INPHJIOKEHHE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTO3I/I JICKapPCTBEH MPOAYKT TOJICKH Ha JOMIBJIHUTEIIHO HAOM0IeHre. ToBa 111e mo3Boau 0bp30To
YCTaHOBSIBaHE Ha HOBa MH(OPMAITUSI OTHOCHO O6e30macHoCTTa. OT METUITMHCKHATE CITCITAATTUCTH CE
M3HCKBA J]a ChOOIIABAT BCSIKA MTOI03MpaHa HeKeJIaHa peakilns. 3a HaunHa Ha ChOoOIaBaHe Ha
HEXEJIaHU PEaKlMU BIXKTE TOuKa 4.8.

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Yaxwer 120 mg WHXEKITMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku dumakon cpappixa 120 mg nenozymabd (denosumab) B He mo-manko oT 1,7 Mununutpa ot
pastBopa (70 mg/ml).

JeHo3ymab e 4oBeIKo MOHOKJIOHATHO aHTUTsI0 Ig(G2, mpou3BeieHo B KIEThYHA JTUHUUS OT
003aifHUK (KJIETKH OT SIMYHUK Ha KUTAWCKK XaMcTep) upe3 pekomOnaanTHa JJHK Texnomorus.

IToMONITHO BEMIECTBO C U3BECTHO JEHCTBHE:
Bceeku 1,7 ml pastBop ceabppxka 78 mg copouton (E420) u 0,17 mg nmonucopOat 20 (E 432).

3a IBJIHUA CIIUCHK Ha ITOMOILHUTE BEIECTBA BIKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxekmoneH pa3TBop (MHXKXEKIIHS)

buctep, 6e31BeTEH 10 CBETIOXKBIIT Pa3TBOP, 0€3 BUIUMHU JaCTHIIH.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHHU MOKAZAHUS

[IpenoTBparsiBaHe Ha CHOUTHS, CBbP3aHU C KOCTHATa CUCTeMa (MaTolornyHa (pakTypa, 00 TbUBaHE Ha
KOCTTa, TPhOHAYHOMO3bYHA KOMITPECHS UITH OTIepaliysl Ha KOCTTa) MPH Bb3PACTHH MAIUCHTH C
HaIpeHAIM 37I0KaYeCTBeHN 3a00IBaHUs, 3acsralii KOCTUTE (BXK. Touka 5.1).

JleyeHnie Ha Bb3PACTHU U IOHOIIIH ChC 3aBBPIIICHO CKEJIETHO PA3BUTHE C TUTAHTOKIECTHYCH TYMOpP Ha
KOCTTa, KOMTO € HeorepaOmiIeH Wi KOraTo HMa BEPOSTHOCT XUPYPTrUYHATA PE3EKIH Ja TIOBEIe 10
TeXKa 3a00JIeBaEMOCT.

4.2 Jlo3UpOBKA U HAYUH HA MPUJIOKEHHNE

Yaxwer TpsiOBa J1a ce mpuiara 1o HaOJI0JCHUETO Ha MEMIIMHCKY CIICIIUAJIHCT.

AOBI/I[ZOBKa

Bceuuku nanuenTH TpsiOBa Aa moaydaBat qo0aBku ¢ Hai-Manko 500 mg xammwmii u 400 IU Buramua D
JTHEBHO, OCBEH aKO € HAJIHIIE XUTIepKaIueMus (Bx. Touka 4.4).

Ha narueHTuTe, KOMTO Ce JIeKyBaT ¢ Yaxwer, Tps0Ba Ja ce Ipe0CTaBH JUCTOBKA 3a MallieHTa U
KapTara Ha mareHTa.

Hpeaomepamﬂeaﬁe HA Cb6umu;z, C6bP3AHU C KOCmHama cucmema npu 6vb3pacmHu ¢ Hanpedﬁaﬂu
3710KA4YecmeeHu 3060]1}1601-!1/!}1, 3acseawu kocmume
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IIpenoprunTennara no3a ¢ 120 mg, mprtokeHa KaTo eJHOKPAaTHA MTOAKOKHA WHKEKIIUS B 00J1acTTa
Ha 0eIpoTO, KOpeMa WM MUIITHHUIIATA, BEHBXK HA BCEKU 4 CEIMMUIIH.

T'ueanmoxnemvuen mymop Ha Kocmma

IIpenopruntennara go3a Yaxwer ¢ 120 mg, npuioxeHa KaTo eIHOKpaTHA MOAKOKHA HHXKCKITHS B
obnactTa Ha 6€APOTO, KOpeMa MIM MUIIHUIATAa BEIHBXK Ha BCEKH 4 CEIMHUIIH, C JOITBJIHUTEIIHH 03K
oT 120 mg Ha fAeH 8-MU U 15-TH OT I€YEHNETO NPE3 MbPBUSI MECEL] OT TepanusITa.

[TanmenTure B ipoyuBaHe (pasa I, kouTo ca mpeTbprenyu mbiHa pe3eKnrs Ha TUTaHTOKIIEThUEH TYMOpP
Ha KOCTTa, ca MOJIy4YWIn olle 6 Mecelia JIECUEHHE CIIe]] ONepanusaTa, CbIIacHO IPOTOKOJIA Ha
IIPOYYBAHETO.

[lanuenTHTE C TUTAaHTOKJIETHYECH TYMOP Ha KOCTTa TPsiOBa Aa ObAAT OLCHSIBAHU PEIOBHO, 3a Ja Ce
OTIpeJIeNIn 1Ay NPOIBIDKABAT Jja UMAT MoJj3a oT jJedenueto. [Ipu naunenTu, ynero 3adoisBaHe ce
KOHTpOJIHpa oT Yaxwer, eQeKThT OT IPEKbCBAHE WM CIIMPAaHE Ha JICUYCHUETO HE € OIIeHEH, HO
OTpaHUYCHHTE IAHHH NIPU TE3HW MAIMEHTH He TIOKa3BaT HaTM4YKe Ha pedayH/1 eeKT ciel
npeKpaTsBaHe Ha JICUCHHUETO.

Bvopeuno yepescoane
He ce nanara kopurupate Ha Jjo3aTta IIpH NalMEHTH ¢ 0bOpeUYHO yBpexkIaHe (BK. Touka 4.4 3a
NPENopPbKH OTHOCHO NPOCJeAsIBaHe Ha KaJlMeBUTE HUBA, U TOUKH 4.8 1 5.2).

Yeproopobno yspexcoane
Be3omacHocTTa M eprKacHOCTTa Ha JIGHO3yMad He ca U3CIIeIBAaHN TIPH MALUEHTH C YePHOIPOOHO
yBpexJaHe (BX. Touka 5.2).

Tlayuenmu 6 cmapuecka ev3pacm (8v3pacm >65)
He ce Hanara xopurupase Ha J103aTa P MallMEHTH B CTapUYeCKa BH3PacT (BXK. TOUKa 5.2).

Ileduampuuna nonynayus

besomacHocTTa M emkacHOCTTa HA Y axwer Ipu NeTnaTpUIHA NaIrenTy (Bp3pacT <18) He ca
YCTaHOBEHH, OCBEH IPH IOHOIIH ChC 3aBBPIICHO CKENETHO pa3BuTHe (Ha Bb3pacT 12-17 roanHu) c
TUTAaHTOKJIETHYEH TYMOP Ha KOCTTA.

He ce npenopruBa ynorpebata Ha Yaxwer Npu NeIUaTPUIHA TAIUCHTH (Bb3pacT <18), OCBeH npH
FOHOIIIY ChC 3aBBPIICHO CKEJICTHO pa3BUTHE (HA Bh3pacT 12-17 roguHM) C TMTAHTOKJICTHYCH TYMOD Ha
KocTTa (BK. TOUKa 4.4).

JIeueHune Ha FOHOIIIN ChC 3aBBPIICHO CKCIJICTHO Pa3BUTHUEC C TUTAHTOKJICTHUCH TYMOP Ha KOCTTa, KOMNTO
(S HCOHepa6I/IHCH W KOI'aTO MMa BEPOATHOCT XUPYPIruiHaTa pe3CKUMA Aa JOBEAC 10 TEXKKaA
3a00JIEBAEMOCT: J03HUpoOBKaTa € CbliaTa KaTo IIpu Bb3PaCTHH.

[Ipu npoyuBanus npu kuBoTHH, nHXHOUpaneTo Ha RANK/RANK nuranga (RANKL) e cepp3ano ¢
WHXUOWpaHe Ha KOCTHHUS pacTeX M JIUTICA Ha TIPOOMB Ha 360M U TE3W IMMPOMEHH ca OMIJIM YaCTUIHO

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

Hauun Ha OPHUITOKCHUC

3a MOIKOKHO TTPHIIOKCHHE.
Yaxwer 120 mg/1,7 ml pa3rBop BbB (hiakoH 3a eJHOKpaTHa yrmoTpeoda:
IIpunaranero Ha Yaxwer 120 mg/1,7 ml ¢akoH TpsOBa J1a ce U3BBPILBA CAMO OT MEAMIIMHCKH

CIICIIUAJIMNCTH.

3a yka3aHus OTHOCHO ynotpeda, paboTa u U3XBBPIISIHE BIKTE TOUKa 6.06.



4.3 IIpoTuBOMOKA3AHUA

- CBpBXUYBCTBHTEITHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HAKOE OT IIOMOIITHUTE BEIICCTBA,
n30poeHu B Touka 6.1.

- Texxka, HeeKyBaHa XUTIOKAIITUEMUS (BXK. TOUKa 4.4).

- HezapacHanu panu OT CTOMaTONOTHYHA MPOLIEypa UIIH OpajiHa XUPYPTHsl.

4.4 Chenuajanu npeaynpesaeHus U NpeAnasHu MepKH NPU ynoTpeda

IIpocnenumoct

3a j1a ce mooOpH MPOCIETUMOCTTa Ha OMOJIOTHYHUTE JIEKAPCTBEHH TPOTYKTH, UMETO U MAPTHIHUAT
HOMEp Ha MPUIIOKEHUS MPOAYKT TPsOBa SICHO J1a CE 3arKCBar.

J1o6aBKH ¢ KMl ¥ BUTaMuH D

Bcenuku nanmenTy TpsOBa ga moiyyaBaT 100aBKY ¢ KU 1 BUTaMHUH D, OCBEH aKo € HaJIUIIEe
XUTEpPKAIIHeMus (BX. Touka 4.2).

XHUINOKAIIHUEMUSI

[penmiecTBaniara XUMoKaMMueMus TPsOBa 1a ObJie KOPUTHPAHA MPEU 3aII0YBaHe Ha TEPaIusTa C
Yaxwer. XUMoKaJIeMus: MOXKE /1a Bb3HUKHE 110 BCSIKO BpEME B X0/1a Ha JICYCHUETO C Y axwer.
[IpocnensBane Ha KanMeBUTE HUBA TPsIOBa 1a ce M3BBPILBA (1) Ipear HayaiHaTa 103a Ha Y axwer, (ii)
B PaMKHTE Ha JBE CEIMMIIM CJIe HadaTHaTa /1034, (iii) ako ce MOSABAT IPEaroIaraeéMyu CUMIITOMH Ha
XUTIOKAIITHEMUs (BX. Touka 4.8 3a cumnTomu). [Ipu manueHTy ¢ pucKoBH (paKkTOpH 3a
XHUIOKAIUEMHUs TpsIOBa J1a ce 0OMHUCIIN JOIIBIHUTEIHO MPOCieIsiBaHe Ha KallUEeBUTE HHBA 110 BpeMe
Ha JICYEHHETO, MJIM aKO ce Hajlara Ipyro Bb3 OCHOBA Ha KIMHUYHOTO ChCTOSHHE HA MAIMEHTA.

[NanuenTure TpssOBa na ObJAT HACHPYABAHM Ja CHOOIIABAT CUMIITOMH, ITOKA3aTEIIHU 32
XUMOKATIIUEMUs. AKO IO BpeMe Ha MPUJIOKEHUETO Ha Y axWer ce MOsIBU XUIOKAIUEMUSI, MOXKE J1a Ce
HAJIOXH JIOMBIHUTETHO T100aBsSHE Ha KAJIUH U JOIBIHUTEIIHO MPOCIICIsIBaHe.

CroO1miaBa ce 3a Te)KKa CHMITOMAaTHYHA XUTIOKAITUEMHS (BKIFOUUTEITHO JICTATHA CITy4an) PU
[MOCTMapKETHHIOBaTa yrnoTpeda (Bk. Touka 4.8), KaTo MOBEYETO CIydYau ca HACTHIINIM B ITbPBUTE

CCIMHUIM OT HAYaAJIOTO Ha JICHCHHUECTO, HO MOXKEC J1a CC IIOABAT U ITO-KBCHO.

B’L6DC‘JHO YBPCXKAAHC

[NanuenTu ¢ Texko 6pOpEUHO yBpeKIaHe (KpeaTHHUHOB KiIMpBhHC <30 ml/min), UiIu KOUTO ca Ha
JUajn3a, ca ¢ MOo-TOJIsIM PUCK OT Pa3BUTHE Ha XUIOKAIIHEeMus. PUCKBT OT pa3BUTHE Ha
XHUIOKAIIUEMHUS U CHITBTCTBAIIO TOBUIICHHUE HA MTAPATUPEOUIHUSI XOPMOH C€ YBEIIMYaBa C
HapacTBaHE Ha CTENEHTa Ha ObOPEUHOTO yBpexkaaHe. PeioBHOTO mpociieiiBaHe Ha KaIIEeBUTE HUBA €
0c00€HO Ba)KHO MPHU TE€3H NALUEHTH.

Ocreonekposa Ha yemoctra (OHY)

OHUY ce cpo0maBa 4ecTo Mmpu NaUeHTH, TOTyJYaBaliy AeHo3ymMad (Bxk. Touka 4.8).

HauanoTo Ha Ie4eHHEeTO/HOB KypC Ha JICUeHHE TPAOBA 1a Ce OTIIOKH MPH MAUEHTH ¢ He3apacHaIH
OTKPHTH JIC3UU HA MCKHUTE ThKaHH B ycTarta. [Ipenu neueHne ¢ qeH03yMab ce mpenopbhyuBa
CTOMATOJIOTHYCH Tperiie/l ¢ NPpOo(QUIaKTHIHO 3600JICUCHUE U HHIUBHIyaIHA OLICHKA Ha
CHOTHOIICHUETO MOJI3a/PUCK.

CJ'IG,Z[HI/ITG PUCKOBU (baKTOpI/I Tpr6Ba Ja C€ UMat npeaABU MpHU OLCHABAHEC HAa pHUCKa 3a NAallUCHTA OT

passutue Ha OHY:
. AKTUBHOCT Ha JIEKAPCTBEHUS MPOAYKT, KOWTO HHXHOWpPA KOCTHATA Pe30pOIHs (TI0-BHCOK PHCK
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MIPU BUCOKOAKTHBHU CHhEIMHEHNS), HAUMH Ha MPHUII0’KeHHe (TI0-BUCOK PUCK MPH MApEHTEPATHO
MIPUJIOKEHNUE) U KyMyJIaTHBHA /1032 Ha KOCTHO-PEe30pOTUBHATA TEPAITHs.

. pax, npuapyxasauiy 3a00sBaHus (Hap. aHEMUS], KOaryJIonaTuy, HHGEKLIUH ), TFOTIOHOIYIICHE.

. CBITBTCTBAIIY JICUCHHS: KOPTUKOCTEPOHIU, XUMHUOTEPAIysi, ”THXUOUTOPH Ha aHTHOTeHe3ara,
J’bUETEpaIIus Ha IJ1aBaTa U IIUsATA.

. JIOlIa YCTHA XUTHEHa, IapOI0HTO034, JIOLIO IIOCTABEHHU IPOTE3H, aHaMHE3a 332 CTOMAaTOJIOTHYHO

3360J’I$[BaHe, HWHBAa3WBHU CTOMATOJIOTMYHU NPOLUCAYPHU (Hanp. CKCTpaKI g Ha 3’]36).

[To BpeMe Ha JICUEHHETO C JICHO3YMad BCHUKH MAllMEHTH TPsOBa J1a ObJaT HaChpUaBaHU J1a

MO IbPKAT JOOpa yCTHA XUTHEHA, J1a CE MOJJIaraT Ha PyTUHHH CTOMATOJIOTUYHH TIPETJIeN ’
He3a0aBHO J]a ChOOIIaBaT 32 BCHYKH CUMIITOMH OT CTpaHa Ha yCTHATa KyXWHA, KaTo KJIaTeHe Ha
3p0uTe, 00JIKa WK TOAyBaHe, UM He3a3ApaBsaBallly S3BH Wi cekpelus. [1o BpeMe Ha JIeUeHHUETo,
WHBa3WBHU CTOMATOJIOTUYHHU MPOIISTypHU TPsOBa J1a Ce U3BBPIIBAT CaMO CJIe]] BHUMATEIHA MPEIIeHKA
1 TpsIOBa Ja ce M30srBa N3BBPIIBAHETO UM B HETIOCPEACTBEHA OJIM30CT C MPIUTIOKEHUETO Ha
JIEHO3yMa0.

[InasbT 32 TeyeHne Ha manueHTHTe, KouTo pazsuat OHY, TpsaOBa na Ob/ie U3TOTBEH B TSCHO
CHTPYAHUUCCTBO MCXKAY JICKYyBalllK JICKAp U CTOMATOJIOT WX JIMIIEBO-YCIIIOCTCH XUPYPI' C OIIUT B
OHUY. Tps6Ba aa ce 0OMHCIM BpEMEHHO NMPEKhCBAHE HA JICUSHUETO C Y axwer, JI0KaTO ChbCTOSIHUETO
OTIITYMH W JIONPUHACSIIATE PUCKOBU (PaKTOPH OBIAT HAMAJIEHH, aKO € Bh3MOXKHO.

OCTCOHCK[}O?)& Ha BLHITHUA CJIYXOB IIPOXOI

NMa choO1IIeHus 3a OCTEOHEKPO3a Ha BHHIITHUS CIIYXOB MPOXO]] IPH JISYCHHUE C JICHO3YMao.
Bb3moxHuTE prICKOBH (haKTOPH 32 OCTEOHEKPO3a Ha BHHIIHUS CIIyXOB IMPOXO]T BKIIOYBAT yHoTpeda
Ha CTEPOMIM U XUMHOTEPAIUs 1/HITH JIOKATHN PUCKOBU (aKTOPH, KATO HATIPUMEP HHPEKITUS WITH
TpaBMa. BeposTHOCTTa OT pa3BUTHE HA OCTEOHEKPO3a HA BHHIITHHS CIIYXOB IPOXOJT TPSAOBA J1a ce MMa
MIPEIBU/I TIPY TIAIIMEHTH, PUEMAaIIH ICHO3yMa0, KOUTO pa3BUBAT CUMITOMH OT CTpaHa Ha yXOTO,
BKJIFOUUTEIIHO XPOHHMYHU MHMEKIMH Ha YXOTO.

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

Nma cpobmenns 3a aTunudHy (GpakTypH Ha OepeHaTa KOCT IPHU MAIUeHTH, MOTyJaBaly 1eHO3yMa0
(Bx. Touka 4.8). ATunnyaute QpakTypu Ha OepeHaTa KOCT MOXKE J1a Ce MOSBAT MPH MUHUMAITHA
TpaBMa Wik 0e3 TpaBMa B CyOTpOXaHTepHUTE U Auadu3HuTe 001acTH Ha OeapeHara KocT. Te3u
CBHOMTHS Ce XapaKTepH3UPAT ChC CIEU(DUIHN PEHTTCHOIOTMYHU HAXOKH. ATUIINYHY (HPaKTypH Ha
OenpeHaTa KOCT ce ChOOIIaBaT CHIIO MPH NAMEHTH C ONPEACICHH ChITbTCTBALIM CHCTOSHUS (HAMp.
neguuuT Ha BUTaMuH D, peBMaTouaeH apTpuT, xunodocdarasust) u npu ynorpeda Ha HIKOU
JIeKapCTBEHU MPOJYKTH (Harp. oudocdoHaTH, MNIFOKOKOPTHKOUIN, HHXUOUTOPH Ha MPOTOHHATA
nomna). Te3n cpOuTHs ca HacTHIMIM Oe3 aHTupe30pOTUBHA Tepanusi. [lono0H (pakTypH, CbOOIIEHN
BBB Bpb3Ka ¢ OudocdoHaTn, yecTo ca OunatepaHy; opaan TOBa IPHU NALMEHTH, JIEKYBaHH C
JIEHO3yMa0, KOWTO ca MPeThpIieNin (ppakTypa Ha TSUIOTO Ha OeipeHaTta KocT, TpsiOBa Jia ce u3cieBa
KOHTpaJiarepainara OespeHa kocT. TpsOBa 1a ce 0OMUCITU MpeKpaTsBaHEe Ha TepanusiTa ¢ IeHO3yMao
IIPY TALKEHTH, 32 KOUTO c€ MOA03UPa, Ye UMAT aTUIUYHA QpakTypa Ha OeIpeHaTa KOCT B O4aKBaHE
Ha OIICHKAaTa Ha MMallMeHTa Bb3 OCHOBA HAa WHIWBUIYAITHO OIPEENICHOTO ChOTHOLICHHUE TT0JI3a/PHCK.
[o BpeMe Ha JIeYeHHETO ¢ IEHO3yMa0, MaeHTUTe TpsiOBa Ja O'bAaT MOCHBETBAHH Ja ChOOIIABAT 32
HOBA WJIM HeoOWJaiiHa 0oJka B OepoTo, Ta300eqpeHaTa craBa win ciabunute. [larmeHTy ¢ Takusa
CHMITOMH TpsIOBa Ja ce MU3CJeBaT 3a HellbJIHA (hpaKTypa Ha OenpeHara KocT.

XI/IHCDKaIILII/IeMI/IH cJaca NpCKparidaBaHe Ha JCYCHUCTO ITPH NMANTWMCHTH C TUTAHTOKJICTHYCH TYMOP Ha
KOCTTA U IPpH NANMUCHTU C HC3ABBPUICH KOCTCH PACTCIK

C’bO6H_IaBa C€ 3a KIMHUYHO 3Ha4YruMa XUIICpKAJIIUEMUA, U3UCKBAIlla XOCIIUTaIU3alrsa U YCIIOKHCHA OT
0oCTpa 6L6peqHa HEAOCTATBYHOCT, IPU MAIUCHTU C TUTAHTOKJICTHYCH TYMOP Ha KOCTTA, JICKYBAaHU C
,Z[GHOBYM36, CCAMUIIU N0 MCCCIU CJICA MPCKPATABAHC HA JICHCHUCTO.

CJ'IC,Z[ MMpCeKpaTsABaHC HA JICUCHUCTO, Ha6nmz[aBaﬁTe MAalMCHTUTC 3a MPU3HAIIU U CUMIITOMUA Ha



XUIMEPKATIIEMUs], 0OMUCIIeTe IEPUOIUYHA OIIEHKA HA CEPYMHUS KAl ¥ HAallpaBeTe MOBTOPHA
OIICHKA Ha HYKIUTE Ha MMallMEeHTa OT M00aBsSHE Ha Kamwii 1 BuTaMuH D (BX. Touka 4.8).

Yaxwer He ce pernophyYBa MPH MAIUSHTH C HE3aBBPIICH PACTeXK Ha cKeneTa (BK. Touka 4.2).
Cwo0111aBa ce 3a KIIMHUYHO 3HaYMMa XUIIEPKAIIUEMHUs U B Ta3u rpyIma MaldeHTH, CEIMHUIN 0 MECEIIH
CJIeN MpeKpaTsIBaHe Ha JICUCHUETO.

AQYFI/I

[NanuenTw, ekyBanu ¢ Yaxwer, He TpsgOBa Ja ObIat JIeKyBaHU €JHOBPEMEHHO C IPYTH JIEKApCTBEHU
MPOAYKTH, ChIBPIKAIIN AeHO3yMal (32 MOKa3aHUETO OCTEONOPO3a).

[anuenTn, nexyBanu ¢ Yaxwer, He TpsiOBa Ja ObAaT JeKyBaHH €THOBPEMEHHO ¢ OndocdoHaTH.

3710Ka4eCTBEHOCT MPH TUTaHTOKIIEThYEH TYMOP Ha KOCTTa HJIH IIPOTPECHS 10 METACTa3UPAJIO
3a6OHﬂBaHe € pAOKO C’I)6I/ITI/Ie " U3BECTCH PHUCK IIPH MAOWUCHTU C TUTAHTOKJICTHYCH TYMOP Ha KOCTTaA.
[MarenTute TpsiOBa 12 OBAAT HAOIIOAABAHHU 32 PSHTICHOJIOTMYHU TIPU3HAIIN HA 37I0KAYECTBEHOCT,
HOBM OTHHUIIA HAa paJUOPCAKTUBHOCT WJIN OCTCOJIM3aA. HanuuauTte KIMHUYHA JAaHHU HE ITOKa3BaT
IMOBUIICH PUCK OT 3JIOKAYCCTBCHOCT ITPU MMAIMUCHTH C TUTAHTOKJIETBYCH TYMOpP Ha KOCTTA, JICKYBaHU C
JIEHO3yMao.

ITomontHm BemiecTBa

To3u nexapcTBeH NPOAYKT ChIIbpxka 78 mg copOoUToI BbB Besika go3a (1,7 ml). TpsoBa na ce numa
OpeaBU aTUTUBHUAT €(EeKT Ha ChIIBTCTBALIO PUIAraHu IPOIYKTH, ChAbPIKALIN COPOUTOI (WK
(hpyKTO3a), KAKTO M XPAaHUTETHHUSIT IIPUEM Ha copOouTo (mim GpyKTo3a).

Tozu nexapcrBeH mpoaykT chabpxa 0,17 mg nomucopbar 20 BB Besika go3a (1,7 ml).
[omucopOaruTte Morart Aa NPUUMHSAT aTEPrUUHU peakuuu. TpsaoOBa na kaxkete Ha Bamms nekap, ako
Bue unu BaiieTo fere uMare yCTaHOBEHU aJIEpTUU.

To3zu nexkapcTBeH NPOIYKT ChIbPIKa MO-Manko oT 1 mmol Hatpwmii (23 mg) Ha no3a (1,7 ml), T.e. MOXxe
Jla ce KaKe, 4e MPaKTUUECKH He ChABpKa HATPHil.

4.5 BzaumopeiicTBHe ¢ IPYrd JeKapcTBeHN NPOAYKTH M APYTru (popMH Ha B3auMoaelcTBHe
He ca nposexxiany npoy4YBaHus 3a B3aUMOJICHCTBUATA.

B knuHMYHM M3NMTBAaHUA ACHO3YyMad € mpuiiarad B KOMOMHALUS ChC CTaHIAPTHO MPOTUBOPAKOBO
JIeYeHHE U MPH NAalMeHTH, KOUTO ca noiy4aBanu oudochonaru. He ca HabmogaBanu KIMHUYHO
3HAYMMU [TPOMEHH B HAi-HUCKHUTE CEPYMHHU KOHIICHTPAILIUK U BbB (JapMaKoAMHAMHKATA Ha IEHO3yMa0
(xopurupas cnpsamMo kpeatuauHa ypuHeH N-tenonentun, uNTX/Cr) npu enHoBpeMeHHa
XMMUOTEPAIUS W/WIA XOPMOHAJIHA TE€PAIHs], WX MPH MPEAIIECTBAIIA eKCIIO3UIHS HAa HHTPAaBEHO3HU
oudochonaru.

4.6 ®epruanrter, )peMEHHOCT U KbpMeEHe

BpemenHocT

Jluncear wiv Ma OrpaHUYCHHU JTAHHU OT yrnoTpebaTa Ha JIeH03yMal mpu OpEMEHHH JKCHU.
[Ipoy4uBaHusTa IpH )KUBOTHH MTOKA3BAT PETIPOIYKTHBHA TOKCHYHOCT (BXK. TOUKA 5.3).

Yaxwer He ce IpernopbyBa 3a ynorpeda npu OpeMeHHH KeHU U TIPH JKEHH C IeTEPOACH MOTeHLIHA,
KOMTO He M3M0JI3BaT KoHTpauenuus. Xenure Tps0Ba f1a Ob1aT ChbBETBaHU Jla HE 3a0peMeHsIBaT 110
BpeMe Ha, U Hali-MaJKo 5 Mecena cieq JeueHnero ¢ Yaxwer. Edekture Ha neH03yMal e BeposiTHO Jia
ca MO-TOJIEMH T10 BpeMe Ha BTOPHS U TPETUSI TPUMECTHP HAa OpeMEeHHOCTTa, Thil KaTO
MOHOKJIOHAJTHUTE aHTHUTENA IPEMHUHABAT Npe3 IUIALEHTaTa [0 JMHEEH MOJIEI C HallpeABaHe Ha
OpeMeHHOCTTa, KaTO Hal-TOJIIMO KOJIMYECTBO MPEMUHABA IIPE3 TPETHUS TPUMECTBP.



Kspmene

He e u3BecTHO manu neHo3ymal ce eKCKpeTHpa B KbpMaTa. He Moxe Jia ce M3KIIIOYH PHCK 32
HOBOpoJeHuTe/KbpMaueTara. [Ipoyusanus mpu ,.knockout mumkn™ nmokassar, ye jurncara Ha RANKL
TI0 BpeMe Ha OPEMEHHOCTTa MOXeE J1a TIOBIIHsIe BEPXY Ch3PSIBAHETO HA MIICUHHTE XKJIE3H, BOACIIO 10
HapyIIeHa JIAKTaIis ciiel pakaane (Bx. Touka 5.3). TpsaOBa na ce B3eMe pelieHne Jain J1a ce

OpeyCTaHOBU KbPMCHCTO UJIU Ja CC MPCYCTAHOBU JICUCHULCTO C Yaxwer , KaTO CC B3eMarT MpcaABug
moJi3aTa OT KbPMEHETO 3a HOBOpOlIeHOTO/ KbpMa4d€TO U 110JI3aTa OT TEpaludTa 3a KEeHara.

DepTUnuTeT

Hsma nannm 3a ehexra Ha 1eHO3yMal BBpXY (epruimTeTa rmpu xopa. [IpoyuBanus npu )KUBOTHH HE
MOKa3BaT AUPEKTHU WU UHAWPEKTHU BpeIHU e(heKTH BpXyY (epTunuTera (BX. Touka 5.3).

4.7 EdexTH BbpPXYy CIOCOOHOCTTA 32 mogupaHe U padoTa ¢ MAIIMHH
Yaxwer He MOBIUsIBA WM MTOBJIUBA MPEHEOPEKNMO CIIOCOOHOCTTA 3a Mo UpaHe 1 padoTa ¢ MAIINHH.
4.8 Hexenanu JekapcTBeHH peaKIUU

O0600611IeHMEe Ha npodiia Ha OE30IIaCHOCT

O6H_II/I$IT HpO(l)I/IJ'I Ha 0€30I1aCHOCT € B ChOTBETCTBUE C BCHUKU OI[O6p€HI/I IOKa3aHMs 32 Y axwer.

XunokaiiueMus ce cho0IaBa MHOTO YECTO Clie]l TPUIIOKEHHE Ha JeHO03yMal, MPeTMMHO Mpe3
IBPBUTE 2 CEAMUITH. XHUIMOKAIIINEMHATa MOXKE J1a € TEKKA M CHMITTOMaTHYIHA (BXK. Touka 4.8 —
onHcaHue Ha N30paHU HeXEIaH! peakinn). HamansBaHeTo Ha cepyMHUS Kalluii OOMKHOBEHO CE
OBJIAJISIBA TI0 TIOIXO/ISIII HAYMH C TIOMOIITa Ha 100aBKY ¢ Kanuid 1 ButamuH D. Haii-yecrarta
HEXXelaHa Peakins Ha JIEHO3yMal € MyCKyJIHO-cKelleTHa Ooika. Ciyyan Ha OCTEOHEKpO3a Ha
yenmocTTa (BXK. Touka 4.4 1 Touka 4.8 — onrcaHue Ha N30paHU HEXKEJIaHHW PEaKIIMK) ca HaOJIt0JaBaHu
YECTO NPH MAIMEHTH, IPUEMAaIIH IEHO3yMao.

TabauyeH CIMCHK HA HEXKEITaHUTE PCAKIIUN

Uznon3BaHa e clieiHaTa KOHBEHIHS 32 Kiacu(uKaIys Ha HeXKEITaHUTE JIGKAPCTBEHH PEaKIIUU Bb3
OCHOBA Ha 4eCTOTaTa B YSTUPH KIMHUYHHU IpoyuBanus dasa I, nBe kiauanunu npoyusanus Baza Il u
MMOCTMAapKETHUHIOBUS onHuT (BXkK. Tabnuua 1): MHoro wectu (>1/10), uectu (=1/100 no <1/10), HeuecTn
(=>1/1 000 o <1/100), penku (>1/10 000 mo <1/1 000), mHoTO peaxu (<1/10 000) u c Hen3BecTHA
gecToTa (0T HATMYHHUTE JaHHU HE MOXKe J1a OBbJe HammpaBeHa orieHKa). [Ipu Besiko rpynupane B
3aBHCUMOCT OT 4E€CTOTaTa U CUCTEMO-OPTaHHHMS KJ1ac, He)KeJIaHUTe Peakluy ce n30posBar B
HU3XOJAL] pell 0 OTHOLICHHE Ha TAXHATa CEPUO3HOCT.

Tabauua 1. He:kelaHu peakiium, CbOOIIEHH MPH MAIMEHTH ¢ HANPEIHAJIM 3JI0KAYeCTBEHH
3a00/1IBaHUSA, 3aCATAIIN KOCTUTE, MHOKECTBEH MHEJIOM MJIU € TUTAHTOKJIEThbYeH TYMOP Ha
KOCTTA

Cucremo-opranen kiac no |Kareropust yectora | He:xxennanm peakuum
MedDRA

Heomnazmu Yecrtu HoBO IbpBHYHO 3]I0Ka4€CTBEHO 3a00sBaHe!
JIOOpOKAYECTBEHH,
3JI0KAQUYE€CTBEHU U
HeompeaeacHH (BKITIOYUTEITHO
KHCTH U TTOJIAITH)

Hapyuienust Ha ”MyHHaTa Penxu JlexkapTcBeHa CBPbXYYBCTBHTEIHOCT
cucremMa Penku AnadunakTidHa peakius’'
Hapymenus Ha Mmetabonusma | MHOTO penku Xunokanuemus' 2

1 XpaHEHETO Yectu Xunogocharemus




Heuectn

XunepKkaiuemus Clie]l IPEKPATIBaHE HA
JIEYEHUETO NIPH MAIMEHTH C THTAHTOKJIETHYEH
TYMOp Ha KOCTTa’

PecniuparopHu, rpbaHu U MHoro yectn JucnHes

MEJIMACTUHAIHY HApYIICHUS

CromamHo-4peBHI MHoro yectn Huapus

HapylieHus Yectu Ekcrpakims Ha 360

Hapyienus Ha Koxara u Yecrtu Xunepxuaposa

MOJIKOKHATA ThKaH Heuectn JIMXEHOMIHY JIEKAPCTBEHH PEaKIMK'
Hapymienust Ha MycKyIHO- MHoro yectn MyckyJHO-CKeneTHa Gosika'

CKEJIETHATa CUCTEMA U Yectn OcTeoHekpo3a Ha YemocTTa!
CbEAMHUTEIIHATA ThKaH Heuectn Artunudna GppakTypu Ha GeapeHaTa KocT'
C HewnsBecTHa OcTeoHeKpO3a Ha BHHIIHMS CIIYXOB IIPOXo1 >
4ecToTa

! Buskre Touka ,,Onucanne Ha H30paHU HEXKEIAH PEaKIIHH'
2 Buskte Touka ,,J[pyry cHenraity MomyJianun‘

3 Buxre Touka 4.4

4 Eext Ha KJ1aca jekapcTsa

Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH

Xunokanyuemus

B knuHWYHATE M3MUTBAHUS 32 IPEAOTBpaATABaHE HA CHOMTHS, CBBhp3aHH ¢ kocTHaTa cucreMa (CCK) e
Ha0JII0/IaBaHa MO-BUCOKA YECTOTA HA XUTIOKAIITUEMHUS IIPH MAIUEHTH, JICKYBaHU C IEHO3yMao, B
CpPaBHEHHUE ChC 30JICPOHOBA KHCEIIMHA.

Haii-Bucokara yectoTa Ha XUNOKAJIIUEMIs € HaOI0JaBaHa B KITIMHUYHO n3nuTBaHe ¢asa 1l mpu
MAIMEeHTH C MHOXeCTBeH MuenoM. Cro0IaBa ce 3a xumokannueMus npu 16,9% ot nanueHTuTe,
JIEKyBaHHM ¢ 1eH03yMad u 12,4% OT malueHTuTe, JIeKyBaHH ChC 30JIeJPOHOBA KucenrHa. HamasiBane
Ha HUBaTa Ha CEpyMHUsI KalIui crereH 3 ce HaOmoaasa pu 1,4% oT nanueHTuTe, JISKYBaHHU C
neHozymao u 0,6% OT manueHTHTe, JISKYBaHU ChC 30JIeAPOHOBA KucenrHa. HaMansBane Ha HUBaTa Ha
CepyMHHUS Kalllui crerieH 4 ce Habmonasa npu 0,4% OT manueHTuTe, JIeKyBaHu ¢ qeHo3ymao u 0,1%
OT MAIUCHTHUTE, JICKYBaHH ChC 30JICIPOHOBA KUCEIUHA.

B tpu ximHn4HM uznuTBaHus (asa 1, koHTpoIMpaHu C aKTHBHO BEIIECTBO IIPH MAIUEHTH C
HaIpeHAIU 3JI0KaYeCTBEHH 3a00JIIBaHMUs, 3aCATallll KOCTUTE, XUIOKAIIMeMHUs € ChoOIieHa npu 9,6%
OT MAI[UEHTHUTE, JIEKyBaHH ¢ IeH03yMal u 5,0% OT marueHTuTe, IeKyBaHH ChC 30JIeIPOHOBA
KHCEJIMHA.

HamansBane Ha cepyMHUTE HUBA Ha KaJIUi cTeneH 3 ca uMmainu 2,5% OT MarueHTHTe, JCKyBaHH C
nero3ymab u 1,2% or manueHTuTe, JIEKyBaHU ChC 30J1€pOHOBA KucenrHa. HamamnsBane Ha
CepyMHHUTE HUBA Ha Kaiui crened 4 ca umanu 0,6% oT manueHTuTe, JieKyBanu ¢ qeno3ymad u 0,2%
OT MAIMEHTUTE, JICKYBaHU ChC 30JICAPOHOBA KUCEIMHA (BXK. Touka 4.4).

B nBe knuanyaM m3nurBanus ¢asa Il ¢ eaHo pamo mpy NaumMeHTH ¢ FTUTaHTOKJIEThYEH TYMOD Ha
KOCTTa, XHITOKaJIIIEeMus € choOIeHa npu 5,7% ot nanuenTute. HUTO eJHO OT HeKeNaHUTEe ChOUTHS
HE Ce CYMTa 3a CEPHUO3HO.

Crob1aBa ce 3a TeKKa CUMIITOMATHYHA XUITOKAIIMEMHs! (BKIIIOUHTEITHO JIETAJTHH CITydan) Ipu
MOCTMapKETHHIOBaTa ynoTpeba, KaTo MOBEYETO CIIyYau ca HACTHITUIIN B IbPBUTE CEAMUIH OT
HA4aJIoTO Ha JiedeHneTo. IIpumepH 3a KIIMHUYHY IPOSIBU HA T€KKA CUMIITOMATHYHA XUITOKAIIIHEMUS
BKJIIOYBAT yAbbKaBaHe Ha QT-uHtepBana, TeTaHus,, I'bPUYOBE M HAPYLICHO ICUXUYHO CHCTOSIHUE
(BKIMIOUUTENHO KOMa) (BK. Touka 4.4). CHMOTOMHTE Ha XUTIOKAIIUEMHS B KIIMHUYHUTE U3MUTBAHUS
BKJIFOYBAT MAPECTE3NH WIM MYCKYJIHA CKOBAaHOCT, IOTPENBAHNUS, CIIa3MHU U MYCKYJIHH KpaMIIH.

Ocmeonexposa na yenocmma (OHY)
B kiuHnuHuTe M3nuTBaHus yectotara Ha OHY e 6uiia mo-BHUCOKa MPH 110 TOIAMA MPOIBIIKUTEITHOCT
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Ha excriosunmsTa; OHY e nuarnoctunmpana u clie]] CpaHe Ha JEUCHUETO ¢ IeH03yMal, KaTo I1o-
roJIIMaTa 4acT OT CIYJauTe ca HACTHIIMIA B pAMKHTE Ha 5 Mecela cie rmocienaara go3a. [lanmuentn
¢ mpeaxokaamma anamHe3a 32 OHY uim ocTeoOMUeUT Ha YeIOCTTa, aKTHBHO 3a00JIsIBaHE HA 3h0UTE
YT YENTI0CTTA, M3UCKBAIIO XUPYPTUYHA UHTEPBEHIIMS B YCTHATA KyXWHA, HE3a3/IpaBsijia paHa Clie
XUPYpPrudHa HHTEPBEHIIMS HA 3b0MTE/yCTHATA KyXHHA, WIIM BCAKA IIAHWPAaHa HHBA3WBHA
CTOMATOJIOTHYIHA MPOIIEAYpa, Ca OWIIN N3KITIOYCHH OT KIIMHUYHATE U3ITHTBAHIIS.

B knmuanmgHnTe M3nMTBaHUA 3a npenoTBparsaBane Ha CCK e HaOmromaBana nmo-Bucoka yecrora Ha OHY
IIpH MAIMEHTH, JIEKYBaHHU C IEHO3yMal, B CPaBHEHHE ChC 30JIeAPOHOBA KrcennHa. Hali-Bucokara
yecrota Ha OHY e HaOmoaBaHa B KIIMHUYHO u3nuTBane (asa 11 mpu manueHT! ¢ MHOKECTBEH
MuenoM. B nBoliHocsmara ¢a3a Ha nedenue Ha Toa usnutBaHne OHY e notewpuena npu 5,9% ot
MAIUEHTUTE, JIEKYBaHH ¢ JeHO3yMal (Mearana Ha ekcriosunusta 19,4 mecena; rpanuiu 1-52) u npu
3,2% oT manueHTuTe, JeKyBaHU ChC 30J€APOHOBA KuceauHa. [Ipu 3aBbpIBaHe Ha NIBOMHO-CIIANATA
(haza Ha TeYeHre Ha TOBAa M3MHUTBAaHE KOPUTHpAHATA 32 MAIUCHTOTOANHN YeCTOTa Ha MIOTBBPJICHA
OHU B rpynara Ha neHo3ymab (Menuana Ha ekcrio3unmsara 19,4 mecena; rpanumm 1-52) e 2,0 3a

100 marmeHTOroIMHU MO BpEeME Ha ITbpBaTa roJAMHA OT JiedeHueTo, 5,0 mpe3 BTopaTa roauna u 4,5
cien ToBa. Menuanara Ha Bpemeto 10 OHUY e 18,7 mecena (rpanumu: 1-44).

[Ipu ocHoBHUTE (hasu Ha JIeUeHUe HA TPY KIMHWYHU m3nuTBaHus ¢asza [1l, koHTpomupaHu ¢ akTHBHO
BEIIECTBO NPU MALMEHTH C HAaIlpeIHAIH 3/I0Ka4yecTBEHH 3a00siBanHus, 3acsaramm koctute, OHY e
noTBbpAeHa npH 1,8% 0T manueHTure, JeKyBaHH ¢ IeHO3yMal (MeanaHa Ha eKCIIO3ULUSTA

12,0 mecemna; rpanumy: 0,1-40,5) u 1,3% ot narueHTHTE, JEKYBaHU CHC 30JICIPOHOBA KUCETHHA.
Knuan4anTe XapakTepUCTUKY HA TE3H CIIydau ca Ol eTHAKBU MEXIy TpynuTe Ha jtedenue. Cpen
nanueHTute ¢ norebpaeHa OHY, noseueto (81% mnpu aBeTe rpyiu Ha JieueHHE) ca MMajIl aHAMHE3a
3a EKCTpaKIys Ha 360, JIOMIa YCTHA XUTHEHa W/WIK 360H1 KOHCTPYKIUK. [loBe4eTo OT manueHTuTe ca
MOJTy4YaBaJId WM MOyYyaBaT XUMHOTEPAIIUSI.

M3nuTBaHuATa IPH NAMEHTH C Pak Ha IbpJara WX MpocTaTaTa BKIIOYBAT (a3a Ha MPOIBIDKEHO
JeueHne ¢ AeHo3ymad (MeauaHa Ha obma excrio3unus 14,9 mecena; rpanunu: 0,1-67,2). ITo Bpeme Ha
¢azaTa Ha npoxbmKeHue Ha edenueto, OHY e notebpaeHa npu 6,9% 0T nauneHTuTe ¢ pak Ha
rbpJarTa M pak Ha IpocTaTa.

Kopurupanara 3a naifueHTOroiMHu 00112 yectora Ha notbpaecHa OHY e 1,1 3a 100 nanueHTOr0TMHI
Tpe3 wbpBaTa roJJuHa Ha JIedeHneTo, 3,7 mpe3 BropaTa roguHa u 4,6 cien Topa. MennanaTta Ha
Bpemeto 10 OHY e 20,6 mecena (rpanunu: 4-53).

HepanmommsupaHo, peTpoCIeKTHBHO, 00CEepBAIIIOHHO IpoyYBaHe mpu 2 877 MalueHTH C pax,
JIEKyBaHU C IEHO3yMal WITH 30JIeIpoHOBa KrcennHa, B [lIBerus, lanns u HopBerus nokassa, ue 5-
roJIMIIHATa YecToTa Ha MeaunmHCcku noTeepaeHa OHY e 5,7% (95% CI: 4,4, 7,3; Mmenuana Ha
BpeMeTo Ha mpocnensBane 20 mecera [rpanumu 0,2-60]) B KoxopTa ManueHTH, TOTyYaBalin
neHosymab u 1,4% (95% CI: 0,8, 2,3; MmennaHa Ha BpeMeTO Ha mpocieasiBane 13 mecera [rpaHunm
0,1-60]) B oTAemHa KOXOPTA MAIUEHTH, TIOJTyYaBallly 30JIeAPOHOBA KUCEIHUHA. [IeTrOUITHUAT 51 Ha
3aboneBaeMoctTa oT OHY npu narueHTrTe, MPEMUHATHN OT 30JICAPOHOBA KUCEIIMHA Ha JICHO3yMal ¢
6,6% (95% CI: 4,2, 10,0; meuana Ha BpeMeTo Ha npocieasBane 13 mecena [rpanutu 0,2-60]).

B xnmmaMYHO m3nuTBaHe ¢asa Il mpu manueHTn ¢ HeMeTacTa3upall pak Ha ImpocTaraTa (ITOIyIaIlus
MAIUEHTH, 32 KOUTO JICHO3yMal HE € TI0Ka3aH), C MO-IIPOIBJKUTEITHA SKCITO3UITUS Ha JICUSHHUE JI0
7 TOAMHM, KOPUTHpAHATA YECTOTA 3a MareHToroauuu Ha norebpaeHa OHY e 1,1 3a

100 marmeHTOrOIMHMU TIpe3 ITbpBaTa roIMHA Ha JedeHue, 3,0 mpe3 BToparta ronuHa u 7,1 cires Tosa.

B aparocpovno oTkpuTO KIMHUYHO M3nuTBaHe ¢aza Il mpu nauueHTH ¢ rUraHTOKIeThYeH TYMOp Ha
KocTTa (mpoyuBane 6, Bx. Touka 5.1) OHY e nmotBbpaeHa npu 6,8% OT manueHTHTe, BKIOYUTETHO
enuH roHoma (Meanana Ha 6pos Ha 34 no3u; rpanuiy 4 - 116). Ilpu 3aBbpiIBane Ha U3MMUTBAHETO
MeAnaHaTa Ha BpeMEeTO B M3MIMTBAHETO, BKIIOUUTETHO (pa3ara Ha mpocieasBaHe 3a 0€30MacHOCTTa, €
60,9 mecena (rpanunu: 0-112,6). Kopurupanata yectoTa 3a maneHToroguHu Ha norebpaeHa OHY e
00610 1,5 3a 100 manuenToroaunu (0,2 3a 100 manueHTOroJuHY Mpe3 IbpBaTa roJuHa Ha JICYCHUETO,
1,5 npe3 BropaTa rogusa, 1,8 npe3 TperaTta roguna, 2,1 npe3 ueTBpprarta ronuHa, 1,4 npes nerata
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roauHa u 2,2 cien ToBa). Meauanara Ha Bpemero 10 OHY e 41 mecena (rpaaumm: 11-96).
[IpoyuBane 7 € IpOBEACHO C TN MPOABDKaBaHE Ha MPOCIEeIIBAHETO HA YIACTHHUIH C
TUTAHTOKJICThUEH TYMOpP Ha KOCTTA, KOUTO Ca JICKYBaHH C TIPOYy4YBaHe 6, 3a TOMMBJIHUTEIHU 5 WIH
noBeue roguan. OHY ce chobmaBa mpu 6 maruentu (11,8%) ot 51 manueHTH ¢ €KCIIO3UIUS, KATO
MeauaHaTa Ha o0mmuTe 103U neHo3yMab e 42. Tpu ot Te3u cirydan Ha OHY ca MenuInHCKH
MOTBBPACHH.

Cevp3zanu c 1exapcmeomo peakyuu Ha CPHLXUYECMEUMENHOCH
[Tpu nocTmMapkeTHHTOBaTa yrioTpeda ca Cho0IIaBaHU CHOUTHS Ha CBPBXUYBCTBUTEIHOCT,
BKJIIOUMTEITHO PE/IKM CIIydad Ha aHaWIAKTUYHHU PeakLUK PHU MAHEeHTH, TOIyYaBally 1eHo3yMal.

Amunuunu ¢ppaxmypu na b6edpenama Kocm

B mporpamMata OT KIIMHUYHH W3MUTBAHUS, KaTO ISUT0, aTUIMMMYHY (PpakTypy Ha OenpeHara KOCT ce
CHOOIIaBaT HEUECTO NPU NMAIMEHTH, JIEKYBaHH C JICHO3yMal, M PUCKBT Ce YBEIMYaBa MPH MO-TOJIsIMA
MPOIBJDKUTEIHOCT Ha JiedeHneTo. ChOUTHATA Ce MOABSABAT 110 BpEME Ha JICUSHUETO U JI0 9 Mecena
CJIeN MpeKpaTsIBaHe Ha JICUSHUETO (BXK. Touka 4.4).

B mporpamara 3a KITHHHYHYM U3MMTBAHUS MIPU TUTaHTOKIeThueH TyMop Ha koctTa (['KTK) atunmanu
¢dpaxTypu Ha 6enpenara koct (ADBK) ce chobmaBaT yecTo npu NalMeHTH, JICKyBaHH ¢ JIeHO3yMa0. B
npoy4Bane 6 yectoTara Ha NOoTBBpAeHU ADBK e 0,95% (5/526) npu naunentu ¢ FKTK. B npoyuBane
3a npocnensBane 7 yecrorara Ha moTBbpaeHn ADBK e 3,9% (2/51) ot manueHTUTe ¢ eKCIO3UINS Ha
JIeH03yMa0.

Myckyano-ckenemna 6oaxa

[Ipu nocTMapkeTHHTOBaTa yrnorpeba nma chbOOLIEHHUS 32 MyCKYJTHO-CKeJIeTHA 00JIKa, BKIFOUUTEITHO
TEXKKH CITydau, IpH NaIUeHTH, ToIy4YaBany IeH03yMa0. B KIIMHIYHA U3NUTBAHUS, MYCKYJTHO-
cKeJieTHa 0oJIKa ce choOIaBa MHOTO Y€CTO U B IBETE IPYIH Ha JIeYeHHE — ¢ IeHO3yMal U
30JIeIPOHOBA KHCeNHA. MyCKyIHO-CKeneTHa 00JIKa, BOJIEIIa 10 NPEyCTAHOBSIBAaHE HA U3IUTBAHOTO
JIeYeHHe, ce Cho0IaBa HEYECTO.

Hoeo nvpsuuno snoxkawecmeeno sabonasame

[Ipu ocHOBHUTE NBOITHO-CIIenH a3y Ha JIedeHNe Ha YeTUPY KIMHIYHY m3nuTBanus ¢aza 11,
KOHTPOJIMPAHU C aKTUBHO BEILIECTBO, MIPY MALUEHTH C HAMpeIHAH 3JI0KaueCTBEHH 3200 sIBaHUS,
3acsraly KOCTUTE, HOBO ITbPBUYHO 3JI0KayecTBEHO 3a0oisiBaHe ce chobuaBa npu 54/3 691 (1,5%) ot
MAIMeHTHTE, JIEKyBaHU ¢ IeHO3yMal (Mequana Ha excriosunusaTa 13,8 mecena; rpannmu: 1,0 — 51,7), n
npu 33/3 688 (0,9%) oT manueHTuTe, JIEKyBaH! ChC 30JI€APOHOBA KHCENNHA (MeIuaHa Ha
ekcrnozurmsaTa 12,9 mecena; rpanunu: 1,0-50,8).

KymynatuBHarta yectoTa 3a eiHa rofjiHa € cboTBeTHO 1,1% 3a neno3ymad u 0,6% 3a 30neapoHoBa
KHCEJIMHA.

He ce mabmroiaBa sicHa, CBbp3aHa C JJIEYEHHETO TeHICHIHS TP OT/ACITHUTE OHKOJIOTHYHH 3200 IIBaHHS
WM TPYIIUTE OHKOJIOTHYHH 3200 IsIBaHNUS.

B npoyuBane 6 npu nanyeHTHTE C TUHTAHTOKJIETHYECH TYMOP Ha KOCTTa YeCTOTaTa Ha HOBO
3JI0Ka4eCTBEHO 3a00JIIBaHE, BKIIIOYUTEITHO 37I0KAYeCTBEHH 3a00IIBaHMS, 3aCATAIH KOCTTA, M TAKUBA
U3BBH KOCTTA, € 3,8% (20/526). B npoyuBane 3a npocnenssane 7 uectotara e 11,8% (6/51) ot
NAIMEHTHUTE ¢ EKCTIO3UIHS Ha JEHO3yMal.

Jluxenouonu rexapcmeenu peaxyuu
Cpo0111aBa ce 3a JUXCHOMIHH JICKApCTBEHU Peakiiuy (HampuMep peakiniu, MOJ00HN Ha JIMXCH IJIaHyC)

OpU MalUCHTU B MIOCTMAPKETUHI'OBU YCJIOBUS.

IlenuaTpuyHa momyamus

JleHO3yMa0 e u3cieBaH B €THO OTBOPSHO M3MUTBAHE, KOSTO BKJIIOYBA 28 IOHOIIN ChC 3aBHPILICHO
CKEJICTHO Pa3BUTHE C TUTAHTOKJIEThYEH TYMOP Ha KOCTTa. Bb3 OCHOBA Ha T€3U OTpaHUYCHU JaHHU,
MPO(UITBT HA HEXKENAHUTE PEAKIIUHU € CXOACH C TO3H MPH Bh3PACTHH.
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Cro01maBa ce 3a KIIMHUYHO 3HAYUMa XUTIEPKAIIUEMHUS CIIe]T IPEKPATsIBAHE HA JICYEHUETO TIPU
ITOCTMAapKETUHTOBATa yIOTpeda MpHu NMeAUATPUIHY IMAUCHTH (BXK. ToUKa 4.4).

I[DVFI/I ClicaJIH{ MOy JIaliiun

bvopeuno yspeacoane

B kmMHMYHO M3NUTBaHE NPH MAMEHTH 03 HAallPEIHA PaK C TEKKO ObOPEUHO yBpeKIaHe
(kpeatrHUHOB KIUpBHHC <30 ml/min) Wi KOUTO ca HA AMAIU3a, UMa O-TOJIIM PHCK OT Pa3BUTHE Ha
XUIMOKAIIUEMHSI, aKO HE ce J00aBs Kanuii. PUCKBT OT pa3BUTHE Ha XHITOKAIIMEMHS 110 BpeMe Ha
JiedyeHne ¢ Yaxwer € Mmo-rojisiM C HapacTBaHe Ha CTeNeHTa Ha ObOpevHo yBpexxaaHe. B KMuHUYHO
M3NUTBaHE MPH NallMeHTH 0e3 HanpeaHal pak, 19% oT nauueHTuTe ¢ TeXKO ObOpedHo yBpeKaaHe
(xpeaTrHUHOB KIHpPBHC <30 ml/min) u 63% OT MaNMEHTHTE, KOUTO ca Ha JHAIN3a, Ca PA3BUIIH
XUTMOKAIIUEMHSI BRIIPEKH JJOOaBSIHETO Ha KU,

OOmiara yecToTa Ha KIIMHUYHO 3HAYMMAa XUIOKanuuemus e 9%.

HabmromaBaHo € CBINO M CHITBTCTBAIIO TIOBUINABAHE Ha MApaTHPEOUIHUSA XOPMOH ITPH TAIUEHTH C
TEXKKO OBOPEUHO YBPEIKAAHE UITH HA JUATIH3a, KOUTO MOJTy4aBaT neHo3ymao. [IpocnensBaneTo Ha
KaJIIINEBUTE HUBA M JOCTATHUHMSAT MPUEM Ha KAIIIHK U BUTAaMUH D € 0c00EHO BayKHO IIPH MAIIMEHTH C
0B0OpeuHo yBpexaaHe (BK. Touka 4.4).

C’L06H_IaBaHe Ha 110031 paH HCXKCIaHU PCAKITNH

Cro0mIaBaHeTo Ha TIOA03UPAHH HEXKETIaHH PEeaKIMU CIIS/ pa3peliaBane 3a yrnorpeda Ha JIeKapCTBEHUS
MPOJYKT € BaxkHO. ToBa IMO3BOJISBA J]a MPOIBJIKH HAOFOICHUETO Ha ChOTHOIIEHUETO TOJI3a/PUCK 32
JICKapCTBEHUSA MPOAYKT. OT MEIULMHCKUTE CIICIUAIMCTH CE€ U3MCKBA Ja ChOOIIaBaT BCAKA
0I03UPaHa He)KETaHa peakiiys Ype3 Hal[MOHAIHA CHCTeMa 3a ChOOIaBaHe, MOCOUYCHA B
ITpunoxxenne V.

4.9 Ilpeno3upane

Hsma omut ¢ mpego3upane npyu KIMHUYHUTE MTPOy4YBaHus. J[eHo3yMal e mpuiarad npu KIMHUYHA
npoy4BaHus B 703u 10 180 mg Ha Bceku 4 cenvunu 1 120 mg ceAMUIHO 3a 3 CeMUITH.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 dapmakoguHAMHYHH CBOMCTBA

dapmakoTepaneBTHYHA rpyna: JlekapcTBa 3a ieueHne Ha KOCTHU 3a0ousiBaHus — Jlpyru jgekapcTsa,
MOBJIMABAIIM KOCTHATA CTpyKTypa U MuHepanusanusa, ATC kox: M05BX04

Yaxwer e Ouornoao0eH jgekapcTBeH npoaykT. [loapoOHa nHpopMalius € J0CThIIHA Ha yeOcaiTa Ha
EBporneiickaTta areHnus 1o jJexapcTpara http://www.ema.europa.eu.

MexaHu3bM Ha JIEHCTBUE

RANKL chuiecTByBa KaTo TpancMeMOpaHeH miu pa3tBopuM npotenH. RANKL e kpaiino HeoOxoaum
3a 00pazyBaHeTo, PYHKIHOHHPAHETO U MPEKUBSIEMOCTTA Ha OCTEOKIACTUTE, CAMHCTBEHUSAT BH
KJIETKH, OTTOBOPHH 32 KOCTHaTa pe3opOuus. [loBumenaTa akTHBHOCT Ha OCTEOKJIACTHUTE,
ctumynrpanu oT RANKL, e ki1rouoB MequaTop 3a KOCTHATa AECTPYKIHA IPU METACTaTUYHN KOCTHH
3a00JsIBaHUS. © MHOXKECTBEH MueJIoM. JleHo3ymal e 4oBemko MoHOKIIOHAIHO aHTuT:U10 (IgG2), KoeTo
TapreTupa u ce cBhp3Ba ¢ BUcok apunurer u cnenupuanoct ¢ RANKL, kato npenoTeparsiBa mosiara
Ha B3aumoercTeueTo RANKL/RANK u Boau 710 HamaieH Opoii OCTEOKIIACTH M HaMaJIeHUE Ha
TsXHATa (PYHKUHMS, KaTo [0 TO3M HAYMH HaMaJsiBa KOCTHATa Pe30pOIys U KOCTHATA JeCTPYKLUS,
HWHAYLHPaHa OT PaKOBH 3a00JIIBAHUS.

I'uranaTokierpuHUTE TYMOPH Ha KOCTTaA CC XapaKTCpU3HUpaT C HCOIIAaCTUIHU CTPOMAJIHU KIICTKH,
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ekcrpecupamu RANK nuranm u mogoOHN Ha OCTEOKIIACTH THTAHTCKH KIIETKH, ekcripecupamy RANK.
IIpu marueHTH ¢ TUTAaHTOKIIETHYCH TYMOP Ha KOCTTa, IeHo3yMab ce cBbp3Ba ¢ RANK nmranmga, kato
3HAYUTEITHO HaMaJIsIBa WM JIMMUHUPA MOIOOHUTE HA OCTEOKIIACTH TUTAHTCKHU KJIeTKH. B pesynrar Ha
TOBa OCTEOIM3aTa HAMAJISABA U Nposin(epaTuBHATA TYMOPHA CTPOMA CE 3aMeCTBa C
HernponrdepaTuBHA, AUQEPEHIINPaHa, TUTETHA HOBOOOpa3yBaHa KOCT.

(DaDMaKO JVUVHAMUYHA ed) CKTH

B ximmanyaM n3nuTBaHus ¢asa Il mpu manyeHTH ¢ HanpeaHaIN 37I0KaveCTBeHN 3200 IsIBaHIS,
3acsAraiy KOCTUTE, OAKOXKHOTO (S.C.) IPUIIOKeHHEe Ha AeH03yMad Ha Bceku 4 ceamunu (Q4W) mwnu
12 cepmunu Bosu 10 Obp30 HaMasIBAaHE HAa MapKepuTe 3a kocTHa pe3opoumst (UNTX/Cr, cepymer
CTx), c Mequana Ha HamaseHue oT npudmusuTenHo 80% 3a uNTX/Cr, mosiBsBaIoO ce B paAMKUTE Ha
1 ceqmuIla, HE3aBUCUMO OT TIPE/IIIECTBAIIA Tepanus ¢ OupocoHATH WM OT U3XOTHOTO HMBO Ha
uNTX/Cr. B xnuanunn u3nutBanus ¢asa Il npu nanuenT ¢ HanpegHamu 310Ka4yeCTBEHH
3a00JIIBaHus, 3acCsTally KOCTHTE, cpeaHoTo HamaneHue Ha UNTX/Cr ot mpubausutento 80% ce e
3aJIbprKato npes 49-te ceAMUIIM Ha JedeHue ¢ qeHo3ymad (120 mg Ha Bceku 4 CeaMHUIIN).

HMmyHorenHoct
ITo BpeMe Ha edEeHUETO C IEHO3yMad MOTaT Jia Ce pa3BHUAT aHTH-ACHO3yMal anTuTena . He e
HaOJI0JTaBaHa SIBHA BPB3Ka MEX/y Pa3BUTHETO HA aHTUTENA U (hapMaKOKHHETHUKATA, KIMHUYHUS

OTTOBOP MJIM HEXCIIAHUTC CHOUTHUHS.

Knnanyna e(i)I/IKaCHOCT 1 0e30mMacHOCT OpH NTanrMCHTH ¢ KOCTHHU MCTACTa3u OT COJIMAHH TYMOPH

EdukacHoctra u 6e3omacHocTTa Ha 120 mg neHo3yma0, nmpuiarad SC Ha BCEKH 4 CEIMUIM MJIH Ha

4 mg 305eApOHOBA KMCETHHA (KOPUTHpaHe Ha A03aTa IpU HaMaseHa Ob0pedHa QyHKIM), puiarada
1.v. Ha BCEKH 4 CeMUIIH, ca CPaBHSABAHH B TPH PaHIOMHU3UPAHH, IBOHHO-CIIETN IPOYYBAHUS,
KOHTPOJIMPAHU C aKTHBHO BENIECTBO MPH MAIIMEHTH, KOUTO HE ca ModyvaBai i.v. OudochonaT, c
HanpeaHalIU 3JI0KaueCTBEHH 3200 sIBaHNMs, 3acATalll KOCTUTE: Bb3pPACTHH NALMEHTH C PaK Ha rbpAaTa
(mpoyuBane 1), Ipyry CONUAHN TYMOPH WJIM MHOKECTBEH MUENIOM (TIpoydBaHe 2) U paK Ha
mpocTarara, pe3uCTeHTeH Ha Kactparus (mpoyuBane 3). [Ipu Te3n nmpoyyBaHUs, KOHTPOJIUPAHH C
AKTHBHO BEIIECTBO, 0€3011aCHOCTTA € olieHeHa npH 5 931 nanuenTtu. [TanuenTu ¢ npeiiecTraia
aHamHe3a 32 OHY unm ocTeoMueNnT Ha YeltocTTa, akTUBHO 3a00IABaHe Ha 3b0UTE WK YENIOCTTa,
M3MCKBAIO0 XUPYpPrUuHa HHTEPBEHIIUA B yCTHATA KyXHHA, HEM3JIEKYBaHO 3a00JIABaHE Cle]
J:[eHTanHa/xnpyerqHa HWHTCPBCHIUA B YCTHATA KyXWHaA WJIM KaKBAaTO U Ja € IUIaHMpaHa MHBAa3WBHa
JEHTAJIHA PoLeypa, He ca OMIM MOAXOISIIH 3a BKIIOUBaHE B TE3U NMpoyyBaHus. [IspBudnHuTE 1
BTOPUYHHTE KPailHU TOUYKH OIICHSABAT [IOSIBATA HA €IHO WJIM MOBEYE CHOUTHS, CBBP3aHH C KOCTHATA
cuctema (CCK). [1pu nmpoyuyBaHmsTa, OKa3BaIlH IIPEBH3X0ACTBO HA AEHO3yMal CIpsSMO 30JIeIPOHOBA
KHCEJIMHA, Ha MAIIMEHTHUTE € TIPEATIOKEHO OTKPUTO MpUjlaraHe Ha JeHO3yMad B IPEABAPUTEIIHO
ompezeneHa 2-roquniaa ¢aza Ha MPOIbIDKeHHE Ha JiedeHneTo. CrOuTHe, CBhP3aHO C KOCTHATA
CHCTEMa ce ONpe/esisi KaTo BCSKO €HO OT CIIEHUTE: MATOJOTHYHA QpakTypa (MpernuieHHa Win
HeTIpelUIeHHa), IbUeTeparus Ha KocTTa (BKIIOUUTETHO YIOTpeba Ha paJion30TOIN ), OTIepalus Ha
KOCTTa WJIH TPhOHAYHO-MO3bYHA KOMITPECHSI.

Jenozymab HamansBa pucka ot nogsara Ha CCK u nosBara Ha MHOrokpaTHH CCK (TbpBUYHU U
MOCTIeIBAILM) [IPU HALMEHTH ¢ KOCTHU METacTa3u Ha CONMIHN TyMOpPH (BX. Tabnuna 2).

Tabauua 2. Pe3yaraTu 3a epuKacHOCT NPU NAIMEHTH C HANIPETHAJIM 3JI0KAYeCTBEHHN
3a00JIIBAaHUSA, 3aCATAINN KOCTUTE
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IIpoyuBane 1
PaK Ha repaaTa

IIpoyuBane 2
JAPYTH COMUAHU
TYMOPU™** WK

MHOKEeCTBEH MHEJIOM

IIpoyuBane 3
Pak Ha mpocTaTta

Kom0nnupan
aBaHCUPaJ paK

MeIuaHaTa Ha
BpeMe (Meceln)

JneHo3ymab | 3oyiepo- | meHo3ymad | 3oiempo- | JeHo3ymald | 30Jeapo- | AeHO3yMald | 30IeApo-
HOBa HOBa HOBa HOBa
KHCEJIMHA KHCEJIMHA KHCEJIMHA KHCEJIMHA
N 1 026 1020 886 890 950 951 2 862 2 861
IIspBo CCK
Menuana Ha NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
BpeMeTo (Mecena)
Paznmka B NA 42 3,5 8,2

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%/0,0101% 0,0007% /0,0619% 0,00027 / 0,0085+ <0,0001 /<0,0001
eukacHoCT/

IIpeBb3x01CTBO

p-CTOMHOCT

Jsut Ha 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
narueHtute (%)

IIspBo u nocaegsamm CCK*

Cpenen 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
Opoii/maryenT

CBOTHOIIICHHUE HA
yecrotute (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

IIpeBb3x0ACTBO
p-CTOMHOCT

0,001271

0,14471

0,0085%

<0,0001

SMR 3a roguna

0,45 0,58

0,86 1,04

0,79 0,83

0,69 0,81

I'spBo CCK niim HCM

Mennana Ha
BpeMeTo (Mecelu)

NR 25,2

19,0 14,4

20,3 17,1

26,6 19,4

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

II'pBoO 00JbUBaAHE HA KOCTUTE

Mennana Ha NR NR NR NR NR 28,6 NR 33,2
BpeMeTo (Meceln)

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 nocrurnato; NA = nHenpunoxumo; HCM = xunepkanuuemust B pe3yaTaT Ha 310Ka4€CTBEHO
3abomnsBane; SMR = uecTtoTa Ha ckeneTHa 3aboneBaemoct; HR = Koedunment Ha puck; RRR = OtHocutenno
HamajieHue Ha pucka TKopurupanu p-croifHocTH ca npeacTaBeHu 3a npoyusanus 1, 2 u 3 (mepBo CCK n
KpaiHu ToukH 3a mbpBo u nociensamu CCK); *bpoii Ha BCHYKH CHOUTHS, CBBP3aHU C KOCTHUTE 3a IIEPUOAA;
OpoeHn ca caMo CHOUTHS MOABUIN ce >21 AHU ClIex MPeAXOAHUTE.
** BRIIIOYUTETTHO HeAPEeOHOKIIEThUCH pak Ha Oenust Ipo0, pak Ha OBOpeKa, KOIOpeKTaleH pak, ApeOHOKICThYCH
pax Ha 6enws qpo0d, pak Ha MUKOYHUS MEXYp, Pak Ha IJ1aBaTta u musTa, pak Ha ' IC/mmkodo-monoBara cucTeMa
1 IpyTH, U3KITIOYBAHKN paK Ha I'bp/aTa ¥ MpocTaraTa.
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®@urypa 1. Kpusu na Kaplan-Meier 3a BpemeTo 10 nbpBoT0 CCK 10 BpeMe Ha mpoy4BaHe

MpoyusaHe 1*

[poyuBaHe 2**

lpoyuBaHe 3*

Dmab (N =1 026) Dmab (N = 886) — Dmab (N = 950)
— ———— ZA (N = 890) ————  ZA(N=951)
« 10 4
Q
o
8 08 4
O
o
5 06 4
§ 04
>
¢ 02 -
&
= 00 4
Dmab 1026 697 514 306 99 4 |B86 387 202 96 28 0 [950 582 361 168 70 18
ZA 1020 676 498 296 94 2 [B0_ 376 194 8 20 2 1951 544 299 140 64 22
T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30
MeceL 0T npoy4BaHeTo

Dmab = [leHosymab 120 mg Q4W

ZA = 3onepapoHosa kucenuHa 4 mg Q4W

N = Bpoi paHZOMU31paHM y4acTHULM

* = CTaTMCTUYECKN 3HAYMMO 3a MPEBB3XOACTBO; ** = CTAaTUCTUYECKN 3HAYMMO 3a He No-Marnka edmKkacHOCT

IIporpecus Ha 3a00JIIBAHETO W O0IIA TPSKUBIEMOCT ¢ KOCTHH METACTAa31 Ha COTUIHU TYMOPH

[IporpecusTa Ha 3a00JISIBAHETO € CXOJIHA MEXKAY JICHO3yMal ¥ 30JIC[POHOBA KHUCEINHA IPU BCHUKUTE
TPH MPOYYBAHUS U TP MPEABAPUTEITHO OTPEACTICHIS aHAIN3 Ha KOMOWHAIUATA OT TPHUTE
MIPOYYBAHUSI.

B npoyuBanus 1, 2 u 3, o011ara IpexxHBIEMOCT € OalaHCUpaHa MKy ACHO3yMal U 30J1eIPOHOBA
KHCEJIMHA TIPY MAIMEeHTH C HATIPETHAIN 3JI0KAYECTBEHH 3200 SIBAHMS, 3aCATAIH KOCTUTE: TTAIUCHTH C
pak Ha repaara (koepuurueHTsT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), manuenTu ¢ pak Ha
npocrarara (koepunueHTsT Ha puck u 95% Cl e 1,03 [0,91, 1,17]) u nauueHTH C ApyTH CONUAHU
TYMOPH WK MHOXECTBEH MUeIoM (KoeunueHTsT Ha pruck u 95% CI e 0,95 [0,83, 1,08]). Post hoc
aHaJu3 B poyyBaHe 2 (MalleHTH C APYTH COTUIHU TYMOPH WM MHOKECTBEH MHEJIOM) U3CIIeBa
o01ara IpeKUBSIEMOCT 3a TPUTE BHIA TYMOPH, U3IIOI3BAHH 32 cTpaTuduKanus (HeapeOHOKIEThUCH
pak Ha Oenus qpo0, MHOXKECTBEH MUEIIOM | Apyru). O0Iara IpexkUBsIEMOCT € MO-AbJra 3a IeH03yMa0
npy HeAPEOHOKIIEThYCH pak Ha Oenus 1pob (koepuuueHT Ha puck [95% CI] ot 0,79 [0,65, 0,95];

n = 702) u no-AwIra 3a 30JePOHOBA KUCEINHA P MHOXKECTBEH MUEJIOM (KOS(UIIMEHT Ha PUCK
[95% CI] oT 2,26 [1,13, 4,50]; n = 180) cxomHa Mexay AeHO3yMab U 30J€APOHOBA KHUCEIIMHA IPU
IOpyruTe BuaoBe TyMopH (koeduuuent Ha puck [95% CI] ot 1,08 (0,90, 1,30); n = §94). Tosa
[IPOyYBaHE HE € 32 KOHTPOJIMPAaHE Ha MPOTHOCTHYHHUTE (PAKTOPH M aHTUHEOIUIACTUYHUTE JICUCHHUSI.
[Ipu xoMOUHHpaH, IPeIBAPUTEITHO OIpeielicH aHAU3 OT NpoyuBanus 1, 2 u 3, obmara
MIPEKUBIAEMOCT € CXOJIHA MEXKIY JCHO3yMal U 30JIeiPOHOBA KUCenHa (KOS(hHUIIMEHT Ha pUcK U 95%
C1 0,99 [0,91, 1,07]).

Edekr Bppxy OosikaTa

BpemeTto 1o obnekdaBane Ha OonkaTa (T.e. >2 TOYKH HaMallIBaHE OT U3XOJHOTO HUBO Ha CKOpa 3a
Hal-crtHa Ooika mmo ckanmara Ha BPI-SF) e cxomno Mexmy meno3zymab u 30J1€IpOHOBA KHCEITUHA TIPH
BCSIKO MPOYYBAHE U B MHTETPUPAHUTE aHAIN3U. B post hoc ananus Ha KOMOMHUpaHH HAGOPH OT
JlaHHY, MeIMaHaTa Ha BpEMETO 0 BIIOIIaBaHe Ha OoskaTa (CKOp 3a Hah-cuiiHa 00Jika (>4 TOYKH) MpU
MAIMEHTH C JieKa 00JIKa Wik 0e3 00JIKa Ha M3XO0IHO HUBO € 3a0aBeHa 3a JeHO3yMal B CPAaBHEHUE ChC
3ojenpoHoBa kucenuHa (198 crpsimo 143 aum) (p=0,0002).
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Knnangna CSIJI/IKaCHOCT IIpU MalUEHTU ¢ MHOXKXECTBCH MHUCIOM

Jeno3ymab e oleHsBaH B MEXIyHAPOAHO, paHAoMU3UpaHo (1:1), 1BOMHO-CIIAINO, KOHTPOIUPAHO C
AKTUBHO BELIECTBO MPOYYBaHEe, CpaBHIBAILO AEHO3YMa0 ChC 30JIeJpOHOBA KUCETUHA TP MALIUEHTH C
HOBOJIMarHOCTUIIMPAH MHOXKECTBEH MHUEJIOM, IIpOyUBaHe 4.

B toBa npoyuBane 1 718 nanueHTH ¢ MHOXKECTBEH MUEJIOM U C TIOHE €JHA KOCTHA JIe3Us, ca
paHIOMHU3UpaHy aa nojydaBaT 120 mg neHo3yMal MoaKoKHO Ha BcekH 4 cenmuiy (Q4W), unu 4 mg
30JICIPOHOBA KHCEJIMHA NHTPaBeHO3HO (1.v.) Ha BCeKHU 4 ceMUIIK (KOPUTHPaHa J103a CIOpe.
O0bOpeuHaTa GyHKIM). M3mMepuTen Ha TbpPBUYHUS PE3yJITaT € IOKa3BaHEe Ha HE MO-MaJiKa e(UKaCHOCT
10 OTHOIIICHHE Ha BPEMETO JI0 IIbPBA M0sBa B IPOYYBAHETO HAa CHOUTHE, CBHP3aHO C KOCTHATA
cuctema (CCK), B cpaBHEHUE ChC 30JI€APOHOBA KHCENNHA. MI3MepuTennTe Ha BTOPUYHUTE PE3yNTaTH
BKJIIOYBAT IPEBB3XOJCTBO M0 OTHOIICHUE HAa BpeMeTo 110 nosBa Ha mbpB0 CCK, npeBb3X0ACTBO 1O
OTHOIIICHHE Ha BPEMETO 10 1MosiBa Ha IbpBO U cieasamo CCK u o6ma npexuBsiemoct. ChOuTHE,
CBBP3aHO C KOCTHATa CUCTEMA CE OIPEIeIis KaTo BCSIKO €IHO OT CIICAHHUTE: aTONOrnyHa (pakrypa
(TpenieHHa WK HEMpeNIeHHa), ThUueTepanus Ha KOcTTa (BKIIIOUATEITHO yroTpeda Ha
PaAMON30TOIH ), OTIepaIlHsl HAa KOCTTa MM TPhOHAYHO-MO3bYHA KOMITPECHSI.

B nBete rpynu Ha npoyuBaHeTo 54,5% OT manueHTUTe ca IIaHUPaHU 33 aBTOJIO0XHA TPAHCIUIAHTAIUS
Ha nnepudepan KpsBHU cTBOJI0BU KiIeTKH (PBSC), 95,8% oT mauuenTuTe ca U3non3Bain/IIaHupaHt
J1a M3M0J3BaT HOBO AHTHMMHUEIOMHO CPEACTBO (HOBUTE TE€PAITUK BKIIOUBAT OOPTE30MHUO, JIEHAINIOMH]
WIN TIWJOMUT) TIPY IIbpPBa JIMHUS Ha JieueHue, a 60,7% ot nanuenture ca nmanu npeauimno CCK.
BposT Ha nanyMeHTUTE B ABETE TPYyIU HA poyuBaHeTo ¢ ISS crannii I, ctannii I1 u craguii 111 npn
IIOCTaBsIHETO Ha AUarHo3ara € cboTBeTHO 32,4%, 38,2%, u 29,3%.

Cpennusr Opoli Ha IPUIIOKEHHTE 103U € 16 3a 1eHo3yMal u 15 3a 3051eJpoHOBA KUCEIHMHA.
Pesynrarute 3a euxacHOCT OT Mpoy4uBaHe 4 ca mpeacTaBeHu Ha (purypa 2 u Tabmuma 3.

®urypa 2. Kpusu na Kaplan-Meier 3a BpemeTo 10 nbpso CCK npu nanueHTu ¢
HOBOIMATHOCTHMIMPAH MHOKECTBEH MUEJI0M

—— [lexo3ymab 120 mg Q4W (N = 859)
3oneapoHoBa kucenuHa 4 mg Q4W (N = 859)

1,0

08

06

04 | S =R

[an Ha yyacthuumte 663 CCK

0,2

0,0

[lleHosymaG 120 mg Q4W 859 583 453 370 303 243 197 160 127 99 77 50 3 22
3onenpoHosa kucenuHa 4 mg Q4W 859 595 450 361 288 239 190 152 125 95 69 48 31 18

T T I I I I I I I I I I I I

0 3 6 9 12 15 18 21 24 271 30 33 36 39

Ta6auna 3. Pe3ynraTu 3a epukacHOCT HA 1eHO3yMa0 B CpaBHEeHHE ChC 30J1e/IPOHOBA KHCEJTUHA
NPH MANUEHTH ¢ HOBOJHATHOCTUIIUPAH MHOKECTBEH MHUEJIOM
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Jenozymad 3o0s1eIpOHOBA KHCEJIMHA
(N=859) (N=859)

IIspBo CCK
Bpoit Ha manmeHTHTE, KOUTO Ca UMaJTH 376 (43,8) 383 (44,6)
CCK (%)
Menuana Ha BpemeTo 10 CCK (Mecerm) 22,8 (14,7, NE) 23,98 (16,56, 33,31)
Koeduruent Ha puck (95% CI) 0,98 (0,85, 1,14)
II'spBo u cieaamo CCK
Cpenen Opoit ChOMTHSA/TIAIUCHT 0,66 | 0,66
CrortHomenue Ha yectotute (95% CI) 1,01 (0,89, 1,15)
YecToTa Ha CKeJIeTHA 3a00JI€BAEMOCT 0,61 | 0,62
speo CCK niim HCM
Menuana Ha BpeMeTo (Meceln) 22,14 (14,26, NE) | 21,32 (13,86, 29,7)
Koedumument Ha puck (95% CI) 0,98 (0,85, 1,12)
[I'bpBa TbYeTEpanus HA KOCTTA
Koedunuent Ha puck (95% CI) | 0,78 (0,53, 1,14)
O01ma npexxuBsIeMOCT
Koedwuruent nHa puck (95% CI) | 0,90 (0,70, 1,16)

NE = He e oileHUMO
HCM = xunepkanmuuemMus B pe3yiTaT Ha 3JI0Ka4eCTBEHO 3a00JsIBaHe

Knnangna egbI/IKaCHOCT ¥ 0€30IMacHOCT ITPpU BE3PACTHU U IOHOHINU CHC 3aBHPHICHO CKCJICTHO PA3BUTHUC

C THTIaHTOKJICTHYCH TYMOP Ha KOCTTa

BesomacHoctTa 1 ehrkacHOCTTa Ha JIEHO3YyMa0 € U3Cie/[BaHa B IBE OTKPUTH KIIMHUYHU U3MTUTBAHUS
(aza II ¢ exno pamo (poydBanus 5 1 6), BKIOYBAIIN 554 MAIMEHTH C TUTAHTOKJIEThYECH TYMOP Ha
KOCTTa, KOMTO € HeomnepaOmiIeH WK ITPH KOKUTO orepanusTa Ou Ouiia CBbp3aHa C TexXKKa
3200J1eBaeMOCT, U MPOCIEKTUBHO, MHOTOIICHTPOBO, OTKPUTO MpoyuBaHe ¢a3za [V (mpoyusane 7),
MIPEIOCTABSIIO ABATOCPOUHO IPOCIICAIBaHEe Ha 0€30MaCHOCTTA PH MALMEHTHTE, KOUTO Ca 3aBbPIINIH
npoyuBane 6. [Tanentute mosyuyasat 120 mg neHo3yMad MOAKOKHO BCEKH 4 CEIMMIIU C
HaToBapBaiia f103a ot 120 mg Ha neH 8 u 15. [larmenTuTe, KOUTO Ca MPEKPATHITU JIEHO3YMa0, Cie
TOBa BIIM3AT BBB (hazaTa Ha MPOCIIeIBaHEe Ha O€30IIaCHOCTTA 3a Hali-Malko 60 mecena.

[ToBTOpHO NeueHME ¢ IeHO3yMal P HPOCIISASIBAHETO Ha O€30MAaCHOCTTA € MTO3BOJICHO 32
MAIMEHTUTE, KOUTO IThPBOHAYATHO TIOKa3BaT OTTOBOP KBbM JIeHO3YyMal (Hamp. B ciiydail Ha
peruanBHpaIio 3adosBane).

[IpoyuBane 5 BkrouBa 37 BB3pacTHH MAIMEHTH C XUCTOJIOTHYHO TIOTBBP/ICH HEOIIEPaOHIICH UITH
peUnANBHPAL TUTAaHTOKJIEThYEH TYMOP Ha KOCTTA. MI3MEpHUTENAT Ha OCHOBHUS PE3yJTaT Ha
W3MUTBAHETO € YeCTOTaTa Ha OTrOBOp, NeduHupaH karo none 90% envMMUHHpaHE HAa TUTAHTCKUTE
KJIETKH CIPSMO U3XOJIHOTO HUBO (WM ITBITHO STMMHHUPAHE HA TUTAHTCKUTE KJIETKH B CITy4YanTe,
KOTaTO TUTaHTCKUTE KJIETKH IpeACTaBIABaT <5% OT TyMOPHHTE KJIETKH) WU JIUIICATa Ha IPOTPecHs
Ha LIeJIeBaTa Je3us 4pe3 peHTreHorpadcku n3MepBaHus, KOraTo HiMa HAIWIHNA XUCTONATOIOTHYHH
uscaenBanus. Ot 35-Te nalMeHTy, BKIOYCHN B aHaiu3a 3a eukacHocT, 85,7% (95% CI: 69,7, 95,2)
ca UMaJId TePaIrleBTHUYEH OTIOBOP KbM JIEYEHUETO ¢ AeHo3yMad. Berukute 20 mamuentu (100%) ¢
XHMCTOJIOTHYHH OLIEHKH OTIOBapsAT HA KpUTEpHHTE 3a 0TroBop. OT octananute 15 manuenty, npu 10
(67%) pentreHorpad)cKuTe U3MEPBaHUS HE MIOKA3BaT IIPOrPECHUS Ha TapreTHATA JIC3US.

IIpoyuBane 6 BkIt0uBa 535 BB3paCTHU WK IOHOIIMU ChC 3aBbPUICHO CKEJIETHO Pa3BUTUE C

TUTAHTOKJICTHYCH TyMOp Ha kocTTa. OT Te3u manueHty 28 ca Ha Be3pacT 12-17 rogunau. [lanuenture
ca pas3mpelesicH! B €IHa OT TPU KOXOPTH: KOXOpTa | BKIFOUBA MAIUEHTH C XUPYPTUIHO
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HEBB3CTAHOBUMO 3a00JIsiBaHe (HAIp. CAKPaIHH, IPHOHAYHY WIH MHOXKECTBEHH JIE3UH, BKITFOUUTEITHO
0e1opOOHN MeTacTas3M); KOXopTa 2 BKITIOYBA MAIUEHTH C XUPYPTHYHO BH3CTAHOBHUMO 32001 BaHe,
YHATO IUTAHUPAHA OIEepalus ce CBbP3Ba C TeKKa 3a00JieBacMOCT (HaIp. pe3eKIHs Ha cTaBa,
aMITyTaIus Ha KpalHYUK WM XEMUTICIIBEKTOMHUS ); KOXOPTa 3 BKJIFOYBA MAIIMEHTH, Y4aCTBAIH MIPEIU
TOBA B MIPOYYBaHE 5 M MPEMUHAIH B TOBa npoyuyBane. OCHOBHATA IIEJI € JIa C€ OICHH MPO(HIBT Ha
0e30macHOCT Ha JieH03yMal TpH MaMEeHTH ¢ TUTaHTOKIIEThYEH TYMOp Ha KocTTa. Mi3MepuTenure Ha
BTOPUYHHTE PE3YJITATH Ha MTPOYyYBAHETO BKIIFOYBAT BpEMe JI0 Mporpecus Ha 3a00isBaHeTo (BB3
OCHOBA Ha OIICHKa Ha MU3CJIeZI0BaTeNs ) 3a KoxXopTa | ¥ Js1a Ha ManueHTuTe 0e3 KakBaTo U jia Ouino
oreparys Ha Mecell 6 3a Koxopra 2.

B koxopra 1 npu okoHuaTenHus anaiaus npu 28 ot 260 nexkyBanu nauuentu (10,8%) ce nabmonasa
nporpecus Ha 3aboisiBaHeTo. B koxopTta 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) manuenTu ¢
BB3MOKHOCT 3a OLIEHKA, JIeKYBaHH C IeHO3yMal, He ca MOAJIOKEHU Ha onepanus 1o Mecer 6. Ot 239
MAIUEHTH B KOXOPTa 2, C MACTO Ha U3XOAHATA IieJieBa JIe3Hs WK MSICTO Ha JIe3UsI B IPOY4YBAHETO
U3BBH OenuTe IpoOoBe WM MEKHUTE ThKaHu, pu o01o 82 yuactauiw (34,3%) e usbernara onepamus
1o BpeMe Ha npoyuBaHeTo. KaTo 115110 pesynraTure 3a eUKaCHOCTTA MPH FOHOIIH ChC 3aBBPIICHO
CKEJIETHO Pa3BUTHE ca CXOAHU ¢ HaOII0JaBaHUTE IIPH BH3PACTHH.

B npoyuBane 7 ca BKIIIOYEHHU 85 Bb3pAaCTHU MAlMEHTH, KOUTO MPEIH TOBa ca y4yacTBaJIU U ca
3aBBPIIMIN NMPOy4YBaHe 6. Ha maruienTuTe € pa3penieHo ja moxydasar Jiedenne ¢ qeHosymao 3a 'KTK
1 BCUYKH MALMEHTH ca NPOcieeHu 3a 5 roquan. OCHOBHATA 11ell € Ja e OLIeHU NPOQMIbT Ha
0e30MacHOCT Ha JIEHO3yMal B bJITOCPOYEH IIJIaH MIPU MAIUEHTH C TUTAHTOKJIEThYEeH TYMOp Ha KOCTTA.

EdexT Bbpxy OosikaTa

ITpn oxoHUYaTENHUS aHATHU3 HA KOXOPTH | ¥ 2 KOMOWHHUPAHH, KIMHUYHO 3HAYMMO HaMaJIIBaHEe HA Haii-
cunHata OoJika (T.e. >2 TOYKH HaMallsiBaHe OT U3XOAHOTO HUBO) € chobuieHo mpu 30,8% ot
MALMEHTUTE C PUCK (T.€. TE3H, KOUTO UMaT CKOp 3a Hal-CHiIHA 00JIKa >2 Ha U3XOJHO HHUBO) B PAMKHTE
Ha | ceamuna ot JgeuenneTo u >50% Ha ceqmuna 5. Te3u momoOpeHus Ha OoJIkaTa ca ce 3amas3iiy Mpu
BCUYKH CJICABAIIH OLICHKU.

IlenuaTpuyHa momyaamus

EBpomneiickaTta areHIus Mo JieKapcTBaTa 0CBOOOXKIaBa OT 3abKEHUETO 32 MPEIOCTaBsIHE Ha
pe3ysTaTUTe OT NPOYYBAHUATA C pehepPEHTHHUS JIEKAPCTBEH MPOAYKT, ChABbPIKAI 1eHO3yMal, BbB
BCHYKH IOATPYIIN Ha TeJMaTPHYHATA TIOITyJIAlNs [IPY NIPEJ0TBpaTsABaHE Ha ChONUTHS, CBBP3aHU C
KOCTHaTa CHUCTeMa MPY MallMeHTH C KOCTHU METacTa3u M NOATrPYIH Ha MeAUaTpUYHaTa MOy aus Ha
BB3pacT nox 12 roguHu NpH JeYeHne Ha TUTaHTOKIEThYEH TYMOP Ha KOCTTa (BX. Touka 4.2 3a
UHQOpPMAITUS OTHOCHO yroTpeba B eANaTpUsITa).

B npoyuBane 6, 1eHO3ymMal € oLeHsBaH NP MOArPYMNa OT 28 MallMeHTH B I0HOIIECKa Bb3pacT (Ha
BB3pacT 13-17 ronvHu) ¢ THTAHTOKJIEThYEH TyMOP Ha KOCTTa, KOUTO Ca JJOCTUTHAIIN CKEIEeTHA
3psUTOCT, OTIPE/IeICHa OT HATMYMETO Ha Hall-Manko | 3psuta abjra KocT (Harp. 3aTBopeHa enupuzapHa
pacTexHa IJI0YKa Ha paMEeHHAaTa KOCT) M TeJlecHO Terino >45 kg. [Ipu enuH manueHT B I0HOLIECKa
BB3PacT ¢ XUPYPrUIHO HEBB3CTAHOBUMO 3a0ossBane (N=14) ce HaOI01aBa PEIUINB Ha
3a00JISIBAHETO TI0 BpEMe Ha ITbPBOHAYAITHOTO JiedeHue. [Ipu TpuHazeceT ot 14-Te mauenTy ¢
XUPYPTUYHO HEBB3CTAHOBUMO 3a00JIIBaHe, YMATO TUIAHUPAHA XUPYPrUYHa ONEpaLisi ce CBbp3Ba ¢
TEXKa 3a00JIeBaeMOCT, HE € HallpaBeHa oIepanus A0 Mecel 6.

5.2 dapmakoOKMHETUYHHU CBOWCTBA

AOGcopOrus

Cren moaKkoKHO MPHIIOKEHUE OMOHATHYHOCTTa € 62%.
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BuorpanchopMmarus

JleHO3yMa0 chaBpKa CAMO aMHUHOKHUCEITHMHY U BBIJICXUIPATH U € MaJIKO BEPOSITHO J1a OBbe
SIMMHUHUPAH Ype3 YepHOIPoOeH MeTabomm3bM. OuakBa ce HETOBHUAT METa0OIM3bM U SIIMMHHUPAHE J1a
CJIe/IBaT MMbTHUINATA HA KIMPBHHC HA KMYHOTJIO0YJIHMHHUTE, BOACIIHU 10 pa3rpaxaaHe 10 MaJIKU NSITUIN
M OTJEJIHA aMHUHOKHCEIMHHU.

Enumunupane

[Ipu nanuenTy ¢ HanpeAHAN paK, KOUTO ca MOoJdy4yaBald MHOTOKpaTHHU 1034 oT 120 mg Ha BcekH

4 cegmuiy ce HaOMOAaBa NPUOIU3UTEIHO 2-KPaTHO yBEIUUaBaHEe HA CEPYMHUTE KOHIIGHTPALMH Ha
J€HO3yMal U CTAI[MOHAPHO ChCTOSHUE Ce JOCTHUra 3a 6 Mecela, KOeTO ChOTBETCTBA HA HE3aBUCUMA OT
BpeMeTo apMakoKHHETHKA. [Ipy manyueHTn ¢ MHOKECTBEH MHUEJIOM, KOUTO ca rnony4asanu 120 mg Ha
BCEKM 4 CeIMUIIM, MEaHaTa Ha Hall-HUCKHUTE HUBA Bapupa ¢ MO-MaJIKo oT 8% Mexny 6-ust u 12-us
mecenl. [Ipu manmeHTy ¢ THTaHTOKJIETHYEH TYMOP Ha KOCTTa, KOUTO ca nosydaBaiu 120 mg Ha Bcekn
4 cemMuIM ¢ HATOBapBalla /103a Ha 8-Mu U 15-TH IeH, CTallMOHAPHY HUBA Ca IOCTUTHATH B PAMKHTE
Ha IIbPBHS Mecel] OT JJeueHneto. Mexny 9-ta u 49-ta cenMuiia, MeJiiaHaTa Ha Hall-HUCKUTE HHUBA
Bapupa ¢ mo-Mayko ot 9%. [Ipu manumenTH, KOUTO ca MPEyCTAaHOBUIIY J103aTa OT 120 mg Ha BCEKH

4 cenMUIM, CPETHUAT MOIYKUBOT € 28 nHu (Tpanuuu 14 mo 55 qum).

[omynanuonex ¢papMakOKMHETHYCH aHAJIM3 HE TIOKA3Ba KIIMHUYHO 3HAYUMH [IPOMEHHU B CUCTEMHATa
eKCITO3UIIHS Ha AeHO3yMal B CTallMOHAPHO CHCTOSHHE MO OTHOIIEHHE Ha Bb3pacT (18 mo 87 rogunm),
paca/eTHHYEeCKH MPOU3X0. (M3CIIeABaHN Ca YEPHOKOKH, C HCIIAHCKH MPOU3XO0/, a3UaTLu U OeH), Mo
WJIM BUJT HA COJTUTHUS TYMOD, WM MAIIMEHTH C MHOYKECTBEH MUEJIOM. [10BUINIABAHETO HA TEIECHOTO
TETJI0 € OMII0 CBBP3aHO C HaMallsiBaHe Ha CUCTEMHATa eKCro3unus 1 ooparHo. [IpomeHuTe He ca
CYETCHH 3a KIIMHUYHO 3HAYMMHM, ThU KaTO (hapMaKOIMHAMUIHHUTE €PEKTH, Oa3UpaHu Ha MAPKEPUTE 3a
KOCTHA O0MSIHA, Ca TIOCTOSIHHU MPH MIUPOKH TPAHUIU HA TEIECHO TETJIO.

JInHEeHHOCT/HENMMHEHHOCT

JleHo3yMa0 mmokasBa HelMHeHa (papMaKOKUHETHKA MTPH JJO3H B IMIMPOK JI030B TUANa30H, HO
MOBHUIIIaBaHE HA EKCIIO3MIIUATA, KOCTO € IPUOTH3UTEITHO POTIOPITUOHAITHO Ha JI03aTa, IIPH JI03U OT
60 mg (uau 1 mg/kg) u no-sucoku. HenuueriHOCTTa BEPOSITHO € B PE3yJITaT Ha HACUIIIAEM, TAPT€THO-
MEJUHPaH BT Ha STUMHHHUPAHE, KOMTO € OT 3HaUEHHUE MTPU HUCKU KOHIICHTPAIIHH.

br0Opeuno yBpexaaHe

[Ipu npoyuBanust Ha neHo3yMad (60 mg, n=55 u 120 mg, n=32) npu nauneHTH O€3 HaIIpegHAaT PaK, HO
C pa3nIMyHa CTereH Ha ObOpeuHa (QYHKIHS, BKIIOUUTEIHO U MAIMSHTH Ha JUaNn3a, CTEeHTa Ha
0BOpeuHO yBpekJaHe He MOBIHABA (hapMaKOKMHETHKATa Ha AeH03yMal; Taka 4e He ce M3HCKBa
KOpUTHpaHe Ha j03aTa npu Ob0peuHo yBpexaaHe. Hama HeoOX0QUMOCT OT MOHUTOpUpPAHE Ha
0BpOpeuHaTa GpyHKITHS IpH MIpHIIaraHe Ha ICHO3yMao.

YepHoapoOHO YBpeXIaHe

He e mpoBexmano crieruduaHOo MpoydBaHe MpH MalMeHTH C Y4epHOAPOOHO yBpexaane. Karo 1o
MOHOKJIOHATHUTE aHTHTENNA HE CE SIMMMUHUPAT TIOCPEICTBOM YepHOIpoOeH MeTabonmm3bM. He ce
ouakBa (papMaKOKMHETHKATa Ha JIEHO3yMal Ja Ob/ie TIOBIUSHA OT YSPHOAPOOHO YBPEKIAHE.

CTapquKa BB3pacT

He ca nabmronaBanu pa3nuky B 0€30MaCHOCTTA U €(PUKACHOCTTA MEXK/IY MAIUCHTH B CTapUecKa
BB3pACT U MO-MIIAH MarueHTd. KoHTpoaupaHu KIIMHUYHY POYYBaHUS ¢ IeHO3yMal Ipy NaIlMeHTH
Ha BB3pAcT HaJ 65 TOAMHHU C HAIIPETHAIIN 37I0KaYECTBEHHU 3a00IIsIBAaHHS, 3aCATaIH KOCTHUTE, Ca
IOKa3aJi CX0Ha e(pUKacCHOCT U 6E30IMaCHOCT MY MO-BH3PACTHU H MPH MO-MJlaau nanueHTu. He ce
HaJlara KOpUTrMpaHe Ha J103aTa MpH MalUeHTH B CTapYecKa Bb3pacT.
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IlenuaTpuyHa momyaamus

[Ipu 10HOIHM CBHC 3aBBPILICHO CKeNEeTHO pa3BuTHe (12-17 roguHN) ¢ TMTAHTOKJIETHYEH TYMOp Ha
KOCTTa, noiay4yaBaiu 120 mg Bceku 4 ceAMHLIN C HaTOBapBallla J03a Ha 1HU 8 U 15,
(apMaKOKMHETHKATa Ha A€HO3yMal € CXOHa C Ta3H, HAOJIIo1aBaHa IIPU B3PACTHU MAIMEHTH C
TUTaHTOKJIEThYEH TYMOP Ha KOCTTA.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

Tpii kKaTo OMOJIOTHYHATA AKTUBHOCT Ha JIEHO3yMal NP KUBOTHH € crieln(hUIHA 32 HEYOBEKOIIOA00HU
MpUMaTH, 3a OLICHKa Ha (hapMaKOJMHAMUYHUTE CBOMCTBA HA I€HO3yMal MPHU MOJIENIM Ha TPU3ayH ce
NpaBy OIeHKa Ha TeHHO Mojenupany (knockout) MUTIIKK WITK ce U3MOI3BAT APYTH OMOJIOTUIHU
naxuburopn Ha RANK/RANKL mbts, karo OPG-Fc u RANK-Fc.

[Tpu MumM MoJieNy Ha KOCTHH METAcTa3u Ha pak Ha I'bpJiaTa IpH YOBEKa, IIOJIOKUTEIICH U
OTpUIIATEIICH 3a ECTPOr€HEH PELENTOop, PaK Ha MPOcTaTaTa U HeAPEOHOKIIEThUCH pak Ha Oenust Apoo,
OPG-Fc HamainsBa OCTCONUTHYHHUTE, OCTEOOIaCTHUTE U OCTEOIUTHYHUTE/OCTEO0IaCTHUTE JIE3UH,
3a0aBs popmMupaHeTO Ha de nOVo KOCTHU MeTacTa3y U HaMaJlsiBa pacTexka Ha KocTHHsA TyMmop. Koraro
nipu Te3u Mojienn OPG-Fc ce komOuHMpa ¢ XopMOHaiHa Teparusl (TaMOKCU(EH) WIH XUMUOTEPATIHS
(mouerakcen), ce HaOJIIO1aBa JIOIBIHUTETHO HHXUOUPAHe Ha PacTexa Ha KOCTHUSI TYMODP ChOTBETHO
NP paK Ha I'bpJara, npocTarara win oemus apo6. [Ipy Mumm Moien Ha MHAYIpaHe Ha TyMOp Ha
miteynara xie3a RANK-Fc HamansiBa XopMOH-UHAYIMpaHaTa mpoirdepanyis B enuTesia Ha MiIeYHaTa
kKJe3a U 3a0aBst 00pa3yBaHETO HA TYMOP.

CranmapTHH TECTOBE 3a U3CJIeIBAaHE Ha TCHOTOKCUYHUS IIOTEHIIMAII HA IEHO3yMal He ca OLICHsABaHH,
ThH KaTo He ca NPHIOKUMU IIPU Ta3u MoJieKyia. [lopanu cBOeTo ecTecTBO € MajIKo BEPOSITHO
JeH0o3yMal Ja MpUTEKaBa HAKAKBAa T€HOTOKCUYHOCT.

KaHHCpOFCHHI/IHT IOTCHIIMAJI Ha [ICHO3YM36 HE € OLCHABAH B ABJTOCPOYHU ITPOYYIBAHUA IPHU )KUBOTHU.

B npoy4BaHus 32 TOKCHYHOCT MPH €IHOKPATHO H MHOTOKPATHO IIPHJIAraHe MpH IBJIT00NAIIaTH
Makaly, J03UTe Ha JeH03yMab, BoJenH oT 2,7 10 15 mbTH No-rojsiMa cucTeMHa eKCIO3UIIHS,
OTKOJIKOTO MPETNopbUNTENHATA 032 PH X0pa, HAMAT e(peKT BbPXY ChbpPACYHO-ChI0BaTa (PU3NOIOTHS,
(depTuiinTeTa IPU MBKKUTE WK )KEHCKUTE, U HE [T0Ka3BaT TOKCUYHOCT 33 KOHKPETHH TapreTHU
OpraHu.

B nmpoyuBane npu aparoonamaTi Makaiy, Ha KOUTO € MPIIIOKEH IeH03yMal 110 BpeMe Ha TIeproa,
EKBUBAJICHTEH Ha ITBPBUS TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha IEHO3yMa0, BOJICIIH 10 9 MBTH T10-
rojisiMa CUCTEMHA EKCIIO3UIINS, OTKOJIKOTO MPETOPbUUTENHATA 1032 TIPU X0pa, HE UHIYIUPAT
TOKCHYHOCT IIPH MaiikaTa WK yBpeXaaHe Ha (eTyca 110 BpeMe Ha Iepro/l, EKBUBAICHTEH Ha ITbPBUS
TPUMECTB, BBIPEKH e (heTamHnTe TMMGHU B3N HE Ca N3CIeIBaHH.

B npyro npoyduBaHe npH ABJITOONANIATH MaKaly, Ha KOUTO € MPHIIOKEH ICHO3yMal 1o BpeMe Ha
OpEMEHHOCT MpH CUCTEMHA €KCIO3ULM, 12 mbTH MO-BUCOKA OT J03aTa MPH X0pa, € HabIro1aBaHo
HOBHIIABAaHE HA MBPTBUTE PAXKIAHUS U MIOCTHATAIHATA CMBPTHOCT; HApPYIIEH KOCTEH PacTek, BOJCII
JI0 HaMaJIeHa 3/[paBHHA HA KOCTUTE, IIOHIKEHA XEMATOoe3a U HENPaBHIHO MOApeKAaHe Ha 3p0UTe;
nurca Ha nepudepHu TUMGHA Bb3IH U 3a0aBeH HeoHaTaleH pacTex. He e yctaHoBeHO HUBO, TIPU
KOETO ce HaOI0AaBaT HeXeJaH! PENPOILyKTUBHH e(heKTH. 6 Mecena ciesl pakIaHeTo, IPOMEHHUTE
CBBP3aHU C KOCTUTE ca IT0Ka3anu 00paTHO pa3BUTHE U HE € HAOIIo1aBaH e()eKT BbpXy MOHUKBAHETO HA
3p0ute. Edexture BbpXy IMM(HUTE B3N U HENPABUIIHOTO NOAPEKIaHe Ha 350uTe 0baue
MEPCUCTHPAT U € HaOJIro1aBaHa MUHUMAITHA 0 YMEepeHa MUHEepaIr3alsl B MHOTO ThKaH!U MPH €IHO
KUBOTHO (BpB3Ka C JICUEHUETO HE € ycTaHOBeHa). Hsima manHu 3a yBpexkIaHe Ha MaiikaTa pean
paXJaHETO; HeXeNlaHu e(peKTH NPU MalikaTa Bhb3HUKBAT HEYECTO 110 BpeMe Ha PaKIaHETo.
PasBuTHeTo Ha MaliuMHATa MIICUHA KJIe3a € HOPMAITHO.

IIpu npeIKIMHUYHY DPOYYBAHMS 38 KAYECTBO HA KOCTUTE IIPU MANMYHH Ha ABJITOCPOUYHO JICUEHUE C
JeHO3yMal, HaMaIsIBaHETO HAa KOCTHHSI OOMEH ce CBBpP3Ba C ITOBHUIIABAHE HA 3/IpaBUHATA HA KOCTUTE U
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C HOpMaJIHa KOCTHA XHUCTOJIOI'Us.

[Tpu MBKKM MUIIKH, TeHHO Moaenupanu aa ekcrnpecupat huRANKL (knock-in mumikn), kouto ca
OWIIM IOJJIOKEHN Ha TPAHCKOPTHKaHA (hpakTypa, AeHo3yMal 3a0aBsi OTCTpaHsIBAaHETO Ha XpyLIsiia U
pPEMOJIETTMPAHETO Ha Kalyca Ha MACTOTO Ha (hpakTypaTa B CpaBHEHHE C KOHTPOIUTE, HO
OmoMexaHWYHATA 3ApaBUHA HE € OMIa 3acerHara HeOJIarompusITHO.

[Mpu npeaxnmmanuan npoyuBanus, knockout mumku 6e3 RANK wim RANKL ca nmanu snurca Ha
JIaKTaIys MOpaJu MOTHCKAHE Ha Ch3PSABAHETO Ha MIIEYHATA JkKJie3a (JI00yII0-aIBe0IapHOTO Pa3BUTHE
Ha ’KJIe3aTa 1o BpeMe Ha OpEMEHHOCTTa) H ca MoKa3ald HapylleHHe B 00pa3yBaHETO Ha TUMGpHH
BB311. HoBopogenn RANK/RANKL knockout Mutiku ca 7eMOHCTpUpany HaMalleHO TEJIECHO TErJIo,
MTOHIKEH KOCTEH PacTeX, MI3MEHEHHE B PACTE)KHUTE TUIOYKHY U JIUTICA HAa IpoOuB Ha 360u. Hamanen
KOCTEH PacTeX, M3MCHEHHUE B PACTEKHHUTE IJIOYKH U JIUIICA Ha MPOOUB Ha 3501 ca HabIronaBaHu U
[IPY IPOYYBaHUs IPH HOBOPOJEHH TUIbX0BE ¢ npuioxeHn RANKL naxuburopu u Te3u MpoMeHu ca
OMJIM YaCTUYHO 00paTHUMHM, Korato npuiokeHueto Ha RANKL unxuOuropa e Ouino npeycTaHOBEHO.
IOBeHwIHN IprMaTH, Ha KOUTO € TpWiIarad JieHo3ymat 2,7 u 15 mbTH Ha/l KIMHUYHATA EKCTIO3UIIHSI
(10 u 50 mg/kg no3a), umart HapyuIieHue B pacTexHUTe wiouku. [lopanu ToBa, neyeHuero ¢
JIEHO3yMad MOJKe JIa HApyIId KOCTHHS PACTEX MPH JIella C OTBOPEHH PACTEKHU IUIOYKH U MOXKE J1a
MOTUCHE TIPOOUBa Ha 3BOUTE.

6. DOAPMALEBTUYHU JAHHU

6.1 ChnucbK HAa IOMOLIHUTE BeleCTBA

Jlenena oueTHa KucenuHa*

Hatpues xunpokcun (3a kopekmus vHa pH)*

Cop6wuton (E420)

[Monucop6ar 20 (E432)

Bona 3a nnxexkuuu

* IIpu cMecBaHe Ha OIleTHA KHCEITMHA C HaTpUEeB XUAPOKCHUJI ce 0O0pasyBa arerateH 0ydep

6.2 HecbBMECTHMOCTH

[pu nmunica Ha Mpoy4BaHUs 32 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOAYKT HE TPsIOBa Ja ce CMecBa C
JIpYTH JEKapCTBEHHU MPOTYKTH.

6.3 Cpoxk Ha roaHOCT

3 roguHU

Crnen KaTo ce u3Bajy OT XJIaIMITHUKA, YaXxwer MOXKe Jla Ce ChXpaHsBa Ha CTaiHa Temreparypa (1o
25° C) no 30 nHU B OpUTrMHAIHATA ONIAKOBKA M BHHIIIHATA KYTHS, 3a JIa CE MPEJIa3u OT CBeTinHA. Toit
TpsIOBa Ja ce M3MOJI3Ba B paMKHUTe Ha TO3U 30-THEBEH IIEPHOI.

6.4 CrnenuajaHu ycJI0BHA Ha CbXpaHeHHe

Ja ce cpxpanspa B xnamutHuK (2°C—8°C). [la He ce 3ampazsBa.
CroxpansBaiiTe (prakoHa B KapTOHEHaTa OMAKOBKA, 3a J]a C€ MPEeana3u OT CBETINHA.

6.5 Buau cbabpkaHue Ha ONAKOBKATA
1,7 ml pa3TBOp ce mpeiara BsB (DJIakoH 32 HHKEKIIMOHEH Pa3TBOP OT MPO3PAYHO CTHKIIO (CTHKIIO
tun | cernacHo EBpomneiickara ¢apmakornes ), 3are4aTtad ¢ OpoMOyTHIIOBa T'yMEHa 3aIyIaiKa, ¢

(bﬂyopnpaHo MOKPUTHUC U IUIaCTMACOBA Kalla4yka ¢ aTlyMUHUCBA 0oOKaTKa.

BI/I,I[OBG OIIAaKOBKH 110 €IUH, TPHU WU YCTUPHU (bHaKOHa.
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He Bcrukm BHI0BE ONTAaKOBKH MOTAT Aa ObAT IyCHATH HA T1a3apa.

6.6 CrnenuajaHu nNpeanasHu MepKH NMPH U3XBHPJIsIHE H padoTa

. IIpenun npunoxkeHue, pa3TBOPHT Y axwer TpsOBa Ja ce IpoBepHu Bu3yaaHo. He mmkekTupante
pa3TBOpa, aKO ChABPIKa YACTULH, MU € MBTEH, WIN C IPOMEHEH LIBSAT.

. He pasknamaiite.

. 3a na ce nzberHe qUCKOMQOPT Ha MSCTOTO Ha HHXKEKTHPaHe, ocTaBeTe (1akoHa Jia IOCTUTHE
cTaiiHa Temneparypa (1o 25°C) npean HHXEKTHpaHe U HHKEKTUpaiTe OaBHO.

. Tps0Ba ga ce MHXEKTUPA ISJIOTO ChABbPKaHUE Ha (prakoHa.

. 3a nmpuarane Ha JeHO3yMa0 ce mpernopbuBa uriia ¢ pasmep 27G.

. Urnara He TpsiOBa 1a ce BbBEKAa IIOBTOPHO BbB (HIIaKOHA.

Hewusnon3BaHusT JeKapcTBEH MPOAYKT WM OTHAIBUHITE MaTEPUAITU OT HETO TPSOBA /1a e U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE N3UCKBAHHUS.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Gedeon Richter Plc.

Gyomréi at 19-21.

1103 Budapest

VYHrapus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1934/001

EU/1/25/1934/002
EU/1/25/1934/003

9. JATA HA I'bPBO PASPEHIABAHE/IMTIOJHOBSABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA
Jlata Ha IBPBO pa3pelaBaHe:

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Nonpo6Ha nH(OpMans 3a TO3M JIEKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus 1o JiekapcTBaTa http://www.ema.europa.eu/.
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MNPUJIOKEHUE I1

MNPOU3BOJUTEJ/IN HA BUOJIOI'MYHO AKTUBHOTO
BEIIHECTBO U ITPOU3BOJUTEJIN, OTT'OBOPHHU 3A
OCBOBOXJABAHE HA ITAPTHU N

YCJIOBUA NJIX OI'PAHUYEHUA 3A TIOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUS N UBNCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIX OT'PAHUYEHUA 3A BE3OITIACHA U

E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS
NPOAYKT
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A. NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
MMPOU3BOJUTEJIN, OTTOBOPHHU 3A OCBOBOXJIABAHE HA ITAPTU/ N

Hmen aapeC HAa MPOU3BOAUTCINTC HA OMOJIOTHYHO AKTUBHOTO BCIICCTBO

Chemical Works of Gedeon Richter Plc.
(Gedeon Richter Plc.)

Richter Gedeon utca 20.

4031 Debrecen

VYHrapus

Hmen aJp€C HAa MPOU3BOAUTCINTEC, OTTOBOPHH 3a OCBO60)K,Z[aBaHC Ha NapTUANUTC

Chemical Works of Gedeon Richter Plc.
(Gedeon Richter Plc.)

Richter Gedeon utca 20.

4031 Debrecen

Yurapust

Gedeon Richter Plc.
Gyomrdi at 19-21.
1103 Budapest
VHrapus

[NevaTHara TUCTOBKA HA JIEKAPCTBEHUS MIPOAYKT TPSIOBA JIa ChABPIKA UMETO U ajjpeca Ha
MIPOU3BOANTENS, OTTOBOPEH 32 OCBOOOXTaBaHETO HA ChOTBETHATA MAPTHIA.

b. YCJIOBUA NJIN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHUAT MPOIYKT CE€ OTITYCKa 110 OTPaHUYEHO JIeKapcKo npeanvcanue (Bx. [punoxenue I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JPYI'HYCJIOBUS N U3UCKBAHUS HA PASPEHHIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKTyaTu3uPaHu T0KJIaau 3a 6e3onacHoct (ITAJIB)

N3uckpanusta 3a nojnasane Ha [TAJIb 3a To3u JiekapCTBEH MPOAYKT ca MMOCOUYEHU B CITUCHKA C
pedepentaute natu Ha Epponetickus cbto3 (EURD crmcek), mpensuzaeH B wi. 1078, ann. 7 ot

Hupexrtusa 2001/83/EO, 1 BbB BCHUKH CIIeIBAIIM aKTyaJH3alnu, MyOINKyBaH! Ha €BPOTICHCKUS
yeOmopTa 3a JieKapcTBa.

. YCJI0OBUS NN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpaBJjienue Ha pucka (ITYP)

IIputexatenar Ha pa3pemieHreTo 3a ynorpeda (IIPY) TpsoBa na M3BBpIBa N3UCKBAHUTE TICHHOCTH H
JeMCTBUS, CBbP3aHU C IPOCiIeAsIBaHe Ha JeKapcTBeHaTa 6e301acHOCT, mocoueHu B og00penus [1YP,
npencraBed B Mosyn 1.8.2 Ha pa3peinieHHeTo 3a ynorpeda, KakTo ¥ BbB BCUUKH CIIEBAIIH 0JI00pCHH
akTyanu3auuy Ha ITYP.

Axryamusupas I[IYP tpsiOBa na ce nonasa:
o o uckaHe Ha EBpornelickaTa areHuus 1o JeKkapcTBara;
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° BUHATH, KOTAaTO CE M3MEHS CHCTEMAaTa 3a yIpaBJICHHUE Ha PUCKA, OCOOEHO B Pe3yiTaT Ha
MmoJTydaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a JOBEIE 10 3HAYMMH ITPOMCHH B
CBHOTHOIIECHUETO I10JI3a/PUCK, WM CJICH JOCTHTaHe Ha BasKEH eTall (BbB BPb3Ka C MPOCIICAsIBaHEe
Ha JICKapCTBEHATa OE30MAaCHOCT WIIM CBEXK/IAHE HA PHCKA IO MUHUMYM).

L I[OH'bJIHI/ITeJIHI/I MEPKH 3a CBECKTAaHE HA PUCKA 10 MUHUMYM

IIPY Tpsi6Ba 1a OCUTYpH BEBEKIAHETO HA HATIOMHSINA KapTa Ha MaIlieHTa OTHOCHO OCTEOHEKPO3a Ha
YENIOCTTA.
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INPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CbABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Yaxwer 120 mg WHXEKITHOHEH Pa3TBOP
JIeHO03yMao

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

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

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

JIe/icHa OlleTHA KUCeInHA, HATPUEB XUAPOKCH] (3a Kopekius Ha pH), copourton (E420),
noaucop6at 20, Boja 3a MHKEKLUH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HnxeKuoHeH pa3TBop.

1 ¢rakon 3a emHOKpaTHA yrIoTpeda
3 (makoHa 3a eqHOKpaTHA yroTpeba
4 ¢urakoHa 3a eTHOKpaTHA yIOTpeoa

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
TTonkoxxHO NpUIOXKEHUE
Jla He ce pa3kJama.

Ja ce Bxiroun QR kon
www.yaxwerinfo.com

6. CIHEHUAJIHO NPEAYHPEXIHUE, HE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

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

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

Camo 3a emHOKpaTHa ynoTpeoa.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

Ja ce cbxpaHsiBa B XJIaIUJIHHK.
[la He ce 3ampa3ssBa.
CopxpansBaiiTe GrakoHa B KApTOHEHATa OIAKOBKa, 3a Ja CE MPe/Ia3y OT CBETIHHA.

10. CIHENUAJIHU IIPEAITA3SHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Gedeon Richter Plc.
Gyomréi ut 19-21.
1103 Budapest
Yurapust

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1934/001 1 dakoH 3a eqHOKpaTHa yroTpeda
EU/1/25/1934/002 3 (akoHa 3a eHOKpaTHA yIOTpeda
EU/1/25/1934/003 4 ¢akoHa 3a eTHOKpaTHA yroTpeda

13. HAPTHJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Yaxwer

‘ 17. YHUKAJIEH WIEHTUHOPUKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoJ ¢ BKIIOYCH YHUKAIECH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH UWIEHTUHOPUKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHUMYMA JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJMVHUYHHN
II'bPBNYHH OITAKOBKH

ETUKET HA ®JTAKOHA

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

Yaxwer 120 mg wHKEKIIHsI
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

29



b. INCTOBKA
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JIncroBka: undopmanus 3a norpeduTeNs

Yaxwer 120 mg uHKeKIIHOHEH PA3TBOP
neHo3yMao (denosumab)

vTOBa JICKaPCTBEH MPOAYKT IOJUIC)KH Ha JOIBJIHUTEIIHO HaOmoaeHre. ToBa 111e 1mo3BoJu 0bp30TOo
YCTaHOBSIBaHE Ha HOBa MH(OpPMAIUsl OTHOCHO 0€30TMacHOCTTA.

MoskeTe a gajeTe CBOsl MPUHOC KaTo ChOOIIHUTE BCSAKA HEXKEITAHA PEaKIIHs, KOSTO CTE MOMydrIH. 3a
Ha4yMHA Ha ChOOIIaBaHE HA HE)KEJIaHU PEaKIUU BIOYKTE Kpasi Ha Touka 4.

IIpouyeTeTe BHMMATEIHO LSLJIATA JIUCTOBKA, IPeIM 1A 3aM0YHeTe /1a IPUeMeTe TOBA JeKaApPCTBO,

Thil KaTO TH ChABbPKa BaxkHa 3a Bac undgopmanms.

- 3amazere Ta3u TUCTOBKA. MOXKe /1a ce HAIOXKH J1a 5T TPOYETETe OTHOBO.

- AKO UMare HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TTonuTaiiTe Bamus nekap winu gapmaiiesr.

- ToBa nekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeotcTsnBaiite Ha npyru xopa. To Mmoxe
Jla UM HaBpeIH, HE3aBUCUMO Y€ TIPU3HAINTE Ha TAXHOTO 3a00JIABaHe ca CBHIMUTE KaTo Bamure.

- AKO TIOJTyYHTE HAKAKBH HEXEJIaHU peakllny, yBeaoMeTe Bamus siekap wiu GapmarieBT. ToBa
BKJIIOYBA U BCUUKU Bb3MOXHHU HEXKEIAHU PEAKIUU, HEOMIMCAHU B Ta3U JUCTOBKA. BrmxkTe TOuKa
4,

- BamusaT nexap me Bu naze HanoMHsIa KapTa Ha MAIMEHTa, ChIbpKallla BaKHA HHPOpMAaIHs
BBB BpB3Ka ¢ 0€30IaCHOCTTA, C KOATO TPSAOBa Ja ce 3aro3HaeTe mpeIu U 1o BpeMe Ha
neuenuetro Bu ¢ Yaxwer.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

KaxBo npencraBisiBa Yaxwer U 3a KakBO c€ HU3II0JI3Ba
Kakso Tpsi0Ba ia 3HaeTe, mpeau Ja u3noi3BaTe Yaxwer
Kak ga nsnomnsBare Yaxwer

BB3M0XHU HEXETaHU pEaKLUU

Kak na cexpansaBare Yaxwer

ChbabppkaHue Ha ONIaKOBKAaTa M JOIBIHUTENIHA HH(OPMALUs

AN A=

1. Kakso npeacraBiasiBa Yaxwer u 3a KakKBo ce U3I0J13Ba

Yaxwer cbIbpika AeHo3ymMa0, 0enThK (MOHOKIIOHAHO aHTHTSUIO), KOWTO AWCTBA C 1€ HaMaJlsiBaHe
pa3pylIiaBaHETO Ha KOCTHTE, IPUYMHEHO OT pak, KOMTO ce pa3npocTpaHsIBa B KOCTUTE (KOCTHU
MeTacTa3u) WIN OT TUTaHTOKJIEThYCH TYMOpP Ha KOCTTA.

Yaxwer ce U3MoJI3Ba NPy Bb3PaCTHU MAIMEHTH C HAPETHAT paK 3a MPEJOTBPATABAHE HA CEPUO3HU
YCIIOKHEHUS, TPUYNHEHHN OT KOCTHH METacTa3H (HaIlp. CIylBaHe, IPUTHUCKAHE HAa IPbOHAYHUS MO3BK
WM HeOOXOJUMOCT OT JIbYeTePAIys WIH XUPYPTHIHO JICYEHHE).

Yaxwer ce U3MOJ3Ba CHIIO 32 JICUCHUE HA TUTAHTOKIETHYEH TYMOP Ha KOCTTA, KOWTO HE MOXKeE Ja ce
JIEKyBa C OTIepallysl UM KOraTo OlepanusaTa He € Hail-1o0pus BapraHT, IPY Bb3PACTHHU M FOHOIIIH,
YUUTO KOCTHU Ca 3aBBPIIUIN CBOSI PACTEK.

2. KakBo TpsioBa 1a 3HaeTe, Mpeau Aa U3M0JA3BaTe Yaxwer

He n3noasBaiite Yaxwer

- aKo CTE aJIEPTMYHU KBM JCHO3YMAa0 MIIM KbM HIKOS OT OCTAHAJIUTE ChCTABKH HA TOBA JIEKAPCTBO

(130poenu B Touka 6).

Bamust nekap Hsma ga Bu npusoxu Yaxwer, ako UMare MHOTO HUCKO HUBO Ha KaJl[Mi B KPbBTA,
KOETO HE € OMJIO JIEKYBaHO.
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Bamusar nekap Hsama qa Bu npunoxku Yaxwer, ako UMaTe He3apacHalld paHd OT CTOMaTOJIOTHYHA
MIPOIEAypa WK OTIepaIHs B yCTHATA KyXUHA.

Ipexynpe:xxkaeHust U npeAnasHu MePKH
T'oBopete ¢ Baius nekap, npeau a npueMere Y axwer.

Jlo0GaBKH ¢ KaJaIuii ¥ BUTaMuH D

Bue tps6Ba ga npuemate m006aBKH C KK U BUTaMHUH D, TOKaTo ce JeKyBaTe ¢ Yaxwer, OCBeH aKo
HHUBOTO Ha KaJIIIUKA B KpbBTa Bu e Bucoko. JIekapsr 1mie ro o6cham ¢ Bac. Ako HUBOTO Ha KU B
KpbBTa Bu € HUCKO, TekapsAT Moxe Ja pern Ja Bu nage 100aBKu ¢ KalIUi, peIy 1a 3all09HETe
JeyeHue ¢ Yaxwer.

Huckyu HMBa Ha KaJIIIUHA B KPBBTA

Mous, kaxxete He3a0aBHO Ha Bamus nekap, ako uMarte cria3Mu, MOTPEIBaHYsI WIH KpaMITH Ha
MYCKYJIUTE, U/UIIN U3TPhIIBAHE WK MPaByYKaHe Ha MPBCTUTE HA PBIETE, KpaKaTa HIId OKOJIO ycTaTa
W/ I'bpYOBE, 00BPKAHOCT MIIM 3ary0a Ha Ch3HAHME, JIOKATO Ce JIeKyBaTe ¢ Yaxwer. Moske 1a uMate
HHUCKH HUBA Ha KaJIUHA B KPBBTA.

bBrOpeuHo yBpekaane

TpsbBa na kaxeTe Ha Bamms jgekap, ako UMaTe WU CTe UMATd TeXKKUA ObOpeUHH MpodIieMH,
0BOpeyHa HEeJJOCTAaTHYHOCT, WIIA CTE€ UMAJI HYXk/1a OT XEMOJIHAIN3a, KOUTO MOTAT JIa YBEIHYaT PUCKa
OT IOsIBa Ha HUCKW HHMBA Ha KaJIHHi, 0COOCHO aKo HE MMoJydaBaTe J00aBKH ¢ KaJIlHi.

[IpoGnemu ¢ ycrara, 350MTE WK YSTFOCTTA

Hesxenana peakiusi, HapedeHa OCTEOHEKPO3a Ha YeNOCTTa (KOCTHO YBPEXKIaHE Ha YEIIOCTTa), Ce
ch0OIIaBa yecTo (Moke aa 3acerre 70 1 Ha 10 aymin) mpu NalyeHTH, HoayJYaBalld HHKEKIIUN
JICHO3yMa0 3a CBhp3aHHu ¢ pak 3a0oisBaHus. OCTCOHEKPO3a HA YSIFOCTTa MOXKE JIa CE TIOSIBU U CIIS]T
CIUpaHe Ha JCUYCHUETO.

BaxxHo e na ce HampaBu ONUT 3a NPENOTBPATABAHE PA3BUTUETO HA OCTEOHEKPO3a HA YETIOCTTa, ThH
KaTo TOBa MOXKE J1a € O0JIE3HEHO ChCTOSIHNE, KOETO MOXKE Jla Ce OKayKe TPYAHO 3a JieueHune. MimMa HIKou
MIpeana3Hd MEPKH, KOUTO TPsAOBa 1a IpenprueMeTe, 3a Aa c€ HaMalld pUCKBT OT pa3BUTHE HA
OCTEOHEKpPO3a Ha YeJIIOCTTa:

o Ipenu fa 3ano4yHeTe JCUCHUETO, yBeIOMETe Barms nexap/MeIUIIUHCKA cecTpa (MEIUIIMHCKA
CHeHI/IaHI/ICT), aKO UMaTe HJIKaKBU HpOGHeMI/I C ycTtaTra uin 3'[)6I/ITe. Bamusar JICKap e OTJIOXKHN
Ha4yaJ0TO Ha JIeueHHeTo By, ako UMaTe He3apacHaIM paHU B ycTaTa OT CTOMATOJIOTHYHH
MPOIIETyPH WM OTIEPaIlHsl B yCTHATA KyXMHA. Balusr iekap Moxe Ja mpernopbya
CTOMATOJIOTHUYCH MPErJIeA NPE/H Ja 3a0YHeTe JIeUueHHe ¢ Y axwer.

. Jlokaro ce jiekyBare, TpsiOBa Ja MoAIbpiKaTe 100pa yCTHa XUTHEHA | JIa e Mo yiarate Ha
PEAOBHU CTOMATOJIOTUYHU IIPETIICAN. AKO HOCHUTEC ITPOTE3HU, TpSI6Ba Ja CTC CUT'YpPHH, Y€ TC
MPWIATAT [TPABUITHO.

° AKO CTC NOAJIOKEHHU HAa CTOMATOJIOTHUYHO JICUCHUC NJIN Bu mpeaACTOn CTOMATOJIOrNYHa
oreparus (Hamp. u3BakaaHe Ha 360), KakeTe Ha Barms jekap 3a BaieTo cToMaToioruaHo
JICYCHHUE U YBEJIOMETE 3b00JICKaps CH, Ue Ce JISKyBaTe C Y axwer.

o CebprkeTe ce ¢ Bammus jekap u 3500ekap He3abaBHO, aKO MMaTe MPOOJIEMH C ycTaTa MK
3b0UTE, HAIPUMED pa3KIIaATCHH 30H, O0JIKa WM OTOK, He3a3/IpaBsABallly A3BH WIN CEKPELus,
Thif KATO TOBA MOYKE JIa Ca MPH3HAIM Ha OCTCOHEKPO3a Ha YETFOCTTA.

HpI/I ManyeHTH, MOAJIOKCHN Ha XUMHUOTEpaAIInsd W/ AN JpYeTCpaIyd, npueMaiu CTCponan nin
AHTUAHTUOT'CHHU JICKAapCTBa (I/ISHOJ'IBBaHI/I 3a JICUCHUC Ha paK), TOAJIOXKCHH Ha CTOMATOJIOrH4YHa
onepanusi, KOUTO HE 1ToJIydaBaT p€AOBHU CTOMATOJIOTMYHU NIPETJICAN, UMaT 3a00JIIBaHe Ha BCHIIMTC
HJIK Ca Imynia4yuv, MOKE Ja MMa IMo-BHUCOK PUCK OT pa3BUTHUEC HAa OCTCOHCKPO3a HAa YCIIOCTTA.

Heobuuaitnun dpakTypu Ha GeapeHara KOocT
[pu HsIKOM XOpa MOTart Jia ce OSBAT HeoOHUYaiiHN QpakTypu Ha OepeHarTa KOCT, JOKATO ce JIEKYBAT C
neHo3yMa0. CepprkeTe ce ¢ Barwms jekap, ako MMojydruTe HOBa WM HeoOnuaiiHa 0oJika B
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Tazo0epeHara cTaBa, CJIabUHUTE WA OEIPOTO.

Bucoku HMBa Ha KadlMil B KpBBTA CJIEJ CIIMPaHEe Ha JICUEHHUETO ¢ Yaxwer

Hsxou manueHTH ¢ TUTaHTOKJIETHYCH TYMOP Ha KOCTTa ca Pa3BWIIA BUCOKHM HUBA HA KaJIIHi B KPHBTa
CEIIMUITH 0 MECEITH CJIC]T CIUPaHe Ha JIeUeHHeTo. BammsT nekap me Bu HabmomaBa 3a mpu3HAM U
CHMIITOMH Ha BUCOKHW HHBA Ha KaJIIHH, CJIEI KaTO CTE CIPEITH J1a IprueMaTe Y axwer.

Jlena u roHOIIM

Yaxwer He ce IperopbhyBa IPH JIe1a U FOHOIIX Ha BB3pacT 1Mo 18 roanHu, ¢ M3KII0UYCHNE Ha FOHOIIN
C TUTAHTOKJIETHYECH TYMOP Ha KOCTTA, YUHTO KOCTH Ca 3aBBPIIHIN CBOS paCTeX. YIoTpebara Ha
Yaxwer npu Jena 1 FHOIMU C APYTHU BUJIOBE PaK, KOUTO C€ pa3IpoCTpaHsBa B KOCTUTE, HE €
MPOyYCHA.

JApyru nexapcTBa u Yaxwer
Tps6Ba na xaxxere Ha Bammms nexap wimm hapManeBT, ako prueMaTe, HACKOpO CTe PUEMalH UITH €
BB3MOXKHO J1a TpUeMaTe APyTu jJekapcTBa. ToBa BKIIIOYBA JIEKapCcTBa, OTITYCKaHU Oe3 perenTa.

Ot ronsMo 3HaueHHE € a choOmTe Ha Bammst nekap, ako ce JeKyBare c:
. JPYTO JIEKapCTBO, ChIBPIKAIIO AeHO3yMal
. oudochonar.

Bue He Tpsi6Ba 5ia mpuemare Yaxwer eTHOBPEMEHHO C IPYTH JIEKapCTBa, ChIAbPKAIIN IeHO3yMal WiIH
oudocdonary.

BpemenHocT M KbpMeHe
Axo cTe OpeMeHHa W KbPMUTE, CMSTATe, Y€ MOXKeE Jla CTe OpeMEeHHa MM TUIaHUpaTe OpEeMEHHOCT,
MochBeTBalTe ce ¢ Bammus nexap npeau ynorpebara Ha TOBa JIEKAPCTBO.

Yaxwer He € U3NHUTBaH NPH OpEeMEHHU KeHH. BakHo e 1a kaxkete Ha Bamms nekap, ako cre
OpeMeHHa, MUCIIHATE, Ye cTe OpeMeHHa WK TuTaHupare OpemeHHOCT. He ce mpenoppuBa ymorpebara
Ha Yaxwer, ako cte OpemeHHa. JKeHu ¢ AeTepo/ieH MOTEeHITaNI TpsIOBa Aa N3Mo3BaT e(heKTUBHU
METOJM 3a KOHTpALEILUs, T0KATO CE JIEKYBaT C Y aXwer U 3a Hal-MaJIKO 5 Mecela cile]] CIIMPaHe Ha
JIEYEHUETO C Y aXwer.

Axo 3a6pCMCHCCTC 110 BpEMEC Ha JICHCHUC C Yaxwer win mo-mMajako oT 5 Mecena ciej CIIMpaHC Ha
JICUCHHUETO C Y axXwer, YBEOAOMCTE Bamus JICKap.

He e u3zBectHO nanu Yaxwer ce oTaess B KbpMaTa. BaxHo e ga kaxete Ha Bamus nekap, ako
KbpMHUTE WIH IUTAHUpaTe Ja KbpMuTe. Bammsr nexap me Bu nomorse aa pemmure 1anu ga
[IPEyCTaHOBUTE KbPMEHETO, MJIH A2 IPEKbCHETE NPUIIOKCHUETO Ha Y axwer, KaTo B3eMe IIPeIBU
[0J13aTa OT KbPMEHETO 3a AETETO U I0I3aTa OT Yaxwer 3a Maikara.

AKO KbpMHUTE 110 BpEME Ha JIEUEHHUE C Y axwer, MoJIi, yBegomere Bamms jgexap.

Ilodupane u padoTa ¢ MAIIMHH
Yaxwer He MOBITUSIBA WK MTOBITUSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a o UpaHe ¥ padoTa ¢ MAIINHH.

Yaxwer cbabpska copouTos, noaucopoar 20 u HaTpuid

ToBa jekapcTBO ChABPKA 78 mg copOUTON BBB BCsika 103a (1,7 ml).

Tosa nekapctBo cbappika 0,17 mg nonucopdat 20 BbB Besika go3a (1,7 ml). [lonmucopbarure MoraT na
MIPUYMHAT aJlepruyHy peakuuu. TpsaoOBa na kaxere Ha Bamwus nexkap ako Bue wim Bamero nere umare
YCTaHOBEHH aJlepryHu.

To3u JeKapcTBEH MPOIYKT ChABPIKA MO-Masiko oT 1 mmol HaTpuii (23 mg) Ha f03a (1,7 ml), T.e. Moxke
Jia ce Kake, 4e MPaKTUUECKH He ChAbpKa HATPUil.
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3. Kak ga m3noa3zBare Yaxwer
Yaxwer TpsOBa Jja ce mpuiiara rmoj pbKOBOJICTBOTO Ha MEAUIIMHCKH CIICIIHAJIHCT.

IIpenopruntennara qo3a Yaxwer ¢ 120 mg, npuioxeHa BEAHBK Ha BCEKH 4 CEMHIIA KaTo
€HOKpaTHA WHXKEKIHSI IO KoXKaTa (TIOJKOXKHO). Yaxwer ce HHXEKTHpa B 0eJpOoTo, KopeMa M
MUIITHHIIATA. AKo ce JICKYBATC 3a TUTAaHTOKJICTHYCH TYMOP Ha KOCTTa, I MOJIYUYUTEC JOIIBJIHUTEIIHA
nmo3a 1 cemvuria 1 2 CeIMUITA CIIEN TbpBaTa 103a.

He pasknamaiite.

TpsbBa chIoO g2 MpuemMare J00aBKHU ¢ KUl 1 BUTaMuH D, ToKaTo cTe Ha JiedeHrne ¢ Y axwer, OCBeH
aKo HAMAaTe IMOBUIICHO KOJIMYECTBO KaNIHUK B KpbBTa. BamusT nexap e o0chau ToBa ¢ Bac.

AKO UMaTe HIKaKBU JOMBJIHUTEIHH BBIIPOCH, CBBP3aHU C yIoTpedaTa Ha TOBa JIEKapCTBO, OMUTANTE
Bammus nekap, ¢papManeBT Wi MEIULIIMHCKA CECTpa.

4. Bb3MOKHU He:KeJIaHU peaKkun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOKE Ja MPEAN3BUKA HEXKCJIAaHU PCAKIINU, BBIIPEKH Y€ HE
BCCKU I' ITIOJIy4YaBa.

Mous, ka:keTe He3a0aBHO Ha Bamms jiekap, ako pa3BueTe HAKOM OT TE€3U CUMIITOMH, IOKaTO CTE Ha

nedeHue ¢ Yaxwer (Moxe jJa 3acerHat mosedue ot 1 Ha 10 gymm):

. crma3Mu, MMOTPENBaHUs, KpaMIIi Ha MYCKYJINTE, U3TPHIIBAHE WM MpaBydKaHEe Ha MPHCTUTE Ha
pBIleTe, KpaKaTa MM OKOJIO yCTaTa W/WIM IrbpUoBe, 00bPKAHOCT WIIH 3ary0a Ha ch3HaHWe. ToBa
MOKE J]a ca NpU3HALM Ha HUCKY HMBA Ha KaJuui B KpbBTa. HUCKUAT Kanui B KppBTa MOXKE J1a
JTOBeJie 10 IPOMSIHA B ChpJICUHUS pUTHM, HapeueHa yabnkaBane Ha QT nHTepBana, KoeTo ce
Bk 1A Ha enekTpokapaunorpama (EKID).

Mouas, kaxkeTe He3a0aBHO Ha Bamust 1ekap u 3b60J€eKap, aKo MOJyYUTE HIKOU OT TE3H CUMIITOMH,

JIOKATO CTE Ha JICYCHHE C Y axwer WIH CJIe]] CIIupaHe Ha JiedeHneTo (Moxe na 3acerHat io 1 Ha 10

JTyTIIN):

. TpaiiHa 00JIKa B ycTaTa W/WiIi YeI0CTTa W/WIH OTOK, WIIM He3a3/IPaBsBalllH S3BU B yCTATa HIIH
YEITI0CTTA, CEKPEIHsl, CKOBAHOCT MJIM YyBCTBO Ha TEXKECT B USITIOCTTA, HITU pa3KiialllaHe Ha 350
MOJKeE Jia ca TPU3HAIM Ha KOCTHO YBpPEXKIaHE Ha YEIOCTTa (OCTEOHEKPO3a).

MHoro yecTH HeskeJIaHHU peakuuu (Moxe Aa 3acerHar rnoseve ot 1 Ha 10 xymm):

. 00JIKa B KOCTUTE, CTABUTE W/WIM MYCKYJIMTE, KOSITO TIOHSIKOTa € CHITHA,
. 3a1yXx,
. Japusl.

YecTu HexkeTaHM peakium (Moxke fa 3acerHar a0 1 Ha 10 gymm):

. HUCKH HHBa Ha Qocdartu B KpbBTa (Xunodocharemus),

. najgaHe Ha 350,

. OOMITHO M3MOTSIBAHE,

. NP MAIUEHTH C HAMPeTHAIO0 OHKOJIOTHYHO 3a00JsIBaHe: pa3BUTHE Ha Jpyra (hopMma Ha pak.

HeuecTu Hexenanu peakunu (Moxe aa 3acerHat 7o 1 #a 100 mgymm):

. BHCOKH HMBA Ha KAJII[MI B KPbBTA (XUIEPKAIIUEMHUS) CJIS/ CIIMPAHE Ha JICICHUETO TPU
MAI[MCHTH C TUTAHTOKJIEThYEH TYMOP Ha KOCTTa,

. HOBa WM HeoOM4JaiiHa 00JIKa B Ta300eIpeHara crapa, CllabOMHNUTE WK OeIpoTo (TOBa MOXeE Ja €
paHEeH MPU3HAK HA BB3MOXKHA pakTypa Ha OelipeHaTa KocT),

. 00pHB, KOHTO MOXE J1a CE MOSBH 110 KOXKaTa, WIX SA3BU B ycTaTa (JINXCHOUIHH JICKAPCTBCHU
peaxmum).
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Penxu HexkenaHu peakiuu (Moke fa 3acerHar a0 1 ga 1 000 gymm):

. AIEPTHYHH PEaKIuy (HATP. XPUITOBE WM 3aTPYAHCHO JTUIIIaHe; TIOlyBaHE Ha JIUIIETO, YCTHHTE,
€3WKa, ThPJIOTO WK JPYTH YaCTH Ha TSII0TO; OOPUB, ChPOEK WITH yPTUKAPHUS 0 KOXKaTa
(xompuBHa Tpecka)). B penku cirydan aJeprudHUTe PEakInd MOXKE J1a Ca TEXKKH.

C Heu3BecTHA 4ecTOTA (OT HATMYHUTE JAaHHU HE MOKe 2 ObJie HalpaBeHa OLICHKA):
. T'oBopete ¢ Bamms nekap, ako nmare 0oJika B yXOTO, CEKPET OT yXOTO W/WITU WHEKIIHS Ha
yxoto. ToBa MO’e 7ja ca IpH3HAIM Ha YBPEXk/IaHEe Ha KOCTUTE HA yXOTO.

Cpho011aBaHe HA HeKeJAHU peaKInu

AKO TOJIy4YHTe HIKAKBH HE)KEJIaHH JICKapCTBEHHU Peakiuy, yBenoMere Barws gekap, papManeBT Win
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peakuuu. MoKeTe ChINo Ja ChOOIIUTE HeXKEIIaH! PEaKIuK JUPEKTHO Ype3 HAIMOHAIHATA CHCTEMa 33
choOIaBane, mocoueHa B lpmioxkenue V. Kato cro0miaBaTe HexxeNaHN Peakiii, MOXETE Jia aJIeTe
CBOSI PUHOC 3a TOJIy4YaBaHe Ha moBede MH(POPMAIUs OTHOCHO 0€30IIaCHOCTTA Ha TOBA JISKAPCTBO.

5. Kak na cbxpansiBate Yaxwer
[a ce cbxpaHsiBa Ha MACTO, HEJJOCTHITHO 3a Jella.

He u3non3BaiitTe TOBa JIEKapCTBO CIIE] CPOKA HAa TOHOCT, OTOEA3aH BEPXY €TUKETa U KapTOHEHATa
OMAaKoBKa, CbOTBETHO cief ,,EXP” u ,,l'onen 1o:”. CpokbT Ha TOAHOCT OTIOBAps Ha MOCJIEAHUS J€H OT
IMOCOYEHHUS MECEIL.

Ja ce cpxpansBa B xuaguHuK (2°C-8°C).
Jla He ce 3ampa3sBa.
CuxpaHnsiBaiiTe (priakoHa B KApTOHEHATA OIAKOBKA, 32 J]a CE TPE/Ia3u OT CBETIIUHA.

D1akoHBT MOKE /12 C€ OCTaBY M3BBH XJIAMIIHUKA 32 JIOCTHTaHe Ha cTaiHa Temmeparypa (1o 25°C)
pean UHKeKTHpane. ToBa 1me HarpaBu HHXKEKTHPAHETO MO-MaJIKO HETIPHSITHO.

Cnen kato ObJie U3BaJICH OT XJIAUIIHMKA, Yaxwer MOXKe Jla e ChbXpaHsBa Ha CTaliHa TeMIieparypa (110
25°C) mo 30 nHU B OpUTHHAIHATA OTIAKOBKA M BHHIITHATA KAPTOHEHA KYTHs, 3a JIa CE MPeIas3u OT
cBemiivHa. TpsiOBa Ja ce U3MoJ3Ba B PAMKHUTE Ha TO3U niepruo ot 30 JaHu.

He HSXBLpHﬂﬁTe JICKApCTBATa B KaHAJIU3aluWATa NN B KOHTeﬁHepa 3a JOMalIH! OTIIadbIIH.
IlommraiiTe Bammms (I)apMaLIeBT KakK J1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC U3IIOJI3BATC. Te3n
MCPKH 1IC CIIOMOIrHaT 3a Olla3BaHC HAa OKOJIHATa cpeaa.

6. C'l))l'bp)lcal{l/le Ha OnNaKOBKaTa M JOIIbJHUTEC/IHA HH(l)OpMaIIHﬂ

KakBo cbabpaxa Yaxwer

- AKTHBHOTO BEIIECTBO ¢ JieH03yMa0. Beeku iakon chappxa 120 mg neHo3ymad B 1,7 ml
pa3tBop (choTBeTcTBaNIo Ha 70 mg/ml).

- Jpyrurte chcTaBKY ca: JieJieHa OIleTHA KUCEeNTNHA, HAaTpUeB XUApPoKcu, copouton (E420),
nonucop6at 20 (E432) u Boga 3a HHXKEKINH.

Kak u3rie:xkna Yaxwer U KakBo CbIbpska ONIAKOBKATA
Yaxwer e HH)XeKIIOHEH Pa3TBOp (MHKEKIIHS).

Yaxwer e OUCTBp, Oe31BETEH 0 CBETIOXBJIT Pa3TBOp, 6€3 BUANMH YaCTUIIH.
1,7 ml pa3TtBOp ce npeiara BbB (prakoH 3a MHKEKLMOHEH Pa3TBOP OT MPO3PAUHO CTHKIIO (CTHKIIO

Tun I cerimacao EBporretickara papmakories), 3armedaTad ¢ OpoMOyTHIIOBA TYMEHA 3aITyIalika, ¢
(hmyopupaHO OKPUTHE U TUIACTMACOBA Kanadka ¢ alyMHHAEBa 00KaTKa.
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Bcesika omakoBKka chIbpiKa €IUH, TP WIHM YeTHPH (pIlakoHa 3a eqHOKpaTHa yrnorpeoa.
He Bcuuku BUIOBE ONTAaKOBKM MOTAT J1a OBb/IAT ITyCHATH HA T1a3apa.

IpuTexaTes Ha pa3pelIeHHETO 32 yNOoTpeda
Gedeon Richter Plc.

Gyomréi ut 19-21.

1103 Budapest

YHrapus

IMpouszBoauTean

Chemical Works of Gedeon Richter Plc.
(Gedeon Richter Plc.)

Richter Gedeon utca 20.

4031 Debrecen

YHrapus

Gedeon Richter Plc.
Gyomrdi at 19-21.
1103 Budapest
YHrapus

JlaTa Ha mocs1eHO Npepa3riie:kaaHe Ha JIMCTOBKATA

JApyru n3roununu Ha uHGopMmanus

[Tonpo6Ha mHOpManHs 3a TO3HU MPOAYKT € NOCTHITHA U Upe3 CKaHupaHe cbe cMapThoH Ha QR koxa,
BKJIIOUCH I10-J10J1y WJIM BHPXY BBHIIHATA KapTOHEeHa onakoBka. ChinaTa nHGOpMAIH € mpe1ocTaBeHa
Ha CIIeHUs yeOCcanT:

www.yaxwerinfo.com

Ha ce Bximoun QR kof

[onpobua nHpopManys 3a TOBA JEKapCTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus

IO JIeKapcTBaTa: http://www.ema.europa.eu, 1 Ha yeOcaiita Ha {MMe Ha areHIUATa Ha Ibp)KaBaTa
YJieHKa (JINHK)}.
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ITocouenara mo-a0J1y I/lﬂ(l)OpMaIll/Iﬂ € nmpeaHasHavdeHa caMo 3a MEIMIUHCKH CIICNUAJIUCTH:

- [Ipenun npunoxxeHne pa3TBOPHT Yaxwer TpsiOBa 1a ce mpoBepu BU3yanHo. He nwxektupaiite
pa3TBOpa, aKO ChABPKa BUAUMHU YaCTHLIU, WIH € MbTEH, HJIH C IPOMEHEH LIBSIT.

- He pazknainaiite.

- 3a na ce u3berde AMCKoM(pOPT Ha MACTOTO Ha MHXKEKTHpaHe, ocTaBeTe (piiakoHa 1a JOCTUTHE
cTaiiHa Temneparypa (10 25°C) nmpeau HHXEeKTUpaHe U MHXKEKTHpalTe OaBHO.

- Tps0Ba 1a ce MHXKEKTUPA [UIOTO ChAbPXKAaHUE Ha (hITaKoOHA.

- 3a nmpunarane Ha qeH03yMab ce nmpenopbuBa uria 27G.

- Urnara He TpsiOBa 1a ce BbBEKAa IIOBTOPHO BbB (HIIaKOHA.

Hewnsnon3paausr MPOAYKT WJIN OTIIAABYHUTE MaTECpHUAJI OT HET'O Tp$I6Ba Ja C€ UBXBBPJIAT B
CBbOTBETCTBHUEC C MCCTHUTC N3HCKBAHUA.
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