IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosm JISKapCTBEH MPOAYKT TOJUICKU Ha JOMIBIHUTEIIHO HAOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TO
YCTaHOBSIBAaHE Ha HOBa MH(pOPMAITHSI OTHOCHO O6e3o0macHoCcTTa. OT METUITMHCKHUTE CITCITHATUCTH CE
M3KCKBA J]a ChOOIIABaT BCSIKA MTOAO03MpPaHa HeKellaHa peakiys. 3a HaunHa Ha ChOOIaBaHe Ha
HEXEJIaHHU PEaKlMU BIXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Xbonzy 120 mg uHXEKIIMOHEH pa3TBoOp

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 JIMHUS OT 003aiHUK
(K7eTKH OT SIMYHUK Ha KUTaHCKH XaMcTep) upe3 pekomOuHanTHa JJHK TexHOMmorus.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIHKTE ToOUuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxeximoneH pa3TBop (MHKEKIIHA)

BucTbp, 6e31uBeTeH A0 CBETIOXKBIIT PA3TBOP U MOXKE Ja ChIbpIKa CIeIU OT MPOo3pavHu A0 Oenn
NpOTeHHOBH yacTuiy, ¢ pH 5,9 10 6,5 u ocmonanuret ot 270 mOsm/kg 10 330 mOsm/Kg.

4, KJIUMHUYHU JAHHU

4.1 TepaneBTHUYHHU MOKA3AHUS

[IpenoTBpatsiBaHe Ha CHOUTHS, CBHP3aHH C KOCTHATA CHCTEMA (TaTooru4Ha (paKkTypa, o0TbUBaHE Ha
KOCTTa, IPHOHAYHOMO3bYHA KOMITPECHSI WITH OTIEpaIHsl Ha KOCTTA) NPH Bh3PACTHH MAUCHTH C
HalpeIHalM 3JI0KaueCTBeHH 3a00JsIBaHMs, 3acATaly KOCTUTE (BXK. Touka 5.1).

Jleyenne Ha Bb3pACTHH M IOHOIIHN ChC 3aBBPIICHO CKENIETHO Pa3BUTHE C TUTAHTOKJIETHYCH TYMOpP Ha
KOCTTa, KOMTO € HeornepaOuiieH Wik KOraTo MMa BEpPOATHOCT XHUPYPrUYHATA PE3EKLIUS J1a TOBEIE 10
TEXKa 3a00JIeBaeMOCT.

4.2 J103MpOBKA M HAYMH HA MPUJIOKEHUE

Xbonzy Tps6Ba aa ce nmpuiara mo HaGIIFOJEHUETO Ha METUIIMHCKN CITEI[HAIIHCT.

gOBHQOBKa

Benuky nanuenTu TpsaOBa qa monydasat 100aBku ¢ Hai-manko 500 mg xanuuit u 400 [U Buramun D
JTHEBHO, OCBEH aKO € HAIHIIC XUTIEPKAIIHEMUS (BXK. Touka 4.4).

Ha MalUECHTUTEC, KOUTO CC JICKYBAT C Xbonzy, Tpﬂ6Ba Aa CC MpEAOCTaBU JIMCTOBKA 34 MAIUCHTA U
HaITOMHsIIA KapTa Ha MalfuCHTa.

IIpedomsepamsaeane na cvoOumus, cbP3aHy ¢ KOCHHAMA CUCTNEMA NPU 8b3PACHHU C HANPEOHANU
30KAYecmeenu 3a001A8aHUS, 3ACALAWU KOCTNUME

[Ipenoppuntennara no3a e 120 mg, npuinokeHa KaTo eJHOKpaTHA MOIKOKHA WH)KEKIIHS B 00J1acTTa
Ha 0eIpoTO, KOpeMa WM MUIITHHUIIATA, BEAHBXK Ha BCEKU 4 CEIMMUIIH.



Tueanmorxnemvuen mymop na Kocmma

Ipenopbuutennata qo3a Xbonzy ¢ 120 mg, npuaokeHa KaTo eJHOKPATHA MMOIKOKHA WHYKEKIIUS B
obOnactTa Ha OeIPOTO, KOPEMa WIIM MUIITHUIATA BETHHK HA BCEKH 4 CEIMUIIH, C JIOIBIHUTEIHU 03U
ot 120 mg Ha neH 8-Mu U 15-TH OT JICUSHUETO MPE3 ITBPBHUSI MECEI] OT TEPAITHSITA.

[NanuenTure B mpoyuBane ¢a3za II, Kouto ca npeTbpIiesn mbIHa pe3eKLUs HA TUTAHTOKIEThUEH TyMOP
Ha KOCTTa, ca IOoJIy4mI olle 6 Mecela JIeueHHe CJIe/l ONIepalusiTa, ChIJIacHO IIPOTOKOJIA Ha
MIPOYYBAHETO.

[lanueHTHTE C TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa TPpsiOBa Aa ObAAT OLEHIBAHU PEIOBHO, 3a Ja Ce
OIIpEeeNHN JaJIU MIPOIBIKABAT J1a UMaT 110J13a OT JieueHueTo. [1pu nanuenTty, unero 3abonsBaHe ce
KoHTpourpa oT Xbonzy, epekThT OT MPEeKbCBAHE UITH CIIUPAHE HA JICYUCHUETO HE € OLICHEH, HO
OrpaHUYCHHUTE JAHHM NPH TE3U MALMEHTH HE NIOKa3BaT HATMYKME Ha pedayHa eQeKT cieq
MIpeKpaTsBaHe Ha JEeUEHUETO.

bvbpeuno yspescoane
He ce Hanara kopurupase Ha J103aTa MpH MalMeHTH ¢ ObOpeyHO yBpekaaHe (BxkK. Touku 4.4 3a
MPENopPBHKUA OTHOCHO MPOCIIEIIBaHEe HAa KAJIUEeBUTE HUBA, 4.8 11 5.2).

Yeproopobno yspexcoane
Bbe3onmacHocTTa M ehukacHOCTTa HA JCHO3yMa0 HE ca U3CJIC/IBAHU MPH MAIUEHTH ¢ YSPHOIPOOHO
yBpexaane (BK. Touka 5.2).

Iayuenmu 6 cmapuecka 6v3pacm (8v3pacm > 65)
He ce Hanara xopurupase Ha /103aTa IpH MallMEHTH B CTapyecka Bb3pacT (BXK. Touka 5.2).

THeouampuuna nonynayus

BezonacHoctTa n eukacHOCTTa Ha JeHO3yMad Npy MEAUATPUYHH MallMeHTH (BB3pacT < 18 ronunm)
HE ca YCTAaHOBEHHU, OCBEH NP FOHOIIHU ChC 3aBBPILICHO CKEJIETHO Pa3BUTUE (HA BB3pacT

12 - 17 ronuHM) ¢ TUTAaHTOKIIETHYCH TYMOP Ha KOCTTA.

He ce mpenopbuBa ynorpedara Ha Xbonzy npu neauarpuynu naueHTu (Bb3pact < 18 roaunm),
OCBEH IIPH IOHOIIIN ChC 3aBBPIICHO CKEIETHO pa3BuTHE (Ha Bh3pacT 12 - 17 roguan) ¢
TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa (BX. Touka 4.4).

Jledenue Ha I0OHOIIH ChC 3aBbpPIICHO CKEJIECTHO PAa3BUTHUC C TUTAHTOKJICTHYCH TYMOD Ha KOCTTa, KOHNTO
(5] Heonepa6nneH WJIN KOI'aTO UMa BEPOATHOCT XUPYPIruiHaTa pe3C€KIuA Aa JOBEAC 10 TEXKKa
3a00JIEBAEMOCT: A03HUpPOBKaTa € ChbllaTa KaTO IIPHU Bb3PACTHH.

IIpu npoyuBanns npu xuBoTHH, nHXHOMpaneTo HAa RANK/RANK nuranga (RANKL) e cBsp3ano ¢
WHXUOUpaHEe Ha KOCTHUS PAcTeX U JIUICA HA MPOOUB Ha 360U U TE€3H MIPOMEHH Ca OUITM YaCTHYHO

oOpaTumu npu npekpatsaBane Ha naxubupanero Ha RANKL (Bx. Touka 5.3).

Hauun Ha OPHUITOKCHUC

3a MOAKOXKHO MPHUIIOKEHHE.
[Ipunaranero Tpss6Ba Ja ce U3BBPILIBA CAMO OT MEIUIIMHCKHU CIIELUAIHCT.
3a yka3aHus OTHOCHO ynotpeda, paboTa U U3XBBPIISIHE BIKTE TOUKa 6.6.
4.3 IIpoTuBomoka3aHus

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



Texka, HeeKyBaHa XUTIOKAIITHEMUS (BXK. TOUKa 4.4).
HezapacHanu panu OT cTOMaTOIOTHYHA MPOLIEAYPa Wi OpajHa XUPYPIHsl.
4.4  CneumajH4U mpexynpeskaeHus U Npeana3Hu MepPKU MPH ynoTpeda

IIpocnenumoct

3a f1a ce moIo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U TAPTHIHUAIT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSOBA SICHO JIa CE 3aIMCBaT.

J1oGaBKH ¢ KaJIIMil ¥ BUTaMuH D

Bcenuku naruienTy TpsOBa 1a ody4yaBaT JOOaBKY C KUK 1 BUTaMUH D, OCBEH ako € HaIuIe
XUTIEPKaIIHeMus (BX. Touka 4.2).

XHUIOOKAIIUEMUS

[MpenmecTBamaTa XunokaueMus TpsioBa 1a Obae KOPUTHpaHa MPEIN 3alI0YBAHE HA TEPAIUATA C
Xbonzy. XunokanueMust MOXKe J1a Bb3HHKHE 110 BCSIKO BpeMe B X0/a Ha JieueHueto ¢ Xbonzy.
[pocnensBane Ha KaNMEBUTE HUBA TPIOBA Ja ce U3BHpLIBA (1) Mpean HavyaiHaTa 1o3a Ha Xbonzy,
(i1) B paMKHUTE Ha IBE CEIMUITH CJICI HadaJlHaTa 7034, (iii) aKo Ce TOSBAT MPEaIojaracMi CHMITOMH
Ha XUIOKaIeMus (BxK. Touka 4.8 3a cumnromu). [Ipu naumentu ¢ puckoBu hakTopu 3a
XHUIOKAIUEMHs TPsIOBa 1a ce 0OMUCIH JOIIBIIHUTEIHO MPOCIesBaHe Ha KaII[EBUTE HUBA 110 BpeMe
Ha JICYSHUETO, MJIM aKO C€ Hajlara Jpyro Bbh3 OCHOBA Ha KJIMHUYHOTO ChCTOSIHUE Ha TTAIMEHTA.

[ManuenTure TpssOBa 1a ObJAT HACHPYABAHHM J]a CHOOIIABAT CUMIITOMH, ITOKA3aTEITHH 32
XHIOKAIIHEMHs1. AKO 110 BpeMe Ha NpuitoxkeHneTo Ha XDONZy ce mosABH XUIIOKAIITHEMHUSI, MOKE 14 Ce
HaJIOKU JOITBIHUTEIIHO N00aBsHE HA KA U TOBIHUTETHO MIPOCIIeAsIBaHE.

Cro0mraBa ce 3a TeKKa CHMITOMATHYHA XUTTOKAIITUEMIS! (BKITFOUUTEITHO JICTATHH CITyYan) Ipu
MOCTMapKeTHHTOBaTa ynorpebda (Bx. Touka 4.8), KaTo MOBEYETO CIIy4Yau ca HACTHITHUIHN B ITbPBUTE

CCAMHUIN OT HAYaJIOTO HaA JICUCHHUECTO, HO MOXKEC J1a CC MOABAT U ITO-KBCHO.

buOpeuno yBpexaaHe

[NanuenTu ¢ Texka crerneH Ha OpOpedHo yBpekaane (kpeaThHUHOB KinpbHC < 30 ml/min), uiau KouTo
ca Ha IMalin3a, ca C MO-TOJISIM PHCK OT Pa3BUTHE HA XUIIOKANLUEMHs. PUCKBT OT pa3BuTHE Ha
XHUIOKAIIHUEMHUS U CHITBTCTBAIIO TOBUIICHHUE HA MTAPATUPEOUIHUSI XOPMOH C€ YBEIIMYaBa C
HapacTBaHE Ha CTENEHTa Ha OBOPEUHOTO yBpeKaaHe. PeqoBHOTO mpocnensBaHe Ha KallMeBUTE HUBA
€ 0COOCHO BaKHO NPH TE3H MAIIUECHTH.

Ocreonekposa Ha yemarocrta (OHY)

OHUY ce cro0miaBa 4ecTo MpH MAIMEHTH, MOJTyIaBalin qeH03yMab (BxK. Touka 4.8).

Hauanoro Ha neueHrueTo/HOB KypC Ha JICUCHUC TpH6Ba Ja €€ OTJIOXU NPHU MALUCHTU C HC3apaCTHAIN
OTKPHUTHU JIC3UX HAa MCKUTC ThbKAHU B yCTAaTaA. Hpe):m JICYCHUEC C Z[CHOBYM36 CC MpCropbIBa
CTOMATOJIOTHYCH IPETIIE] C HpO(i)I/UIaKTI/I‘IHO 3p00JIeUeHUE U WHIWBUOYaJIHA OLICHKA Ha
CbOTHOIICHUETO HOJ'ISa/pI/ICK.

CrnenHurte pucKoBU (akTOpH TPsOBA J1a Ce MMAT MPEIBU/I IPH OLICHIBAHE HA PHCKA 3a MalieHTa OT

passutre Ha OHY:

. aKTHBHOCT Ha JICKaPCTBEHUS MPOAYKT, KOUTO HHXUOHUPA KOCTHATA Pe30pOITHs (TI0-BUCOK PUCK
MIPH BUCOKOAKTHBHH ChEIWHEHMs ), HAUMH Ha MPIIIOKEHNE (IT0-BUCOK PUCK MIPH MAPEHTEPATHO
MIPUJIOKEHUE) U KyMYJIaTUBHA /1032 Ha KOCTHO-PEe30pOTUBHATA TEPAIIHSL.

. pak, IpuApyKaBamiy 3a00IBaHus (HAIP. aHEMUS, KOAryJIonaTHH, HHPEKITUH),



TIOTIOHOITYIICHE.

L ChII'bTCTBAIU JICUCHHA: KOPTUKOCTCPOUIUN, XUMUOTCPAIINS, I/IHXI/I6I/ITOpI/I Ha aHIruorcHes3ara,
JIBYCTCpAIIMA Ha I'JlaBaTa v HusiTa.
L Jionia YCTHa XUI'i€Ha, InapoJ0oHTO3a, JIOMIO IMOCTaBCHHU IIPOTE3U, aHaAMHE3a 3a CTOMATOJIOTMYHO

3a6OJ'I}IBaHe, HWHBAa3WBHU CTOMATOJIOTUYHU NPOLCAYPHU (Hanp. CKCTpPAKIHA Ha 3’])6).

ITo Bpeme Ha JIedeHHETO ¢ AeHO3yMa0d BCHUYKH MTAllUeHTH TpsiOBa 1a ObIaT HAChpUYaBaHU Ja
MOTHPIKAT JoOpa yCTHA XUTHEHA, 1a Ce TIOIJIaraT Ha pyTHHHU CTOMATOJIOTUYIHHA TIPETIICAN ’
He3a0aBHO Jla ChOOIaBaT 32 BCHYKH CUMIITOMH OT CTpaHa Ha yCTHATa KyXMHA, KaTo KJIATeHe Ha
3b0HUTE, 00JIKa WJIU MTOAyBaHe, WK He3a3ApaBsBallly 3B WK cekpelus. [1o BpeMe Ha JICUEeHHUETO,
WHBA3MBHU CTOMATOJIOTHYHH TPOLICIYypH TPSAOBA J1a CE M3BBPIIBAT CaMO CJIe]] BHUMATEIHA MTPELICHKa
U TpsIOBa J1a ce u30srBa U3BBPIIBAHETO MM B HEMOCPEICTBEHA OJIM30CT ¢ MPHIOKeHHeTo Ha Xbonzy.

[InanbT 3a NeueHue Ha MaeHTHTe, KouTo pazsuBatr OHY, TpsaOBa na Ob/ie H3TOTBEH B TACHO
CBTPYAHUYECTBO MEXAY JIEKYBAIIUs JIEKap U CTOMATOJIOT WX JULEBO-YEICTEH XUPYPT C OIUT B
OHUY. TpsioBa a ce 0OMHUCIN BPEMEHHO MPEKbCBaHe Ha JieyeHHeTo ¢ Xbonzy, nokato chCToSHUETO
OTIIYMH U JIONIPHUHACSIIIUTE PUCKOBH (DakTop ObJAT HAMAJICHH, aKO € BH3MOXKHO.

OCTCOHCKDOS& Ha BbHIIHUA CJIYXOB IIPOXOJa

Nma cpob1ieHus 3a OCTEOHEKPO3a Ha BHHIITHUS CIYXOB MPOXOJ] IPH JISYeHHE C IEHO3yMao.
Bb3MoxHUTE pUCKOBH (haKTOPH 332 OCTCOHEKPO3a Ha BHHIIHUS CIIYXOB IPOXOJ BKIIOUBAT yHOTpeda
Ha CTEPOMIHN U XUMHOTEPAINus 1/ UK JOKATHNA PUCKOBU (PaKTOpH, KATO HApUMep HHQEKIUS WIH
TpaBMa. BeposaTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BHHITHHS CIYXOB ITPOXO TPsiOBa Ja ce umMa
OpeaBHU] NPH MAUEeHTH, IpUEeMaIly AeH03yMa0, KOUTO pa3BUBAT CUMIITOMHU OT CTpaHa Ha yYXOToO,
BKJIIOUMTENTHO XPOHUYHHU WH(EKIIMU Ha YXOTO.

ATnnuyan dJDaKTVDI/I Ha 6ezmeHaTa KOCT

Nma cro0ienns 3a aTuUaHE QpakTypy Ha OeJpeHara KOCT MpH MaIlMeHTH, TT0TyYaBally 1eH03yMa0
(Bk. Touka 4.8). ATunuuHute GpakTypH Ha OeIpeHaTa KOCT MOJKE J1a Ce MOSABAT IPH MUHHMaIHA
TpaBMa Wiu 0e3 TpaBMa B CyOTpoXaHTepHUTe U Anadu3HUTe 00MacTh Ha Oenpenara koct. Te3u
CBHOUTHS CE XapaKTepPU3UPaT ChC CeNU(DUIHN PSHTTCHOIOTMYHU HAXOKUA. ATHITNYHA (HPAKTYpPH Ha
OelpeHara KOCT ce ChOOIIaBaT CHIIO MPH NAIUEHTH C OTPE/ICIICHU ChITHTCTBAIIM CHCTOSTHUS (HATIP.
nehuuT Ha BuTaMuH D, peBMaTOUACH apTpuT, Xunodocdarasus) v npu ynorpeda Ha HAKOU
JIEKapCTBEHU NPOAYKTH (Hanp. 6udochoHaTy, MIFOKOKOPTHKOUIN, MTHXHOUTOPH HA TIPOTOHHATA
nomra). Te3u chOUTHUS ca HACTHIIMIM 0€3 aHTUpe30pOTHBHA Tepanus. [1o100HN GpaKkTypH, CHOOIIEHU
BBB Bpb3Ka ¢ OudochonaTn, uecto ca bunaTepanHy; IOpaay TOBA MPH MAIMEHTH, JIEKYBaHH C
JIEHO3yMa0, KOUTO ca MPEThPIeNu PpaKkTypa Ha TAIOTO Ha OeapeHaTa KocT, TpSOBa Jja ce u3cienBa
KOHTpasatepanHara 6epeHa Koct. TpsidBa qa ce 0OMUCIH TpeKpaTsiBaHe Ha Tepanusata ¢ Xbonzy npu
MAIMEHTH, 32 KOUTO ce MO03Upa, Ue UMaT aTUIMNYHA PpakTypa Ha OelpeHaTa KOCcT B OYaKBaHE Ha
OIICHKATa Ha MMaleHTa Bb3 OCHOBA Ha HHIMBHUIYAITHO OTPEEIIEHOTO ChOTHOIIEHHE 1mo3a/puck. 1o
BpeMe Ha JICUCHHETO ¢ ACHO3yMal, ManueHTUuTe TpsiOBa 1a ObaT MOCHBETBAHU Ja CHOOIIaBaT 3a HOBa
WK HeoOWJaiiHa OoJika B 0e1poTo, Ta300eapeHaTa cTaBa Wid ciiaduauTe. [lanuenTy ¢ TakuBa
CUMIITOMH TPsAOBa J1a Ce M3CJISABAT 33 HEMbJHA (PpakTypa Ha OeapeHara KocCT.

XunepKaalueMusl ciea IpeKpaTsBaHe Ha JICYCHUETO IIPH MAIMEHTH ¢ THTAaHTOKISThYCH TYMOpD Ha
KOCTTa M IIPpH NaTMCHTHU C HE3ABBPIICH PACTCK Ha CKCJICTA.

Cro0mraBa ce 3a KIMHIUYHO 3HAYMMa XUIEPKAIIIMEMUsl, H3UCKBAIIA XOCITUTAIN3AIUS U YCII0KHEHA OT
ocTpa 0BOpedHa HelOCTaThUHOCT, IPY HMAIMEHTH C THTAHTOKIJIEThUEH TYMOpP Ha KOCTTAa, JIEKYBaHH C
JIEHO3yMa0, CEJIMUILIU JI0 MECEIIU CJIC]] PEKPATSIBaHE Ha JICYCHUETO.

Crnen mpekpatsiBaHe Ha JIEUeHUETO, HaOII01aBaiTe MallueHTHTE 33 IPU3HALM M CHMIITOMHU Ha
XUTIEPKATITHEMUS, OOMHUCIIETE TePUOINIHA OIICHKA Ha CEPYMHISI KM U HAIpaBETE TTOBTOPHA
OIICHKA Ha HYX/IMTE Ha MaIlMeHTa OT Jo0aBsHe Ha Kajiuii 1 BUTaMuH D (BXkK. Touka 4.8).



Xbonzy ue ce npenopbuBa MpH MAIMEHTH C HE3aBBPIIEH PACTEXK Ha CKelleTa (BK. Touka 4.2).
Cro01maBa ce 3a KJIMHUYHO 3HAYMMa XHUIIEPKAIIIMEMUS U B Ta3W TpyNa MallMeHTH, CEMHIIN JI0 MECEIn
clieNl IpeKpaTsIBaHE Ha JICUCHHUETO.

AQYFH

[MaruenTy, nekyBanu ¢ Xbonzy, He TpsOBa qa ObJAT TEKyBaHH ChIIBTCTRAIIO C IPYTH JICKAPCTBECHH
MPOYKTH, ChIBPIKAIIHN JICHO3YMa0 (3a IOKa3aHUETO OCTEOTIOPO3a).

[MauuenTn, nexyBanu ¢ Xbonzy, He TpsiOBa 1a ObAAT JIEKYBaHU CHITBTCTBALIO ¢ OUpOCchOoHATH.

370Ka4eCTBEHOCT MPH TMTaHTOKJIEThYEH TYMOP Ha KOCTTa HJIH MPOTPECHS 10 METACTa3uPajIo
3a00JsIBaHE € PSIIKO CHOUTHE U U3BECTCH PHCK MPH MAIUEHTH ¢ TUTAHTOKIICTHYEH TYMOD Ha KOCTTA.
[MarenTure TpsiOBa Aa OBAAT HAOMIOABAHHU 32 PSHTICHOJIOTMYHU TIPU3HAIIN HA 37I0KAYECTBEHOCT,
HOBM OTHHUIIIA HA paJUOPCAKTHUBHOCT WUJIX OCTCOJIM3A. Hannuaure KIMHUYHU JAHHU HE ITOKa3BaT
IMOBULICH PUCK OT 3JIOKAYECTBCHOCT IIPU MalUCHTU C TUTAHTOKJICTHYUCH TYMOP Ha KOCTTa, JICKYBaHHU C
JIEHO3yMa0.

4.5 BzaumopeiicTBHe ¢ IPYrH JIeKAPCTBeHN MPOAYKTH U APYru (popMH Ha B3auMoJelicTBHe
He ca npoBexnanu mpoy4yBaHus 3a B3aUMOJICHCTBUSATA.

B knmuHMYHM M3NUTBAHUS AEHO3yMad € Mpuijiarad B KOMOMHALUS ChC CTaHIAPTHO IPOTUBOPAKOBO
JIeYeHHE M MIPU NalUEeHTH, KOUTO ca nonydaBanu Oudochonaru. He ca HabmogaBaHu KIMHUYHO
3HaYMMH MPOMEHH B Hali-HUCKUTE CEPYMHHU KOHIIEHTPALIMH U BbB (papMakoJnHaAMUKaTa Ha IeHO3yMal
(xopurupas crpsiMo kKpeatuHuHa ypuHeH N-tenonentua, uNTX/Cr) mpu chIbTCTBAIA XUMHOTEPAITUS
W/WITM XOPMOHAJTHA Tepanus, WK IPY IpeALIecTBaIla eKCIIO3UIKS Ha HHTPaBeHO3HH oudocdonartu.

4.6 @epTuauTeT, )PEMEHHOCT U KbPMEHe

Bbpemennoct

JluricBaT WM UMa OrpaHUUYEHU JAHHU OT yrnoTpedaTa Ha JeHO3yMal IIpyu OpeMEHHH XKEHU.
[IpoyuBanusTa pu >KUBOTHH MOKA3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).

Xbonzy He ce mpenopbuBa 3a ynotpeba rmpu OpeMeHHH KEHH U [TPU KCHHU C ICTEPOJICH MOTSHIHA,
KOUTO HE M3MO0JI3BaT KOHTpanemnius. JKeHuTe TpsOBa qa ObIaT CHBETBAaHU Jia HE 3a0pEeMEHSIBAT 110
BpeMe Ha, 1 Hail-MaJIko 5 Mecela ciief] Je4eHneTo ¢ JeHo3yMad. Edexktute Ha neHo3yMad e BeposaTHO
Jla ca TMo-TOJIEMH 110 BpEMe Ha BTOPUSI U TPETHSI TPUMECTHP Ha OPEMEHHOCTTA, Thil KaTo
MOHOKJIOHAJTHUTE aHTUTEJIAa IPEMUHABAT TNpe3 IJIAlCHTATa [0 JIMHEEH MOJEII C HalpeIBaHe Ha
OpeMeHHOCTTa, KaTO Hal-TOJISIMO KOJIMYECTBO MIPEMUHABA NIPE3 TPETHS TPUMECTHP.

Kspmene

He e uzBecTHO Nanu iIeHO3yMab ce eKCKpeTHpa B KbpMaTa. He Moxe Jla ce H3KIIIOYH PHCK 32
HOBOpOJeHUTE/KbpMaueTaTa. [IpoyuBanus npu ,,knockout Muiku’ mokaspar, 4e numcata Ha RANKL
0 BpeMe Ha OpEMEHHOCTTa MOJKE J1a TTOBJIMSC BbPXY Ch3PSIBAHETO HA MIICUHUTE XKIIE3H, BOJIEIIO JI0
HapYIICHA JIAKTAUs ClIe]] paxkaaHe (Bx. Touka 5.3). TpsaOBa ga ce B3eMe pelieHre Taiu J1a ce
NpeyCcTaHOBU KBPMEHETO WJIH J]a Ce NMPEYCTaHOBH JICYEHUETO C JICHO3yMal, KaTo ce B3eMaT MpeIBUI
MoJI3aTa OT KbPMEHETO 32 HOBOPOACHOTO/KbPMAUETO U 1OJI3aTa OT TEPAIMsATA 3a JKEHATa.

DepTunurer

Hswma nannu 3a edexra Ha neHo3ymMal BbpXy depTunuTera npH xopa. [IpoyuBanust npu >KHBOTHHU HE
MOKAa3BaT AUPEKTHU WM WHANPEKTHU BpelHU e(eKTH BBpXyY (depTunuTera (BX. Touka 5.3).

4.7 EdexTu BBpXy cioco0HOCTTA 32 IopupaHe H padoTa ¢ MALIUHA



JleHO3yMa0 He TMOBJIHMSIBA WU MOBJIMSIBA IPSHEOPEIKUMO CIIOCOOHOCTTA 3a 1o upaHe U padoTa ¢

MallruHH.

4.8 Hexenanm JiekapcTBeHH peaKuu

O0600611eHMe Ha npodwia Ha OE30IIaCHOCT

O6muaT mpod I Ha 6€30MTACHOCT € B ChOTBETCTBUE C BCHUKH OJIOOpEHHN TTOKA3aHUA 3a ICHO3yMao.

XunokaluueMus ce cho0IaBa MHOTO YECTO Clie]l IPUIIOKEHHE Ha JeH03yMal, MPeTMMHO 1pe3
IBPBUTE 2 CEAMUITH. XHUIMOKAIINEMHITA MOXKE J1a € TEKKA M CHMITTOMaTHYIHA (BXK. Touka 4.8 —
onurcaHKe Ha U30paHU HexelaHHu peakuun). HamansBaneTo Ha cepyMHHS Kanluii OONKHOBEHO ce
OBJIAJISIBA TI0 TIOJIXO/ISIII HAYMH C TIOMOIIITa Ha 00aBKU ¢ Kanmuid U ButamuH D. Hali-uectara
HEXeJTaHa peaknus Ha JeHo3yMal € MyCKyJIHO-CKeneTHa Oonka. Cirydan Ha OCTEOHEKpO3a Ha
YenmocTTa (BXK. Touku 4.4 u 4.8 — onricanre Ha N30paHK HEXKEaHU PEaKIlii) ca HAOI0aBaH! YeCTO
MIPH MAIUSHTH, TIPUEMAIly JeH03yMa0.

TabauyeH CIUCHK Ha HEXETAHUTE pCaKnnu

W3non3Bana € cieqHaTa KOHBEHIMS 32 KiTacu()UKaIlMs Ha HeXKEIIAaHUTE PEaKIMK Bh3 OCHOBA Ha
YeCcTOTaTa B YSTUPH KIIMHUYHU HpoyuBaHus (asa I, npe kinuuuHu npoyuBanus dasa Il u
MOCTMAPKETHHTOBYsI ONUT (BK. Tabnuia 1): maOTO yectu (> 1/10), wectr (> 1/100 mo < 1/10),
Heuectr (> 1/1 000 mo < 1/100), penxu (= 1/10 000 mo < 1/1 000), muoro pemku (< 1/10 000) u ¢
HEW3BECTHA YeCTOTa (0T HATMIHUTE TaHHU HE MOKe Ja ObJe HampaBeHa orieHka). [Ipu Besko
rpynUpaHe B 3aBUCUMOCT OT YECTOTaTa U CHCTEMO-OPTraHHMsI KJIaC, HeXKEJIaHUTE PEaKIuu ce

I/136p0ﬂBaT B HU3XOAAM pC/ IO OTHOIICHUC HAa TAXHATa CCPUO3HOCT.

Tabauua 1. He:kelaHU peakiiuu, ChbOOIIEHH P MAIMEHTH ¢ HANIPEIHAJIM 3JI0KAYeCTBEHH
3a00/1IBaHMS, 3aCATAIIN KOCTHTE, MHOKECTBEH MHEJI0OM MJIU C THTAHTOKJIEThbYeH TYMOP Ha

KOCTTa

CucremMo-opraseH KJjac 1o
MedDRA

KaTeropml qyecToTa

Hexenann Pe€aKuIuun

Heomnazmu nobpokadectsenu, | Yectu HoBo mbpBHYHO 3710KAYECTBEHO
3JI0Ka4ECTBEHU U 3abonssane’
HeoTpeaeneH: (BKIIOYUTETHO
KUCTH U MOJIUIIH)
Hapyuienust Ha uMyHHaTa Penxu JlekapcTBeHa
cucTema CBPBXYYBCTBHUTEIHOCT!
Penxu AnaQunakTidHa peakuus’
Hapymenus na merabonusma u | MHOTO 4ecTH Xunokammemus ' 2
XPaHCHETO UecTtn Xumnodocharemus
Heuectn XunepranueMmus cie

HpeKpaTsIBaHe Ha JIEYEHUETO
IPU DAIUEHTH C
T'UraHTOKJIEeThbYeH TyMOp Ha
KoctTa®

Pecniuparophuu, rppaau n MHoro yectu Hucnues
MeAMACTHHAIHN HAPYIICHHS
CroMarHo-4peBHU HapyIIeHuss | MHOTO decTH Huapus

Uectn Excrpakmwst Ha 360
Hapymienus Ha koxxaTa u Yectu Xunepxuipo3a
MOJIKOXHATa ThKaH Heuectn JInxeHouIHYU JIEKapCTBEHH

peakiuu’

Hapymienus Ha
MYCKYJTHO-CKEJIECTHATa CUCTEMA

MHoro Jectu

MycKkyHo-cKeneTHa 6oka’

Yectn

OcTeoHeKpOo3a Ha 9eIoCcTTat




Cucremo-opraneH KJjac 1o Kareropus yecrora Hexenanm peaknuu
MedDRA

¥ CheJMHUTETHATA ThKaH Heuectn ATunuuna QppakTypa Ha
Oeapenara KocT!
C HEM3BECTHA YECTOTA OCTeOHEKPO3a Ha BHLHIIHHUS

CIyXoB npoxox>*

! Buxre Touka ,,Onucanue Ha n30paHy HeXKENaHN PeaKiuy’”
2 Busxte TouKa ,,JIpyry crenuaiHy HOmyanun’

3 Bukre Touka 4.4

4EdexT Ha Kaca JiekapcTBa

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Xunoxanyuemus

B xiIMHWYHHTE U3MUTBaHUS 32 TIPEIOTBpATIBaHE HA CHOUTHSI, CBhp3aHu ¢ kKocTHaTa cucrteMa (CCK) e
Ha0JII0/JaBaHa MMO-BUCOKA Y€CTOTa Ha XUIIOKAIIMEMHS IIPH MAI[MSHTH, JIEKYBaHH ¢ JCHO3yMa0, B
CpPaBHEHHUE ChC 30JICJPOHOBA KHCEIIMHA.

Haii-Brucokara yectoTa Ha XHITOKAIIHEeMHs € HaOmrolaBaHa B KIIMHUYHO u3nutBaHe dasa I mpu
MAIMeHTH C MHOXeCTBeH MuesioM. Cho0I[aBa ce 3a XxumokanuueMus npu 16,9% ot nanueHTuTe,
JIeKyBaHH ¢ eHo3yMal u 12,4% oT manueHTuTe, JIeKyBaHU ChC 30JIeJpOHOBA KucennHa. HamansBane
Ha HUBaTa Ha CEPyMHUS KU cTerneH 3 ce HaOmoaasa npu 1,4% oT malueHTuTe, JIEKyBaHH C
nenosymab u 0,6% oT marmeHTuTe, JeKyBaH! ChC 30JIeApOHOBA KuceanHa. HamansBane Ha HUBaTa Ha
cepyMHUS Kanuii crernied 4 ce Habmogasa npu 0,4% oOT manueHTure, JieKkyBanu ¢ geno3ymad u 0,1%
OT NAaLMEHTHUTE, JIEKYBaHH ChC 30JI€JPOHOBA KUCETHHA.

B tpu xnuauunn n3nutBanus ¢asa 11, KoHTpoIMpaHK ¢ aKTUBHO BEILIECTBO MPH NALUEHTH C
HalpeaHalM 3JI0Ka4eCTBEHH 3a00JsIBaHMs, 3acATally KOCTUTE, XUITOKAIHEeMUs € cboO1ieHa npu 9,6%
OT MAIUEHTUTE, JICKYBaHHU ¢ AeH03yMad u 5,0% OT manueHTuTe, JeKyBaHU ChC 30J1eJPOHOBA
KHCEJINHA.

HamansaBane Ha cepyMHUTE HMBaA Ha KallWi cTerneH 3 ca uMaiu 2,5% oT marueHTuTe, JeKyBaH! C
nenosymab u 1,2% ot marmeHTure, JeKyBaH! ChC 30JIeApOHOBa KucennHa. HamansBane Ha
CepyMHHUTE HUBA Ha Kanui crerneH 4 ca umanu 0,6% oT mauueHTuTe, JeKyBaHu ¢ qeHo3ymab u 0,2%
OT HAaLMEHTHUTE, JIEKYBaHH ChC 30JIeIJPOHOBA KUCEIHHA (BXK. ToUKa 4.4).

B nBe xnmuHnuHM m3nuTBanus ¢asa Il ¢ enHo pamMo Npyu NalMeHTH ¢ TUTaHTOKJIEThYEH TyMOp Ha
KOCTTa, XHITOKAIAINEMUs € ChoOIIeHa pu 5,7% oT manueHTuTe. HUTO €1HO OT HeXelaHUTe ChOUTHS
HE C€ CUMTA 3a CEPUO3HO.

Cro0mraBa ce 3a TeKKa CHMITOMATHYHA XUTTOKAIIUEMISI (BKITFOUUTEITHO (DaTaTH! CITydaun) pH
MOCTMapKETHHTOBAaTa yoTpeda, KATO MOBEYETO CIIyYaH ca HACTBHIMIN B IBPBUTE CEIMHIINA OT
HAyaIoTo Ha JieueHueTo. [[pumMepu 3a KITMHUYHY TPOSIBY HA TEKKA CUMIITOMATHYHA XUTIOKATIIIHEMHUSI
BKITIOYBAT ybbKaBane Ha QT-uHrepBana, TeTaHusl, I'bPYOBE M HAPYIICHO IICUXUYHO ChCTOSIHUAE
(BrITIOUHTETHO KOMa) (BXK. ToUKa 4.4). CHMITOMUTE HA XAMTOKAIINEMUS B KIIMHIIHATE TIPOYUBAHS
BKJIIOUBAT ITAPECTE3UH WIIM MYCKYJTHa CKOBaHOCT, IOTPETBAHUS, CIIa3MH U MYCKYJIHU KPaMIIH.

Ocmeonexposa na yenocmma (OHY)

B ximHnvHMTE M3nuTBaHus, yecrorata Ha OHY e Onia mo-Bucoka mpu 1o ToJisiMa POAbIDKUTEITHOCT
Ha ekcnozunusaTa; OHY e quarHoctuipana u cjiell CliupaHe Ha JICYSHUETO ¢ ACHO3yMal, KaTo
ITO-TOJIIMATa YacT OT CIy4YanTe ca HACTHIIMIN B PAMKHUTE Ha 5 MeceIla cieJl ocieIHaTa 103a.
ITanmmenTtn ¢ mpeaxosxaamnia anamae3a 32 OHY uim octeoMuenuT Ha 9elmoCTTa, aKTUBHO 3a00JIsIBaHe
Ha 3bOUTE WU YENOCTTa, U3UCKBAIIIO XUPYPTUIHA HHTEPBEHIUS B YCTHATA KyXUHA, HE3a3/IpaBsiia
paHa cien XupypruyHa HHTEPBEHIINS Ha 3p0MTe/yCTHaTa KyXHWHA, FJTH BCSIKA TUIAHNpPaHA HHBa3UBHA
CTOMATOJIOTHYHA TIPOIIeypa, ca OMIIN U3KIIOYCHN OT KIMHUYHUTE N3ITNTBAHUS.

B xnmHnvHMTE M3nuTBaHus 3a npenorepatsaBane Ha CCK e HaOmoaBaHa mo-prcoka yecrora Ha OHY



MIpH MAIMEeHTH, JIEKYBaHU C JeH03yMa0, B CpaBHEHHE ChC 30JIeIPOHOBA KucennHa. Haii-Bucokara
gectora Ha OHY e HabmogaBana B KITMHUYHO U3nUTBane (pa3za Il mpu manueHTH ¢ MHOKECTBEH
MmuenoM. B nBoitHocsmara ¢a3a Ha gedenue Ha Toa uznutBane OHY e notewpaena npu 5,9% ot
MAIMCHTHUTE, JISKYBaHH C JIHO3yMa0 (Meauana Ha ekcriozunusaTa 19,4 mecena; rpaaunu 1 — 52) u npu
3,2% oT manMeHTuTe, JeKyBaHU ChC 30JIeAPOHOBA KucennHa. [Ipu 3aBppiIBane Ha ABOWHOCIANIATA
(haza Ha JleUeHHE HA TOBA U3MTUTBAHE, KOPUT'HPAHATA 33 MAIIMEHTOTOJINHHU YeCTOTa Ha TIOTBBP/IcHA
OHU B rpynata Ha neHO3yMa0 (Menuana Ha excnosunusTa 19,4 mecena; rpanumu 1 - 52) e 2,0 3a

100 narueHTOroAMHU 1O BpeMe Ha ITbpBaTa r'ojiiHa OT JIeueHHeTo, 5,0 pe3 BropaTta rojauHa u 4,5
cien ToBa. Mennanara Ha BpemeTo 10 OHU e 18,7 mecena (rpanumu: 1 - 44).

IIpu ocHOBHHUTE (ha3u Ha JeUeHHE Ha TPU KIMHUYHY n3nuTBaHus ¢asza Il, koHTponrpanu ¢ akTHBHO
BEIICCTBO IPH MAIIMEHTH ¢ HAIPeIHAIN 3JI0KaYeCTBeHU 3a00Js1Banus, 3acsraiu kocture, OHY e
noTBbpAeHa npu 1,8% OT manueHTHTe, IEKyBaHU ¢ AeHO3yMal (MenrnaHa Ha eKCIO3HIIAATA

12,0 mecemna; rpanumy: 0,1 — 40,5) u 1,3% oT manueHTHTE, IEKYBaHU CHC 30JIEAPOHOBA KUCEIHMHA.
KimHu4HNTE XapaKTePUCTUKH Ha TE3U ClIyda ca OWJIM €IHAKBH MEXy rpynuTe Ha jeuenue. Cpen
nanuenTute ¢ norebpaena OHY, nosedero (81% mpu ABeTe rpymnu Ha JIEYSHHE) ca UMAIIM aHAMHe3a
3a eKCTpakKIus Ha 350, JIolIa YCTHA XUTHeHa W/WiK 360HU KOHCTpYKIuH. [loBedeTo oT mamueHTHTe ca
MOJTy9aBaJIH WK TIOJTyYaBaT XUMHOTEPaITHsI.

W3nuTBaHusATa P MAIMEHTH C PaK HA Tbp/aTa WK MpOocTaTaTa BKIIIOYBAT (a3a Ha MPOIBIHKEHO
JedeHue ¢ qeHo3ymMab (Mennana Ha oOmia ekcriozuius 14,9 mecena; rpanunu: 0,1 — 67,2). [1o Bpeme
Ha (pazara Ha npoabmkeHo neyenne OHY e noTebpaeHa mpu 6,9% OT ManMeHTUTe ¢ pak Ha TbplaTa u
pak Ha mpocraTara.

Kopurupanara 3a nanuentoroauau o61ma dyectora Ha notebpAaeHa OHY e 1,1 3a 100 manueHTOroAMHN
npe3 MbpBaTa roJiMHa Ha JiedeHueTo, 3,7 npe3 BTopaTa roguna u 4,6 ciuen Tosa. MenuaHara Ha
Bpemero 1o OHUY e 20,6 mecena (rpanumu: 4 - 53).

Hepanpomusupano, peTpocreKTHBHO, 00CepBallMOHHO Tpoy4uBaHe mpu 2 877 NalueHTy ¢ paxk,
JIEKyBaHU € JICHO3yMal WK 301epoHoBa kucennHa, B llIBenns, laans u Hopeerus nokassa, ue
S-rogumrHaTa yecToTa Ha MeauiuHCKH oTBepaeHa OHY e 5,7% (95% CI: 4,4, 7,3; mennaHa Ha
BpeMeTo Ha npocienssane 20 Mecena [rpanuiu 0,2 — 60]) B KOX0OpTa NalMEeHTH, MOJTyYaBaIiy
neHozymao, u 1,4% (95% CI: 0,8, 2,3; menuaHa Ha BpeMeTo Ha IpociieasiBane 13 Mecena [rpaHunu
0,1 — 60]) B oTaerHA KOXOpTa MAMEHTH, TTOTyYaBaIly 30JIEAPOHOBA KACeNnHA. [leTrTouITHAAT s
Ha 3a0oneBaeMoctTa 0T OHY mpu nanueHTHTE, MPEMHUHANN OT 30JIeIPOHOBA KHCEINHA Ha IeHO3yMao,
e 6,6% (95% CI: 4,2, 10,0; meauaHa Ha BpeMeTO Ha npociensBane 13 mecena [rpanuim 0,2 — 60]).

B ximandHO m3nutBane ¢aza Il mpu manpreHTH ¢ HeMeTacTa3upan pak Ha mpocTarara (omyIanus
MAIUeHTH, 332 KOUTO JICHO3yMal He € MOKa3aH), C MO-MPOAB/DKUTEITHA EKCITO3UIIMSI Ha JICUCHHE JI0
7 ronwHM, KOPUTHpaAHATa YeCTOTa 3a MaIMeHTOroauHy Ha motebpaeHa OHY e 1,1 3a

100 narreHTOroAMHYU Mpe3 IIbpBaTa roAnHA Ha jedenue, 3,0 npe3 BropaTta roguHa u 7,1 ciiea Topa.

B nbarocpoyHo, OTKPUTO KIIMHUYHO u3nuTBaHe (asza Il mpu manueHTy ¢ rTMraHTOKJICThYEeH TYMOP Ha
KocTTa (IpoyuBaHe 6, Bxk. Touka 5.1) OHY e nmotBwpaeHa npu 6,8% OT manueHTuTe, BKIFOYUTEITHO
erH oHoIa (MeanaHa Ha Opost Ha 34 no3u; rpanuiu 4 - 116). [Ipu 3apppuIBane Ha H3MUTBAHETO
MeiaHaTa Ha BpEMETO B M3MHUTBAHETO, BKIFOUUTENHO (hazaTa Ha Mpociie/saBaHe 3a 0€30MacHOCTTa, €
60,9 mecera (rpanunu: 0 - 112,6). Kopurupanara 4yectoTa 3a NaldeHTOroAnHU Ha moTebpacHa OHY e
06mo 1,5 3a 100 manuentoroauau (0,2 3a 100 marueHTOr0IMHA TIPE3 IIhpBaTa rOIWHA Ha JICUEHUETO,
1,5 mpe3 BToparta roguHa, 1,8 npe3 Tperara roauHa, 2,1 npes yeTBppTaTa roauHa, 1,4 npes nerara
ronuHa u 2,2 cien ToBa). Meananara va Bpemero 10 OHY e 41 mecena (rpaawmum: 11 - 96).

[Ipoy4uBane 7 € IpOBEACHO C 1eN MPOABIDKaBaHE Ha MPOCIICISIBAHETO HA MAIIUESHTH C
TUTaHTOKJIEThUEH TYMOpP Ha KOCTTA, KOUTO Ca JICKyBaHU B IPOYYBaHE O, 32 TOMTBIHUTEITHH 5 UITH
noeeue roauad. OHY ce cpobOmaBa npu 6 naruentu (11,8%) ot 51 naipeHTH ¢ eKCIo3uIus, KaTo
MeauaHaTa Ha o0mmuTe 103 AeHo3yMab e 42. Tpu ot Te3u cirydan Ha OHY ca MenumuHCKu
MOTBBP/ICHU.



Csvp3anu ¢ 1ekapcmeomo peaxkyuu Ha C8PbXUYECMEUMETHOCT
IIpu mocTmMapkeTHHroBaTa ynorpeda ca ch00IIaBaHy CHbOUTHS Ha CBPbXUyBCTBUTEIHOCT,
BKITFOUUTEITHO PEJIKH CIIy4Yand Ha aHa(DUIAKTUYHU PEaKIUU TPU TAIlMEeHTH, ITOJTy9aBally IeHO03yMao.

Amunuunu ¢ppaxmypu na 6edpenama Kkocm

B mporpamata oT KJIMHUYHN M3MHUTBAHMSA, KaTO [IJ10, ATUITHYHA (GPaKTypH Ha OeipeHaTta KOCT ce
CHOOIIIABAT HEYECTO MPH MAIIMEHTH, JISKYBaHU C JICHO3yMa0, i PUCKBT C€ YBEIMUYaBa MPH O-TOJIIMA
NPOJIBIDKUTEHOCT Ha JiedeHueTo. CHOUTHITA ce TIOSBSBAT 110 BpeMe Ha JICUSHUETO | 10 9 Mecena
cJIeN MpeKpaTsiBaHe Ha JICUeHUETo (BXK. Touka 4.4).

B nporpamarta 3a KIMHUYHU U3NUTBaHUS IPU TUraHTOKIeThueH TyMop Ha KoctTa (I'KTK) atunununn
¢dpaktypu Ha 6eapenara kocT (ADBK) ce chobmaBar yecTo npu nayeHTH, JIEKyBaHHU ¢ JeH03yMao. B
npoyusane 6 yectorara Ha HoTBbpAcHU ADBK e 0,95% (5/526) npu naunentu ¢ 'KTK. B

Npoyd4BaHe 3a npocieassane 7 yecrorara Ha noTBbpaeH ADBK e 3,9% (2/51) oT nauuenTure ¢
€KCIIO3ULMUS Ha IeHO3yMao.

Myckynno-ckenemua 6oixka

[Tpu nocTmapkeTHHTOBaTa yriorpeda uMa chOOIEHHS 32 MYCKYTHO-CKeJleTHa 00JIKa, BKITFOUHUTEITHO
TCXKKU ClIydau, I[Ipyu NalquCHTH, IMoJTydYaBalin I[eHO3YMa6. B xnuaMuHN U3NHUTBaHUA,
MYCKYJTHOCKeJIeTHa 00JIKa ce cho0IIaBa MHOTO YeCTO U B JIBETE IPYITH Ha JIEYSHHUE — C JICHO3yMald 1
30JICHPOHOBA KHcelnHa. MyCKyTHO-CKeleTHa 00JIka, BoJIela 0 MPeyCTaHOBSIBaHE Ha U3IUTBAHOTO
JeYeHue, ce ChoOIIaBa HEYeCTo.

Hoeo nvpeuuno snokawecmeeno sabonsigame

[Tpu ocHOBHUTE ABOIHOCHENH a3y Ha JIEUeHUE HA YSeTHPU KIMHUYHYU H3nuTBaHus ¢asa II1,
KOHTPOJIMPAaHU C aKTHBHO BELIECTBO, IPH MAIMCHTH C HAIIpeTHAM 3JI0KaYeCTBEHH 3a00IsIBaHus,
3acAraly KOCTUTE, HOBO IIbPBUYHO 3JI0KaYE€CTBEHO 3a00isiBaHe ce chobmana npu 54/3 691 (1,5%) ot
MAINEeHTHTE, JIEKyBaHH ¢ JIeH03yMal (Mequana Ha ekcriozunusaTa 13,8 mecena; rpannmu: 1,0 — 51,7), u
npu 33/3 688 (0,9%) oT manmeHTUTe, IEKyBaH! ChC 30JIeJPOHOBA KHCeNInHa (MeInaHa Ha
excriosutuTa 12,9 mecerna; rpaaumu: 1,0 — 50,8).

KymynatuBHata gyecToTa 3a eHa rofuHa € cboTBeTHO 1,1% 3a neno3ymab u 0,6% 3a 30;eapoHoBa
KUCEJIHHA.

He ce Ha6mo;[aBa sICHaA, CBbp3aHa C JICUCHUCTO TCHACHI A P OTACITHUTS OHKOJIOTMYHU 3a00JISIBAHUS
WJIU TPYNUTE OHKOJIOTUYHU 3a00JI9BaHUS.

B mpoyuBane 6 Nipu MalMeHTUTE C TUTAaHTOKJIETHUCH TYMOP Ha KOCTTa YeCTOTaTa Ha HOBO
3JI0KaYE€CTBEHO 3a00JIsIBaHE, BKIIFOUUTEITHO 3I0KaYECTBEHU 3200 IsIBaHSI, 3acATallld KOCTTa, U TAKUBa
M3BBH KOCTTa, € 3,8% (20/526). B mpoyuBane 3a mpocnezasBane 7 gectorata e 11,8% (6/51) ot
MAIMEHTHUTE C SKCTIO3UIHSI Ha IEHO3yMa0.

Jluxenouonu rexapcmeenu peaxyuu
Crpo01m1aBa ce 3a JUXCHOWIHH JICKAPCTBCHH peakIuy (HaIpuMep peakiny, TTOT00HN Ha JTUXCH

HJ'IaHYC) IIpyu MalqUCHTHU B TIOCTMAPKETUHIOBU YCJIOBHUA.

[lennarpuyna nomyJanus

Jleno3ymab e n3ciieIBaH B €JHO OTBOPEHO M3IMUTBAaHE, KOETO BKIIOYBA 28 IOHOIIH ChC 3aBBPIIICHO
CKEJICTHO Pa3BHUTHE C TUTAHTOKIIEThUEH TYMOpP Ha KOCTTa. B3 OCHOBa Ha Te3W OrpaHUYCHU JIaHHH,
MpO(QUITBT HA HEXKEIIAHUTE PEAKIUK € CXOJICH C TO3U IPU Bh3PACTHHU.

CpoOmraBa ce 3a KIIMHIYHO 3HAUMMa XUIEPKATIIUEMus Clell MPeKpaTsIBaHe Ha JICYEHUETO MPH
NOCTMAapKETHHIOBaTa ynoTpeda Mpy NeIuaTpuyHy NayueHTH (BX. Touka 4.4).

HDVFI/I CricnyaJIHy IMOIyJIartun
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bvopeuno yspeacoane

B xIMHMYHO M3NUTBaHE MPH HMALMEHTH 0e3 HaIlpeIHall pak ¢ TeXKKa CTEIeH Ha 0bOPEUHO yBpexKJaHe
(xpeaTrHnHOB KiaupbHC < 30 ml/min) WM KOUTO ca Ha TUATU3a, UMa MO-TOJISIM PUCK OT pa3BUTHE HA
XHUIMOKAIUEMHS, aKO HE ce J00aBs Kanuuil. PUCKBT OT pa3BuTHE Ha XUIIOKAIIMEMHS 110 BpeMe Ha
JIeYeHHE ¢ IeH03yMab € Mo-ToJIsIM ¢ HapacTBaHE Ha CTEMeHTa Ha ObOpeuHo yBpexkaane. B KIIMHNIHO
W3MUTBaHE MPH NAIMEeHTH 0e3 HalpeaHaA pak, 19% oT manueHTUuTe ¢ TeXKa CTereH Ha ObOpedHO
yBpexaane (kpeaTnHuHOB KiHpbHC < 30 ml/min) u 63% oT mauueHTHTE, KOUTO Ca Ha TUanu3a, ca
Pa3BUIIN XUITOKAIIIMEMHS BBIIPEKH JOOABSHETO Ha Kainuii. O0mara 4ecToTa Ha KITIMHUYHO 3HAYMMa
Xunoxkaiuemus € 9%.

HabmtonaBaHo € ChILO U CHIIBTCTBALIO NOBUILIABAHE HA MAPATUPEOUAHUS XOPMOH IIPU HALUEHTH C
TEXKKa CTEeTIeH Ha ObOPEYHO yBpEXkIaHe MM Ha AUANIN3a, KOUTO MOIy4aBaT AeHO3yMao.
[IpocneasBaneTo Ha KANLMEBUTE HABA M JOCTATHUHUAT IPUEM Ha Kaluid 1 BuTaMuH D e ocobeno
Ba)XKHO IIPH NALMEHTH ¢ ObOPEUHO yBpexkIaHe (BX. Touka 4.4).

C’I)OGHIaBaHe Ha ITOJ03UPaHN HCXKCIIaHU PCaKIINH

Cp0o011aBaHETO HA MOI03UPAHU HE)KEIAHN PEaKIIMU CIIe] pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaykHO. TOBa 1M03BOJIsABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3MCKBA J]a ChoOIIaBaT BCAKA
MOTO3UPaHa HEXKEIaHa PeaKius Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

Ipunoxenue V.

4.9 Ilpepo3upane

Hsima onut ¢ mpeno3upase npu KIMHAYHUTE [Ipoy4BaHus. [leHo3yMal e npuiiarad npyu KIMHUYHU
npoyuBaHus B 103U 10 180 mg Ha Bceku 4 ceqmuny 1 120 mg ceaMuyHoO 3a 3 ceAMHULA.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 @apmakoguHAMUYHH CBOMiCTBA

dapmakoTepaneBTuuHa rpyna: JlekapcTsa 3a JeueHHE Ha KOCTHH 3a0omsiBanus — Jpyru ekapcTsa,
MIOBIIMSABAIIM KOCTHATa CTpyKTypa u MuHepanuzaust, ATC kox: M05BX04

Xbonzy e 6uonorndHo moao6eH ekapcTBeH npoaykt. [loapoGHa nH(pOpMalHs € mpeaocTaBeHa Ha
yeOcaiita Ha EBporneiickara areHuus mo jekapctsara https:// www.ema.europa.eu.

MexaHU3bM Ha IEWCTBUE

RANKL cpmecTByBa kKaTo TpancMeMOpaHeH win pa3rBopum npoTernH. RANKL e kpaitHo HeoOxoaum
3a 00pa3yBaHeTo, PyHKIMOHUPAHETO U MPEKUBIEMOCTTA HA OCTEOKIACTUTE, SAMHCTBEHUST BHUL
KJISTKH, OTTOBOPHU 32 KOCTHaTa pe3opOius. [loBuiieHaTa akTHBHOCT Ha OCTCOKIIACTHUTE,
ctumyirpanu oT RANKL, e kito4oB MeIuaTop 3a KOCTHATA AECTPYKIHA ITPU METACTaTUYHN KOCTHU
3a00JIIBaHUs U MHOKECTBEH MHEJIOM. JIeHO3yMal ¢ YOBEIIKO MOHOKIOHAIHO aHTUTsUI0 (1gG2), kKoeTo
MIPHIIEITHO Ce CBHP3Ba C BUCOK aduHUTET U criennpuanoct ¢ RANKL, kato npenoTBpatsBa nosiBara
Ha B3aumoyieiicTBeTo RANKL/RANK u Bonu 10 HamaneH Opoii OCTEOKIIACTH U HaMalleHUe Ha
TsxHaTa QYHKIMS, KaTo 110 TO3W HAUYWH HaMajIsiBa KOCTHATa Pe30pOLys U KOCTHATA AeCTPYKIIK,
WHIYIUpPaHa OT PAKOBU 3a00JISIBAHHMSL.

I'uraHToOKJIETHYHHUTE TYMOPH Ha KOCTTA C€ XapaKTepU3UpaT C HEOIUIACTUYHU CTPOMAJIHU KJIETKH,
ekcrupecupamu RANK nurang v mogo0HN Ha OCTEOKIACTH TUTAHTCKHU KIIETKH, eKcrpecupanta RANK.
[Ipu manueHTH ¢ THTAaHTOKJIETHYCH TyMOP Ha KOCTTa, IeHo3yMab ce cBbp3Ba ¢ RANK nmranna, kato
3HAYUTEITHO HaMaJIsiBa WK eTMMHHNpPA ITOTOOHNTE Ha OCTEOKIIACTH TUTAHTCKH KIIETKU. B pesynraT Ha
TOBa, OCTEOJIM3aTa HaMaJlsBa U MpoJiudepaTiBHaTa TYMOPHA CTpOMa Ce 3aMEeCTBa C
HenponndeparuBHa, TudepeHnnpana, IUTbTHA HOBOOOpa3yBaHa KOCT.

11



dapMakoIMHAMAYHU ePEKTH

B ximHnyHM n3nuTBanus (asa [l mpu manpeHTH ¢ HanpeHaIU 3JI0KaYeCTBEHU 3200 IsIBaHYS,
3acsTamy KOCTUTE, TIOJKOKHOTO (S.C.) IPIIOKeHHE Ha AeHo3yMab Ha Bceku 4 cenvunn (Q4W) wm
12 ceamuiiu Boau 0 ObP30 HaMalsIBAaHE Ha MapKepuTe 3a KocTHa pe3opouus (uUNTX/Cr, cepymer
CTx), ¢ memuaHa Ha HamaineHue oT npudau3uTenHo 80% 3a uNTX/Cr, nosBSIBaIoO ce B paMKUTE Ha
1 cenmuia, HE3aBUCHMO OT IpE/IIecTBaIa Tepamus ¢ oudocoHaTH WK OT U3XOTHOTO HUBO HA
uNTX/Cr. B xnuanyan m3nutBanus ¢asza (1l npu nanueHTH ¢ HanpeHamm 310KauyecTBEHH
3a00JIABaHus, 3acsTanii KocTuTe, cpeaqHoro Hamanenne Ha uNTX/Cr ot nmpubnmsurenHo 80% ce e
3abppKano npes 49-te ceaMuIy Ha nedeHue ¢ qeHo3ymab (120 mg Ha Bceku 4 ceqMuIn).

HUmyHorennoct

[To Bpeme Ha JeueHue ¢ AeH03yMad MOTarT Jia ce Pa3BHAT aHTH-JIeHO3yMal anTuTena. He e
HaOJIr0/IaBaHa sSIBHA BPB3Ka MEXK]y Pa3BHTHUETO HA aHTUTEIA U (PapMaKOKWHETHKATA, KITMHUYHUS
OTrOBOP WJIH HEXETaHU CHOUTHSL.

Knnangna egbI/IKaCHOCT 1 6€30IacHOCT IIpYU MAaMUCHTHU ¢ KOCTHU METACTa3n OT COJHUIHU TYMOPHU

Eduxacnoctra u 6e3onacHoctta Ha 120 Mg neHo3ymal, mpujarad s.c. Ha BCEKU 4 CeIMHLIN MU Ha

4 mg 30J1eIpOHOBA KHCeInHa (KOpUTHpaHe Ha J03aTa Ipy HamajieHa ObOpedHa (hyHKIHS), IpuIaraHa
1.v. Ha BCEKH 4 ceIMUIIM, Ca CPaBHSIBAHU B TPH PaHIOMHU3UPAHH, ABOHHOCIEIIH TPOYYBaHUS,
KOHTPOJIMPAHH C aKTUBHO BEILIECTBO MPH MAllMEHTH, KOUTO HE ca MolyyaBaid i.v. budochonaru, c
HalpeHaIU 3JI0KaueCTBEHH 3a00JIsIBaHUs, 3acsrallld KOCTUTE: Bb3PacTHU MAIEHTH C paK Ha IbplaTa
(mpoyuBane 1), Apyry COMMIHU TYMOPH MM MHOXKECTBEH MHENIOM (TIpoy4BaHe 2) U paK Ha
npocTaTara, pe3UCTeHTeH Ha KacTpauus (nmpoyusane 3). [Ipu Te3u mpoyyBaHusi, KOHTPOJIHPAHH C
AaKTHUBHO BEILECTBO, Oe30MacHOCTTa € oueHeHa npu 5 931 nauuentu. [lanuenTtu ¢ npeamecTsaa
aHamHe3a 32 OHY wim ocTeoOMHUENNT Ha YeNioCTTa, aKTUBHO 3a00JIIBaHe Ha 30UTE WK YEIIOCTTA,
M3UCKBAILO XUPYPTrU4HA HMHTEPBEHIMS B YCTHATA KyXHHA, HEM3JIEKyBaHO 3a00JsIBaHE ClIe]T
JEHTAHA/XUPypruyHa HHTEPBEHIMS B yCTHATA KyXHHA MM KaKBaTo U /1a € IUIaHupaHa WHBa3HUBHA
JICHTAJIHA TIPOIeIypa, He ca OWIIM TOAXOISINY 3a BKIIOUBAaHE B TE3U MPOy4YBaHus. [IspBUYHNTE U
BTOPUYHUTE KpalHU TOYKH OLIEHSIBAT MOSBaTa HA €HO WU MOBeYe ChOUTHS, CBBP3aHU C KOCTHATa
cucrema (CCK). Ilpu npoyuBanusiTa, IOKa3Bally NPEeBb3XOACTBO HAa AEHO3yMad CIpsiMO
30JICHAPOHOBA KMCEITNHA, Ha TTAIIMEHTUTE € TIPE/IJIOKEHO OTKPHUTO MpHJIaraHe Ha JeHO3yMad B
NpeBAPUTEITHO OTpeieNieHa 2-roJuiHa ¢a3a Ha IpoJb/DKeHNe Ha JeueHneTo. ChOuTHe, CBBP3aHo C
KOCTHATa CHUCTEMa C€ ONPEes KaTo BCSIKO €IHO OT CIIEAHUTE: MAaTOJNIOruuHa (ppakTypa (IpenuieHHa
WIN HENPELUICHHA), JTbYeTepanys Ha KOCTTa (BKIIOYHUTENIHO yIoTpeda Ha paAHOU30TOIH), ONepaLys
Ha KOCTTa WM TPbOHAYHO-MO3bYHA KOMIIPECHSI.

Jeno3ymab HamansiBa pucka ot nosisata Ha CCK u nosiBata Ha MHOTOKpaTHu CCK (I'bpBHUYHU H
MOCJIEIBAIIM ) TIPY MAIMEHTH ¢ KOCTHU METAacTa3! Ha CONMAHN TYMOPH (BXK. Tabnuma 2).

Tadauua 2. PesyaraTu 3a epuMKACHOCT NP NALUEHTH € HANIPEAHAIM 3JI0KAYeCTBEHH
3200/19BaHNA, 32CATAINM KOCTUTE

IMpoyuBane 1 IIpoyuBane 2 IIpoyuBane 3 KomOunupan
pPak Ha rppaarta APy COTUAHU Pak Ha mpocTararta aBaHCUpaJ pak
TYMOPH** WK
MHO’KeCTBeH
MHEJI0M

neHo3ymab | 3oyienpo- | meHo3ymal | 3omen | AeHo3ymad | 3o7end JIeHO03yMa0 3051€1

HOBa po- po- po-

KUCEIINH HOBa HOBa HOBa
a KHCE KHCe KHCe

uHa WHa uHa

N 1026 1020 886 890 950 951 2 862 2 861

IIspBo CCK
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IIpoyusane 1
pak Ha rppaaTa

IIpoyuBane 2
JAPYTH COTUAHU
TYMOPU™** WK

MHOKECTBeH

MHEJI0M

IIpoyuBane 3
PaKk Ha mpocrarTara

Kom0nnupan
aBaHCUpaJ paK

neHozyMab | 3osenpo-
HOBa
KHCEIIHH

a

IleH03yMa6 30JI€q
po-

HOBa

KHCEeJI
HHaA

IleH03yMa6 30JIC
po-

HOBa

KHCEeJI

HWHa

IIGHOSYM36 30JICq

po-
HOBa
KHCE
VHa

N

1 026 1020

886 890

950 951

2 862 2 861

Menuana
Ha
BpEMETO
(Mecenn)

NR 26,4

20,6 16,3

20,7 17,1

27,6 19,4

Paznuka
B
Me/uaHa
Ta Ha
BPEMETO
(Mmecerm)

NA

4,2

3,5

8,2

HR (95%
Chy/
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-MAaJIK
a
eukacH
oct/
IIpeBb3x
OJICTBO
p-CTOMHO
cT

<0,00017/0,0101"

0,0007%/ 0,06197

0,0002"/0,0085"

<0,0001 /< 0,0001

Jlsim Ha
MarueHT
ute (%)

30,7 36,5

31,4 36,3

35,9 40,6

32,6 37,8

II'npBo u nocaegsamm CCK*

Cpenen
Opoii/marg
HEHT

0,46 0,60

0,44 0,49

0,52 0,61

0,48 0,57

CBOTHO
[IECHUE
Ha
YECTOTH
Te (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

IIpeBB3x
OJICTBO
p-CTOMHO
cT

0,0012"

0,1447"

0,0085"

<0,0001

SMR 3a
roIMHA

0,45 0,58

0,86 1,04

0,79 0,83

0,69 0,81

bspBo CCK nau HCM

Menuana
Ha
BpEMETO
(Mecenn)

NR 25,2

19,0 14,4

20,3 17,1

26,6 19,4

HR (95%
Chy/
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
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IMpoyuBane 1
PaK Ha rbpjaTa

IIpoyuBane 2
JPYTH COJTUIHH
TYMOPH** WK

IIpoyuBane 3
pak Ha mpocraTaTta

KomOunupan
aBaHCHpaJ paK

MHO3KECTBEH
MHEJIOM
neHo3ymab | 3oyienpo- | meHosymal | 3omen | meHo3ymald | 307end JIeH03yMa0 3051€1
HOBa po- po- po-
KHCEJTUH HOBa HOBa HOBa
a KHCel KHCel KHCel
WHA WHa WHA
N 1026 1020 886 890 950 951 2 862 2861
[IpeBb3x 0,0074 0,0215 0,0134 <0,0001
0JICTBO
p-CTOMHO
CT
II'LpBo 00.TbUBaHE HA KOCTHTE
Menuana NR NR NR NR NR 28,6 NR 33,2
Ha
BpEMETO
(Mecenn)
HR (95% 0,74 (0,59, 0,94) / 26 0,78 (0,63, 0,97)/ 0,78 (0,66, 0,94) / 0,77 (0,69, 0,87) / 23
Ch/ 22 22
RRR (%)
[Ipern3x 0,0121 0,0256 0,0071 <0,0001
0/ICTBO
p-CTOMHO
CT

NR = ne gocrurnaro; NA = nenpuinoxumo; HCM = xunepkainueMust B pe3ysITaT Ha 3JI0KauecTBEHO 3a00IIBaHe;

SMR = yecrota Ha ckenerHa 3aboseBaemoct; HR = Koedurment Ha puck; RRR = OtHOCHTENHO HamMaleHHe Ha pUcKa
TKopurupanu p-cTOHHOCTH ca HpecTaBenHt 3a npoyusanus 1, 2 u 3 (mbpo CCK 1 kpaiiHu TOYKH 32 IHPBO M MOCIIEABALIH
CCK); *bpoit Ha BcH4ku CHOUTHSI, CBBP3aHH C KOCTHTE 3a MepHo/ia; OPOSHHU ca caMO ChbOMTHS MOSIBUIH ce > 21 Hu cief

MPEAXOJHUTE.

** BRIIIOYHTEHO HeAPeOHOKIIEThYCH pak Ha Oenust 1pob, pak Ha ObOpeka, KOJOPEKTalleH pak, APEOHOKIEThYCH paKk Ha
Oemmst 1po0, pak Ha MHUKOYHMS MEXyp, Pak Ha rilaBaTa u musrTa, pak Ha [ MIC/mukodo-monoBara cucTeMa u JpyrH,

HM3KITIOYBAKH paK Ha rbpaTa 1 1npocrarara.

®urypa 1. Kpusu na Kaplan-Meier 3a Bpemero 10 nbpBoto CCK mo Bpeme Ha npoy4YBaHeTo

Mpoyysare 1*
Dmab (N =1 026)

10 ZA (N =1020)
~
[&]
S 08
S
o 06
=
g
£ 0.4
S
s 0.2
= 0,0
Dmab1026 697 514 306 99
ZA1020 676 498 296 94
0 6 12 18 24

Dmab = fleHo3ymab 120 mg Q4W
ZA = 3oneapoHoBa kucenuHa 4 mg Q4W
N = bpoit paHAOMM3VpPaHN y4acTHULM

* = CTaTUCTUYECKM 3HAUMMO 33 NpPeBBb3XOACTBO;

ok —

MpoyyBaHe 2*
Dmab (N = 886)
ZA (N =890)
4 86 387 202 96 28 0 950 582
2 890 376 194 86 20 2 951 544
30 0 6 12 18 24 30 0 6
MeceL, 0T npoy4BaHeTO

CTaTUCTYeCcKn 3Ha4MMO 3a He No-Manka emkacHoOCT

MpoyysaHe 3*

Dmab (N =950)

ZA (N =951)

361 168 70 18 ¢
299 140 64 22 §
12 18 24 30

HDOFDCCI/IH Ha 3a00JISIBAHETO U O6H.[a OPEXKUBACMOCT C KOCTHHM METACTa3u HA COJIMIAHN TYMOPH

IIporpecusrta Ha 3a00JIBAHETO € CXOIHA MEKAY ACHO3yMal M 30JIeIPOHOBA KUCETNHA TTPH BCHUKUTE
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TPH MIPOYYBAHUS U TIPH MPEABAPUTEITHO OTPEACTICHIS aHAIN3 Ha KOMOWHAIUATA OT TPHUTE
MIPOyYBaHUSI.

B nmpoyuBanus 1, 2 u 3, obmaTa npexxuBIeMocT € OaJaHcupaHa MEXIY A€HO3yMal U 30JIEAPOHOBA
KHCEJIMHA TIPH TAI[MEeHTH C HaIllpeIHAIH 3JI0Ka4eCTBEHH 3a00JIABaHNs, 3aCATalN KOCTUTE: MAIlUEHTH C
pak Ha repjara (koeguuueHTbT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), nanueHTn ¢ pak Ha
npocraTara (koepuuueHTsT Ha puck u 95% Cl e 1,03 [0,91, 1,17]) u nauneHTH C APYTH COTUIHU
TYMOPH HJIF MHOXeCTBeH MuelioM (koepurmeHTsT Ha puck u 95% ClI e 0,95 [0,83, 1,08]).

Post hoc ananus B npoy4Bane 2 (MAIUEHTH C APYTH COTUIHN TYMOPH U MHOXKECTBEH MUEITIOM)
u3cieBa o0IIaTa MpexuBsieMOCT 32 TPUTE BUIAa TYMOPH, U3IION3BAHH 33 CTpaTHU(OUKALHS
(HeapeOHOKIETRYEH paK Ha Oeus Apob, MHOKECTBEH MHEIIOM U IpyrH). O0maTa mpeXuBIeMOCT €
MO-/TBJITA 33 JICHO3yMal NpU HeJPeOHOKIIETHYCH pak Ha Oenust pod (koedurmeHT Ha puck [95% CI]
ot 0,79 [0,65, 0,95]; n = 702) u mo-apaTa 32 30JIeJPOHOBA KUCEIHHA TPH MHOYKECTBEH MUEIIOM
(roedunment Ha puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxonHa Mex Iy JeHO3yMad U
30JIe/IPOHOBA KHCEIIMHA MIPU JIPYTHTE BUIIOBE TyMopH (koedurmeHT Ha puck [95% CI] ot 1,08 [0,90,
1,30]; n = 894). ToBa npoyuBaHe He € 32 KOHTPOJIUPAHE Ha TIPOTHOCTHYHUTE (PaKTOPH U
AQHTHHEOIUTaCTHYHUTE JieueHus. [Ipyn KoMOMHUpaH, MpeABaAPUTEIHO ONPEIeNIeH aHaIN3 OT
npoyuBanus 1, 2 u 3, obmara npexXxuBsIeMOCT € CXOHa MEX Ty T€HO3yMab 1 30JIeIpOHOBA KHUCEINHA
(xoedunment Ha puck u 95% CI1 0,99 [0,91, 1,07]).

Edext Bbpxy OoJIKaTa

BpemeTto 10 obnekdaBane Ha OonkaTa (T.€., > 2 TOYKH HaMaJsBaHEe OT M3XOJHOTO HMBO Ha CKOpa 3a
Haii-crtHa OoJika 1o ckanaTta Ha BPI-SF) e cxomHo Mex Iy neHo3yMad u 30J1epOHOBa KUCETMHA ITPH
BCSIKO ITPOYYBaHE U B MHTErpUpaHHUTE aHan3u. B pOSt hoc ananus na KOMOWHUpaHU HAOOpH OT
JTAaHHY, MEiaHaTa Ha BPEMETO 10 BIIOIIABaHe Ha OoJkaTa (CKOp 3a Hail-CHiTHa 0OJKa > 4 TOYKH) MPH
MAIEHTH C Jieka 0oJika wim 0e3 00JIka Ha N3XOJHO HUBO € 3a0aBeHa 3a JICHO3yMad B CpaBHEHHE ChC
3oneaponoBa kucenuHa (198 cripsimo 143 gam) (p = 0,0002).

Knnangna CQI/IKaCHOCT IIpYU MalUEHTHU ¢ MHOXKXECTBCH MUECIOM

Jeno3ymab e oleHsBaH B MEXIyHAPOAHO, paHAoMH3upaHo (1:1), ABOMHOCIANIO, KOHTPOIUPAHO C
AKTHUBHO BEIECTBO MIPOYUYBAHE, CPABHABAIIO JEHO3yMad ChC 30JIEAPOHOBA KUCETNHA IPH MALIUCHTH C
HOBOJIMarHOCTUIIMPAH MHOXKECTBEH MHUEJIOM, IIpOYyUBaHe 4.

B toBa npoyuBane, 1 718 naneHTy ¢ MHOKECTBEH MHUEJIOM U C TIOHE €JHa KOCTHA JIe3Us, ca
paHIOMHU3UpaHu aa nojydaBaT 120 Mg neHo3yMabd moAKoKHO Ha Bceku 4 cenmuid (Q4W), niu 4 mg
30JIeIPOHOBA KUCEJIUHA HHTPaBeHO3HO (1.v.) Ha BCeKHU 4 ceMUIIM (KOPUTHPaHa J103a CIOPe]
0b0Opeunara GyHkIus). Mi3Meputen Ha MbpBUYHHMS PE3yJITAT € JOKa3BaHE HA HE MO-MaJiKa e(pUKacHOCT
10 OTHOIIICHHE Ha BPEMETO JIO ITbPBA MOsBa B IPOYYBAHETO HA CHOUTHE, CBHP3aHO C KOCTHATA
cuctema (CCK), B cpaBHEHUE ChC 30JI€APOHOBA KHUCENNHA. I3MepuTennTe Ha BTOPUYHUTE Pe3yNTaTH
BKJIIOYBAT NPEBB3XOACTBO [0 OTHOIICHHE Ha BpeMeTo 110 nossa Ha mbpBo CCK, npeBb3X0ACcTBO Ha
BpeMeTo J10 mosiBa Ha rspBo U cneasano CCK u o6ma npexussiemoct. CbOUTHE, CBBP3aHO C
KOCTHATa CUCTEMa Ce OMPEeIis KaTO BCIKO €IHO OT CJCIHUTE: MAaToJIOrnYHa (hpakTypa (IpeiuuieHHa
WM HETIPEIIUICHHA), JIbYETepaIus Ha KOCTTa (BKIIOYUTEIIHO yIoTpeda Ha palONU30TOIN ), OTIepaIlns
Ha KOCTTA WX TPbOHAYHO-MO3bYHA KOMIIPECHSL.

B nBete rpymnu Ha mpoyuBaHeTo 54,5% OT ManMeHTUuTe ca MUIAaHWPaHU 32 aBTOJI0KHA TPaHCIIIaHTALIUs
Ha nepudepHu KpbBHU cTBOIOBH KileTkH (PBSC), 95,8% oT manuenTuTe ca n3noia3Baiy/IulaHupaHu
J1a M3I10J13BaT HOBO aHTUMHEIIOMHO CPEJICTBO (HOBHUTE TEPAIIMH BKIIIOUYBAT OOPTE30MHUO, JIEHATIMIOMU
WM TATUJOMHUN) TIPH ITbPBa JIMHUA Ha JieueHue, a 60,7% ot nanuenTture ca umanu npeauimno CCK.
BposT Ha nanyeHTHTE B IBETE TPy Ha MpoyuBaHeTo ¢ ISS cramnii I, ctannii II u cragwii I npn
IOCTaBSIHETO Ha AHarHo3ara € cboTBeTHO 32,4%, 38,2%, u 29,3%.

Cpennusr Opoii Ha IPUIIOKEHUTE 103U € 16 3a AeH03ymMal u 15 3a 3051eIpoHOBa KHCEIHHA.
Pesynrarute 3a epukacHOCT OT MpoyyBaHe 4 ca nmpeacTaBeHu Ha purypa 2 u tadbnumna 3.
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®@urypa 2. Kpusa nHa Kaplan-Meier 3a Bpemero 10 mspBo CCK npu nanueHTH ¢
HOBOJMATHOCTHIMPAH MHOKECTBEH MUEIOM

[leHosymab 120 mg Q4W (N = 859)
3oneppoHosa kucenvHa 4 mg Q4W (N = 859)

§ 0,8

8

o

S 06

z

3

Ed

s 04

&

T
02
00

lleHosymab 120 mg Q4W 859 583 453 370 303 243 197 160 127 99 77 5 3% 22
3onegpoHosa kucenuHa 4 mg Q4W 859 595 450 361 288 239 190 152 125 95 69 48 31 18 .

0 3 6 9 12 15 18 21 24 27 30 33 36 39

MeceL, 0T npoy4BaHETO
N = 6poit paHAOMU3MPaHK y4aCTHULM

Ta6auna 3. Pe3yaraTu 3a epukacHOCT HA 1eHO3yMa0 B CpaBHEeHHE ChC 30J1e/JPOHOBA KHCEJIUHA
NPH MANUEHTH ¢ HOBOJHATHOCTUI[NPAH MHOKECTBEH MHUEJIOM

Jdeno3zymad 3oJea1poHOBA
(N =859) KHCEJHHA
(N =859)
IspBo CCK
Bpoii Ha manpeHTHTEe, KOUTO Ca NMaJu 376 (43,8) 383 (44,6)
CCK (%)
Menauana Ha Bpemeto g0 CCK 22,8 (14,7, NE) 23,98 (16,56; 33,31)
(mecern)
Koedwumment na puck (95% CI) 0,98 (0,85; 1,14)
IspBo u caensamo CCK
CpeneH Opoit ChOUTHSA/TIAIIUCHT 0,66 | 0,66
CrotHomenue Ha yectoture (95% CI) 1,01 (0,89; 1,15)
YecToTa Ha CKeJIeTHA 3a00JIEBAEMOCT 0,61 0,62
3a ToIMHa
HspBo CCK wiimn HCM
MenunaHna Ha BpeMeTo (Meceln) 22,14 (14,26; NE) | 21,32 (13,86; 29,7)
Koedwumment na puck (95% CI) 0,98 (0,85; 1,12)
[I'spBa TbYeTEpanusa HA KOCTTA
Koegwumuent na puck (95% CI) | 0,78 (0,53; 1,14)
O01a npeXuBsIEMOCT
Koedwumment na puck (95% CI) | 0,90 (0,70; 1,16)
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NE = He ¢ ouenumo
HCM = xunepkaniueMus B pe3yJTaT Ha 3JI0KA4ECTBEHO 3a00JIsIBaHe

Knnangna CQI/IKaCHOCT ¥ 0€30IMacHOCT ITPU BE3PACTHU U IOHOHINU CHC 3aBHPHICHO CKEJICTHO PA3BUTHUC

C TUTAHTOKJICTHYCH TYMOP HAa KOCTTA

be3omnacHocTTa M ehukacHOCTTa Ha ieH03yMal € U3cie/[BaHa B IBE OTKPUTH KITMHUYHU M3MTHTBAHUS
(haza II ¢ exHo pamo (IpoyuBanus S5 u 6), BKIIOYBAIIY 554 MAIUSHTH C TUTAHTOKJIETHYCH TYMOp Ha
KOCTTa, KOITO € HeornepaOuiieH WK pU KOWTO omepanusTa Ou Onia cBbp3aHa ¢ TeXKa
3a00J1eBa€MOCT, ¥ MPOCIIEKTUBHO, MHOI'OLIEHTPOBO, OTKPUTO IpoyuBaHe ¢asza [V (mpoyusane 7),
NPEAOCTABSLIO ABJITOCPOYHO MPOCieasIBaHe Ha Oe30MacHOCTTa MIPH NaLUEHTUTE, KOUTO Ca 3aBbPIIIIN
npoyusane 6. [lanmenture nomydasat 120 Mg neHo3ymMad MOAKOKHO BCEKU 4 CEMULIH C
HaToBapBaria mo3a ot 120 mg Ha aen 8 u 15. [lanmenTrTe, KOUTO ca MPEKPATIIIN ACHO3YMa0, clies
TOBA BJIM3AT BHB (DazaTta Ha MpocIie/siBaHe Ha Oe30IacHOCTTa 3a Haii-manko 60 mecemna. [ToBTopHO
JIeYeHHe C JeHO3yMal MpY NPOCIeaIBaHEeTO Ha 0e30M1aCHOCTTA € TI03BOJICHO 32 MAlleHTUTE, KOUTO
IEPBOHAYATTHO MMOKa3BaT OTTOBOP KbM JeHO3yMa0 (Hamp. B ciIydail Ha peluaIuBHApAaIIo 3a00JIIBaHe ).

[IpoyuBane 5 BkirouBa 37 Bp3pacTHH NALMEHTH C XUCTOJIOTHYHO OTBBPACH HEONEpaOUiIeH Win
peuraMBHpPAILL] TUTAaHTOKJIEThYEH TYMOP Ha KOCTTA. MI3MEpHUTENAT Ha OCHOBHUS Pe3yTaTr Ha
W3MUTBAHETO € YeCTOTaTa Ha OTrOBOp, NeduHupaH karo nmone 90% enMMUHHpaHe Ha TUTAHTCKUTE
KJIETKH CHPSMO U3XOAHOTO HUBO (WM IIBJIHO ETMMUHUPAHE HA TUTAHTCKUTE KJIETKH B CIIyYauTe,
KOTaTO TUT'aHTCKUTE KJIETKHU MPEICTAaBIABAT < 5% OT TyMOPHHUTE KJICTKH) WJIH JIMIICaTa Ha MPOrpecust
Ha IIesieBaTa Jie3us Ype3 peHTreHorpadcku U3MepBaHusl, KOTaTo HiMa HATMYHA XUCTONATOIOTHYHH
uscnensanus. Ot 35-Te nalueHTy, BKIYCHH B aHalIM3a 3a eukacHocT, 85,7% (95% CI: 69,7, 95,2)
ca UIMaJI TepareBTHYEH OTTOBOP KbM JIEYEHUETO ¢ AeHo3yMad. Beuukute 20 mamuentu (100%) ¢
XHMCTOJIOTHYHH OLIEHKH OTTOBAPST Ha KpUTEPUUTE 3a 0TroBop. OT ocTaHanuTe 15 manuenTy, npu

10 (67%) pentrenorpadckuTe U3MEpBaHUsI HE TIOKa3BaT MPOTPECHs Ha TapreTHaTa JIe3Hsl.

IIpoyuBaHe 6 BKI0OYBa 535 Bb3PACTHH WJIM FOHOIIH ChC 3aBBPIICHO CKEJIETHO Pa3BUTHE C
TUTAHTOKJIETHUCH TyMOp Ha KocTTa. OT Te3u narueHT 28 ca Ha Bb3pact 12 - 17 rogunu. [Tanuenture
ca pasnpeNieiCHH B €Ha OT TPU KOXOPTH: KOXOpTa | BKIIIOYBA MAIIMEHTH ¢ XUPYPTUIHO
HEBBH3CTAHOBUMO 3200IIBaHe (HAIP. CAKPATHU, TPHOHAYHU WITH MHOXKECTBEHH JIC3UH, BKIIOUUTEITHO
0enoapoOHN MeTacTa3u); KOXopTa 2 BKIIIOYBA NAMEHTH C XUPYPTUYHO BH3CTAHOBUMO 3a00JIsIBaHE,
YUSITO TUIAHUPAHA OTNEPAaIns CE CBhP3Ba C TeXKa 3a00J1eBaeMOCT (HaIp. pe3eKIHs Ha CTaBa,
aMITyTalus Ha KpaiHUK MITH XEMUTIEIIBEKTOMHES ); KOXOpTa 3 BKJIFOUBA MAIMEHTH, YIaCTBAJIH PN
TOBa B MMPOYYBaHE 5 ¥ MPEMUHAIIN B TOBa ITpoyuBaHe. OCHOBHATA TIEJI € J1a Ce OIeHH MPOQUITBT Ha
0e30MacHOCT Ha JIEHO3yMal MPH MAlMEHTH C THFAaHTOKJICTHhYCH TyMOP Ha KocTTa. M3aMepuTenuTe Ha
BTOPUYHHTE PE3YJITaTH Ha MIPOYyYBAHETO BKITIOYBAT BpEMe JI0 IIpOrpecus Ha 3a00IsiBaHeTo (BB3
OCHOBA Ha OIIeHKa Ha W3CJIe0BaTeNs ) 3a KoXopTa | 1 asiia Ha marueHTuTe 0e3 KakBaTo U J1a Omiio
omepaius Ha Mecel 6 3a Koxopra 2.

B xoxopta 1 mpu okoH"aTenHus aHanus mpu 28 ot 260 nexyBanu nmanuentu (10,8%) ce Habmrogasa
nporpecus Ha 3a0omnsBaHeTo. B koxopTta 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) nanuentu ¢
BB3MOXKHOCT 3a OIICHKA, JICKYBaHHU C JICHO3yMa0, He ca MOJI0KEHH Ha orneparus A0 Mecer 6. Ot

239 manmeHTH B KOXOpTa 2, ¢ MACTO Ha M3XOHATA [IEIeBa JIe3Ms M MSICTO Ha JIE3HsI B IPOYIBAHETO
M3BBH OenuTe qpoOoBe MM MEKUTE ThKaHu, mpu o6mo 82 nmanuenty (34,3%) e nzdbernaTta oneparus
0 BpeMe Ha npoyuyBaHeTo. KaTo 115110, pes3ynrarure 3a epUKacCHOCTTA IIPH FOHOIIN ChC 3aBBPIICHO
CKEJIEeTHO Pa3BUTHE Ca CXOJIHU C HAOJI0IaBaHHUTE MPH BH3PACTHH.

B npoyuBane 7 ca BKIto4eHU 85 BB3PACTHU MALIMEHTH, KOUTO MPEI TOBA Ca y4acTBaJIM U ca
3aBBPIIMIM NpoyyBaHe 6. Ha manueHTHTe € paspeieno aa noiyyasar jedenue ¢ aeHosymad 3a ['KTK
¥ BCUUKH MAIMEHTH ca MpocieaeHu 3a 5 roauan. OCHOBHATA IIEJ € J]a Ce OLICHH NMPOQIITBT Ha
0e30macHOCT Ha JEHO3yMal B IBJITOCPOUEH IUIaH IPH NAIlMEHTH C THTaHTOKJIEThYEH TyMOp Ha KOCTTa.

Edext Bbpxy OoJiKaTa

IIpu oxoHUaTENHUS aHATTN3 HA KOXOPTH | B 2 KOMOMHHMpaHH, KIMHUYHO 3HAYNMO HaMaJIABaHE Ha Hai-
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cuitHaTta 0oJika (T.e. > 2 TOYKH HaMajsiBaHe OT M3XOJIHOTO HHUBO) € choOrieHo npu 30,8% ot
MAIUEHTUTE C PUCK (T.€. TE3W, KOUTO UMAT CKOp 3a Hal-CHITHA 00JIKa > 2 Ha M3XOIHO HUBO) B PAMKHUTE
Ha | ceamuna ot neueHuero u > 50% Ha ceqmuna 5. Te3u mogo0peHus Ha OosKaTa ca ce 3ana3uin
IIPY BCUYKY CJICBAIIN OIICHKH.

IlenuarpuyHa momyJamus

EBpomneiickata areHIst o JiekapcTBaTa 0CBOOOXK/IaBa OT 33IbJDKEHHETO 32 TMPEIOCTaBsIHE Ha
pe3yiTaTHTE OT MPOyYBAHUATA ¢ PeePEHTHHS JICKAPCTBEH MPOAYKT, ChIbpIKaIl JCHO3yMal, BbB
BCUYKH HNOATPYNH Ha MeAUaTpUYHATA OMYJIauus Ipy MPeJoTBpaTsIBaHe Ha ChbOUTHS, CBBP3aHU C
KOCTHaTa CUCTeMa MPY MallMeHTH C KOCTHU METacTa3u U MOATrPYIH Ha MeAUaTpUYHaTa MOy aus Ha
BB3pacT 1o 12 roguHu IIpH JICUCHIE Ha TUTAHTOKIICTHUCH TyMOp Ha KOCTTa (BXK. Touka 4.2 3a
MHQOpPMAIUs OTHOCHO ynoTpeOa B eAUaTpHUsITa).

B npoyuBane 6, 1eHO3ymMa0 € OlleHsIBaH NPH MOATPYIa OT 28 MaIlMEeHTH B I0HOIIECKa Bb3pacT (Ha
BB3pacT 13-17 ronvHM) ¢ THTAHTOKJIETHYEH TyMOP Ha KOCTTa, KOUTO Ca JJOCTUTHAIIM CKEIEeTHA
3psUIOCT, ONpEAETIeHa OT HATMYMETO Ha Hail-Masko 1 3psita apira KocT (Hamp. 3aTBOpeHa enudu3apHa
pacTexHa IJI0YKa Ha paMEHHATa KOCT) U TeJIeCHO Teryio > 45 Kg. [Ipu euH manueHT B FoHOIIeCKa
BB3pacT ¢ XUPYPIUIHO HEBB3CTaHOBUMO 3a0oisiBane (N = 14) ce HaOI01aBa PEIMINB Ha
3a00JIsIBAHETO IO BpEMe Ha bpBOHAaYaNHOTO JedeHue. [lpu tpunagecet ot 14-Te manueHTu ¢
XUPYPTUYHO HEBB3CTAHOBUMO 3a00JIIBaHE, YHATO IUIAHUPAaHA XUPYPrUYHa ONEpaLisi ce CBbp3Ba ¢
TeXKa 3a00JIeBaeMOCT, HE € HaIlpaBeHa orepanus 10 Mecell 6.

5.2 ®dapmakoKWHETHYHH CBOHCTBa
AOGcopOuus
Crniet MOAKOXHO NPUIIOKEHHE OMOHATMYHOCTTA € 62%.

Buorpanchopmarus

Karo ecTecTBeH UMyHOTJIOOYJIVH, IEHO3yMa0 ChABPkKA CAMO aMUHOKHCEIIMHY U BBIVIEXUPATH U €
MaJIKO BEPOSATHO J1a OBb/Ie eTUMUHUPAH Upe3 YepHOApOoOeH MeTabomn3bM. O4JakBa ce HETOBHSIT
MeTa0O0IM3bM U CTMMUHHUPAHE 1A CIISABAT IBbTHINATA HA KIUPHHC HA UMYHOTJIOOYJIMHUTE, BOJCIIH JI0
pasrpakaaHe 10 MAJIKU TEeNTHIU U OTACITHA aMHAHOKHCEITHHH.

Enumunupane

[Ipu nauyeHTH ¢ HapeAHAN PaK, KOUTO ca M10Jy4YaBajad MHOTOKpaTHH 1034 oT 120 mg Ha Bceku

4 cegmuLy ce HaOMOAaBa NPUOIU3UTEIHO 2-KpaTHO YBEIUUaBaHEe HA CEPYMHUTE KOHIIEHTPALIMH Ha
JEHO3yMal U CTAIIMOHAPHO ChCTOSHHUE Ce JOCTHTa 3a 6 Mecela, KOeTO ChOTBETCTBA HA HE3aBUCUMa OT
BpeMeTo (apMakOKHHETHKA. [Ipy manueHTn ¢ MHOXKECTBEH MUENIOM, KOUTO ca moiy4yaBanu 120 mg Ha
BCEKH 4 ceMUIIN, MeIMaHaTa Ha Hal-HUCKWTE HUBA BapHpa C IMO-MaJKo OT 8% Mexay 6-usg u

12-us mecen. Ilpu manyeHTH ¢ TUTAHTOKJIETBYEH TYMOP Ha KOCTTa, KOUTO ca nosyyaBanu 120 mg Ha
BCEKH 4 ceMHIIM C HaTOBapBaIia 103a Ha 8-MU U 15-Tu J1eH, CTallMOHAPHH HUBA ca TOCTUTHATH B
paMKuTe Ha IbPBHUS MECEI OT JeueHueto. Mexay 9-ta u 49-ta cenmuiia, MefuaHaTta Ha Hall-HUCKHUTE
HUBa Bapupa c mo-Majiko ot 9%. Ilpu manmeHTH, KOUTO ca NpeycTaHoBWIM Jo3ata oT 120 mg Ha
BCEKH 4 CEIMHLIU, CPEIHUAT MOMYKUBOT € 28 nHu (Tpanutm 14 1o 55 nuu).

[Tonynannonen hapMakOKMHETHYCH aHAIHM3 HE TIOKa3Ba KIIMHUYHO 3HAYMMHU IPOMEHH B CUCTEMHATA
EKCITO3UIHS Ha JeHO3yMal B CTallMOHAPHO CHhCTOSHUE MO OTHOIICHHE Ha Bb3pacT (18 mo 87 roqunm),
paca/eTHHYECKH POU3X0/T (M3CIIEIBAHN Ca YEPHOKOXKH, C HCTIAHCKU TPOMU3XO0/], a3UATIIU B OEJIH), TI0JT
WM BUJ HA COJIMIHUS TyMOD, WY TAIUEHTH C MHOXKECTBEH MuUeIoM. [IoBUIIIaBaHETO HA TEIECHOTO
TErJI0 € OWMII0 CBHP3aHO C HaMalsiBaHe Ha CHCTEMHATa eKCIo3uius 1 oopaTHo. [IpomeHunTe He ca
CYETEHU 32 KIIMHUYHO 3HAYHMU, T KaTo (hapMakoquHaMHUIHUTE eheKTr, Oa3upaHu HA MapKEepUTe 3a
KOCTHA 00OMSIHA, Ca TIOCTOSIHHU TIPH ITUPOKH TPAHUITN HA TEJIECHO TETJIO.
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JInHEeHHOCT/HENMMHEHHOCT

JleHo3ymMab moka3ea HelMHeWHa (papMakOKHHETHKA TIPH JI03U B IIUPOK JTO30B JAUAMA30H, HO
MOBHUIIIABaHE HA CKCIO3UIIMATA, KOCTO € TPUOIM3UTEIHO MPOMOPIIHOHAIHO Ha J103aTa, MPU 03U OT
60 mg (unm 1 mg/kg) u mo-pucoku. HenmnHeHHOCTTa BEPOSATHO € B PE3yJITAaT Ha HACHILIACM,
TapreTHO-MEIUHUPaH MbT Ha SITUMUHHUPAHE, KOWTO € OT 3HAUYCHHE MPHU HUCKU KOHIICHTPAIHH.

buOpeuno yBpexaaHe

[Ipu npoyuBanus Ha neHo3ymad (60 mg, n = 55 u 120 mg, n = 32) npu nanueHTH 6€3 HapeaHAN PakK,
HO C pa3lyyHa CTENeH Ha ObOpevHa QyHKIM, BKIIOUYNTEIHO U NAIMEHTH Ha J1ajn3a, CTeIICHTa Ha
0BOpedHO yBpEXKIaHEe HE TIOBIMsABA (papMaKOKMHETHKATA HA JCHO3YMa0; Taka ue He CE M3MCKBa
KOpUTHpaHe Ha j03aTa npu 0b0peuHo yBpexaaHe. Hama He0OX0JUMOCT OT MOHUTOpUpPAHE Ha
O0bOpeuHaTa (GyHKUUS PH MIpUIaraHe Ha AeH03yMad.

YepHoapoOHO YBpeKIaHe

He e npoBexxaano crenuudHo NpoyvBaHe MPH MAIMEHTH ¢ YepHOoipoOHO yBpexkaane. Karo 1o
MOHOKJIOHAJTHHTE aHTHTENa HE CE€ EMMMUHUPAT TIOCPEICTBOM YepHOoIpoOeH MeTtabonmn3bM. He ce
ouakBa (papMaKOKMHETHKATa Ha JIEHO3yMal Jia Ob/ie IOBIUSHA OT YSPHOAPOOHO YBPEKIAHE.

Crapyecka Bb3pacT

He ca nabnronaBanu pa3inuky B 0€30MaCHOCTTA U €hUKACHOCTTA MEX/Ty MAIUCHTH B CTapUuecKa
BB3paCT U MO-MJIa Iy manueHTH. KoHTponupany KIMHUYHY IPOYYBAHUS C IEHO3yMald MpH MalueHTH
Ha BB3PACT HaJl 65 rOAVWHYU ¢ HANIPETHAIIN 3JI0KaYECTBEHH 3a00JIIBaHU, 3acCsralid KOCTUTE, ca
MOKa3aJu CXOHa e(hUKacCHOCT U 6€30MaCHOCT MPH TMO-BB3PACTHHU | MPH MO-Miaau nanueHTu. He ce
HaJiara KOpUTMpaHe Ha J1o3aTa [PH MalueHTH B CTapYecKa Bb3PacT.

HCZ[I/IaTDI/I‘IHa nonyJianuvsa

IIpu 10HOIH CHC 3aBBPIICHO CKEJICTHO pa3BUTHE (HA BB3pacT 12 - 17 roanHM) ¢ TUTAaHTOKJIEThYCH
TyMOp Ha KOCTTa, moxy4daBanu 120 mg Bceku 4 ceIMHUITU C HaTOBapBaIa J103a Ha JHU 8 1 15,
(hapMakoKMHETHKATa Ha JICHO3yMab € CXOJ/IHA C Ta3H, HaOIogaBaHa MpHU Bh3PaCTHU MAIMECHTH C
TUTAaHTOKJIETBYECH TYMOP Ha KOCTTA.

5.3 IlpeakIMHMYHHU JaHHU 32 0€30MACHOCT

Tbii kKaTO OMOJOrMYHATA aKTUBHOCT HA JIEHO3yMal MPH KUBOTHU € Crielin(UIHA 32 HEYOBEKOIIOJOOHH
NpUMaTH, 3a OlIeHKa Ha (hapMaKoIMHAMUYHUTE CBOWCTBA HA ICHO3yMal MpHU MOJENN Ha TPU3aUH Ce
NpaBy OLIEHKa Ha reHHO Moaenupanu (knockout) MUIIKK MK ce U3MOM3BAT APYTH OMOIOTHYHI
naxubutopr Ha RANK/RANKL mets1, kato OPG-Fc 1 RANK-Fe.

[Tpu MUY MOJIENM HA KOCTHH METACTa3u Ha paK Ha IbpJaTa MPH YOBEKA, MOJOKUTEICH U
OTpHIIATEIICH 3a €CTPOr€HEH PEIeNTop, pak Ha MpocTaraTra U HeJpeOHOKIEThYCH pak Ha Oerus Apoo,
OPG-Fc HamasnsiBa OCTCONUTUIHUTE, OCTCOOTACTHUTE U OCTCOIUTHIHUTE/OCTEOOIACTHUTE JIC3HH,
3a0aBst popMupaHeTo Ha de NOVO KOCTHH MeTacTa3d M HamajsiBa pacTeka Ha KOCTHHs Tymop. Korato
npu te3u Mojienu OPG-Fc ce komOMHMpa ¢ XopMOHaITHA Tepamnusl (TAMOKCH(EH) WM XUMHOTEparus
(mouierakceln), ce HaOJrO1aBa AOMBIHUTEIHO HHXUOUPAHE HAa PAacTeka Ha KOCTHHUSI TYMOP ChbOTBETHO
IPH paK Ha I'bpJara, IpocTaTata win oenust 1poo. [Ipu MUl MOJIeN Ha HHAYIMPaHe Ha TYMOp Ha
miteuHara xie3a RANK-Fc HamaisiBa XopMOH-HHIyIIpaHaTa mposndepanus B enuTea Ha MiieyHaTa
JKiie3a u 3a0aBsi 00pa3yBaHETO HAa TyMOP.

CTaH,HapTHPI TECTOBC 3a U3CJICABAHC HA TCHOTOKCHYHHUS ITOTCHIIMAI HA ,Z[€H03YM3.6 HE Ca IIPOBEKAAaHU,

TBU KaTo HE ca IIPUJIOKUMHU IIPU Ta3W MOJICKYJIA. Hopam/l CBOCTO €CTECTBO € MAJIKO BEPOATHO
aeH03yMa6 Ja MPpUTCIKaBa HAIKAaKBa 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
Makaru, JI03UTe Ha JeH03yMa0, Bojeny ot 2,7 10 15 mbTH MO-rojsiMa CUCTEMHA €KCTIO3UIIHS,
OTKOJIKOTO TMPENophUUTENIHATA /1032 PH X0pa, HAMAT eeKT BbPXY ChPACYHO-Ch0BaTa (PU3HNOIIOTHS,
(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 IbPBUS TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha AeHO3yMal, BOACIIH A0 9 MbTH
MO-TOJIsIMa CHCTEMHA €KCITO3HUITHS, OTKOJIKOTO MpenopbuuTeHaTa 103a MpH Xopa, He HHIyIHpaT
TOKCHYHOCT IIPY MalKaTa WK yBpexkAaHe Ha ¢eTyca o BpeMe Ha MEepHo/l, CKBUBAJICHTEH HA ITbPBUS
TPUMECTBD, BBIIPEKH U€ (eTamHnuTe TUM(HU BB3JIH HE ca U3CIIEABAaHHU.

B apyro npoyuBaHe npu JbAr00NanaTi Makaiu, Ha KOUTO € MPUJIOKEH JIeHO3yMal 1Mo BpemMe Ha
OpEeMEHHOCT IPU CUCTEMHA €KCIIO3UIHS, 12 ITbTH MO-BUCOKA OT J103aTa IPU XOpa, € HaOJIt01aBaHo
MOBHUIIIaBaHE HA MBPTBUTE PAXKIAHUS U TIOCTHATAITHATA CMBPTHOCT; HAPYIIEH KOCTEH PacTeX, BOJEII]
JI0 HaMaJieHa 3/IpaBHHA Ha KOCTUTE, TIOHIKEHA XEMaTOI0e3a M HeMPAaBIITHO MO/IPSKAaHe Ha 3b0UTE;
aunca Ha nepudepHu TMMQHU BB31IM 1 3a0aBEH HEOHATaJIeH pacTexk. He € ycraHOBeHO HHBO, TIpH
KOETO Cce HaOIIo/1aBaT HeXKeIaH! PENpPOYKTHBHHU e(eKTH. 6 Mecela Clie/l paXIaHeTo, IPOMEHUTE
CBBP3aHM C KOCTUTE Cca MoKa3ain 00paTHO pa3BUTHE U HE € HaOMronaBaH e(heKT BEPXY MOHUKBAHETO
Ha 3p0uTe. EdhekTrTe BhpXYy MMM(MHNTE BH3IIM U HEMIPABIITHOTO MOAPEXKIaHE Ha 350UTE 00ade
HEePCUCTHPAT U € HaOJII01aBaHa MUHUMAITHA JI0 yMEpeHa MUHEepaTU3alus B MHOTO ThKaHHU TIPH €THO
JKUBOTHO (BpB3Ka C JICYEHUETO HE € ycTaHOBeHa). HsiMa maHHM 3a yBpexIaHe Ha MaiKaTa mpeau
paXIaHeTO; HeXKeNlaHu e(eKTH PU MallKkaTa Bb3HUKBAT HEUECTO 110 BpEME Ha PasKAaHETo.
Pa3BuTHeTO Ha MailunHaTa MJIEYHA JKIIE3a € HOPMAJHO.

IIpu npeKIIMHUYHYU IPOYYBaHUs 3a KAYECTBO HA KOCTUTE IIPU MaMyHHU Ha JIBITOCPOYHO JICYEHHE C
JIeHO3yMa0, HaMaJIsIBAHETO Ha KOCTHHUSI OOMEH ce CBhP3Ba C IOBUILIABAHE HA 3[paBUHATA HA KOCTUTE U
C HOpMAaJlHa KOCTHA XUCTOJIOTHS.

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

[Ipu npenxnmmanaan npoyuBanust, knockout mumkn 6e3 RANK mmu RANKL ca nmanu nnrica Ha
JIAKTAIMs OPaIy MOATUCKAHE Ha Ch3PSABAHETO HAa MJICUHATA XkJie3a (JIOOYII0-aIBEOJIAPHOTO Pa3BUTHE
Ha JKJIe3aTa 1o BpeMe Ha OpeMeHHOCTTa) U ca MMOKa3ald HapylIeHne B 00pa3yBaHeTO Ha TUMGpHI
B3, HoBoponern RANK/RANKL knockout Mummkm ca qeMOHCTpHpad HAMaJICHO TEIECHO TETJIO,
MIOHKEH KOCTEH PACTekK, N3MCHEHUE B PACTEKHUTE TUIOYKHU U JIUTICA HAa IPOOMB Ha 360u. Hamanen
KOCTEH PacTex, U3MCHCHUE B PACTSIKHUTE IJIOYKH U JIMIICA HA POOUB Ha 3p0M ca HAOJI0JaBaHU U
TIPH IIPOYYBAHUS TIPH HOBOPOJCHHU ILTbXO0BE ¢ puitoskeHn RANKL HHXHOUTOPH U T€3U IIPOMEHH ca
OMIIM YaCTUYHO 00paTHUMH, KOTaTo npuiokenneTo Ha RANKL uaxuburopa e 6o npeycTaHOBEHO.
IOBeHMTHY TpuMaTH, HA KOUTO € IpUJjlarad JaeHo3yMal 2,7 u 15 mbTH HaJ| KIIMHAYHATA SKCIIO3UIIHS
(10 u 50 mg/kg no3a), UMaT HapyIICHHE B PACTECKHHUTE TUIOUKH. [Topaau TOBa, TIEUYCHHETO C
JIEHO3yMab MOJKe Jja HapyIId KOCTHHSI PacTeX MPH Jlella C OTBOPEHH PACTEKHH TUIOYKH M MOXKE /12
MOTHCHE TPOoOMBa Ha 3b0UTE.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk Ha NIOMOIIHHUTE BELIeCTBA

L-xuctuanu
L-XuCcTHANHOB MOHOXHAPOXIIOPU MOHOXHAPAT
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3axaposa
ITonoxcamep 188
Bona 3a urxexun

6.2 HecnbBMecTHMOCTH

[Ipu nunca Ha poy4YBaHUsI 32 HECHBMECTUMOCTH, TO3H JICKAPCTBEH MPOIYKT HE TPAOBA /1a CE CMecBa C
JIPYyTH JIEKAPCTBEHU MPOIYKTH.

6.3 Cpok Ha rogHocT

2 TOIMHHA

Crient kato ce u3Baay OT XJaJiiiHuKa, Xbonzy moske na ce cbxpaHsiBa Ha cTaiiHa Temmeparypa (10
25 °C) no 30 mHM B OpUTHHATIHATA OMIAKOBKA, JIa HE Ce TIOCTaBs 00paTHO B XJIaAuiaHUKA. Toi TpsaOBa
Jla ce M3I0JI3Ba B paMKUTE Ha To3u 30-THEBEH MEPHUO/I.

6.4 ChnenuaJHu ycJI0BHUS HA ChbXpaHeHHe

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

Jla He ce 3ampassiBa.

CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 32 JIa ce MPEANasu OT CBETJINHA.

6.5 Bwungu chabp:KkaHNe HA ONAKOBKATA

1,7 ml pa3TBOp BBB (py1akoH 3a eqHOKpaTHa ynoTpeda (CThKIO THII ) ¢hC 3amyIaika (eaacTomep ¢
(hmyoponoianMepHO MOKPUTHE) U 0OKaTKa (aTyMHHHUI) ¢ OTYYTIBAIIO Ce KamaJe.

Buiore onakoBKY 10 €IMH, TPU WK YeTUPU (hIaKOHa.
He Bcuuku BHIOBE OMaKOBKW MOTaT Ja Ob1aT MyCHATH Ha Ta3apa.

6.6 CrhnenmnaJHu npeanasHu MEPKH NP U3XBBPJIsiHE U padoTa

o KapToHeHaTa omakoBKa ChAbpiKa JTUCTOBKA C ITBIIHATE yKa3aHHS 3a yrorpeda u padboTa ¢
HPOJIYKTA.
o Ipeau npusoxeHue, pa3tBopsT Xbonzy tpsoBa na ce mpoBepu Bu3yanHo. Pa3TBOpsT MOXe /1a

ChAbpiKa CJICAU OT MPO3pavHu 10 Oenu MPOTCUHOBH YaCTUIIU. He PIH)KCKTPIpaﬁTC pa3TBoOpa, ako
€ MBTCH, C IPOMECHECH LBAT WJIN aKO ChABbPrKAa HaCTUIIA WIH YYXKXIU BUAUMHA YaCTHUIIU.

° He paszkinamaiire.

o 3a na ce nzberne AUCKOMGOPT HA MACTOTO HA MHXKEKTUPAHE, OcTaBeTe (piiakoHa Jia IOCTUTHE
craiina Temmeparypa (mo 25 °C) npenu HHXEKTHpaHe U HHXEKTHpainTe 6aBHO.

o TpsiOBa 1a ce MHXKEKTUPA ISUIOTO ChIIbpKaHUe Ha (IiaKkoHa.

. Axko usnoinspare (1aKoHa, 3a MpUIaraHe Ha IeH03yMal ce mpernopbuBa uria 27G.

. Urnara He TpsiOBa Ja ce BbBEXK/IA IOBTOPHO BbB (PIIaKOHA.

Hewnsnon3panusr JICKApPCTBCH NPOAYKT WX OTHAABYHUTE MAaTCpUaid OT HETO TpSI6Ba Ja C€ U3XBBPJIIAT
B CbOTBETCTBUEC C MCCTHUTC U3UCKBAHUA.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Reddy Holding GmbH
Kobelweg 95

86156 Augsburg
I'epmanus

21



8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/25/1982/001

EU/1/25/1982/002
EU/1/25/1982/003

9. JATA HA II'bPBO PA3ZPEIIABAHE/IIOJJHOBSABAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

Jata Ha mepBO pazpemasane: 17.11.2025

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

12/2025

ITonpoOHa uH(pOpManKs 3a TO3H JEKAPCTBEH MPOAYKT € IpeIocTaBeHa Ha yebcalita Ha EBponeiickara
areHIus 1o JekapcTeaTa https://www.ema.europa.eu.
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IMPUJIOKEHHUE IT
MNPOU3BOJUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO "
MHNPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKJIABAHE HA
IHAPTU/ N
YCJIOBUA NJIN OTPAHUYEHNS 3A TOCTABKA U YIIOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJ10BUSA UK OT'PAHUYEHNUSA 3A BE3OITIACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A. NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
MNPOU3BOJUMTEJIN, OTTOBOPHU 3A OCBOBOKJIABAHE HA ITAPTU/IA

Hme n aapeC HAa MPOU3BOAMTCINTE HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Alvotech hf
Seemundargata 15-19
102 Reykjavik
Ucnannus

Hme n agpeC HAa MPOU3BOAUTCINTE, OTTOBOPHH 34 0CB060)K,Z[aBaHe Ha IapTUuauTe

Alvotech hf
Seemundargata 15-19
102 Reykjavik
Ucnannus

betapharm Arzneimittel GmbH
Kobelweg 95

86156 Augsburg

I'epmanus

b. YCJI0OBHMA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa IO OTPaHUYEHO JieKapcko nmpeanucanue (Bx. [punoxenue I:
Kparka xapakTeprcTika Ha POAYKTa, TOUKa 4.2).

B. JAPYI'M YCJIOBUA N UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. Ileproguyny aKTyaJau3upanm Jokjaagu 3a oezonacuoct (ITA/IB)

M3uckpanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentaute natu Ha Epomnetickus cpio3 (EURD crmcok), mpensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyJIM3al[lH, ITyOJIUKYBaHH Ha €BPOICHCKHS
yeOIopTa 3a JeKapcTBa.

I'. YCJI0OBUs NJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpasJenue Ha pucka (ITYP)

[MpurexatensaT Ha pa3perienueto 3a ynorpeda ([IPY) TpsOBa aa n3BbpIIBa U3UCKBAHUTE JCHHOCTH U
NEHCTBHS, CBBP3aHU C TIPOCIICAsIBaHe Ha JIEKapCTBeHATa 0€30acHOCT, TOcCOYeHH B ogo0peHus [1VP,
npezactaBed B Moayn 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U BbB BCUUKH CIICABAIIH 0JO0pEHH
akTyanusanuu Ha ITYP.

Axtyamusupan [TYP TpsOBa na ce momana:

. 1o uckane Ha EBponelickaTa areHIus 1o JeKapcTBara;

o BMHAIH, KOTAaTO ce M3MEHS CHCTEMAaTa 3a yIpaBJieHne Ha PUCKa, 0COOEHO B Pe3yiTaTr Ha
MoJTyJaBaHe Ha HOBA MH(OPMAITHUS, KOATO MOXKE Ja TOBE/IE JI0 3HAYMMU IIPOMEHU B
CHOTHOIIIEHUETO TOJ3a/PUCK, WK CIIe/T JOCTUTAaHE Ha BAKEH eTal (BbB Bpb3Ka C IIPOCIc/sIBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT MITH CBEXKIAHE HA PUCKA IO MUHUMYM).

L4 I[OH’I)J'IHI/ITQJ'IHI/I MEPKHU 32 CBC)KAAHE HA PUCKA 10 MUHUMYM
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BbBeieHn ca JOMBIHATETHE MEPKH 33 CBEXKIaHe HA PHCKA 0 MUHUMYM IIOPaH CIIEAHOTO CBHP3aHO
¢ 0e30macHoCTTa CHOUTHE:

o OcTeoHeKkpo3a Ha YeIocTTa
Hanomusima kapta 3a nanueHTa
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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 KYTUSA HA ®JIAKOH

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Xbonzy 120 mg uHKeKIHOHEH Pa3TBOP
JIeHO03yMao

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

Bceku duakon ceappika 120 mg aerozyma0 B 1,7 ml pastop (70 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

L-xuctunuH, L-XUCTHAMHOB MOHOXHIPOXJIOPHA MOHOXHIPAT, 3aXapo3a, mojaokcamep 188, Boma 3a
HUHXEKIINU

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HnxeKuoHeH pa3TBop.
1 dhaakoH

3 dbmakoHa

4 ¢makoHa

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

[Ipenu ynotpeba npoyerere JINCTOBKATA.
IToakoxHO MPUITOKEHUE
Ja He ce pazkiaiia.

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

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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Ja ce cpxpaHsBa B XJIQIMITHUK.
Jla He ce 3ampassiBa.
CoxpaHsBaiiTe prakoHa B KapTOHEHATa OMIAKOBKA, 32 Jla C€ Mpe/a3u OT CBETINHA.

10. CHEIWMAJIHU NIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1M AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Reddy Holding GmbH
Kobelweg 95

86156 Augsburg
T'epmanus

12. HOMEP(A) HA PABPEIHIEHHUETO 3A YIIOTPEBA

EU/1/25/1982/001
EU/1/25/1982/002
EU/1/25/1982/003

13. TTAPTHUJAEH HOMEP

[Taptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa az0yka.

‘ 17.  YHUKAJIEH WIAEHTH®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18.  YHUKAJIEH WIAEHTH®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JTAKOHA

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Xbonzy 120 mg umkekims
JIEHO3yMao
s.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, INAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WU EJUHUIA

120 mg/1,7 ml

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

Xbonzy 120 mg HHKeKIHOHEH Pa3TBOP
neHo3ymaod (denosumab)

vT03H JICKapCTBEH MPOAYKT IOJUIC)KH Ha JOIBIHUTEIIHO HaOmoaeHre. ToBa 11e 1mo3BoJu Obp30TOo
YCTaHOBSIBaHE Ha HOBa HH(OpMaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIINTE BCSKA HEXKEIaHA PEeaKIIMs, KOSTO CTE MOJYUYMIN. 3a HauKMHa Ha ChOOIaBaHe Ha HEXeJIaHU
peaKIuu BIDKTE Kpas Ha TOUYKa 4.

IIpoyeTeTe BHUMATEIHO LS1IATA JIUCTOBKA, MPEIM 1A 3aM0YHETE 1A U3M0J3BaTe TOBA

JIEKApPCTBO, Thil KaTo TA ChABLP:Ka BaxkHAa 3a Bac undgopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe /1a ce HANOXKU J1a s IPOYETETE OTHOBO.

- AKO UMate HIKaKBH JIOTBIHUTEITHHA BBIIPOCH, TonuTaiiTe Bamus ekap, papmarent ninn
METHUITUHCKA cecTpa.

- ToBa nekapcTBo € npeanucaHo JudHo Ha Bac. He ro nmpeoTrcTbnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeIy, He3aBUCHMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIUTe KaTo Bammre.

- AKO IIOJTyYHTe HAKAKBU HEXKEJIaHU Peakiluy, yBejaoMeTe Baius nekap, GpapMareBT uiu
METUITMHCKA cecTpa. ToBa BKIIIOYBA M BCHUKH BH3MOXKHH HEXKEJIaHU PEaKIINH, HEOHCaH! B
Ta3u JUCTOBKA. BikTe Touka 4.

- Ille Bu 0b1e npenocTaBeHa HAIOMHSIIIA KapTa 3a MalueHTa, ChIbpKaila BakHa WHPOpMAITHs
BbB BpPb3Ka ¢ 0€30MaCHOCTTA, C KOATO TPsiOBa Jia ce 3aro3HaeTe NpeId U 1o BpeMe Ha
neuernero Bu ¢ Xbonzy.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

1. KakBo npescrasisiBa XbONnzy u 3a KakBO ce M3M03Ba

2. KakBo Tps0Ba na 3Haere, npeau na usnonspare Xbonzy

3. Kak ma m3momssate Xbonzy

4. BBb3M0XHU HEKEJTaHU peaKkLnU

5. Kaxk na cexpansiBate Xbonzy

6. ChbapprkaHye Ha OITaKOBKATa U JOIBIHUTENIHA HH(POPMALIUS
1. Kakso npencrasisiBa Xbonzy u 3a KakBO ce H3M0JI3BA

Xbonzy cbabpika neHo3ymad, 6enTbk (MOHOKIOHATHO aHTUTSLIO), KOWTO ICHCTBA C 11e]T HaMaJIsIBaHe
pa3pyliaBaHeTO Ha KOCTHUTE, IPUYMHEHO OT paK, KOWTO ce Pa3npocTpaHsIBa B KOCTUTE (KOCTHU
MeTacTa3u) WIN OT TUTaHTOKJIEThUSH TYMOp Ha KOCTTA.

Xbonzy ce n3nosn3ea npu Bb3pacTHH NALMSHTH C HAIIPEJHA PaK 3a MPEJA0TBPATIBAHE HA CEPUOZHH
YCIIOKHEHUS], IPUIMHEHH OT KOCTHU METacTa3u (Hamp. CUylBaHe, IPUTUCKaHe Ha TPHOHAYHMS MO3BK
WM HEOOXOOUMOCT OT JIbUeTepanus Wi XUpyprudHo JCUCHUE).

Xbonzy ce n3non3Ba kIO 32 JICYCHUE HA THTAHTOKJICTHYEH TYMOP Ha KOCTTa, KOMTO HE MOXe Jia ce
JIEKyBa C OIlepallusl UJIM KOTraTo ollepalysTa He € Hail-qo0pus BapuaHT, IpU Bb3PACTHU U IOHOILH,
YUHUTO KOCTHU Ca 3aBBPIIMUIN CBOS PACTEXK.

2. Kaxkso Tpsi0Ba n1a 3Haete, npeau Aa uznoaszsare Xbonzy

He n3moussaiite Xbonzy

- aKo CTe aJepPru4HU KbM JIEHO3yMal MM KbM HSKOSI OT OCTaHAJIMTE ChbCTAaBKU Ha TOBA JIEKAPCTBO

(130poeHu B TOUKa 6).

32



Bammsr siekap HaMa qa Bu npunosku Xbonzy, ako uMate MHOTO HUCKO HUBO Ha KM B KPHBTa,
KOETO HE € OMIIO JICKyBaHO.

Barmusr niekap Hsama 1a Bu npumoxxu Xbonzy, ako umare He3apacHalld paHH OT CTOMATOJIOTHYHA
MIPOIIEAypa WK OTIepaIysl B yCTHATA KyXUHA.

Ipexynpesxnenusi U NpeaAnasHu MepKU
TI'oBopete ¢ Bammus jekap, npeau 1a uznoazsate Xbonzy.

Jlo0aBKH ¢ KaJIuii ¥ BUTaMuH D

Bue Tps6Ba 1a npremare 100aBKU ¢ Kannuil 1 BuTaMuH D, mokarto ce nexysare ¢ XbONnzy, ocBeH ako
HUBOTO Ha KaJIUil 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 100aBKy ¢ KaIUH, PeIy 1a 3alI0YHETe
neuerne ¢ Xbonzy.

Huckyu HMBa Ha KaJIIIUHA B KPBBTA

Mo, kaxeTe He3abaBHO Ha Bamms jgekap, ako UMaTe CIia3MH, IMTOTPETIBAHMS FIIK KpaMITd Ha
MYCKYJIUTE, W/WIKA U3TPBIIBAHE MIIM MpaByYKaHe Ha MPBCTUTE HA PhLIETE, KpaKaTa MId OKOJIO ycTaTa
W/WITK ThpPUOBE, 0OBPKAHOCT MIIK 3ary0a Ha Ch3HaHHE, T0KaTo ce JiekyBare ¢ Xbonzy. Moxe na nmate
HUCKH HHMBA Ha KaJIIHUHA B KPBBTA.

Bbr0Opeuno yBpexxaane

Tps6Ba ga kaxere Ha Bamms nexap, ako ©MaTe WIH CT€ UMaJH TeXKHA OBOpeuHH mpobiemu,
O0bOpeuHa HEZOCTATHUHOCT, WK CTE€ UMaJIM HyXk/la OT XeMOANAIN3a, KOUTO MOraT Jla yBeJIN4aT pucKa
OT II051Ba Ha HUCKU HUBA Ha KaJIL[UH, OCOOEHO aKo He MoJlyyaBaTe J00aBKU C KLU,

IIpoGnemu ¢ ycTaTa, 350MTE WK YETIOCTTA

Hexenana peakius, HapedeHa OCTCOHEKPO3a Ha YEMIOCTTa (KOCTHO YBpPEXKIaHE HA YEIFOCTTA), CE
choOIIaBa yecTo (Moxe Ja 3acerue a0 1 Ha 10 qymim) npu nanueHTH, MoTydaBaiy nmkeknun Xbonzy
3a CBBP3aHU ¢ pak 3abomsBanus. OCTEOHEKPO3a Ha YSINFOCTTa MOXKE JIa CE MOSBU H CJIE] CIIMpPAHe Ha
JICUEHUETO.

Baxno e Ja CC HaIllpaBH OMUT 3a MPEAO0TBPATABAHC PAa3BUTHCTO HA OCTCOHCKPO3a Ha YC/IFOCTTA, TBH
KaToO TOBA MOX€E J1a € 00JIe3HEHO CBCTOSTHUE, KOETO MOXKE 1a C€ OKaXXC€ TPYAHO 3a JICUCHHC. HNma msaxon
IpeaArnasHu MEPKHU, KOUTO TpH6Ba Ja IpeanprueMeTe, 3a Ja C€ HaMaJIi pUCKBT OT Pa3BUTUC Ha
OCTCOHCKPO3a Ha YCIIIOCTTA:

o [penu na 3amoyHeTe JIeUeHUETO, yBeAoMeTe Baius ekap/MeIUIIUHCKA cecTpa (MEAUIIUHCKH
CHCHI/IaHI/ICT), aKO UMaT¢€ HAKAaKBH HpO6JIeMI/I C ycTaTta uiin 3’56HT€. Bamusar JICKap e OTIO0KH
HAYaANOTO Ha JIeueHHueTo BH, ako UMaTe He3apacHAIM PaHU B YCTAaTa OT CTOMATOJIOTHYHU
NPOLICYPH WK OTepaliys B YyCTHATa KyXHuHa. BalmsaT nekap Moxe Ja npenopbya
CTOMATOJIOTHYCH TIPETJIe/l IPeIu Ja 3arouHere jJeuenue ¢ Xbonzy.

o Jlokaro ce jgekyBate, TpsAOBa Ja MOJabpkKaTe 100pa YCTHA XUTHEHA U J1a Ce MOoJIaraTe Ha
PEAOBHU CTOMATOJIOTHYHU MpeTiiean. AKO HOCUTE TIPOTE3H, TPsiOBa Ja CTE CUTYPHH, Y€ T
NPWISTAT IPABUITHO.

o AKO cTe MoJI0KEeH! Ha CTOMATOJIOTMYHO JIeUueHe Wi Bu mpeacton ctoMaToioriyHa
omepanus (Harp. u3BaxAaHe Ha 360), KakeTe Ha Bamus jgekap 3a Baieto cToMaToI0ruaHO
JICYCHUE U YBEJOMETe 3b00JIeKaps cH, ue ce JiekyBate ¢ Xbonzy.

o Ceopikere ce ¢ Bamus nekap u 30051ekap He3a0aBHO, aKO UMaTe MPOOJIEMH ¢ ycTaTa WU
360UTE, HAPUMED pa3KIaTeHH 350H, 00K WITH OTOK, He3a3/paBABAIlH SI3BH UIIH CEKPEIHS,
THI KaTo TOBA MOXKE JIa Ca MPU3HAIM HA OCTEOHEKPO3a Ha YEIFOCTTA.

HpI/I IMalqUE€HTH, MMOMJIOKEHU Ha XUMUOTEPAITHA H/WITH JpUCTEpanusA, NpueMaly CTCponau niin
AHTUAHTHUOTEHHHU JICKAapCTBa (I/ISHOJ'BBaHI/I 3a JICYCHHC Ha paK), IOJIOKCHH Ha CTOMATOJIOTHYHa
ornepanus, KOMTO HE MOJy4aBaT p€OBHHU CTOMATOJIOTUYHU IIPLETrI€aAn, UMaT 3a00J1BaHe Ha BCHIIUMTC
HJIK Ca IMyuia4yu, MOKE Ja MMa IMO-BUCOK PUCK OT pa3BUTHUEC HA OCTCOHCKPO3a HAa UCJIFOCTTA.
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HeoOuyaitiu dhpakTypu 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.

Bucoku HUBa Ha KaJanuil B KpbBTA CJIE COUPAHE Ha JieueHueTo ¢ Xbonzy

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 BUCOKU HHMBA Ha KaJIIMH, CJIe]] KaTO CTe CIpenu aa npuemare Xbonzy.

Jlena u roHOIIM

Xbonzy He ce npenopbuBa Mpu Jeia | FOHOIIN Ha Bb3pacT Mo 18 roauHu, ¢ U3KIIOUCHHE Ha FOHOIIH
C TUTAHTOKJIETHYEH TYMOP Ha KOCTTA, YUUTO KOCTH Ca 3aBbPIIUIIN CBOS pacTeX. YToTpebaTa Ha
JIeHO3yMal TpH JieTia U IOHOIIH C IPYTH BUIOBE PaK, KOWTO C€ pa3NpOCTPaHsiBa B KOCTHTE, HE €
MIpOyYeHa.

JApyru aexapcrsa u Xbonzy

Tps6Ba 1a kaxere Ha Baims nekap uin GpapManeBT, ako pueMate, HACKOPO CTE PUEMAITH UITH ¢
BB3MOJKHO JIa TpUeMaTe APYru JiekapcTBa. ToBa BKIIFOUYBA JIEKapCTBa, OTMycKaHu 0e3 perenta. Ot
roJIIMO 3HaYEHHE € Ja ChoOIuTe Ha Barms jiekap, ako ce JIeKyBaTe C:

o JPYTO JICKapCTBO, ChABPIKAIIO ACHO3yMa0;

o oudocdonar.

Bue He Tps6Ba 1a npremare XbONZy eqHOBPEMEHHO ¢ APYTH JIEKAPCTBA, ChIBPIKAIIM AEHO3yMa0 UK
oudochonary.

BpemeHnHocT 1 KbpMeHe

JleHo3yMa0 He e M3NHUTBaH Npy OpeMeHHH *eHH. BaxxHo e a kaxxere Ha Bamms nekap, ako cte
OpeMeHHa, MUCIIHTE, Ye cTe OpeMeHHa Win IlaHupare OpeMeHHocT. He ce mpenoppuBa yrnorpebara
ua Xbonzy, ako cte 6pemenna. XKenu ¢ aetepojieH MoTeHIHAI TPsIOBA /1a U3MOI3BAT e(hEeKTHBHH
METO/IH 3a KOHTpPALSIIHsI, T0KaTo ce JieKyBaT ¢ Xbonzy u 3a Haii-manko 5 Mecena cjie/l CupaHe Ha

neuernero ¢ Xbonzy.

Axo 3abpeMeHeeTe 10 BpeMme Ha Jiedenue ¢ XbOoNzy miu mo-Majiko oT 5 Mecela ciiej CiupaHe Ha
neuenuero ¢ Xbonzy, mosns, yBenomere Bammst nekap.

He e uzBecTHO nanu neHozymab ce oTaens B KbpMmara. BaxkHo e na kaxere Ha Bammus nekap, ako
KbpPMHUTE WIN TUTAHUpaTe Aa KbpMuTe. Bammsar nexap me Bu momorse ga pemmre nanm ga
NPEYCTaHOBUTE KbPMEHETO, WK J1a MPEKbCHETE MPHIoKEeHHeTo Ha XDONzy, KkaTo B3eMe MpeIBu/I
noJ3ara OT KbPMEHETO 3a JIeTeTo U moyizata ot Xbonzy 3a maiikara.

Axo kbpMHTE 110 BpeMe Ha JieueHne ¢ Xbonzy, mois, yBegomere Barmust iekap.

[ocwBeTBaiite ce ¢ Bammms nexkap win gapmaneBT npeau ynorpedata Ha KOETO U Ja € JIEKapCTBO.

Ilodupane u padoTa ¢ MAIIMHH

JleHO3yMa0 He MOBJIHUSIBA WIH MOBJIMSIBA MPECHEOPESIKUMO CIIOCOOHOCTTA 3a 1o upaHe U padoTa ¢
MAIHH.
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3. Kak na uznoaszsare Xbonzy
Xbonzy tps6Ba aa ce mpuara moj pPhKOBOACTBOTO HA MEAUITUHCKH CIICIIHAITUCT.

IIpemoppunrennara go3a Xbonzy e 120 mg, mpuiaokeHa BEIHBXK HA BCEKH 4 CEIMUIIM, KaTO
€IHOKPATHA UHXKEKIHUS MOJ] Koxara (MoK0KHO). Xbonzy ce nmkektupa B 6e1poTo, Kopema Hiiu
MUIITHHUIIATA. Axo ce JICKYBATC 3a THI'AHTOKJIETHYECH TYMOP Ha KOCTTA, IIE MOJYUUTE JOIIBIHUTEIIHA
nmo3a 1 cemMuIia 1 2 CeIMUITA CIIEN TbpBaTa 103a.

He pasknamaiite.

TpsibBa chIIl0 @ Mpremate J00aBKH ¢ Kaaui u ButaMuH D, 1okato cte Ha jieueHue ¢ Xbonzy, oceen
aKo HJIMaTe MOBUIIEHO KOJIMYECTBO KANNUK B KpbBTa. Bammsr nekap me o6chau ToBa ¢ Bac.

AKO uMate HAKaKBH JIOMBJIHUTEIHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bammus nekap, papManeBT WM MEIULIMHCKA CECTpa.

4, Bb3MOKHHN HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPECAMN3BHUKA HEKCIAaHU PpE€aKIIuH, BHIIPEKU Y€ HC
BCCKH T' IIOJTy4aBa.

MouJs, ka:keTe He3a0aBHO Ha Bamus jexap, ako pa3BueTe HIKOH OT T€3U CUMITOMH, JIOKATO CTE Ha

nedyenue ¢ Xbonzy (moxe na 3acernar nmoeve ot 1 Ha 10 qymm):

o CIa3MH, IOTPETNBAHMUS, KpaMITU Ha MYCKYJIUTE, U3TPBIIBAHE WIH MpaByYKaHe Ha MPHCTUTE Ha
phIleTe, KpaKaTa WM OKOJIO yCTaTa W/MiTH I'bpUY0Be, OOBPKAHOCT WK 3ary0a Ha ch3HaHHe. ToBa
MOXe€ Jia ca MPU3HAIM HA HUCKW HUBA HA KaJUui B KpbBTa. HUCKUAT Kanluil B KpbBTa MOXE J1a
JIOBeJIE /10 POMSIHA B ChPACUHUS pUTHM, HapedeHa yabpkaBaHe Ha QT, koeTo ce BIK/a Ha
enexTpokapauorpama (EKT).

TpsioBa n1a ka:kete He3a0aBHO HA Bamus Jiekap u 3b00/1€eKap, ako TOIYYUTE HIKOU OT TE€3H

CHMIITOMH, JJOKaTo CTe Ha JieueHue ¢ XDONZy uiu ciex cripaHe Ha JISYSHHETO (MOJKe a 3acerHaT 10

1 Ha 10 mymm):

J TpaifHa 0oJKa B yCTaTa W/WIIM YENIOCTTa W/MITH OTOK, MJIH HEe3a3paBsBaIIN 3B B YCTaTa WIN
Ye0CTTa, CEKPELHs, CKOBAHOCT MJIM YYBCTBO Ha TEXKECT B UEJIOCTTA, WIIM pasKiallaHe Ha 350
MO2Ke€ J1a ca IIPU3HALY Ha KOCTHO YBPEX/JaHe Ha YeNIIOCTTa (OCTEOHEKPO3a).

MHOr0 4eCTH HeXKeJIaHU peaknuu (Mo:ke 1a 3acerHat noseue ot 1 Ha 10 qxymu):

) 0oJIka B KOCTHTE, CTAaBUTE M/WIIH MYCKYJIUTE, KOATO TIOHSKOTA € CHITHA,
) 3ayX,
° TAapwsl.

YecTu HexelaHH peakuuu (Moske 1a 3acernat 1o 1 Ha 10 xymmn):

o HHUCKH HUBA Ha Qocdartu B KpbBTa (XunodocdareMus),

. rnajaHe Ha 350,

o OOMIIHO M3MOTSIBAHE,

o NpY TALMEHTH C HalpeIHalI0 OHKOJIOTUYHO 3a00JIsIBaHe: pa3BUTHE Ha Apyra (hopMma Ha pak.

HeuecTn He:kenanu peakuuu (Mo:xe 1a 3acernat 10 1 Ha 100 gymm):

. BHCOKH HHBA Ha KaIIHUN B KPBBTA (XUTIEPKAIIIUEMIS) CIIE]] CIIUPAHE Ha JICYCHUETO TIPH
MAIMCHTH C TUTAHTOKJIEThYEH TYMOP Ha KOCTTa,

. HOBa WJIM HeoOWJaitHa 0oJKa B Ta300eIpeHara cTaBa, ClIa0MHUTE Wi OeIpoTo (TOBa MOXKeE J1a €
paHeH MpU3HaK Ha Bb3MOXKHA (ppakTypa Ha OegpeHara KocrT),

. 00pHB, KOWTO MOJXKE JIa CE MOSBH 110 KOXKATa, WJIH SI3BU B ycTaTa (JINXCHOUIHH JICKAPCTBEHU
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peaKimmn).

Penxu Hexenanu peakun (Moxke aa 3acernat a0 1 ma 1 000 qymm):

o AJIEPTUYHU PeaKIuy (HAIp. XPUTIOBE WITH 3aTPYAHEHO JUIIAHE; [T0yBaHe Ha JINIETO, YCTHUTE,
€3WKa, ThPJIOTO WK APYTH YACTH Ha TAIOTO; OOPHB, ChPOCSIK WIH YPTUKAPHUS IO KOXKATa
(xompuBHa Tpecka)). B penku cirydan aJepruyHUTe PEakKInd MOXKE J1a Ca TEXKKH.

C Hen3BeCTHA 4eCTOTA (0T HAJMYHHUTE JAHHU HEe MO:Ke 1a ObJle HANPABEHA OLlEHKA):
. ToBopete ¢ Bamus nekap, ako nmare 00JIka B yXOTO, CEKPET OT YXOTO W/Min UH(peKIus Ha
yxoto. ToBa MOXe J1a ca MpU3HALK Ha YBpeXKJaHe Ha KOCTUTE Ha yXOTO.

Cno01aBaHe HA HeKEJIAHH PeaKINA

AKO TOITyYnTe HIKAKBU HEXKEJIaHH JICKApCTBEHU PeakIiy, yBeaoMmere Bamus nekap, GapmanesT wim
MEAMIIMHCKA cecTpa. ToBa BKIIFOYBA BCHYKU BH3MOXKHH HEONMCAHU B Ta3H JIUCTOBKA HEXEIIaHU
peakuuu. Moxere ChIIo Aa ChOOIINTE HEXKEITAHN PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
choOIaBane, mocoueHa B [Ipmiokenue V. Kato cbo01aBate HexelIaH! peakivy, MOKETE Jia JaJieTe
CBOSI IPUHOC 32 MMOJTyYaBaHe Ha NoBeve WH(OpMAIHs OTHOCHO 0E€30IaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBare Xbonzy
a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIA.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKA HAa TOHOCT, OTOEA3aH BbPXY €TUKETa U KapTOHEHATa
OMaKoBKa, cbOoTBeTHO cien ,,EXP” u ,,l'onen no:”. CpoKbT Ha TOJTHOCT OTIOBAps HA MOCIEAHUS IEH OT
IMOCOYEHHS MECEII.

Ja ce cpxpansBa B xnaguHuK (2 °C — 8 °C).
CoxpansBaiiTe (1akoHa B KApTOHEHATa OMAKOBKa, 3a JIa ce MPEJNasu OT CBETJINHA.

DrakoHBT MOXKE Ja C€ OCTaBH M3BBH XJIAJMIIHUKA 3a JOCTUTaHe Ha cTaifHa Temnepatypa (10 25 °C)
npenu HKeKkTupane. Tosa 1e HanmpaBu HHXKEKTUPAHETO MO-MaKo HenpusaTHo. Cien kaTo (hIaKoHbT
€ OCTaBeH Jia JIOCTUTHE cTaiiHa TeMieparypa (1o 25 °C), Toli He TpsOBa Ja ce mocTaBs 00paTHO B
XJIQJIMJTHAKA ¥ TPSIOBa Jla ce M3Mo3Ba B pamMkuTe Ha 30 JHU.

He u3xBbpsiiTe nekapcTBaTa B KaHAJIM3alMATa WM B KOHTEHEPA 3a JOMAIIHU OTHadbIH.

[MonuTaiite Bamms papmaneBT kak ga H3XBBPISATE JEKapcTBaTa, KOMTO Beue He u3non3Bate. Te3u

MEpKH Ille CIOMOTHAT 3a OIa3BaHE Ha OKOJIHATA Cpefa.

6. Cpabp:kaHue HA ONIAKOBKATA M I0NbJHUTEIHA UHopManus

Kaxkgo cbabp:ka Xbonzy

- AKTHBHOTO BEIECTBO € AeH03ymMad. Beeku dmakon chabpixka 120 mg qerozymad B 1,7 mi
pa3tBop (crorBercTBamio Ha 70 mg/ml).

- Hpyrure cberaBku ca: L-xuctuant, L-XUCTUIMHOB MOHOXUIPOXJIOPU MOHOXUAPAT, 3aXapo3a,
nosiokcamep 188 u Bosia 32 MHKEKIIUH.

Kak uzranexna Xbonzy n KakBo cbAbpa ONAKOBKAaTa

Xbonzy e umxeKIMOHEH Pa3TBOP (MHKEKITHS).

Xbonzy e 6uctsp, Oe31BETEH 10 CBETIIOKBIT Pa3TBOp. Mojke /1a ChABPIKa CIACIH OT MPO3PAYHHU JI0
0enu OeNThYHH YACTHIIH.

Bcesika omakoBKka chIbpKa €UH, TP WIHM YeTHPH (prlakoHa 3a eqHOKpaTHa yrnorpeoa.
He Bcuuku BHIOBE OMAaKOBKW MOrar jJa ObJIaT IMyCHATH Ha Ta3apa.
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IIpurexkartes Ha pa3pelIeHHETO 32 YOTpeda
Reddy Holding GmbH
Kobelweg 95

86156 Augsburg
T'epmanus

IIpoussoaure
Alvotech hf
Semundargata 15-19
102 Reykjavik
Ucnannns

HIIn

betapharm Arzneimittel GmbH
Kobelweg 95
86156 Augsburg

TI'epmanus

3a JOIIBJIHUTCIIHA I/IHQ)OpMaHI/IH OTHOCHO TOBa JICKapCTBO, MOJId, CBBPKETE CC C JIOKAJTHUA

MpEACTAaBUTEI HA MPUTEKATEIIA Ha pa3pCIICHUETO 3a yHOTp66aZ

Belgié/Belgique/Belgien
betapharm Arzneimittel GmbH
Tél/Tel: +49 821 74881 0
info@betapharm.de
bbarapus

betapharm Arzneimittel GmbH
Ten.: +49 821 74881 0
info@betapharm.de

Ceska republika

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Danmark

betapharm Arzneimittel GmbH
TIf: +49 821 74881 0
info@betapharm.de
Deutschland

betapharm Arzneimittel GmbH
Kobelweg 95

86156 Augsburg

Tel: +49 821 74881 0
info@betapharm.de

Eesti

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

E\LGoo

betapharm Arzneimittel GmbH
TnA: +49 821 74881 0
info@betapharm.de
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Lietuva

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Luxembourg/Luxemburg
betapharm Arzneimittel GmbH
Tél/Tel: +49 821 74881 0
info@betapharm.de
Magyarorszag

betapharm Arzneimittel GmbH
Tel.: +49 821 74881 0
info@betapharm.de

Malta

betapharm Arzneimittel GmbH
Tel: + 49 821 74881 0
info@betapharm.de
Nederland

betapharm Arzneimittel GmbH
Tel: + 49 821 74881 0
info@betapharm.de

Norge

betapharm Arzneimittel GmbH
TIf: +49 821 74881 0
info@betapharm.de
Osterreich

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de



Espaiia

Reddy Pharma Iberia S.A.U.
Avenida Josep Tarradellas n°® 38
E-08029 Barcelona

Tel: +34 93 35549 16
spain@drreddys.com
France

Reddy Pharma SAS

9 avenue Edouard Belin
F-92500 Rueil-Malmaison
Tél: +33 1857817 34

pv-infomedfrance@drreddys.com

Hrvatska

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Ireland

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

island

betapharm Arzneimittel GmbH
Simi: +49 821 74881 0
info@betapharm.de

Italia

Dr. Reddy’s S.r.l.

Piazza Santa Maria Beltrade, 1
1-20123 Milano

Tel: +39(0)2 70106808
infoitaly@drreddys.com
Kvnpog

betapharm Arzneimittel GmbH
TnA: +49 821 74881 0
info@betapharm.de

Latvija

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Polska

betapharm Arzneimittel GmbH
Tel.: +49 821 74881 0
info@betapharm.de

Portugal

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Roménia

Dr. Reddy’s Laboratories Romania SRL
Tel: + 4021 224 0032
office@drreddys.ro

Slovenija

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Slovenska republika
betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Suomi/Finland

betapharm Arzneimittel GmbH
Puh/Tel: + 49 821 74881 0
info@betapharm.de

Sverige

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Jlara Ha mocieqHo nMpepasrJjieskaane Ha JUCTOBKATA qekeMBpH 2025 r.

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

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

ITocouenara mo-a0J1y m{(bopMauml € NMpeaAHasHaYeHa caMo 3a MCAUIIUHCKU CIICINUAJIUCTH:

o Ipenu npusoxeHue, pa3tBopbT Xbonzy tpsoBa na ce npoBepu Bu3yanHo. Pa3TBOpsT MOXKe /1a
ChIbPIKA CIIEAN OT MPO3PAYHH 0 OeIH MPOTEHHOBHU yacTuii. He nmkekTupaiiTe pa3rBopa, ako
€ MBTCH, C IIPOMCHCH UBAT UJIK aKO CbAbPKa MHOI'O YaCTUIU NI 9Y>XKIU BUAVMU HaCTULIU.

. He pazknamaiire.

o 3a na ce nzberse TUCKOMQOPT Ha MACTOTO Ha MHXKEKTHPaHE, OCTaBeTe (hiakoHa Jia JOCTUTHE
cTaiiHa Temneparypa (10 25 °C) npean HHXEKTHpPaHe U WHKEKTUpaiiTe 6aBHO.
TpsiOBa 1a ce MHXKEKTUPA ISUIOTO ChIIbpKaHUe Ha (IaKoHa.

. 3a mpunarane Ha AeHo3yMad ce mpenopbuBa urina 27G.
Urnara He TpsiOBa Ja ce BbBEXK/Ia IOBTOPHO BBB (PIIaKOHA.



Hewnznoms3BanuAT NpoAYKT WK OTIIAAbYHUTE MaTePUAIA OT HETO TPSOBA J1a C€ M3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE H3UCKBAHUSI.
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