHHUE CE JIOCTUTA 3a 6 Mecela, KOeTO ChOTBETCTBA
Ha HE3aBUCHMA OT BpeMeTo (papMakoKuHeTHKa. [Ipy manueHTn ¢ MHOKECTBEH MUEIIOM, KOUTO ca
nonydaBanu 120 mg Ha Bceku 4 CeIMUIIM, MEIMaHaTa Ha Hali-HUCKUTE HUBA Bapupa C MO-MaJIKO
oT 8% Mexny 6-ust u 12-us mecetr. [Ipu manpieHTH ¢ TUTAHTOKJIEThYEH TYMOP Ha KOCTTa, KOUTO ca
nosrydaBanu 120 mg Ha Bceku 4 ceAMUITH ¢ HaTOBapBaIla /103a Ha 8-Mu U 15-TH JIeH, CTaIlMOHApHU
HUBa ca JOCTUTHATH B paMKHUTE Ha TbPBUS MECELl OT JeueHueto. Mexnay 9-ta u 49-ta ceamuiia,
MeJraHaTa Ha Hali-HUCKHUTE HUBA Bapupa ¢ mo-mMaiko oT 9%. [lpu nanmenTu, kouto ca
MpeyCTaHOBWIIM 03ata oT 120 mg Ha BCeKH 4 CEAMMUIIH, CPEAHMST IMOIYKUBOT € 28 THU

(rpanunu 14 o 55 nHm).

[TonynanuroHeH GpapMaKOKMHETUYCH aHAIM3 HE MIOKa3Ba KIIMHUYHO 3HAYMMHU IIPOMEHH B CUCTEMHATa
EKCITO3UIHS Ha JeHO3yMal B CTallMOHAPHO CHhCTOSHUE MO OTHOIICHHE Ha BB3pacT (18 mo 87 roqunm),
paca/eTHHYECKHU MPOMU3X0/ (M3CIEIBAHN Ca YEPHOKOXKH, C UCTIAHCKU MIPOU3XOJI, a3UaTIN U OeIn), IO
WJIM BUJI HA COJIMTHUS TyMOD, WY TAIUEHTH C MHOXKECTBEH MueIoM. [loBuIIaBaHETO Ha TEIECHOTO
TErJI0 € OMJI0 CBBP3aHO C HaMaJIsIBAaHE Ha CCTEMHATa €KCIO3uIus 1 00paTHo. [IpoMeHuTe He ca
CYETEHH 32 KIIMHUYHO 3HAYHMU, T KaTo (hapMakoquHaMHuIHUTE eheKTr, Oa3upaHu Ha MapKEepUTe 3a
KOCTHa OOMSHA, ca MMOCTOSHHM MIPH IUPOKHU TPAHUIIN HA TEIECHO TETIIO.

JInHeilHOCT/HETUHENHOCT
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JleHo3yMa0 moka3ea HellHelHa (papMaKOKWHETHKA TIPH JIO3U B IMUPOK JI030B JUATA30H, HO
MOBUIIIABAHE HA EKCIIO3UIUSTA, KOSTO € MPUOIU3UTEITHO IPOIOPIIMOHAIHO Ha J103aTa, P 103U
ot 60 mg (wmu 1 mg/kg) n no-Bucoku. HenmHaelHOCTTa BEPOSITHO € B Pe3yaTaT HA HACUIIACM,
TapreTHO-MeINMpPaH MbT Ha eNMMUHUPAHE, KOWTO € OT 3HAYeHHE TIPY HICKU KOHIIEHTPAIHH.

B’L6De‘lH0 YBPCXKAAHC

IIpu npoyusanus Ha neHozymad (60 mg, n =55 u 120 mg, n = 32) npu narueHTn 6e3 HapeaHaI pak,
HO C pa3lyyHa CTENeH Ha ObOpevHa QyHKIMs, BKIIOUYNTEIHO U MAIIMEHTH Ha J1ajn3a, CTeNeHTa Ha
0BOpeuHo yBpekJaHe He MOBIHABA (hapMaKOKHMHETHKATA Ha AeH03yMal; Taka 4e He ce M3MCKBa
KOpHTHpaHe Ha J03aTa Ipu 0b0peyHo yBpekaane. Hama HeoOXoauMoCT OT MOHUTOpPHpaHE Ha
O0bOpeuHaTa GyHKUUS PH MIpUIaraHe Ha JeH03yMao.

YepuoapoOHO YBpEKIaHE

He e mpoBexaaHo crienuaiHo MpoyYBaHe MPU MAIUEHTH ¢ YepHOAPOOHO yBpexaane. Kato 1suio
MOHOKJIOHATHUTE aHTHTEJIA HE CE SIMMMUHHUPAT TIOCPEACTBOM YepHOAPOOeH Metabonu3bM. He ce
ouakpa (hapMaKOKHMHETHKATa Ha JIcHO3yMal Ja Objie MOBIKIHA OT YEPHOAPOOHO YBPEKIAHE.

CTapquKa BB3pacT

He ca maGnronaBanu pa3inuky B 0€30MaCHOCTTA U €pUKACHOCTTA MEX/Ty MAIIUCHTH B CTapUYeCcKa
BB3paCT U MO-MJIa U manueHTH. KoHTpomupany KIMHUYHY IPOYYBAHUS C ICHO3yMal MpU MaueHTH
Ha BB3pacT HaJ 65 TONWHM C HAIIPEIHATHN 3J10KAaYeCTBCHH 3200 IIBaHUs, 3aCsTali KOCTUTE, Ca
MoKa3ajiM CXoHa e(hUKaCHOCT U 0€30IaCHOCT MPH MO-Bb3PACTHHU M IPH MMO-Mjaau namueHtd. He ce
HaJiara KOpUrMpaHe Ha J1o3aTa [PH MalueHTH B CTapYecka Bb3PacT.

IlenuaTpuyHa momyamus

[Ipu roHOIIM CHC 3aBBPIICHO CKENETHO pa3BUTHE (Ha Bb3pacT 12 - 17 TOANHU) C THTaHTOKJIEThYCH
TyMOp Ha KOCTTa, moxy4daBanu 120 mg Bceku 4 ceIMHUITU C HaTOBapBaIa 103a Ha JHU 8 1 15,
(apMaKOKMHETHKATa Ha AEHO3yMal € CXO[Ha C Ta3H, HaOJIIo1aBaHa MIPU B3PACTHHU MAIMEHTH C
GCTB.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

Tbit kKaTo OMOIOTUYHATA AKTHBHOCT Ha JICHO3yMal MpH )KUBOTHH € CIIEIU(UYHA 32 HEYOBEKOIIOI00HU
MIPUMAaTH, 3a OllcHKa Ha ()apMaKOJMHAMHYHHUTE CBOMCTBA Ha JICHO3yMal MpH MOJICIIN Ha FPU3aYU CE
MIpaBH OIICHKA Ha TeHHO Monenupanu (knockout) MUIITKK MK ce M3MON3BAT IPYTH OMOIOTUIHA
naxuoutopu Ha RANK/RANKL mets, kato OPG-Fc (ocreonporerepun-Fc) m RANK-Fe.

[Ipu My MOAETM Ha KOCTHH METAcTa3M Ha pakK Ha I'bpJlaTa MPH YOBEKa, ITOJIOKUTENICH U
OTpHLIATEIICH 32 ECTPOr€HEH PELENTop, paK Ha MpocTaTaTa U HelpeOHOKIEThUEH paK Ha Oenus Apoo,
OPG-Fc HamansBa OCTEONUTHYHHUTE, OCTEOOIACTHATE U OCTEOTHUTUIHUTE/OCTEO0IACTHUTE JIC3HH,
3a0aBs popMUpPaHETO Ha de nOoVvo KOCTHU METacTa3d M HamallsBa pacTeka Ha KocTHHs TyMop. Koraro
npu te3u Mmoaenu OPG-Fc ce komOnHMpa ¢ XopMoHaliHa Tepanus (TaMOKCH(EH) WM XUMHOTEparnus
(moueraxcen), ce HabIrO1aBa TOMBJIHUTEIHO HHXUOMpaHe Ha pacTeka Ha KOCTHHUSI TYMOP ChOTBETHO
NPY pak Ha IbpJiaTa, mpocTrarata win o6eius ApoO. [Tpu Mum Mojien Ha UHIyIMpaHe Ha TYMOp Ha
miteyHata xiie3a RANK-Fc HamansBa XxopMOH-UHAyLMpaHaTa npoaudepanys B enuTena Ha MjedHaTa
JJ1e3a 1 3a0aBst 00pa3yBaHETO Ha TyMOD.

CTaHZ[apTHI/I TCCTOBEC 3a U3CJICABAHC HA 'TCHOTOKCHUYHHA ITIOTCHIIMAJI HA IleHO3YMa6 HEC Ca OLCHsJIBaHH,

TBU KaTo HE ca IIPUJIOKUMU IIPU Ta3U MOJICKYJIA. Hopa/:[n CBOC€TO €CTECTBO € MaJIKO BEPOATHO
,[[GHOSYM36 Aa IMpUTeKaBa HAKaKBa TCHOTOKCUYHOCT.
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KanneporeHHHAT OTEHITHAT Ha JIEHO3yMal HE € OIEHSIBAaH B JBJITOCPOYHH MTPOYUBAHUS IPU
JKUBOTHU.

B npoy4Banus 3a TOKCHYHOCT NPY €THOKPATHO M MHOTOKPATHO MPHJIAraHe TP JTBJITO0TAIIATH
Makaly I031UTe Ha JeHO03yMal, BoJelTH oT 2,7 10 15 mbTH mo-TonsimMa CUCTEMHA SKCIIO3HUITHS,
OTKOJIKOTO MPENOPhUUTEIIHATA [103a MIPH X0pa, HIMAT €PEeKT BbPXY ChPACYHOCHI0BATa (DU3HOIIOTHS,
(hepTHIUTETA IPU MBKKHUTE WM )KEHCKHUTE, M HE TIOKa3BaT TOKCUYHOCT 32 KOHKPETHU TapTeTHU
OpraHu.

B npoyuBane npu aparoonamary Makamy, Ha KOUTO € MPUJIOKEH AeHo3yMal 1o BpeMe Ha Mepuo/a,
€KBUBAJICHTECH Ha IIbPBUS TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha AeHO3yMal, BOACIIH A0 9 MbTH
MO-TOJsIMa CHCTEMHA €KCITO3HUIIHSI, OTKOJIKOTO MpenopbuuTeNHaTa 103a MPH Xopa, He HHIYyIHpaT
TOKCHYHOCT NIPY MalKaTa WK yBpekAaHe Ha ¢eTyca o BpeMe Ha MepHo/l, CKBUBAJICHTEH Ha ITbPBUS
TPUMECTBD, BBIIPEKH U€ (eTamHnuTe TUM(HU BB3JIH HE Ca U3CIIEABaHHU.

B apyro npoyuBaHe mpu JbAroonanmaTi Makaiu, Ha KOUTO € MPUJIOKEH JIeHO3yMal 1Mo Bpeme Ha
OpEeMEHHOCT IPU CUCTEMHA eKCIIO3UIHS, 12 ITbTH TO-BUCOKA OT J103aTa IPU XOpa, € HaOIIt01aBaHo
MOBHUIIIaBaHE HA MBPTBUTE PAXKAAHUS U TIOCTHATATHATA CMBPTHOCT; HAPYIIIEH KOCTEH PacTeX, BOJIEII
JI0 HaMaJsieHa 3/IpaBHHA Ha KOCTUTE, TIOHIKEHA XEMaTOI0e3a M HeTPAaBITHO MO/IPEKAaHe Ha 3b0UTE;
aunca Ha nepudepHu TMMQHU BB3)IM 1 3a0aBeH HEOHATaJIeH pacTexk. He € ycraHOBeHO HHBO, TIpH
KOETO Ce HadIo/1aBaT HeXKeaH! PENpPOYKTHBHH e(eKTh. 6 Mecena clie/l paKIaHeTO IPOMEHHUTE,
CBBp3aHM C KOCTUTE, ca TIOKa3alu 00paTHO pa3BUTHE U He € HaOmro1aBaH epeKT BbPXY HOHUKBAHETO
Ha 3p0uTe. EdhekTrTe BHpXY MMM(MHNTE BH3IIM U HEMIPABIITHOTO MOAPEXKIaHE HA 350UTE 00ade
HEPCHUCTHPAT U € HaOJI01aBaHa MUHEMAITHA /10 yMEpeHa MUHEepaTH3alis B MHOTO ThKaHHU TIPH €THO
JKUBOTHO (BpB3Ka C JICYEHUETO HE € ycTaHOBeHa). HsiMa maHHM 3a yBpexIaHe Ha MaiKaTa mpeau
paXIaHeTo; HeXxXeNaHu e(peKTH PU MallkaTa Bb3HUKBAT HEUECTO 110 BpEME Ha PasKAaHETo.
Pa3BuTHeTo Ha MailunHaTa MJIEYHA JKIIE3a € HOPMAHO.

IIpu npeKIMHUYHU IPOYYBAHMS 3 KAUECTBO HA KOCTUTE ITPU MAMMYHHU Ha ABJITOCPOUYHO TPETUPAHE C
JIEHO3yMa0, HaMaJsIBAHETO Ha KOCTHUSI OOMEH ce CBhP3Ba C IOBUILIABAHE HA 3[paBUHATA HA KOCTUTE U
C HOpMaJlHa KOCTHA XUCTOJIOTHS.

[Tpu MBKKM MUIIKH, TeHHO Moaenupanu aa ekcripecupat huRANKL (knock-in mumikn), kouto ca
OWITM TIOJUTO’KEHN Ha TPAHCKOPTHKATHA PpakTypa, 1eHo3yMald 3a0aBs OTCTpaHIBAHETO HA XPYIISIa U
peMoJIeTMpaHeTo Ha Kadyca Ha MSICTOTO Ha (pakTypara B CpaBHEHHE C KOHTPOJIHUTE, HO
OnoMexaHMYHATa 3paBUHA He € OMJIa 3acerHaTa HeOIaromnpusTHO.

[Ipu npenxmmanaan npoyuBanus knockout mumiku 6e3 RANK mmn RANKL ca nmanu nurica Ha
JIAKTAIMs TOPajy MOATUCKAHE Ha Ch3PSABAHETO HAa MJICUHATA XkJie3a (JIOOYII0-aIBEOJIaAPHOTO Pa3BUTHE
Ha JKJIe3aTa 1o BpeMe Ha OpeMeHHOCTTa) U ca MMOKa3ald HapylIeHHne B 00pa3yBaHeTo Ha TUMGpHI
BB3. HoBoponern RANK/RANKL knockout Mumitku ca 7eMOHCTpUpaId HAMAJICHO TEIECHO TETJIO,
TIOHIKEH KOCTEH PACcTekK, N3MCHEHUE B PACTEKHUTE TUIOYKHU U JIUTICA HAa IPoOMB Ha 360u. Hamanen
KOCTEH PacTex, U3MCHCHUE B PACTSIKHUTE IUIOYKH U JIMIICA HA MPOOUB Ha 360U ca HAOJIIOJaBaHU
MIPH IPOYYBAHUS TIPH HOBOPOJCHHU ILTbXO0BE ¢ pritoskeHn RANKL HHXHOUTOPH U T€3U IIPOMEHH ca
OMIIM 9aCTUYHO 0OpaTHUMH, KoraTo npriokenueTo Ha RANKL uaxuburopa e 6o npeycTaHOBEHO.
IOBeHWTHUYN MpUMaTH, Ha KOUTO € TpuiIarad JeHo3yMao 2,7 u 15 mbTH Haj KIMHUYHATA CKCTIO3UIIUS
(10 u 50 mg/kg no3a), UMaT HapyIICHHE B PACTESKHUTE TTOUKH. CIeI0BaTEIIHO JCUCHUETO C
JIEHO3yMab MOJKe Jja HapyIId KOCTHHS PacTeX MPH Jlella C OTBOPSHH PACTEKHM TUIOYKH M MOXKE /12
MOTHCHE TPOoOMBa Ha 3bOUTE.

6. DODAPMAIIEBTUYHU JAHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA

Jlenena ouerHa kucenuHa*
Cop6uTton (E420)
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[Tomcopbar 20

Harpues xunpoxcuy (3a kopekmus Ha pH)*

XJ10poBOJOPOAHA KUCETHHA (3a KopeKius Ha pH)

Bopa 3a umxexiuu

* [Ipu cMecBaHe Ha OIIETHA KHCEJIMHA C HAaTPHUEB XUAPOKCHII ce 00pa3yBa areTaTeH oydep.
6.2 HecbBmMecTHMoOCTH

[Ipu nurca Ha TpOyYBaHMS 32 HECHBMECTUMOCTH TO3H JIEKapPCTBEH MPOAYKT HE TpsiOBa Jja ce cMecBa ¢
IPYTH JEKapCTBEHHU NMPOIYKTH.

6.3 Cpox Ha roaHOCT

3 roguHU

Crnen xaTo ce M3BaAM OT XJAAMIHUKa, WYOSst MOXe JTa ce ChXpaHsBa Ha cTaifHa Temreparypa (10
25 °C) no 30 nHM B KapTOHEHATa OMAKOBKa, 3a Jia Ce MpeAa3u oT cBeTinHa. Tol TpsOBa na ce
M3M0J3Ba B paMKUTe Ha To3U 30-THEBEH MEpUo.

6.4 ChnenuanaHu yca10BHS HA CbXpaHeHHe

Ja ce cexpansBa B xnaguwiauk (2 °C — 8 °C).

Jla He ce 3ampazsBa.

CoxpansBaiiTe prakoHa B KapTOHEHATa OMAKOBKA, 32 J]a C€ MPEe/a3u OT CBETIHHA.

6.5 Buau chabp:KaHue HA ONIAKOBKATA

1,7 ml pa3tBOop BBB (h1aKoH 3a eAHOKpaTHA ynoTpeda (cThKIo Tull I) che 3amymanka (exacromep,
MOKPUT ¢ QIIyoporosmmMep) U 00KaTKa (aTyMUHHIA) ¢ OTUYIBAIIO CE Karaye.

OmnaxoBku ot 1, 3 nnm 4 prmakona. He Bcuuku BUOBE OMMTAKOBKHM MOTAT Jia ObJaT ITyCHATH Ha Ia3apa.

6.6 CrnenuajaHu nNpeanasHu MepKHU NMPH U3XBHPJIsiHEe H padoTa

. [Ipenn npunoxenue pa3TBopbT Wyost TpsiOBa 11a ce mpoBepu Bu3yaaHo. He nmkekTupaiire
pasTBOpa, aKo € MBTEH WIN ChIbpAkKa BUIUMHU YACTHUIIH.

. He paskinamaiire.

. 3a nma ce n3berde TUCKoM(OPT Ha MICTOTO Ha HHXKEKTHpaHe, ocTaBeTe (hjlakoHa JAa TOCTUTHE
cTaiiHa Temneparypa (10 25 °C) npean MHXEKTHPaHe U MHKEKTUpaiite 6aBHO.

o Tps0Ba ga ce MHXEKTUPA ISUI0TO ChIbpKaHue Ha (akoHa.

. 3a npunarane Ha AeHo3yMa0 ce npenopbusa uria 27 G.

o Urnata He TpAOBa 1a ce BbBEX/a MOBTOPHO BBB (PIIaKOHA.

Hewnznon3BaHusT gexapcTBEH NPOAYKT WK OTHAAPYHATE MAaTepHAII OT Hero TpsiOBa Ja ce M3XBBPIIAT
B CHOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. IPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/24/1812/001

EU/1/24/1812/002
EU/1/24/1812/003

9. JATA HA IT'bPBO PA3PEINIABAHE/IIOJJHOBSIBAHE HA PAPELIEHUETO 3A
YIIOTPEBA

[ata Ha bpBO paspewasane: 17 mait 2024 r.

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

ITonpoOHa uHOpMaIKs 3a TO3M JICKAPCTBEH IPOAYKT € IPEeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHnus no jJexkapcraata https://www.ema.europa.eu/.
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IMPUJIOKEHHUE IT
MNPOU3BOJUTEJI HA BUOJOTNMYHO AKTUBHOTO BEHIECTBO U
IMPON3BOJUTEJIL, OTTOBOPEH 3A OCBOBOXKIABAHE HA
IHAPTUIN
YCJIOBUSA UK OT'PAHUYEHNUSA 3A JOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YINOTPEBA

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

Hme n aapeC Ha MPOU3BOAMTCIIA HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Novartis Pharmaceutical Manufacturing LLC
Kolodvorska cesta 27

1234 Menges

CroBeHus

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

Lek Pharmaceuticals d.d.
Verovskova ulica 57
1526 Ljubljana
CnoBeHus

b. YCJIOBUA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT €€ OTITyCKa [0 OTPaHUUEHO JIeKapcKo npennucanue (Bx. [Ipunoxenue I:
Kpatka xapakTeprcTika Ha MpOAyKTa, Touka 4.2).

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokaanau 3a 6ezonacuoct (IIAIB)

M3uckpanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha Epponetickus ¢bio3 (EURD cruchk), npeasuzeH B wi. 1078, at. 7 ot
Hupextusa 2001/83/EO, u BbB BCUUKH CJI€ABALIM aKTyaJIN3aLIH, ITyOJIUKYBaHU HA €BPOIEHCKUS
yeOropTain 3a JexapcTaa.

I'.  YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. IInan 3a ynpaBaenue Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemenuero 3a ynorpeda (IIPY) TpsOBa na n3BbspiIBa N3NCKBaHUTE IEHHOCTH U
JIeCTBUS, CBbP3aHU C TIPOCiIesiBaHe Ha JeKapcTBeHaTa 6e301acHOCT, mocoueHu B 000peHus [1YP,
npencraBed B Monyn 1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo U BbB BCHUKH CIIEBAIIH O00pEHH
akTyanu3auuu Ha [TYP.

Axryanusupan [IYP tps6Ba na ce mopasa:

. 10 MCKaHe Ha EBpornelickara areHuus 1o JeKapcTBara;

. BUHArU, KOraTo c€ U3MEHs CUCTeMaTa 3a yIpaBlIeHHe Ha pUCKa, 0COOEHO B pe3yiTaT Ha
NOJIyYaBaHe Ha HOBA MH(OpPMaLKs, KOSTO MOXKE /1a AOBEE 10 3HAYMMU IPOMEHHU B
CHOTHOILIEHHETO TM0J3a/PUCK, WK CIIe/l JOCTUT'aHEe Ha Ba)KEH eTamn (BbB Bpb3Ka C
npociie/isBaHe Ha JISKapCTBEHATa 0€30MIaCHOCT MIIM CBEXIAHE HA PUCKA 10 MUHUMYM).

L I[OH'bJIHI/ITeJIHI/I MEPKH 32 CBECKAAaHE HA PUCKA 10 MUHUMYM

1Py TpSI6Ba Ja OCUT'YpH BBBCIKIAHCTO HAa HAIIOMHSIIA KapTa Ha MallUCHTa OTHOCHO OCTCOHCKPO3a Ha
YCIIoCTTA.
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ITPHUJIOKEHHUE I1I

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

KAPTOHEHA KYTUAA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Wyost 120 mg umKeKIroHEeH Pa3TBOP
JIeHO03yMao

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

Bceku duakon ceappika 120 mg aenozyma0 B 1,7 ml pastop (70 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomTam BemiecTBa: JieAeHa oleTHa KucenuHa, copouron (E420), mommucopbar 20, HaTpreB
XUJIPOKCH]I, XJIOPOBOJAOPOIHA KHCEIMHA, BOJIA 3a MHIKEKITUH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HUHKCKIIMOHCH Pa3TBOP

1 ¢akoH 3a emHOKpaTHA yrioTpeda
3 (makoHa 3a eqHOKpaTHA yroTpeda
4 ¢urakoHa 3a eTHOKpaTHA yIoTpeda

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
TlonkoxHO MpUTOXKEHUE
Ja He ce pazkJiaiia.

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

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

‘ 7. APYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

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

Ja ce cpxpansBa B XJIQIMITHUK.

Ja He ce 3ampassiBa.

CoxpaHsBaiiTe (prrakoHa B KapTOHEHATa OIAKOBKA, 32 Jla C€ MPe/a3u OT CBETINHA.
CoxpassBaiiTe (1akOHUTE B KAPTOHEHATA OIAKOBKA, 3a Ja Ce MPEANa3sT OT CBETIHHA.

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

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

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1812/001 1 ¢nakon 3a eqHOKpaTHA yIOTpeda
EU/1/24/1812/002 3 ¢nakoHa 3a eHOKpaTHA yrmoTpeba
EU/1/24/1812/003 4 ¢nakona 3a eqHOKpaTHA yIIoTpeda

13. NAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Wyost

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPSABBA JJA CbABPXKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JTAKOHA

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

Wyost 120 mg urkeKmmst
JIEHO3yMal
s.C.

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

1,7 ml

6. JIPYTO
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Bb. IUCTOBKA
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JIncroBka: HH(pOpMAMA 32 MANMEHTA

Wyost 120 mg nH:KeKIMOHEH Pa3TBOP
neHo3yMab (denosumab)

vT031/1 JIEKapCTBEH MPOIYKT MOIJICKH Ha MOIMBIHUTETHO HabmoaeHne. Toa 1e mo3Boim 06p30To
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOITUTE BCSAKA HEXKETaHa PEAKIFsI, KOSTO CTE MOTYUIIH. 3a HAUWHA Ha ChOOIIaBaHe Ha HEXKETaH!
peaknuu BUKTE Kpasi Ha TouKa 4.

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, MPeIH 1A 3al0YHETe 1a U3M0J13BaTe TOBA

JIEKApPCTBO, Thil KaTo THA ChABLP:Ka BaxkHa 3a Bac undgopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe J1a ce HANOXKHU J1a 51 IPOYETETE OTHOBO.

- AKO MMaTe HAKaKBH JTOTBIHUTETHH BBIIPOCH, TTONMTaiiTe Barmms iekap, hapMareBT wim
METUITUHCKA CecTpa.

- ToBa nekapcTBO € npennucano JuyHo Ha Bac. He ro mpeotcThnBaiite Ha npyru xopa. To Mmoxke
Jla M HaBpeIy, He3aBUCHMO Y€ TPU3HAIMTE Ha TIXHOTO 3a00JsBaHe ca ChIUTe KaTo Bammre.

- AKO TIOJTyYUTe HAKAKBU HEXKEJIaHU Peakiluy, yBeJaoMeTe Baius nekap, GpapManeBT wiu
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOXKHU HEXKEJIaHU PEaKINK, HEOUCAHU B
Ta3u JUCTOBKA. BinkTe Touka 4.

- Bamusat nexap me Bu naze HanmoMHsIa KapTa Ha MAIMEHTa, ChIbpiKallla BaKHA HHPOpMaIHs
BbB Bpb3Ka ¢ 0€30MaCHOCTTA, C KOATO TPsiOBa Ja ce 3aro3HaeTe NpeIy U 1o BpeMe Ha
neyenueto Bu ¢ Wyost.

Kakso CbhbAbpPiKa Ta3u JIUCTOBKA

Kakso mpencrasnaBa Wyost 1 3a KakBO ce H3I0JI3Ba

Kakro TpsiOBa aa 3HaeTe, npeau Aa usnoyizBare Wyost

Kaxk na nznonssate Wyost

Bb3M0OKHM HEXETaHU pEaKLUU

Kak na cpxpansaBare Wyost

ChbabpprkaHye Ha ONIaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

SAIAE e e

1. Kakso npeacrasasisa Wyost u 3a KakBo ce U310J13Ba

Wyost cbabpika geHo3ymad, 0enTbK (MOHOKIOHAIHO aHTUTSIIO), KOWTO JIeHCTBa, KaTO HaMalsBa
pa3pylaBaHeTo Ha KOCTHTE, IPUIMHEHO OT paK, KOWTO ce Pa3poCTpaHsBa B KOCTHTE (KOCTHU
MeTacTa3M) WIXA OT THTaHTOKJIEThYeH TyMOp Ha KOCTTA.

Wyost ce n3nos3Ba Npu Bb3pacTHU MALUEHTH C HANIPEIHAN pakK 3a MpeAoTBpaTIBaHE Ha CEPHO3HU
YCIIOKHEHUS, MPUYNHEHN OT KOCTHU METacTa3u (HaIp. CaynBaHe, MPUTHCKaHe Ha TPBOHAYHIS MO3BK
WA HEOOXOAMMOCT OT JIBUETEPAITUs MIIN XUPYPTUIHO JICUSHHE).

Wyost ce u31os3Ba Chlllo 3a JIEUEHUE Ha THTAaHTOKJIEThYEH TyMOP Ha KOCTTa, KOUTO HE MOXeE J1a ce
JIEKyBa C OTIepaIysl WM KOraTo OlepanusiTa He € Hail-I00prsT BapHUaHT, IPH Bb3PACTHH U FOHOIIIH,
YUUTO KOCTH Ca 3aBBPIININ CBOSI PACTEK.

2. KakBo TpsdBa n1a 3HaeTe, mpeau Aa u3noassare Wyost

He u3nosasBaiite Wyost

- aKo CTe aJIEPTUYHH KbM JCHO3yMal WM KbM HIKOS OT OCTaHAJINTE ChCTABKH Ha TOBA JICKAPCTBO

(130poeHu B TOUKA 6).
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Bamusar nekap Hsama ga Bu npunoxkun Wyost, ako iMaTe MHOT'O HUICKO HMBO Ha KaJIMil B KPbBTAa,
KOETO HE € OMIIO JICKyBaHO.

BamusT nexap Hama ga Bu npunoxku Wyost, ako nMaTe He3apacTHAIU paHU OT CTOMATOJIOTUIHA
MIPOIIEAypa WIIH OTIepaIHsl B yCTHATA KyXUHA.

IpenynpesxaeHus 1 NpeaNna3sHu MePKH
TI'oBopete ¢ Bammus jgexkap, npean 1a uznoazsate Wyost

Jlo0aBKH ¢ KaJIuii ¥ BUTaMuH D

Bue tps6Ba na npuemare 700aBKU ¢ Kanmuii 1 BuTaMuH D, gokaTo ce ekyBaTe ¢ Wyost, OCBeH ako
HUBOTO Ha KaJIIUil B KpbBTa Bu e Bucoko. JlekapsT me ro oochau ¢ Bac. Ako HUBOTO Ha KaJIuii B
KpbBTa Bu € HUCKO, TekapsAT Moxe Jia pern Ja Bu nage 100aBKu ¢ KaIUi, MPeIy 1a 3alI09HETe
neyenue ¢ Wyost.

Hucku HMBa Ha KaJIIIUHA B KPBBTA

Mo, kaxeTe He3abaBHO Ha Bamms jgekap, ako UMaTe CIia3MH, IMTOTPETIBAHMS FIIK KpaMITd Ha
MYCKYJIUTE, W/WIKM U3TPBIIBAHE MIIM MpaByYKaHe Ha MPBCTUTE HA PhLIETE, KpaKaTa MIH OKOJIO ycTaTa
W/WH ThPYOBE, 00ObPKBaHE WU 3ary0a Ha Ch3HAHUE, JIOKATO ce JiekyBaTte ¢ Wyost. Moxe na umare
HUCKH HHMBA Ha KaJIIHUHA B KPBBTA.

Bbr0Opeuno yBpexxaane

Tps6Ba ga kaxere Ha Bammms nexap, ako ©MaTe WIH CTE€ UMaJIH TeXKU OBOpeuHH mpobiemu,
O0bOpeuHa HEZOCTATHUHOCT, WK CE HYXKJIaeTe OT XeMOAUaIN3a, KOUTO MOraT /1a yBeJIU4aT PUCKa OT
II0s1Ba HA HUCKY HUBA Ha KaJILIUH, OCOOCHO aKo He MoJlyyaBaTe J00aBKU C KaJILMH.

IIpoGaemu ¢ ycTaTa, 350UTE UIU YEITIOCTTA

Hexenana peakius, HapedeHa OCTCOHEKPO3a Ha YEMIOCTTa (KOCTHO YBpPEXKIaHE HA YEIFOCTTA), Ce
ch0oOIIIaBa yecTo (Moxke ja 3acerre 7o 1 Ha 10 qymm) mpu nanueHTH, NoayJYaBaliyd HHKEKIIHN
JICHO3yMa0 3a CBhp3aHHu ¢ pak 3abonsaBanus. OCTEOHEKPO3a Ha YEIIFOCTTa MOXKE J1a CE TIOSIBH U CJICH
CIIMpaHe Ha JICYCHHUETO.

Baxno e Ja CC HaIlpaBX OMUT 3a MPEAO0TBPATABAHC PAa3BUTHCTO HA OCTCOHCKPO3a Ha YCIIIOCTTA, Thi
KaToO TOBA MOX€E 11a € 00JIe3HEHO CBCTOAHHUE, KOECTO MOXKE J1a C€ OKaXXE TPYAHO 3a JICUCHUC. HNma msaxon
mpeaArnasHiu MEPKHU, KOUTO TpSI6Ba Ja npeanpueMeTe, 3a Ja C€ HaMaJIi pUCKBT OT PA3BUTUC Ha
OCTCOHCKPO3a Ha YCIIIOCTTA:

o [Ipenu na 3amovHeTe IeYeHNETO, TPSAOBA 1a KakeTe Ha Bammms iekap/MeAUIIMHCKA cecTpa
(MEIUITMHCKY CTICIUAIIICT), aKO UMaTe HIKaKBU MPOOJIEMH ¢ ycTaTa WiH 350uTte. Bamusar
JIeKap IIe OTIIOKY HadajIoTo Ha JiedeHneTo Bu, ako nMaTe He3apacTHAIM paHH B yCTaTa OT
CTOMATOJIOTUYHU TIPOIIEIYPHY WM OTIepalys B yCTHATa KyXuHa. BammmsT nexap Moxxe a
Ipernopbya CTOMATOJOTHYCH Iperiie] MPEean Ja 3anovHeTe iedeHue ¢ Wyost.

o Jokato ce nexyBare, TpsOBa J1a OAABpKaTe 100Opa YCTHA XMTHUEHA U JIa Ce MoJIarate Ha
PEAOBHU CTOMATOJIOTHYHH MPeriiean. AKO HOCHTE IPOTE3H, TPsiOBa Ja CTE CUT'YPHH, Y€ TS
MIPUIISATAT TIPABHITHO.

o AKO CTe MOoIJIOKEHH Ha CTOMATOJIOTMYHO JieueHNe Wik By mpencTon cToMaToIornaHa
omepauus (Hamp. u3BaxaaHe Ha 350), nHhopMupaiiTe Bamus nekap 3a Bamero
CTOMATOJIOTUYHO JICYCHUE U YBEIOMETE 3b00JICKapsi CH, ue ce JieKyBare ¢ Wyost.

o Ceopikere ce ¢ Bamus nekap u 30051ekap He3a0aBHO, aKO UMaTe MPOOJIEMH ¢ ycTaTa Hid
3b0UTe, HAIPUMEP Pa3KIaTeHU 3501, OOJIKa HITH OTOK, HE3a3/IPaBsIBAIIH SI3BH WIIH CEKPEIIHs,
THH KaTO TOBa MOXKE JIa ca MPHU3HAIM Ha OCTEOHEKPO3a Ha YEIOCTTa.

HaLII/ICHTI/ITC, TMOJAJIOKEHN Ha XUMUOTEPAITUA H/WITH JpUETECpaIus, npueMalu CTCpouan i
AHTUAHTHUOTEHHU JICKAapCTBa (I/ISHOJ'ISBaHI/I 3a JICYCHHC Ha paK), IOJIOKCHH Ha CTOMATOJIOrHYHa
ornepanus, KOMTO HE MOJy4aBaT p€AOBHHU CTOMATOJIOTUYHU IIPLErI€aAnu, UMaT 3a00J19BaHe Ha BCHIIUTC,
WJIK Ca IMyuia4yu, MOXKE Ja UMaT IO0-BUCOK PUCK OT pa3BUTHUEC HAa OCTCOHCKPO3a HAa YCIIFOCTTA.
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HeoOuyaitiu dhpakTypH Ha OeapeHaTa KOCT

[Ipu HAKOM XOpa MOTaT J1a ce MOSBAT HeoOnUaitHu (pakTypH Ha OeIpeHaTa KOCT, IOKATO Ce JISKYBaT C
neHo3yMab. Ceepikere ce ¢ Bamms nekap, ako MoJryduTe HOBa WM HeoOnuaiiHa 0oJika B
Tazo0eapeHara cTaBa, CJIabuHUTE WA OEIPOTO.

Bucoky HUBa Ha KaIIMi B KPBhBTA CJIeJI COUpaHe Ha jiedyeHneTo ¢ Wyost

Hsixon manuieHTH ¢ TUTAHTOKJICTHUCH TyMOpP Ha KOCTTa Ca Pa3BUJIM BUCOKH HUBA Ha KaJIUil B KPHBTA
CEIMUITH 10 MECEITH CJIC]T CIUPaHE Ha JICUCHUETo. BammaT nekap e Bu HabmomaBa 3a mpu3HAM U
CHUMIITOMH Ha BUCOKHU HUBA Ha KaJIUH, CJIeA KaTo CTe cipenu Aa npuemate Wyost.

Jlena u roHOIIM

Wyost He ce mpenopbuBa MpH el U IOHOIIN Ha Bb3pacT Mo 18 rofuHu, ¢ U3KIOYEHUE Ha FOHOIIHU C
TUTAaHTOKJIETHYEH TYMOP Ha KOCTTA, YHUTO KOCTH Ca 3aBBPIIIIN CBOSI pacTex. Ynorpedara Ha
JIeHO3yMal TIpH JieTla ¥ IOHOIIH C IPYTH BUIOBE PaK, KOWTO CE€ pa3lpOCTPaHsiBa B KOCTHUTE, HE €
poydYeHa.

Jpyru nexkapcrea u Wyost

Tps6Ba na kaxere Ha Bamms nexap wim GapmainesT, ako IIpueMare, HACKOpPO CTE IPUEMalIi WK €
BB3MOJKHO Jla [TpUeMaTe APYIHu JieKkapcTBa. ToBa BKIIIOYBA JIEKapCTBa, OTIycKaHH Oe3 perenTa. OT
roJsIMO 3Ha4YeHHUe € Aa cboOmmTe Ha Bamus nekap, ako ce JIeKyBare ¢

o JPYTO JIEKapCTBO, ChABPIKAIIO AEHO3yMa0

o oudochonar

Bue He TpsiOBa na npuemare Wyost eIHOBPEMEHHO C IPYTH JIEKAPCTBa, ChIbPIKAIH JCHO3YMad I
oudochonaru.

BpemeHnHocT 1 KbpMeHe

Jleno3ymab He e M3MUTBaH NpU OpEeMEHHH JKeHH. AKO CTe OpeMeHHa WM KbPMHUTE, CMsTaTe, 4e MOXKe
Jla cTe OpeMeHHa WM IDIaHApaTe OpeMEeHHOCT, MOChBeTBalTe ce ¢ Bamwst nexap wim hapmameBt
npenu ynorpebara Ha ToBa JiekapcTBo. He ce npenopwuBa ynorpebara Ha Wyost, ako cTe OpeMeHHa.
JKenu ¢ netepojieH noTeHIMa TpsOBa J1a M3MOI3BAT €PEKTUBHY METOIU 32 KOHTPAIICTIIIUS, JIOKATO Ce

nekyBat ¢ Wyost 1 3a Hali-MaJIKo 5 Mecela clie]] CHUpaHe Ha jiedeHueTo ¢ Wyost.

Axo 3abpemMeHeeTe 10 BpeMe Ha jeueHue ¢ Wyost WM o-MaJjiko OT 5 Mecela ciiefl CIIUpaHe Ha
nedeHneTo ¢ Wyost, TpssOBa na kaxxete Ha Bamms nekap.

He e uzBecTHO manum neHozymab ce oTaens B kbpMaTa. BaxkHo e na nnpopmupare Bamus nekap, ako
KbPMHUTE WIN TUTAHUpaTe Aa KbpMuTe. Bammsar nekap me Bu momorae ga pemnre nanm ga
MIPEYCTAaHOBUTE KbPMEHETO FITH J1a IPEKbCHETE MPIITOKEHNUETo Ha Wyost, KaTo B3eMe TpeIBHU/
1oJI3aTa OT KbPMEHETO 3a JAETETO U moi3aTta oT Wyost 3a maiikaTa.

AKO KbpMHTE TIO BpeMe Ha JieueHrne ¢ Wyost, TpsOBa /1a kaxkete Ha Bamms ekap.

IToceBetBaiite ce ¢ Barmust nexap wim hapmaieBT npeau ynorpedara Ha KOSTO H Jia € JICKapCTBO.
Ilodupane u padoTa ¢ MAIIMHH

Wyost He MOB/IHSIBA WK MTOBJIMSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a Io(pHUpaHe ¥ padoTa ¢ MallluHU.

Wyost cbabp:xa cOpoOUTON

ToBa jekapcTBO ChABPIKA 78,9 mg COPOUTOI BHB BCEKH (PJIAKOH.
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Wyost cbabpska HATpUi

ToBa nekapcTBO ChabpiKa MO-Manko oT 1 mmol Hatpuii (23 mg) Ha no3a 120 mg, T.e. MOXe 1a ce
Ka)ke, 4ye MPaKTUYECKH HE ChIbpiKa HATPUH.

3. Kaxk n1a uznousBare Wyost
Wyost TpsiOBa 1a ce mpuiara moa pbKOBOJICTBOTO Ha METUITUHCKH CITCIIHAITUCT.

IIpenopbuntennara no3a Wyost e 120 mg, npunokeHa BeITHBbX Ha BCEKU 4 CEIMULM KaTO €HOKPAaTHA
WHKEKIH 101 KoxkaTta (TToAKoKHO). Wyost ce MHKEeKTHpa B 6eJIpoTo, KopeMa MM MUITHUIaTa. AKO
Ce JIEKyBaTe 3a TMTaHTOKJIEThUEH TYMOp Ha KOCTTA, IlI¢ OJIYyYUTe JOIIBIHATENHA 103a | ceamuna

U 2 CeAMMIM CIIe]] TbpBaTa A03a.

He pazknamaiire.

TpsOBa cbIO A2 NpuemMate J0OABKH ¢ KaNuil 1 BUTaMUH D, 1oKaTo cTe Ha JeueHne ¢ Wyost, OcBeH
aKo HsMAaTe TOBUIIIEHO KOJIMYECTBO KM B KpbBTa. BammsT nekap me oochban ToBa ¢ Bac.

AKO UMaTe HSIKaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBA JIEKAPCTBO, IIONUTANTE
Bammst niekap, ¢papmaneBT Wil MEAUIIUHCKA CECTpa.

4. Bb3MOKHH HeKeJIaHU peakuuun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IIPECAN3BUKA HEXKEIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKH T'M IIOJTy4aBa.

TpsoBa 1a kaxkere He3a0aBHO Ha Bamus Jiekap, ako pa3BHETE HAKOM OT T€3U CUMIITOMH, JOKATO

cte Ha jedeHne ¢ Wyost (Moxe na 3acerHat nosede ot 1 Ha 10 gymm):

o CIa3MH, IOTPENBAHUS, KPaMIIU Ha MYCKYJIUTE, U3TPBIIBAHE WM MPaByYKaHe Ha IPbCTUTE Ha
phlieTe, Kpakata HiIN OKOJIO yCTaTa 1/ Wi I'bpuoBe, OObpKBaHE MM 3ary0a Ha ch3HaHue. ToBa
MOXe J]a ca MPU3HALM Ha HUCKY HUBA Ha KaJIU{ B KpbBTAa. HUCKUAT Kanuii B KpbBTa MOXKeE Ja
JOBeZie 10 IPOMsIHA B ChPACUHUS PUTHM, HapeueHa yabmkaBane Ha QT unrepsana, koeto ce
BIKJA Ha enekTpokapauorpamara (EKT).

TpaodBa 1a kaxeTe He3a0aBHO HA Bamus Jiekap u 3b60/1eKap, aKo MOTYYUTE HAKOU OT TE3U

CHUMIITOMH, JTOKaTO CT€ Ha JiedueHne ¢ Wyost WiIn ciie]] CiipaHe Ha JIeYeHneTo (MOXe J1a 3aCeTHaT

1o 1 va 10 gymm):

o TpaifHa 0OJIKa B yCTaTa W/WIX YeIOCTTa, U/WIA OTOK WM He3a3/paBsiBaIlly S3BU B yCTaTa WU
YEINI0CTTa, CEKPEIHsi, CKOBAHOCT MIJIM TyBCTBO HA TEKECT B YEINIOCTTA, WM pasKialiaHe Ha 360
MOJKE /Ia ca MMPU3HAIM Ha KOCTHO YBpPEeX/IaHE Ha YeIFOCTTa (OCTEOHEKPO3a).

MHoro yecTu HexKeJIaHH peakuuu (MOXe J1a 3acerHar nosede ot 1 Ha 10 gymm):

o 00JIKa B KOCTUTE, CTAaBUTE W/UIIM MYCKYJIUTE, KOSITO TIOHSIKOTa € CHJIHA,
o 3a1yX,
o JIUapusl.

YecTn HexeIaHU peakum (Moxke aa 3acerrar Ao 1 Ha 10 qymm):

o HUCKH HUBA Ha Qocdaru B KpbBTa (Xunodocharemus),

° rmajafe Ha 350,

. OOMITHO M3IOTSABAHE,

o NPY TALMEHTH C HATPETIHAIO0 OHKOJIOTUYHO 3a00JIsiBaHe: pa3BUTHE Ha Apyra (opMma Ha pak.

HeuecTu He:kenaHu peakinuu (Moxe jaa 3acernar g0 1 va 100 gymm):
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L BHCOKH HMBA Ha KaJ'ILII/Iﬁ B KPbBTa (XHHepKaHHI/IeMI/I}I) CJIC CIMPAHC Ha JICUCHHUCTO ITPpU
MalMEHTHU C TUTAHTOKJICTHYCH TYMOP Ha KOCTTa,

° HOBa WJIM HeoOWYaiitHa 0oJKa B Ta300eIpeHara cTaBa, CIa0MHUTE Wi OeIpoTo (TOBa MOXKE J1a €
paHeH Ipu3HaK Ha BE3MOXHA GpakTypa Ha OempeHara KocT),

° 00pHB, KOWTO MOJKE JIa CE MOSBH 110 KOXKaTa, MJIH sI3BU B ycTaTa (JINXCHOUIHH JICKAPCTBEHU
peaxnun).

Penxu Hexenanu peakuuu (Moxxe na 3acersar 10 1 ga 1 000 myrmmm):

o aJICPrUYHU peakiuy (HaIp. XPUIIOBE WM 3aTPYAHECHO IUIlIaHe; TI0{yBaHEe Ha JIUIICTO, YCTHHUTE,
€3WKa, ThPJIOTO WIIM APYTH YACTH HA TAIOTO; OOPHB, ChPOCSK WIIH YPTUKAPHUS IO KOXKATa
(xompuBHa Tpecka)). B penku cirydan anepruaHUTE peakiiy MOXKE J]a Ca TEXKKH.

C Heu3BecTHa 4ecTOTa (OT HATMYHUTE JaHHU HE MOXKe J1a Ob/ie HalpaBeHa OLICHKA):
o I'oBopere ¢ Bamms siekap, ako umare 00Jika B yXOTO, CEKPET OT YXOTO W/WIIK HH(DEKIUS Ha
yxoto. ToBa MOJe Ja ca IpH3HAIM Ha YBpPEXIaHe Ha KOCTUTE Ha YXOTO.

Cho0maBaHe Ha HesKeJIAHM PeakInu

AKO TIOJTyYnTe HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEeaKIy, yBenroMere Bamst nekap, apmaiesT wim
MEJIUIIMHCKA cecTpa. ToBa BKIIIOUBA BCUUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peaknun. MoXKeTe ChITO Ja ChOOIINTE HEXKEITAHN PEaKIny JUPEKTHO Upe3 HAI[MOHATHATa CUCTEMA 3a
choOIaBane, mocoucHa B [Ipunokenue V. Kato cho0IaBaTe He)KEIaHN PEaKIMK, MOXKETE Ja JaIeTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUsl OTHOCHO 0€30TaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na coxpansiBate Wyost
Jla ce cpxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JACLa.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKa Ha TOHOCT, OTOENA3aH BbPXY €TUKETa U KapTOHEHATa
omakoBka, cien ,,EXP” u ,,'ogen no:”. CpoKbT Ha TOTHOCT OTTOBAps Ha TOCIETHUS ICH OT
ITOCOYEHUS MECEIL.

a ce cexpanssa B xnammwiauk (2 °C — 8 °C).
[a He ce 3ampassiBa.
CoxpaHsBaiiTe (prakoHa B KapTOHEHATa OTIAKOBKA, 32 Jla C€ Mpe/a3u OT CBETINHA.

®DaKOHBT MOXKE J1a C€ OCTABH M3BHH XJIAAMIHHAKA 34 JOCTUTaHE Ha cTaliHa Temmeparypa (mo 25 °C)
npeau uHxekTupade. ToBa 11e HanpaBy WHKEKTUPAHETO MO-MaJIko HenpusaTHO. Cien kato QIakoHbT
€ OCTaBEH J1a IOCTUTHE cTaiiHa TeMnepatypa (1o 25 °C), Toit TpsiOBa 1a ce U3M0I3Ba B PAMKUTE

Ha 30 guu.

He u3xBbpiisiiTe nekapcTBara B KaHAIW3aLUATa WIK B KOHTEHHepa 3a JOMAIIHU OTIaIbIIH.

[onuTaiite Bammst papmaneBT kak ga W3XBBPISATE JEKapcTBaTa, KOMUTO Bede He u3nomi3sate. Te3u

MEPKH IIIe CTIOMOTHAT 3a Ola3BaHe Ha OKOJIHATA Cpefia.

6. Coabp:kaHue HA ONMAKOBKATA U JOMBJIHUTETHA HHoOpManus

KakBo cbabpxa Wyost

- AKTHBHO BeIIECTBO: JieHO3yMab. Beeku (iakon chabpxka 120 mg neno3ymabd B 1,7 ml pa3teop
(cpoTBeTcTBamo Ha 70 mg/ml).

- Jpyru chcTaBKH: JieAeHa olleTHa KucenuHa, copouron (E420), momucopbar 20, HaTpreB

XUAPOKCHU I, XJIOPOBOAOPOJAHA KUCEIIMHA U BOJA 3a MHKXCKIIUU.

Kak uzruexna Wyost 1 KaKBO CbAbpP:Ka OIAKOBKATA
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Wyost € HH)KEKITOHEH Pa3TBOp (MHIKEKITHSA).

Wyost € 6I/ICT'I>p J0 JICKO OIIAJICCIICHTCH, 663LIB€TGH J0 CBECTJIOXKBJIITCHHUKAB HUJIN CBGTJ’IOKa(l)GHI/IKaB

pasTBop.

Besika onakoBka chabpika 1, 3 wiun 4 ¢iakoHa 3a eIHOKpaTHa yrnoTpeda. He BCHUKH BUI0BE OMAKOBKH

Morart aa 6’B,I[EIT IMyCHATHU Ha mma3apa.

IMpuTexaTtes Ha pa3pelIeHHETO 3a ynoTpeda

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

IIpoussoaure

Lek Pharmaceuticals d.d.
Verovskova ulica 57
1526 Ljubljana
CrioBeHus

3a AombIHKUTENIHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpPEICTABUTEN Ha MPUTEKATEIs Ha Pa3pelIeHHeTo 3a yrnorpeda:

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

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

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

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

Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

E\rada

SANDOZ HELLAS MONOITPOXQITH A.E.

TnA: +30 216 600 5000

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

Lietuva
Sandoz Pharmaceuticals d.d filialas
Tel: +370 52636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel: +32 2 722 97 97

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

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o0.0.
Tel.: +48 22 209 70 00

Portugal

Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00
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France
Sandoz SAS
Tél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385123 53 111

Ireland
Rowex Ltd.
Tel: +353 27 50077

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

Kvmpog
SANDOZ HELLAS MONOITPOZQITH A.E.
TnA: +30 216 600 5000

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

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

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

Slovenska republika
Sandoz d.d. - organizacna zlozka
Tel: +421 2 48 200 600

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

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

I[aTa Ha IOCJCIHO NMpepasrjaeckaaHe HaA JIMCTOBKaTa

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus

1o JIeKapceTBara: https://www.ema.europa.eu/.

ITocouenara mo-a0.1y m{(bopMauml € NMpeaAHasHaYeHa caMo 3a MCAUIIUHCKU CIICHNUAJIUCTH:

. IIpenu npunoxxenne pa3TBopbT Wyost TpsOBa 1a ce mpoBepr Bu3yainHo. He nmxekTupaiite
pasTBOpa, aKo € MBTEH WIN ChIbpHKa BUIUMHU YACTHIIH.

. He pasknamaiite.

o 3a na ce nzberHe qUCKOMQOPT Ha MACTOTO HA MHKEKTHpaHe, OCTaBeTe (hjlakoHa Jia JOCTUTHE
craitHa Temnepatypa (1o 25 °C) npean HHXEKTHPaHEe U WH)XEKTHpaiiTe 6aBHO.

o Tps0Ba na ce MHXEKTUPA ISUIOTO ChIbpKaHue Ha (prakoHa.

. 3a npunarane Ha geHo3yMa0 ce npenopbusa uria 27 G.

. Urnata He TpAOBa 1a ce BbBEX/1a IOBTOPHO BbB (PIIaKoHa.

Heusnomn3paunusr MNPOAYKT WJIHN OTHAaABYHUTC MAaTCPUATIN OT HETO Tpr6Ba Ja C€ U3XBBPJIAT B

CBbOTBETCTBHEC C MCCTHUTC N3HUCKBAHUA.
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