HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



V To3u nekapcTBEH MPOIYKT MOJJICKH Ha JOMBIHUTEIHO HabmoneHre. ToBa 1e mo3Boiid 0bp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMaIns OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CTICIIHAJIIICTH Ce
M3KCKBa JIa ChOOIIaBaT BCsAKA MOI03UPaHa HeKelaHa peakifus. 3a HaurHa Ha ChOOIIaBaHe Ha
HEXEJIaHHU PEaKIMU BIDKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Zvogra 120 mg WHXEKIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceeku ¢takon ceabpxa 120 mg neno3ymab (denosumab) B 1,7 ml pasreop (70 mg/ml).

JeHo3ymab e 4oBemKo MOHOKIOHATHO aHTUTsI0 |gG2, mpou3BeneHo B KIEThYHA JIHHAS OT OO3aifHUK
(KyMeTKH OT AWYHMK Ha KHTacKH XaMcTep) upe3 pekomOuHanTHa JJHK Texnomorus.

3a IBIHUA CIIMCHK HAa TOMOIIHUTE BEIECTBA BUKTE ToUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxekuoHeH pa3TBop (MHKEKLUA)

buctbp, 6€3uBETEH A0 CBETIOXBJIT PA3TBOP U MOXKE Aa ChIbPIKA CIEIU OT IIPO3padHu A0 Oenn
npotenHoBH vacThiy, ¢ PH 5,9 — 6,5 u ocmomanurer 270 — 330 mOsm/kg.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHU MOKA3ZAHUS

[MpenoTBpaTsiBaHe Ha CHOUTHUS, CBBP3aHU C KOCTHATA crcTeMa (TlaTojoruyHa (pakTypa, o0rbuBaHe Ha
KOCTTa, FpbOHAYHOMO3bYHA KOMIIPECHUS HJIH OIIepalLusl Ha KOCTTa) IIPH Bb3PACTHH MAllMEHTH C
HaIpeHAIN 3JI0Ka4eCTBEHN 3a00IIBaHus, 3acsraiy Kocture (BxkK. Touka 5.1).

Jleuenne Ha BB3PAaCTHU U FOHOIIH ChC 3aBBPIICHO CKEIETHO Pa3BUTHE C TUTAHTOKJIEThUEH TyMOp Ha
KOCTTa, KOITO € HeornepaOuiieH Wik KOraTo MMa BEPOATHOCT XMPYPruiHaTa PEe3eKLus J1a J0Bee 10
TeXKa 3a00JIeBaeMOCT.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Zvogra Tpsi0Ba J1a ce rpuiara moJi HabJIroAeHHeTO Ha METUIIMTHCKH CIIEIIHAIINCT.

gOBH[)OBKa

Bceuukuy narpeHTy TpssOBa 1a mojy4aeat qo0aBku ¢ Har-manko 500 mg kanmmii u 400 IU Butamun D
JTHEBHO, OCBEH aKO ¢ HAJIUIIEC XHUITepKaIIueMust (Bx. Touka 4.4).

Ha naruentuTe, KOMTO Cce JieKyBat ¢ Zvogra, Tps0Ba Ja ce Ipea0CTaBH JUCTOBKA 33 MAIl[HeHTa U
HATNIOMHSIIIa KapTa Ha NalleHTa.

Ilpedomepamseane Ha cbOUMUS, CBbP3AHU C KOCIMHAMA CUCMEMA NPU 8b3PACNHU C HANPEOHAU
3710Ka4ecmeeHu 3a001868aHUs, 3ACA2AWU KOCmuUme

IIpenoppuutennara no3a ¢ 120 mg, npuiiokeHa KaTo eJHOKpPATHA MOIKOXKHA WHXKEKIIHsI B 00J1acTTa
Ha 0eIpOTO, KOpEeMa WM MHUIITHAIIATA, BETHEX Ha BCEKU 4 CSIMUIIH.



Tueanmoxnemvuen mymop na Kocmma

[Ipenopwunrennara go3a Zvogra ¢ 120 mg, npuioxkeHa Karo eJHOKpaTHA IMOJIKOXKHA WHKCKITHS B
obnactTa Ha OeIPOTO, KOPEMa WIIM MUIITHUIIATA BETHHK Ha BCEKH 4 CEIIMUITH, C JOIBIHUTEIIHYU 103U
ot 120 mg Ha neH 8-Mu 1 15-TH OT JIeUeHHETO Tpe3 MEPBHS Mecel] OT TePaIusITa.

[TaumenTute B mpoyuBane ¢asa II, kouto ca mpeTbpHeny mbJiHa PE3eKIH Ha TUTAHTOKIETHYCH TYMOP
Ha KOCTTa, ca IOJIy4MId olie 6 Mecela JIeueHHe CJIe/ ONIepaLusiTa, ChIJIacHO [IPOTOKOJIA Ha
IPOY4BaHETO.

[larueHTHTE C TUTAHTOKIIETHUEH TYMOP Ha KOCTTa TPIOBa J1a ObJIaT OIICHIBAHY PEIOBHO, 32 Jia C
OTIpeIeTN TaTu IPOAb/DKaBaT 1a MMAaT IoJI13a OT JiedeHueTo. [1pyu manuenTH, 9ueTo 3a00IIsIBaHe ce
KOHTpOJIUpa OT Zvogra, epeKThT OT NPEKbCBAaHE WM CIIMPAHE Ha JICYCHUETO HE € OI[CHEH, HO
OTPaHMYCHUTE JaHHU NIPU TE3U MAlMEHTH HE TIOKa3BaT HAJIMUYUE HAa peOayH | eeKT cle/
MIpeKpaTsABaHe Ha JICUCHUETO.

bvopeuno yepescoarne
He ce nmanara xopurupaHe Ha j03aTa Ipy MAUEHTH ¢ ObOpPEeUHO yBpexaaHe (BX. TOUkH 4.4 3a
MPETIOPbKH OTHOCHO TIPOCIIeAsIBaHE Ha KalIIHueBUTE HIBA, 4.8 1 5.2).

Yeproopobno yspedcoane
besomacHocTTa M edukacHOCTTa Ha AEHO3yMa0 He ca M3CJIEBAHU MPH MAUEHTH C YePHOIPOOHO
yBpexaaHe (BK. Touka 5.2).

THayuenmu 6 cmapuecka v3pacm (6v3pacm > 65)
He ce Hanmara kopurupase Ha J103ata [Py MAlMEHTH B CTapyecKa Bb3pacT (BXkK. Touka 5.2).

Ileouampuuna nonynayus

beszomacHocTTa M emkacHOCTTa HA IEeHO3yMal TIpH MeMaTPUYHU manueHTH (Bh3pact < 18 roamnHn)
HE ca YCTaHOBEHHU, OCBEH NPH FOHOIIN ChC 3aBBPILIEHO CKEJIETHO Pa3BUTHE (HA BH3PACT

12 - 17 roiMHuU) ¢ TUTAaHTOKJIETHYCH TYMOD Ha KOCTTA.

He ce npenoprusa ynorpebara Ha ZvOgra npy neauaTpuvHu MauueHTy (Bb3pacT < 18 ronunm), ocBex
MIPH IOHOIIIN ChC 3aBBPILIEHO CKEJIETHO pa3BUTHE (Ha Bh3pacT 12 - 17 roanHM) ¢ THraHTOKIEThYeH
TYMOp Ha KOCTTa (BX. Touka 4.4).

JledeHne Ha FOHOIIN ChC 3aBBPIICHO CKEIETHO Pa3BUTHE C TUTAHTOKJIETHYEH TYMOP Ha KOCTTa, KOMTO
€ HeonepaOdMIeH WM KOTaTo MMa BEPOSATHOCT XUPYPrUUHATa PE3CKINS J1a JOBEIE 0 TEKKa
3a00J1€BaeMOCT: JO3MPOBKATA € ChI[aTa KaTo MPHU Bb3PACTHH.

[Tpu npoyuBanus npu xuBoTHU, nHXKMOUpaneTo Ha RANK/RANK nuranga (RANKL) e cBpp3ano ¢
MHXUOVpaHe Ha KOCTHUSI PACTEX M JIMIICA Ha IPOOMB Ha 360U U T€3HW MPOMEHH ca OWIIM 4aCTHYHO

oOpaTuMu NpH npekpatsaBaHe Ha nHxuOMpaneTo Ha RANKL (Bxk. Touka 5.3).

Hauun Ha OPHUITIOKECHUC

3a MOAKOXHO MPHUIIOKEHHE.
[Ipunaranero TpsOBa Ja ce U3BHPILIBA CAMO OT MEIUIIMHCKH CIICIIHAIHCT.
3a yka3zaHus OTHOCHO yroTpe0a, paboTa v U3XBBPJIsSHE BIKTE TOYKa 6.6.
4.3 TIlpoTuBomoKa3aHHus

CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBbM HJAKOC OT IIOMOIIHHUTE BEIICCTBA,
n30poeHu B Touka 6.1.



Texka, HeleKyBaHa XUMOKaInueMus (BK. Touka 4.4).
HezapacHanu paHu OT CTOMaTOJIOTMYHA MPOLIEAYPa WM OpajHa XUPYPIHsl.
4.4 ChneuuajaHu mpeaynpesieHus: U Npeana3Hyl MepKH NP4 ynorpeda

[Ipocneaumoct

3a ma ce moo0pH MPOCIETUMOCTTa Ha OHMOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MMAPTHIHUSAT
HOMEp Ha MPIIOKEHUS MPOIYKT TPSAOBA SCHO JIa CE 3aIMCBaT.

JIoOaBKH ¢ KWK ¥ BUTaMUH D

Bceuuku narpieHTy TpsOBa 1a oaydyaBar JOOaBKU C KAIIUH ¥ BUTaMUH D, OCBEH aKo € HaJIUIEe
XHUIEpKaIueMus (BXx. Touka 4.2).

XHUOOKAIIHUEMUS

[IpemmecTtBamniara XumokaImueMus TpsIOBa 1a ObJie KOPUTHPAHA TIPS 3aTI0YBaHE HA TepaIHsiITa C
Zvogra. XurokaireMusi MOKe JIa Bb3HUKHE 110 BCSIKO BpEME B X0/1a Ha JICYEHUETO ¢ Zvogra.
[MpocnensiBane Ha KaJNIMEBUTE HUBA TPSIOBa Jla ce U3BHPINBA (1) Mpeau Havya HaTa J03a Ha Zvogra,
(i) B pamMKuTE Ha JIBE CEMHUIIA CJIE]] HAYaTHATA /1034, (iii) aKO ce MOSBAT MPEIoIaraeMi CUMITOMHA
Ha XUMOKaIueMus (BK. Touka 4.8 3a cumnromu). [Ipu nanuenTn ¢ puckoBu akropu 3a
XHITOKAIIEeMust TpsiOBa J1a ce OOMHCIIH JOMBIHUTETHO TpOCciesiBaHe Ha KaJlMEeBUTE HIBA MO BpeMe
Ha JIEYCHUETO, WIIN aKO Ce Hallara Jpyro Bb3 OCHOBA Ha KIIMHUYHOTO ChCTOSTHUE HA TAIIMEHTA.

[Naruenture TpsOBa 1a ObAAT HAChPUYABAHU JIa ChOOIABAT CUMIITOMH, TIOKa3aTEIIHU 32
XUTOKAIIHEMES. AKO 110 BpeMe Ha MPUJIOKEHUETO Ha ZVOQra ce MOsSBU XUIOKAIIUEMHUS, MOXKE J1a Ce
HAJIOKH JOITBIHUTEHO TOOABsSHE Ha KU U JOITBIHUTEIHO MPOCTeIsIBaHE.

Cro01maBa ce 3a Te)XKa CUMIITOMATHYHA XHITOKATIHEMUS! (BKIIOUUTEIHO JIETAJTHH CITy4dan) pu
MOCTMapKETHHIOBaTa yrnorpeda (Bxk. Touka 4.8), KaTo MOBEYETO CIy4au ca HACTBIIWIN B ITbPBUTE

CCAMHUIHN OT HAYAJIO0TO HaA JICYCHHUCTO, HO MOXXEC J1a CC IOABAT U ITO-KHBCHO.

Br0peuno yBpexaane

[MaumenTH ¢ TexKa cTeneH 0bOpeyHo yBpexkaaHe (KpeaTHHUHOB KiupbHC < 30 ml/min), Wi KOUTO ca
Ha JTMan3a, ca ¢ MO-TOJSM PHCK OT Pa3BUTHE HA XUITOKAIIUEMHS. PHCKBT OT pa3BUTHE Ha
XHUIOKAIIUEMHS U CHITBTCTBAIIO MOBUIICHHE HA MTAPATUPEOUIHUS XOPMOH Ce€ YBEJIHYaBa C
HapacTBaHE Ha CTeNeHTa Ha ObOPEUHOTO yBpekaaHe. PeqOBHOTO MmpocieiBaHe Ha KaJIIUEBUTE HUBA
€ 0COOCHO BaYKHO TPH TE3H MAIIHCHTH.

Ocreonekposa Ha yemrocrra (OHY)

OHUY ce cpo0maBa 4ecTo Npy MalyueHTy, NoTyyaBaliy 1eHo3yMal (Bx. Touka 4.8).

Hauanoro Ha JieueHHEeTO/HOB KypC Ha JIeYeHHEe TPsOBa 1a Ce OTIIONKH IPH MAIMEHTH C He3apacHaIn
OTKPHTH JIE3NH Ha MEKWTE ThKAHH B ycrara. [Ipeau eueHne ¢ qeHo3yMab ce mpernophuBa
CTOMATOJIOTHYCH MPErIe ¢ MPO(UIAKTHYHO 3500JICUCHUE U MHIUBH/IyaTHA Ol[eHKA Ha
CBHOTHOIIEHUETO MOJI3a/PUCK.

Crnennute puckoBU (akTopu TpsOBa Aa ce UMAT NPEABU/ IIPH OLICHSIBaHE HAa PUCKa 32 IMallUeHTa OT

pa3sutue Ha OHY:

o AKTUBHOCT Ha JIEKApCTBEHUS MMPOAYKT, KOUTO HHXHOHMpa KOCTHATa Pe30pOnus (II0-BUCOK PUCK
TIPU BUCOKOAKTHBHH CHEIWHEHM ), HAUMH Ha MPIJIOKEHHUE (IT0-BUCOK PUCK MPH MApEHTEPATHO
IPUIOKEHHUE) ¥ KyMyJIaTUBHA 7032 Ha KOCTHO-pE30pOTUBHATA Tepamnusl.



o pax, mpuapyskaBaiiy 3a00JsBaHus (HAIpP. aHEMUs, KOAryJlIoIaTuy, HHPEKINN),

THOTIOHOITYIICHE.

L ChbIIBTCTBAIIU JICUCHHA: KOPTUKOCTCPOUIU, XUMUOTECPAIINs, I/IHXI/I6I/ITOpI/I Ha aHTruoreHes3ara,
JIBYCTEpAIIMA Ha I'laBaTa U usiTa.

L Jioma yCTHa XUI'i€Ha, IapoJ0oHTO3a, JIOIIO IMOCTaBEHU IPOTE3U, aHAMHE3a 3a CTOMATOJIOTUIHO

3a0oJsiBaHe, MHBA3UBHHU CTOMATOJIOTHYHH MPOLEYpH (HaIlp. eKCTPaKIHs Ha 350).

ITo BpeMe Ha edeHUETO C IeHO3yMad BCHYKHY MAIMEeHTH TPsSOBa /1a ObAaT HaChpYaBaHU /1a
MOJUTBPKAT JOOpa yCTHA XUTHEHA, Jla Ce TIo/JIaraT Ha PYTHHHU CTOMATOJOTHYHHU TIPETICIH U
He3a0aBHO Jla ChOOIIAaBaT 32 BCHYKKM CUMIITOMH OT CTpaHa Ha yCTHATa KyXHMHA, KaTo KJIaTCHE Ha
3p0uTe, 0OJIKa WM TIOyBaHe, UM He3a3/[paBsBallly SI3BU WK cekperus. [To BpeMe Ha JiedeHueTo,
WHBa3MBHU CTOMATOJIOTHYUH MIPOIICYPH TPSOBA J]a c€ U3BLPIIBAT CaMO Clie]l BHUMATEITHA MPeleHKa
U TpsIOBa J1a ce U30sArBa U3BBPIIBAHETO UM B HEMIOCPEICTBEHA OJIM30CT C MPHIIOKESHUETO Ha ZVOgra.

[InanbT 3a IeyeHue Ha ManueHTuTe, kouto pazsuBar OHY, Tpsa6Ba na Obae U3rOTBEH B TACHO
CHTPYAHUUCCTBO MCKAY JICKYyBalllUs JICKAp U CTOMATOJIOT WX JIMIIEBO-UCIIIOCTCH XUPYPI' C OIIUT B
OHU. Tpsi6Ba ga ce 0OMUCITN BPEMEHHO NPEKbCBaHE Ha JIEYEHUETO ¢ ZVOQra, TOKaTo ChbCTOSHUETO
OTLIYMH U JIONPHHACSIINTE PUCKOBH (pakTOpH ObJAT HAMaJCHHU, aKO € Bb3MOXKHO.

OCTCOHCKDO?:a Ha BbHIMHUSA CJIYXOB IMIPOXOI

Hma cpoO1IeHNs 32 OCTEOHEKPO3a Ha BHHILHUS CIIyXOB IIPOXOJ IIPH JICUCHHE C JIEHO3yMao.
Bb3MokHHTE pUCKOBHU (haKTOPH 32 OCTEOHEKPO3a Ha BHHIIHHS CIIyXOB MPOXO]] BKJIIOYBAT yoTpeda
Ha CTEPOMIN U XUMHOTEPAIHs 1/HITH JOKATHN PUCKOBU (QaKTOPH, KATO HATIPUMEP UHPEKIHUS WITH
TpaBMa. BeposiTHOCTTa OT pa3BUTHE Ha OCTCOHEKPO3a Ha BHHIIHUS CIYXOB IPOXOA TpAOBa Jla ce uMa
NpeABH]I TP MAIMEHTH, TpUeMally AeH03yMal, KOUTO pa3BUBAT CUMIITOMHU OT CTPaHa Ha yXOTO,
BKITIOUHTEITHO XPOHUYHHN HHPEKIHN Ha yXOTO.

Arnnnuau dpaxrypu Ha OeapeHaTa KOocT

Nma cro0mienus 3a aTunnaHu GpakTypu Ha OepeHaTa KOCT MpH MAlMeHTH, T0JTy4YaBalliy 1eHo3yMal
(Bk. Touka 4.8). ATunnyHuTe PpaKTypH Ha OepeHaTa KOCT MOXKE Ja Ce MOSBST P MHHUMAJTHA
TpaBMa Wiy 0e3 TpaBMa B CyOTpoxaHTepHHUTE U AnadusHuTe 001acT Ha OeapeHara kocT. Te3n
CBHOUTHS Ce XapaKTepH3UPaT ChC CICUPUIHI PEHTTCHOIOTHYHN HAXOAKH. ATHITUYHU (QpakTypy Ha
OeapeHaTa KOCT ce ChOoOIIaBaT CHIIO NPH MAIMEHTH C ONPEIENICHN ChITBTCTBAIM ChCTOSHUS (HAIIP.
neduuT Ha BuTaMuH D, peBMaTouaeH apTpuT, xumnodocdarazus) u npu ynorpeda Ha HIKOU
JIEKapCTBEHU MPOJYKTH (Harp. oudocdoHaTH, NIFOKOKOPTUKOUIN, HTHXUOUTOPH Ha MPOTOHHATA
nomria). Te3u chOnTHS ca HAacThITWIH Oe3 aHTupe3opOTHBHA Tepanus. [logoOHn dpakTypu, cChoOIIEHN
BBB BpB3Ka ¢ OupocoHaTH, 4ecTo ca OMaTepaiHy; opaay TOBA IPH MAIlMEeHTH, JEKYBaHH C
JIEHO3yMa0, KOWTO ca MpeThprenu GppakTypa Ha TSIIOTO Ha OeipeHaTa KocT, TpsiOBa Jia ce u3ciieBa
KOHTpaylaTepanHara OespeHa koct. TpsOBa na ce oOMuCIN mpekpaTsiBaHe Ha TepanusTa ¢ Zvogra nmpu
NalMEeHTH, 32 KOUTO ce TOA03Upa, Ye NMAT aTHUIHUYHA QpakTypa Ha OelpeHaTa KOCT B OYaKBaHE Ha
OILICHKATa Ha MAlleHTa Bb3 OCHOBA HAa MHAMBU/IYAITHO OIIPEAEIEHOTO ChOTHOLIEHHE nom3a/puck. [1o
BpEMe Ha JISYEHHETO C AeHO3yMa0, marueHTuTe TpsioBa qa ObAaT MOCHBETBAHM Jja ChOOIABAT 32 HOBA
win HeobnvaiiHa Ooska B 6eqpoTo, Tazo0enpeHara craBa wid ciabuaute. [lannenTu ¢ Takusa
CHUMIITOMH TpsIOBa /1a ce U3CJIeABAaT 3a HebJiHa (pakTypa Ha OeapeHaTa KOCT.

XI/IHCDKaJ'H_II/IeMI/IH caea NpCKparaBaHe Ha JCUYCHHUCTO ITPH NMANWMCHTH C TUTAHTOKJICTHYCH TYMOP HaA
KOCTTAa M IIPH NAIIMCHTH C HE3aBHPIUICH PACTCXK Ha CKCJICTA.

CpobmraBa ce 3a KIIMHIYHO 3HAYMMa XUATIEPKATITUEMHSI, M3UCKBAIIa XOCTTUTAIA3AINS | YCIOXKHEHA OT
octpa OBOpeYHa HEIOCTATHYHOCT, IPY MAIIMEHTH C TUTAHTOKIIEThUEH TYMOP Ha KOCTTA, JIEKYBaHH C
JleHo3yMab , CeMUITH IO MECEITH CJIe]] IPEKpaTSIBaHEe HA JICICHUETO.

Crnen mpekpatsBaHe Ha JICUSHUETO, HAOIOIaBaliTe MAIMEHTUTE 33 IPU3HALA U CUMITTOMH Ha
XUTNEPKATIHEeMHus, 0OMUCIICTE IEPUOIUYHA OIEHKA Ha CEPYMHUS KUK M HAIlPpaBeTe IOBTOPHA
OLIEHKA Ha Hy)KIUT€e Ha MallMeHTa OT J00aBsHe Ha Kallwii ¥ ButaMuH D (Bk. Touka 4.8).



Zvogra He ce MpenopbyBa MPHU MAIMEHTH ¢ HE3aBbPIICH PACTEX Ha CKenera (BXK. Touka 4.2).
Crobimasa ce 3a KIMHHYHO 3HAYUMa XUITEPKATIIMEMHS U B Ta3W TPyMa MalMeHTH, CEIMHIIN 0 MECCIH
e/l TpeKpaTsIBaHe Ha JICUCHHUETO.

Hpyru

[MarnuenTw, tekyBanu ¢ Zvogra, He TpsOBa 1a ObJaT JeKyBaHU ¢IHOBPEMEHHO C JIPYTH JICKApCTBEHU
MPOAYKTH, ChIBPIKAIIY IeHO3yMa0 (3a MOKa3aHUETO OCTEOIIOPO3a).

[NaruenTu, tekyBanu ¢ Zvogra, He TpsOBa ja ObJaT JICKyBaHU €HOBPEMEHHO ¢ OudochoHaty.

310KaueCcTBEHOCT MPH TUTAaHTOKIIETHYEH TYMOP Ha KOCTTa MJIM MPOTPECHS 10 METACTa3upallo
3a00JIsIBaHe € PAIKO ChOUTHE M U3BECTEH PUCK MPH MAIMEHTH C TUTAHTOKJIEThUEH TYMOp Ha KOCTTA.
[ManmenTture TpsOBa 1a ObIAT HAOMIOAABAHN 32 PEHTTEHOJIOTUYHH MPU3HALM Ha 37I0Ka4ECTBEHOCT,
HOBY OTHHMIIIA HA PAJIMOPEAKTHBHOCT MIIM OCTeoNn3a. HanmyanTe KIMHIYHN TaHHU HE ITOKa3BaT
IMOBHUIICH PHUCK OT 3JIOKAYECTBCHOCT IMPU MalUCHTU C TUTAHTOKJICTHYCH TYMOP Ha KOCTTa, JICKYBaHH! C
JIeHO3yMao.

45 BzaumoaeilcTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMojelicTBHE
He ca nmpoBexaanu npoy4BaHus 3a B3aUMOJIeicTBUATA.

B xiMHIYHM M3MUTBAaHUS A€HO3yMal € Mmpuiiarad B KOMOWHANKUS ChC CTAaHIAPTHO MPOTHBOPAKOBO
JIeYeHHUE U MIPH MAIMeHTH, KOUTO ca noimydaBanu oudocdonarn. He ca HaOnmronaBaHn KIMHIYHO
3HAYMMU NIPOMEHU B HA-HUCKUTE CEPyMHU KOHICHTPAIMH U BbB (hapMaKoJUHAMHUKATa Ha JEHO3yMao
(xopurupas crpsMo KpeatuHuHa ypuHeH N-tenonentun, uNTX/Cr) npu chIbTCTBaIa XUMHOTEPAITUS
W/MIM XOpPMOHAJIHA Teparvsi, WK MIPHU TPe/IiecTBalla eKCIIO3UIUs Ha MHTPaBEHO3HH OudochoHaTH.

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

BpemenHoct

JlurcBaT niM MMa OrpaHUYEHH JaHHU OT yrnoTpedaTa Ha JeHO3yMal mpu OpeMEHHH KEHU.
[IpoyuBaHuUsITA [IPU KUBOTHHU MTOKA3BAT PEIPOYKTHBHA TOKCHYHOCT (BXK. Touka 5.3).

Zvogra He ce mpenopbhuBa 3a yrnoTpeda mpu OpeMEHHHN JKEHHU U TIPH KEHU C JETEPOJICH MTOTEHITHAT,
KOWTO HE M3I0J3BaT KoHTparenus. XXenure TpssOBa 1a Ob1aT ChBETBaHH Ja He 3a0pEMEHSBAT 110
BpeMe Ha, M Hal-MaJIko 5 Mecelia ciie]] JISUeHUEeTo ¢ ieHo3yMal. Edexrute Ha 1eHO3yMal € BEpOSITHO
Jia ca TMo-TOJIEMH 110 BpEeMe Ha BTOPUSI U TPETHSI TPUMECTBP Ha OPEMEHHOCTTA, Thil KaTo
MOHOKJIOHATTHUTE aHTHTEJIa MPEMUHABAT NPe3 TUIAIICHTATA 110 INHEESH MOJIEN C HaIlpeIBaHe Ha
OpEMEHHOCTTA, KaTO HAl-TOJISIMO KOJIMYECTBO MTPEMHUHABA NIPE3 TPETHS TPUMECTHP.

Kopmene

He e uzBecTHO Nanmu JieHO3yMab ce eKCKpeTHpa B KbpMaTa. He Moxe Ja ce M3KITI0YH PUCK 32
HOBOpOJIcHUTE/KbpMaueTaTa. [IpoyuBanust pu ,,knockout muriku’ mokassar, ue jumncata Ha RANKL
0 BpeMe Ha OpEMEHHOCTTa MOKE J1a TTOBJIMSC BbPXY Ch3PSIBAHETO HA MIICUHHUTE KIIE3U, BOJIEIIO JI0
HapyIIieHa JIAKTaIus ciiel] paxxaaHe (Bx. Touka 5.3). TpsOBa na ce B3eMe pelieHne Jaiu Ja ce
NPEeyCTaHOBU KBPMEHETO HJIH J]a Ce MPEYCTaHOBHU JICYEHUETO C JICHO3yMal, KaTo ce B3eMart MpeiBUI
MoJI3aTa OT KbPMEHETO 32 HOBOPOACHOTO/KbPMAUETO U 1OJI3aTa OT TEPAIMsATA 3a JKEHATa.

DepTunurer

Hsma nannu 3a edexra Ha 1eHO3yMad BbpXY depTuinTera npH xopa. [I[poyuBaHus npu >KHBOTHU HE
HOKa3BaT JMPEKTHHU WM UHAUPEKTHHU BpeIHH e()eKTH BbpXY (epruiurera (BXK. Touka 5.3).



4.7 EdexTu BbpXy crioco0HOCTTA 3a mo¢upaHe u padoTa ¢ MAIIHHI

JleHo3yma0 He TOBIHUSBA WU MOBJIHSIBA IPSHEOPESIKUMO CIIOCOOHOCTTA 3a Iodupane 1 padboTa ¢

MalInHU.

4.8 Hexenanu JieKapCcTBeHH peaKIuH

O060061eHMe Ha poduia Ha OE30I1aCHOCT

OO6mmusT npoduit Ha 6E30MACHOCT € B ChOTBETCTBHE C BCHUKH 0JI0OOPSHH MMOKa3aHHs 3a/1eHO3yMa0.

XHUIMOKAIIUEMUS C€ ChOOIIIaBa MHOTO YECTO CIIS/ MPUIOKEHUE HAJICHO3yMa0, IPEANMHO Tpe3
M'BPBUTE 2 CEAMHUIIU. XHUITOKAIIUEMHUATA MOXKE J1a € TSKKA U CUMIITOMaThu4yHa (Bxk. Touka 4.8 —
omHcaHWe Ha N30paHN HeXXeNaH! peakinn). HaMmansBaneTo Ha cepyMHHUS Kalluii OOMKHOBEHO ce
OBJIaJsIBA 110 MOAXOISAI HAYMH C IOMOIITA Ha 100OaBKH ¢ Kaiui ¥ ButaMuH D. Haii-uectara
HEeXeJlaHa peakius Ha JeHO3yMa0de MyCKYJIHO-ckelleTHa Ooiika. Ciydan Ha OCTCOHEKpO3a Ha
yemocTTa (BXK. ToukH 4.4 1 4.8 — onmcanne Ha n30paHy HEXKETIAaHHW PEaKIIiK) ca HaOIItoJaBaH! YECTO
TIpH MAIUEHTH, TIPUEMaIld JIeH03yMa0.

TabauyeH CIMCHK HA HEXEITAHUTE PCaAKIIK

W3non3eana e cnenHaTa KOHBEHIHA 32 KiIacU(pHUKAIMS Ha HEXKEIaHUTE PEaKK Bb3 OCHOBA Ha
YecToTaTa B UeTHPH KIMHUYHU NpoyuBaHus (aza I1I, e knmuanyau npoyusanus ¢aza Il u
MOCTMApKETHHTOBHS ONHUT (BXK. Tabmwuia 1): muoro gectu (> 1/10), wectu (> 1/100 go < 1/10),
HeuectH (> 1/1 000 mo < 1/100), pexxu (> 1/10 000 no < 1/1 000), muoro peaxu (< 1/10 000) u ¢
HEM3BECTHA YecToTa (OT HATMYHUTE JaHHU HE MOXKe J1a Ob/ie HarpaBeHa orieHka). [1pu Besiko
rpynypaHe B 3aBUCUMOCT OT YecTOTaTa M CHCTEMO-OpTaHHHUS KJIac, He)KeJIaHUTE PEeaKIuU ce

I/I36p05{BaT B HU3XOAALI pC/ [0 OTHOIICHUC HAa TAXHATa CCPUO3HOCT.

Ta6anna 1. Hexxenanu peakuum, cbo0IeHH NPHU MANUEHTH ¢ HANPEIHAJIM 3J10Ka4YeCTBeHU
3a00/11BaHMs], 3aCATAIIM KOCTUTE, MHOKECTBEH MUEJIOM HJIU € THTAHTOKJIeThYeH TYMOp Ha

KOCTTa

Cucremo-opraseH Kjiac 1o
MedDRA

Kareropus 4yecrora

Hexesianu peakuuu

Heomnmazmu nobpokadectsenu, | Yectu HoBo mbpBHYHO 3710KaYECTBEHO
3JI0KAYECTBEHU U 3abonssane’
HeompeaeneHn (BKIIOYUTETHO
KHUCTH M TTOJIHITH )
Hapymenus Ha umyHHaTa Penxu JlekapcTBeHa
cucremMa CBPBX4YBCTBUTEIHOCT
Penxu AnaduinakTuuHa peakuus’

Hapymenus Ha MeTabonusma u
XpaHEHETO

MHoro uectu

XUNoKaTIAEeMHS " 2

Yect

Xunodocharemus

Heuectu

XunepKanuuemus cies
MPEKPaTABAHE HA JICUEHUETO
NP NAIUEHTH C
TUTaHTOKJIETHYEH TYMOpP Ha
koctra’

Pecniuparopuu, rppaau n MHoro yectn Hucnaes
MEJINACTHHAIHY HapyIIEHUs
CromatrHo-4peBHU HapymieHus: | MHOTO 4ecTH Huapus

Yectu Exkctpakmus Ha 360
Hapymenns Ha xoxata u Yectn Xunepxuaposa
MIO/IKOXHATa ThKaH Heuectn JInxeHoUTHU IEKapCTBEHU

peakuun!




Cucremo-opraseH KJjac 1o Kareropus yecrora Hexenanmn peaknumn
MedDRA
Hapyuienns Ha MHoro 4yectu MycKynHO-cKeneTHa 6okat
MYCKYJIHO-CKeJleTHaTa cuctema | Hectu Ocreonekposa Ha yenocTTal
U ChbCIMHUTCIHATA ThKAaH Heuectn ATHunuvHa QpakTypa Ha
OepeHara KocT?
C Hem3BecTHa 4ecTOTa OcTeoHekpo3a Ha BHHITHUS
CITyXOB poxox>*

)

! Buxte Touka ,,Onucanne Ha n30paHU HEXKEIAHH PEAKIIUM
2 BukTe TouKa ,,JIpyru CrienuanHy Moy aanuy’”

3 Bwxre Touka 4.4

“EdexT Ha Kiaca JekapcTsa

Onncanne Ha N30paHU HEXEIAHU PEAKIIUU

Xunokanyuemus

B ximHWYHATE M3NUTBAHAA 32 TIPEIOTBpATABaHE HA CHOUTHSI, CBBp3aHu ¢ kKocTHaTa cucteMa (CCK) e
HaOJro1aBaHa MO-BHCOKA YECTOTa Ha XUITOKAJIMEMUS [IPH NallMeHTH, JIEKYBaHH ¢ ieH03yMa0, B
CpaBHEHHE ChC 30JIEJPOHOBA KHCEIHHA.

Haii-Bucokara gectora Ha XUMOKAJIITUEMIS € HaOIOaBaHa B KIMHUYHO m3nuTBaHe ¢asa Il mpu
MAIUeHTH C MHOXECTBEH MuesioM. ChoOIaBa ce 3a XurokanueMus npu 16,9% ot nanueHTuTe,
JeKyBaHH ¢ AeHo3yMal u 12,4% oT manueHTure, JIEKyBaHU ChC 30JI€JpOHOBA KucennHa. HamamnsBane
Ha HUBAaTa Ha CEPyMHUS KAl cTeneH 3 ce Habmonasa npu 1,4% oT mauueHTuTe, JIGKyBaHu C
neHo3ymao u 0,6% OoT manueHTHTe, JISKYBaHU ChC 30JICAPOHOBA KucenuHa. HaMmansiBane Ha HUBaTa Ha
CcepyMHHUs Kallui crereH 4 ce Habmonasa npu 0,4% OT manueHTuTe, JeKyBanu ¢ neHo3ymao u 0,1%
OT IALMEHTHUTE, JIEKYBaHU ChC 30JIeIPOHOBA KUCEIHHA.

B tpu ximanuHN nanurBanus ¢asa 11, koHTpoaMpanu ¢ aKTUBHO BEIIECTBO MPH HNAIUEHTH C
HalpeIHalM 3JI0Kau4eCTBEHH 3a00JsIBaHMs, 3acATallll KOCTUTE, XUITOKAJIIMUEMUs € choOIieHa rnpu 9,6%
OT NaLMEHTHUTE, JIEKyBaHU C eHo3yMal 1 5,0% OT maluueHTuTe, JIEKYBaH! ChC 30JI€IPOHOBA
KHCEJIMHA.

HamansaBane Ha cepyMHHMTE HUBA Ha KaJILKA cTeneH 3 ca uManu 2,5% OT MalueHTUTE, JIEKYBaHU C
JneHo3ymMao u 1,2% OoT manueHTHTe, JISKYBaHU ChC 30JICAPOHOBA KucennHa. HamansiBane Ha
CEepYMHHTE HUBA Ha KaJluii creneH 4 ca umanu 0,6% OT nanueHTuTe, JJeKyBaHu ¢ qeHo3ymao u 0,2%
OT MAIMEHTHUTE, JICKYBaHU ChC 30JICIPOHOBA KUCEINHA (BXK. TOUKa 4.4).

B aBe knuanyHM m3nutBaHug ¢aza Il ¢ exHo paMo mpu MalueHTy ¢ TUTAaHTOKIIETHYECH TYMOD Ha
KOCTTa, XUIIOKaJIallueMusi € cboO1ieHa rnpu 5,7% ot naunreHTute. HUTO eHO OT HexenaHuTe ChbOuTHs
HE Ce CUMTA 32 CEPUO3HO.

Cpo0OmraBa ce 3a TeKKa CHMITOMATHYHA XUTTOKAIITUEMHS (BKIIFOUUTEITHO JIETaTHH CITy4Yan) Ipu
MOCTMAapKETHHIOBaTa yrnoTpeda, KaTo MOBEYETO ClIyyad ca HACTBIIMIIN B IbPBUTE CEIMHUIIM OT
Ha4yaJIOTO Ha Je4yeHHeTo. [IpuMepu 3a KIIMHUYHYU OPOSIBU HA TEXKA CUMITOMATHYHA XUITOKAJILIUEMUS
BKIIIOYBAT yAb/DKaBaHe Ha QT-mHTEpBasia, TeTaHus, IbPUYOBE U HAPYIIEHO NICUXUYHO CHhCTOSTHHE
(BriIOUMTENHO KOMa) (BXK. Touka 4.4). CHMIOTOMHUTE Ha XUIOKAJIIMEMUS] B KIMHUYHUTE IPOYIBAHUS
BKJIFOYBAT APECTE3UH U MYCKYJIHA CKOBAHOCT, IIOTPENBAHUS, CIIA3MU U MYCKYJIHU KPaMIIU.

Ocmeonexposa na uemocmma (OHY)

B knmuHn4HMTE M3nMTBaHUs, yectotata HAa OHY e Ouia mo-Bucoka npu 1o rojisiMa IpoIbJDKUTETHOCT
Ha excrios3unusaTa; OHY e muarHocTunmpaHa u ciejl CiupaHe Ha JISYEHHETO ¢ IeHO3yMal, KaTo
HO-TOJIIMATa YacT OT CIIyJauTe ca HACTHIIWIN B PAMKHTE Ha 5 Mecela Clie/l oceHaTa 03a.
[NanuenTn ¢ npeaxoxaama anamuesa 32 OHY wim ocTeoMHennT Ha 4eIrocTTa, aKTHBHO 3a00JIsIBaHe
Ha 3p0MTE WIN YeTI0CTTa, N3UCKBAII0 XUPYypPrUYHa HHTEPBEHIHA B YCTHATa KyXHHA, HE3a3paBsiia
paHa cie XUpypruiHa HHTEPBEHIUS Ha 350MTe/ycTHATa KyXHHA, WK BCAKA IUTAHUPaHa NHBa3WBHA
CTOMATOJIOTHYHA MPOLEeypa, ca OMIIN U3KIIOYEH! OT KIMHUYHUTE U3IMUTBAHUSL.



B xnmamaHATE M3nmTBaHus 3a mpenoTBpatsaBane Ha CCK e HabmomaBana mo-prcoka gecrora Ha OHY
NIpY TIALMEHTH, JIEKYBaHH C IeHO3yMal, B CpaBHEHHE ChC 30JIeIpOHOBA KrcenuHa. Haii-Bucokara
yectora Ha OHY e HabmoaaBaHa B KITMHUYHO M3NUTBaHe ¢asa Il mpu manueHTH ¢ MHOXKECTBEH
MmuenoM. B nBoitHocsmaTa da3a Ha nedenue Ha Toa nanmtBaHe OHY e motBwpaena nmpu 5,9% ot
MAIMEeHTHTE, JIEKyBaHU C IeHO3yMal (Menuana Ha excriozumusiTa 19,4 mecena; rpaannu 1 — 52) u mpu
3,2% OT manMeHTHTe, JeKyBaHH ChC 30JIeIPOHOBA KucenuHa. [Ipy 3apppiIBane Ha ABOHHOCIIANIATA
(haza Ha IeUeHNE HAa TOBA M3MMUTBAaHE, KOPUTHPAHATA 32 MAIMEHTOTOIMHU YECTOTa Ha TOTBHPICHA
OHUY B rpymara Ha neHo3ymab (MennaHa Ha excrio3urmsra 19,4 mecena; rpanuim 1 - 52) e 2,0 3a

100 manueHTOrOMHYU 110 BpEME Ha ITbpBaTa roAMHA OT JeueHneTo, 5,0 mpe3 BTopaTta roguna u 4,5
cient ToBa. Menunanata Ha Bpemeto 1o OHY e 18,7 mecena (rpanumy: 1 - 44).

[Ipu ocHOBHUTE (pa3u HA JICUCHHUE HA TPU KIIMHUYHY W3NUTBaHUs (a3a I1I, koHTposMpaHu ¢ akTHBHO
BEIICCTBO MPY MAIIMEHTH ¢ HAIPETHAIU 3JI0KaYeCTBCHU 3a00sBaHus, 3acaramu kocture, OHY e
noTBbpAeHa npu 1,8% OT manmeHTHTe, IEKyBaH! ¢ AeHO3yMal (MeanaHa Ha eKCIO3HIINATA

12,0 mecena; rpanumum: 0,1 — 40,5) u 1,3% ot nanueHTuTe, J€KyBaHU ChC 30JIEIPOHOBA KHCEIIHA.
KimmHuuHUTE XapaKTepUCTUKK HA TE3H CIy4yau ca OMIM €IHAKBU MEXy IpynuTe Ha jedenue. Cpen
nanueHTure ¢ norsbpaeHa OHY, noseuero (81% npu nBete rpynu Ha JieueHHe) ca UIMajId aHAMHE3a
3a eKCTPaKIus Ha 350, JIOIIa YCTHA XUTUEHA W/WiIH 360HU KOHCTpYKIuH. [loBedeTo ot mamueHTure ca
IoJry4aBaJid UJIU MOJTydYaBaT XUMHOTECpAIns.

W3nuTBaHuUsTa IPU MAIUSHTH C PaK Ha MbpJaTa WK NMPOCTaTaTa BKIIIOYBAT (a3a Ha MPOIBIDKEHO
JIeUYeHHUe ¢ eHo3yMab (Menuana Ha oOiia ekcriosuius 14,9 mecena; rpanunu: 0,1 — 67,2). ITo Bpeme
Ha (pazara Ha npoabinkeHo euenne, OHY e moTBbpaeHa npu 6,9% OT malueHTuTe C paKk Ha IbpAaTa 1
pak Ha TpocTaTara.

Kopurupanara 3a nanuentoroauau o6ma dyectora Ha notebpAaeHa OHY e 1,1 3a 100 manueHTorogusu
npe3 mbpBaTa roJMHa Ha JiedeHueTo, 3,7 npe3 BTopaTa roguna u 4,6 ciuen Tosa. Menuanata Ha
Bpemero 10 OHUY e 20,6 mecena (rpanunu: 4 - 53).

Hepannomusupano, peTpoCcreKTUBHO, 00CepBallMOHHO Npoy4YBaHe Mpu 2 877 MalueHTy ¢ paxk,
JIEKyBaHHU C JICHO3yMal WM 301epoHOoBa kucennHa, B llIsenns, Jlanus u Hopeerus mokassa, ue
5-rogumHaTa yectora Ha MeaunuHCKH otBhpaeHa OHY e 5,7% (95% CI: 4,4, 7,3; menuaHa Ha
BpeMeTo Ha npocnenssane 20 mecena [rpanuru 0,2 — 60]) B KoxopTa MaIUeHTH, MOTydaBaIiu
neHozymao, u 1,4% (95% CI: 0,8, 2,3; menmuaHa Ha BpeMeTo Ha IpociieasiBane 13 mecena [rpanunu
0,1 — 60]) B oTHeHA KOXOpTAa MAMEHTH, TTOTyYaBaIlH 30JIeJPOHOBA KACeNnHA. [leTroMuIIHuAT s
Ha 3a0osieBaemoctTa 0T OHY mpu marnmeHTuTe, MpeMUHAIHN OT 30JIEIPOHOBA KHCEIWHA HAJeHO3yMao,
e 6,6% (95% CI: 4,2, 10,0; meauana Ha BpeMeTo Ha TpocieasBane 13 mecena [rpanwmm 0,2 — 60]).

B knuunuHo m3nutBane ¢asza Il npu manueHTH ¢ HeMeTacTa3upall pak Ha npoctarata (IOImyJIanus
MAIMeHTH, 3 KOUTO JIEHO3yMa0 He € MOKa3aH), ¢ MO-IPOAb/DKUTEIHA SKCIIO3UIIMS Ha JICYCHHE J10

7 TOJIMHY, KOpUTHpaHaTa YeCTOTA 3a MAIMeHTOToAnHN Ha moTebpAeHa OHY e 1,1 3a

100 narmeHTOrOIMHY TIpe3 IIbpBaTa roJIMHA Ha JeueHue, 3,0 mpe3 BropaTa roguHa u 7,1 ciex ToBa.

B nparocpodHo oTKpuTO KIMHUYHO M3nuTBaHe (aza |l mpu nanueHT ¢ ruraHToKIeThbueH TyMOp Ha
kocTTa (mpoy4BaHe 6, Bxk. Touka 5.1) OHY e notBwpaeHa npu 6,8% OT MalUeHTHTE, BKIFOYUTEITHO
e/IMH roHoIa (MeauaHa Ha Opost Ha 34 no3u; rpanuiy 4 - 116). [Ipu 3apspiiBaHe Ha U3MTUTBAHETO
Me/IMaHaTa Ha BpeMETO B M3ITMTBAHETO, BKIIIOUUTEIHO (hazaTa Ha MpOCIesiBaHe 32 0€30MacCHOCTTa, €
60,9 mecena (rpanunm: 0 - 112,6). Kopurupanara yectora 3a nmaideHTOroguHU Ha noTBbpaeHa OHY e
o6mo 1,5 3a 100 manmentoroauau (0,2 3a 100 marueHTOrOIMHM TIPE3 THPBaTa TOIWHA HA JICUSHUETO,
1,5 mpe3 Bropara roguna, 1,8 npe3 Tperara roauHa, 2,1 npe3 ueTBbpTaTa roguHa, 1,4 npes nerara
roauHa u 2,2 ciest ToBa). Menuanara Ha Bpemeto 10 OHY e 41 mecena (rpanumm: 11 - 96).

IIpoyuBane 7 e IpOBEAEHO C IeN MPOABDKaBaHE Ha MPOCIIEIIBAHETO HA YIACTHHUIIH C
TUTAHTOKJIETHYCH TYMOP Ha KOCTTa, KOWTO Ca JIEKYBaHH B MIPOYUIBaAHE 6, 32 TOMBIIHUTEITHU 5 WU
noBeue roauan. OHY ce crobmaBa npu 6 naruienty (11,8%) ot 51 manuenTH ¢ eKCIo3uIus, Kato



MeIuaHaTa Ha o0mmuTe 103 AeHo3yMal ¢ 42. Tpu ot Te3u cirydan Ha OHY ca MenumuHCKH
MOTBBPCHH.

Cevp3anu ¢ 1eKapcmeomo peaKyuu Ha CGPbLXUYECMEUMENHOCT
IIpu mocTmMapkeTHHTOBaTa yoTpeda ca cho0IaBaH ChOUTHS Ha CBPBXYyBCTBHTEIHOCT,
BKITIOUHTEITHO PEKH CITy4ad Ha aHA(WIAKTUYIHU PEaKIIUU MPH MAIllMEHTH, TOTyYaBally JIeHO3yMa0.

Amunuunu ¢hpaxmypu Ha 6edpenama Kocm

B mporpamata oT KIMHUYHN M3MUTBAHHS, KaTO 710, ATUITHYHA (GPaKTypH Ha OeipeHaTa KOCT ce
CHOOIIaBAT HEYECTO MPHU MAIIMCHTH, JICKYBaHH C JICHO3yMa0, M PUCKBT CE YBEIMYaBa MPH MO-TOJIIMA
MPOABIDKUTEITHOCT Ha JiedeHneTo. ChOUTHATA Ce MOSBABAT 110 BpeMe Ha JISYSHUETO U 10 9 Mecena
CclIel| IpeKpaTsBaHe Ha JIedeHHeTo (BK. Touka 4.4).

B mporpamarta 3a KIMHUYHY U3MUTBAHMS PU TUTaHTOKIeThueH TyMop Ha koctTa (I'KTK) arunnynn
¢bpaxtypu Ha 6enpenara koct (ADBK) ce cro0maBar gecto nmpu manueHTH, JEKyBaHU ¢ IeHO3yMal. B
npoyusaHe 6 yectotara Ha noTBbpAcHU ADBK e 0,95% (5/526) npu nauuentu ¢ 'KTK. B

Mpoy4BaHe 3a mpociieasBane 7 yecrorara Ha noTBbpaeH ADBK e 3,9% (2/51) ot nauueHTHte ¢
EKCITO3UITUS Ha JeH03yMao0.

Myckynno-ckenemna 6oika

[Ipu mocT™MapKeTHHroBara yrnorpeda uMa ChOOLICHUsS 32 MyCKYJTHO-CKeJIeTHa 00JIKa, BKIIFOYUTEITHO
TEIKKH CITyda, MPH TMAIHEeHTH, TOIyYaBally 1eH03yMa0. B KIMHUYHHI U3ITUTBAHUS,
MYCKYJTHOCKEJIETHA 00JIKa ¢ ChOOIaBa MHOTO Y€CTO U B JABETE IPYIH HA JICUCHHE — C JCHO3yMal U
30JICHPOHOBA KHCceMHA. MyCKYJIHO-CKeJIeTHa 00JIKa, BOJCIIA 10 MPEYCTaHOBSIBAHE HA M3ITUTBAHOTO
JIeYeHHe, ce ChoOIaBa HEYeCTO.

Hoeso nvpsuuno 3noxawecmserno 3abonseane

[Tpu ocHOBHUTE ABOIHOCKENH a3y HA JIeUeHUE HA YeTHPH KIMHUYHU u3nuTBanus ¢asa lll,
KOHTPOJIMPAHH C aKTUBHO BEIIECTBO, ITPH MAIUEHTH C HAIPEIHAIH 3JI0KaYeCTBEHU 3a00IsIBAaHAS,
3acsiranM KOCTUTE, HOBO ITBPBUYHO 3I0KaYEeCTBEHO 3a00siBane ce chobmasa npu 54/3 691 (1,5%) ot
MAIUCHTHUTE, JICKYBaHH C JICHO3yMa0 (MeauaHa Ha ekcriosunusata 13,8 mecena; rpanunu: 1,0 — 51,7), u
mipu 33/3 688 (0,9%) oT manmeHTUTE, JEKyBaHU ChC 30JIEIPOHOBA KHCEIMHA (MeInaHa Ha
excriosunusta 12,9 mecena; rpanuim: 1,0 — 50,8).

KymynaTtuBrarta yecrora 3a eiHa ToArHA € ChOTBEeTHO 1,1% 32 nerozymab u 0,6% 3a 3o01enpoHoBa
KHCEJINHA.

He ce Ha6J'IIOlIaBa sACHaA, CBbp3aHa C JICUCHUECTO TCHACHI A IPU OTACITHUTEC OHKOJIOTMYHN 3a00JI9BaHUs
WJIK TPYHUTC OHKOJIOTUYHU 3a00IIIBaHUS.

B npoyuBaHe 6 npu NalMeHTUTe C THTAHTOKJIETHYCH TYMOP Ha KOCTTa 4eCTOTaTa Ha HOBO
3JI0Ka4€CTBEHO 3a00JI1BaHe, BKIIOUMTEIIHO 3JI0KAUECTBEHH 3a00JIsIBaHMs, 3acATalll KOCTTa, U TAKUBa
M3BBH KOCTTA, € 3,8% (20/526). B npoyuBane 3a npocnenssane 7 uectotara e 11,8% (6/51) ot
HAaMeHTHTE C eKCIIO3UIHS Ha IeHO3yMao.

Jluxenouonu nexapcmeenu peaxyuu
Cro0mraBa ce 3a TMXESHOWAHU JIEKapCTBEHHU PEAKIUH (HAIpUMep PEeaKIiy, MOJOOHN Ha JINXEH

rmaHyc) IIpU MaI¥E€HTHU B IOCTMAPKETUHI'OBU YCIIOBH.

HenManana IIOITyJIaITr s

I[GHO3YM36 € U3CJICABaH B €IHO OTBOPCHO U3IMUTBAHEC, KOCTO BKIIIOYBA 28 10HOIIH ChC 3aBbPUICHO
CKCJICTHO pa3BUTHUC C TUTAHTOKJICTBYCH TYMOP Ha KOCTTA. B®3 ocHoBa Ha Te3u OrpaHUYCHU NJAaHHU,
HpO(i)I/IJ'I’bT Ha HEXKECJIaHUTE PCAKIIUN € CXOJCH C TO3U IIPHU Bb3PACTHH.

Cro0mraBa ce 3a KITIMHUYHO 3HAYMMa XUTICPKAIIHMEMHUS CJIe]] PEKPaTSIBaHe Ha JICYCHUETO TIPH
MTOCTMAapKETHHTOBAaTa yroTpeba Mpy meIuaTpruIHy manueHTH (BK. Touka 4.4).
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JIpyry crienraaIHy IONYJIaIii

bvopeuno yepescoane

B kITMHUYHO M3MUTBaHE NPY MAUCHTH 03 HAMTPEHAT PaK C TeXKKa CTENICH Ha ObOPEYHO yBpEeKIaHe
(kpeatrHuHOB KiupbHC < 30 ml/min) MK KOUTO ca Ha JUalIM3a, ©Ma IIO-TOJISIM PUCK OT Pa3BUTHE Ha
XHUIMOKAIIUEMHS, aKO HE ce J00aBs Kanuuil. PUCKBT OT pa3BUTHE Ha XUIIOKAIIHEMHS 110 BpeMe Ha
JIedeHue ¢ JeHo3yMab € TIo-TOJISIM ¢ HapacTBaHE Ha CTeMeHTa Ha ObOpedyHo yBpexxaaHe. B kmnHUIHO
M3IIMTBAHE MPH MMAMEeHTH 0e3 HampeaHam pak, 19% OoT manueHTHTe ¢ TeXKa CTeNeH Ha ObOpeTHo
yBpexaane (kpeaTuHuHOB KiUpbHC < 30 ml/min) u 63% OT mauueHTHTE, KOUTO ca Ha TUanu3a, ca
Pa3BUIIN XUIOKANLIMEMHS BBIIPEKH JO0aBSIHETO Ha Kaiuuii. O0mara 4ecToTa Ha KITMHUYHO 3HaYMMa
XUnokanuemus € 9%.

HabntomaBaHo € ChI0 U CHITBTCTBALIO OBUILIABAHE HA MApaTHPEOUIHUS XOPMOH IIPH NAIUEHTH C
TEXKa CTETleH Ha OBOpEeYHO YBpEK/IaHE WM Ha JUalii3a, KOUTO MOIydaBat AeHO3yMal.
[IpocnensBaHeTo Ha KAJIIMEBUTE HUBA U TOCTATHYHMAT IPUEM Ha Kaiuuid 1 BuTaMuH D e ocobeno
Ba)KHO TPH NALUCHTH ¢ ObOPEYHO yBpekaaHe (BK. Touka 4.4).

CrpoO1iaBaHe Ha HOAO3UPAHU HEXKEJIAHN PEAKIINHU

Cho0I1aBaHeTO Ha MOI03UPAHU HEKEIIAHU PEaKIIMK ClIe] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISIBA J1a TIPOIBIKY HAOIOJICHHETO Ha ChbOTHONICHUETO TTOJI3a-PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCAKA
M0I03UPaHa HEXKEIaHa PeaKIMs Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIaBaHe, OCOYCHA B

[Ipunoxenwne V.

4.9 TIlpemo3mpane

Hsama omut ¢ npenpo3npane npu KIMHUYHUTE TPOyYBaHus. J[eHo3yMal e mpriiara npy KIMHAYHU
npoyuBaHus B 1031 110 180 mg Ha Bceku 4 ceamuniy 1 120 mg cemMuyHO 3a 3 CeAMUITH.

5. ®APMAKOJIOIT'MYHU CBOMCTBA

51 ®apmakoguHAMUYHH CBOHiCTBA

dapmakoTepaneBTHYHA rpymna: JlekapcTsa 3a JeueHue Ha KOCTHU 3a00i1sBaHus — J{pyru JexkapcTsa,
TIOBJIMSABAIIM KOCTHATA CTPyKTypa u MuHepaiuszamust, ATC kox: M05BX04

Zvogra e Onomnoa00eH JekapcTBeH npoaykT. [lonpoOdHa nHpopMalius € HajlrMdHa Ha yeOcaiiTa Ha
EBponeiickara AreHius 1o jJekapcrara hitps://www.ema.europa.eu.

MexaHU3bM Ha IEWCTBUE

RANKL cpbiectByBa kato TpaHcMeMOpaHneH uin pa3rBopuM npotenH. RANKL e kpaiiHo HeoOxoaum
3a 00pa3yBaHeTo, PYHKIHOHMUPAHETO U MPEKUBSIEMOCTTA Ha OCTEOKIACTUTE, CAMHCTBEHUSAT BH
KJIETKH, OTTOBOPHU 3a KOCTHAaTa pe3opOius. [loBulIeHaTa ak THBHOCT Ha OCTEOKIIACTUTE,
crumysirpanu oT RANKL, e kirouoB MeauaTop 3a KOCTHaTa I€CTPYKLUS IIPU METaCTaTUYHU KOCTHH
3a00JsIBaHMs. 1 MHOXXECTBEH MUeENIOM. JleHo3yMal e yoBemko MOHOKIOHaNHO aHTHTsUI0 (1gG2), koeto
MIPUIEITHO Ce CBBbP3Ba ¢ BUCOK aduHuTeT U crieruduuHoct ¢ RANKL, kato mpegoTBpaTtsiBa mosiata
Ha B3aumoericTeueTro RANKL/RANK u Boau 10 HamasneH Opoii OCTEOKIAaCTH U HaMaJieHUE Ha
TAXHATa (QYHKIHMSA, KaTO [0 TO3M HAYMH HaMaJlsiBa KOCTHATa Pe30pOLys U KOCTHATA IECTPYKLUS,
MHIyLIUpaHa OT PakoBHU 3a00JIsIBaHHMS.

I'MraHTOKJIETHPYHUTE TYMOPH HA KOCTTA C€ XapaKTEPU3UPaT C HEOIJIACTUYHU CTPOMAJIHU KIIETKH,

excrpecupai RANK snurans v moo0HA Ha OCTEOKIACTH THTAaHTCKH KIIeTKHU, ekcrpecupaniy RANK.
IIpu marueHTH ¢ TMTAaHTOKIIETHYCH TYMOP Ha KOCTTa, IeH03ymMab ce cBbp3Ba ¢ RANK nmranma, kato

11


https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu/

3HAYUTEITHO HAMAJISIBA WIH SITUMHHUPA TIOAOOHUTE HA OCTEOKIIACTH TUTAHTCKH KIETKU. B pesynrar Ha
TOBA, OCTEOJIN3aTa HaMaJlsiBa U TIpoNiuQepaTuBHATa TYMOPHA CTPOMA CE 3aMECTBa C
HenpoaudepaTuBHa, AudepeHpana, ITbTHA HOBOOOpa3yBaHa KOCT.

dapmakoguHAMUYHA €DEKTH

B knmuanyan n3nutBanus $aza Il npu nanueHTH ¢ HalpeJHaIl 371I0Ka4eCTBEHH 3a00IsIBaHus,
3acsray KOCTHUTE, IIOAKOKHOTO (S.C.) MPHIIOKeHNe Ha 1eH03yMad Ha Beeku 4 cemmutiu (Q4W) mim
12 cepmuru Bomu 1o Obp30 HAMaNsIBaHe Ha MapkepuTe 3a koctHa pe3opoiust (UNTX/Cr, cepymen
CTx), c Mmenuana Ha HamaseHue oT npuonusutenno 80% 3a uNTX/Cr, mosBsBaio ce B paMKUTE Ha
1 cenmuna, He3aBUCHMO OT MpeALIecTBaIIa Tepamnus ¢ oudocoHaTy UM OT U3XOAHOTO HUBO HA
uNTX/Cr. B xnmuanaayn usnurBanus (asza 1l mpu manueHTr ¢ HanpeIHaan 3J10Ka9eCTBEHH
3a00JIsIBaHus, 3acsraliy KOCTUTe, cpeAHoTo HamaneHue Ha UNTX/Cr ot npubnusurtenno 80% ce e
3agpprkano mnpes 49-te cenmuny Ha gedeHue ¢ aeHo3ymad (120 mg Ha Bcexu 4 ceaAMUIN).

NMyHOTr€HHOCT
Ilo Bpeme Ha jieueHHE ¢ ICHO3yMa0 MOrar Jia ce Pa3BUAT aHTH-IEHO3YMa0 aHTUTEIa.

He e nabnronaBana siBHa Bpb3Ka MEXIy Pa3BUTHETO HA aHTUTENA U (PapMaKOKUUHETHKATA,
KJIMHAYHUS OTTOBOP WM HEXKeNaHU ChbOUTHS.

Kananuna CdJI/IKaCHOCT n 6C3OH3CHOCT OpH NalMEHTH C KOCTHU METacTa3u OT COJIMIHU TYMOPH
Edwukacuoctra n 6e3omacHoctTa Ha 120 mg neHo3ymab, mpuiaraH s.c. Ha BCEKH 4 CeIMUITN WK Ha
4 mg 3051eIpOHOBA KKCEIMHA (KOpUTHpaHE Ha JI03aTa MPU HaMajieHa ObOpeyHa QyHKIs), mpuiaraHa
1.v. Ha BCEKH 4 CeIMUIIN, Ca CPaBHSIBAHH B TPH PaHJOMHU3UPAHH, IBOHHOCIEIH TPOYYBaHUs,
KOHTPOJIMPAHH C aKTHBHO BEIIECTBO MPH MAIMEHTH, KOUTO HE ca Mody4aBand i.v. budocdonaru, ¢
HalpeaHalU 3JI0Ka4eCTBEHH 3a00JIsIBaHMs, 3acATally KOCTUTE: Bb3PacTHH MALMEHTH C paK Ha I'bpaaTa
(npoyuBane 1), Ipyry CONUAHN TYMOPH WITM MHOKECTBEH MUENIOM (TIpoyuBaHe 2) U paK Ha
MpocTarara, pe3uCTeHTeH Ha kactpanus (mpoyuBase 3). [Ipu Te3u npoyyBaHus, KOHTPOJIUPAHU C
AaKTUBHO BeLEeCTBO, Oe3onacHocTTa € oneHeHa npu 5 931 nauuenTu. [lanuentu ¢ npeamecrsaa
aHamHue3a 32 OHY wim ocTeoOMHUENNT Ha YeNioCTTa, aKTUBHO 3a00JIsBaHe Ha 30UTE WK YENIOCTTa,
W3UCKBAIIIO XUPYPTrUYHA HHTEPBEHIIMS B YCTHATA KyXHWHA, HEM3IIEKYBaHO 3a00JIsIBAHE CIIE]T
JEHTAJIHA/XUpypruyHa HHTEPBEHIMS B yCTHATA KyXMHA HJIM KaKBaTo U /1a € IUIaHupaHa MHBa3HBHA
JEHTaJIHa poLeaypa, He ca OMIM MOAXOSIIH 3a BKIIOUBAaHE B TE3U MpoyyBaHus. [IspBudHnTE 1
BTOPHUYHHTE KpaﬁHH TOYKH OILICHABAT I10ABAaTa Ha €AHO WJIHN ITOBECYEC CT)GI/ITI/ISI, CBBpP3aHU C KOCTHATa
cucrema (CCK). IIpu npoyuBanusiTa, IOKa3Bally NPEeBb3X0ACTBO Ha AEHO3yMad crpsiMo
30JICHAPOHOBA KUCENNHA, Ha TALIUEHTUTE € IPEAJI0KEHO OTKPHUTO IIpHUjIaraHe Ha AeH0o3yMal B
NpeJBAPUTEITHO OTpeieNieHa 2-rouiHa $a3a Ha IpoJbIDKeHNe Ha JeueHneTo. ChOUTHE, CBBP3aHO C
KOCTHATa CHCTEMa Ce ONpe/IeNsi KaTO BCSKO €HO OT CIIEAHUTE: MATOJOTH4HA PpakTypa (MpenuieHHa
WIN HETIPeLUICHHA), JTbYeTepanys Ha KOCTTa (BKIOUYUTENHO yoTpeda Ha paJnoOU30TOIHN ), OIIepalys
Ha KOCTTa HUJIN I‘p'I)6HaT-IHO'M03'I)‘IHa KOMIIpECHH.

Jeno3zymab HamansiBa pucka ot nosieata Ha CCK u mosiBara Ha MmHorokpatau CCK (mbpBUYHY 1
HIOCJIE/IBAILM) TIPH MALIMEHTH ¢ KOCTHH METacTa3u Ha COJIMIHU TyMOpH (BXK. Tabiuia 2).

Tabnuua 2. PesynTatu 3a euKacHOCT MPY NALIMEHTH C HAIPEIHAIM 3JI0KAYeCTBEHH 3200 sIBaHN,
3acsrainy KOCTHTE
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NR = e nocturaaro; NA = menpuioxumo; HCM = xunepkaimnueMus B pe3yaTaT Ha 3JI0Ka4eCTBEHO
3abomsaBane; SMR = gectoTa Ha ckenerna 3aboneBaemoct; HR = KoedunueHT Ha puck;

RRR = OtHOCHTENHO HamMajleHue Ha pucka 'Kopurupanu p-CTOMHOCTH ca IIPEACTABEHH 32

IIpoyuBane 1
PaKk Ha repaaTa

Ipoyusane 2

APYTH COJUTHU
TyMOpHU** Wiu
MHO’KeCTBEH MHEJIOM

IpoyuBane 3
PaK Ha mpocraTara

KomOuHupan
aBaHCHPAJ paK

neHo3ymab | 3omeapo- | meHo3ymal | 3oJenpo- | IeHo3ymald | 30i1eapo- 3051eApo-

HOBa HOBa HOBa JeHO3yMal | HOBa

KHCETMHA KHCETMHA KHCEINHA KHCEITNHA
N 1026 1020 886 890 950 951 2 862 2 861
spBo CCK
Menaunana Ha NR 26,4 20,6 16,3 20,7 171 27,6 19,4
BpEMETO
(Mecern)
Pasznuka B NA 4.2 3,5 8,2
MeJaHaTa Ha
BpPEMETO
(Mecern)
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 <0,00017/0,01017 0,00077 / 0,06197 0,0002" / 0,0085° <0,0001 /< 0,0001
edpuracuoct/
[IpeBb3x0ACTBO
p-cTOMHOCT
s Ha 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
MAIUCHTHTE
(%)
[IspBo n nocaeaBamm CCK*
Cpenen 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
Opoii/manueHT
Crortnomrenne | 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
Ha Y€CTOTUTE
(95% CI) /
RRR (%)
IIpess3xoacteo | 0,0012° 0,1447% 0,0085f < 0,0001
p-CTOMHOCT
SMR 3aromguna | 0,45 0,58 0,86 1,04 0,79 0,83 0,69 0,81
speo CCK niim HCM
Menauana Ha NR 25,2 19,0 144 20,3 17,1 26,6 19,4
BPEMETO
(Mecern)
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 (%)
IIpers3xoacteo | 0,0074 0,0215 0,0134 < 0,0001
p-CTOMHOCT
I[IbpBO 001BUBaHE HA KOCTHTE
Menauana Ha NR NR NR NR NR 28,6 NR 33,2
BpPEMETO
(Mecern)
HR (95% Cl)/ | 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 (%)
[Ipers3xoacteo | 0,0121 0,0256 0,0071 < 0,0001

p-CTOMHOCT

npoyuBanus 1, 2 u 3 (mepBo CCK u kpaitau Touku 3a mbpBo 1 nocaeasamu CCK); *bpoit Ha BcHiku
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CBHOUTHS, CBBP3aHHU C KOCTHUTE 3a IIepro/ia; OPOCHHU ca caMO ChOMTHS MOSBUIIU ce > 21 THU el
TPEIXOTHUTE.

** BrIFOUMTETHO HEPEeOHOKIICThUEH paK Ha Oenwust qpo0, pak Ha ObOpeKa, KOJIOPEKTAJICH Pak,
JIpeOHOKIIEThYUCH paK Ha Oenus qpo0, pak Ha MUKOYHUS MEXYp, paK Ha IJiaBata U IUATa, Pak Ha
I'C/mukodo-monoBaTa cucTeMa u APYyTH, H3KITIOUYBAWKA Pak HA I'bp/AaTa U MpocraTara.

®urypa 1. Kpusu Ha Kaplan-Meier 3a Bpemeto 10 mbpBoto CCK 1Mo Bpeme Ha Mpoy4YBaHETO

Mpoy4saHe 1* Mpoy4saHe 2** lpoy4saHe 3*
Dmab (N =1 026) ———— Dmab (N = 886) e Dmab (N =950)
—— ZA (N = 1 020) ——— ZA (N = 890) —_ ZA (N =951)

[sn Ha yyacTHuyuTe 6e3 CCK

1026 697 514 306 99 4 || 886 387 202 96 28 0| 950 582 361 168 70 18
ZA1020 676 498 296 94 2 [| 890 376 194 86 20 2|1 951 544 299 140 64 22
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
Mece, 0T npoy4BaHETO

GRHO0447 v2

Dmab = [leHoszyma6 120 mg Q4W

ZA = 3onepapoHoBa kncennHa 4 mg Q4W

N = Bpoit paHgoMU3MpaHi y4acTHULM

* = CTaTUCTMYECKM 3HAYMMO 3a NPEBBL3XOACTBO; ** = CTATUCTUYECKN 3HAYNMO 3a He No-Manka egukacHOCT

IIporpecus Ha 3a00JI9BaHETO U 0611_[3 OPEXKUBACMOCT C KOCTHHM METAaCTa3u Ha COJHMJIHH TYMOPH

IIporpecusita Ha 3a00JsIBAHETO € CXOAHA MEXIY JeHO3yMaOH 30JIeIPOHOBA KUCEIIMHA TIPH BCUUKHUTE
TPH NPOYYBaHUS U TIPH MPEIBAPUTEITHO OIPECTICHUS aHAIN3 HAa KOMOWHAIIMATA OT TPUTE
IIPOYYBaHUSI.

B npoyuBanus 1, 2 u 3, obmiata npexxuBsieMocT € OalaHCUpaHa MeX.Iy IeHo3yMal U 30J1eJpOHOBA
KHCEJIMHA MPY MAlMEHTH C HalpeIHAIM 3JI0KaueCTBEHH 3a00JIsBaHMs, 3acATalll KOCTUTE: MAIIMEHTH C
pak Ha rbparta (koe@uuueHTsT Ha prck 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 ¢ APYrH COMUIHU
TYMOPH HJIM MHOKECTBEH MHeIOM (KoeduieHTsT Ha puck u 95% Cl e 0,95 [0,83, 1,08]). Post hoc
aHaymM3 B poy4Bane 2 (MalUeHTH C APYTH COIMUTHA TYMOPH WIIM MHOKECTBEH MHEJIOM) U3CIe/IBa
o0Iara npexuBIeMOCT 3a TPUTE BHIAa TYMOPH, U3MOJI3BaHH 32 cTpaTH(UKanus (HeapeOHOKIeThYeH
pak Ha Oenus Apo0, MHOXKECTBEH MUeENIOM U ApyrH). O0ImaTta npexuBsIeMOCT € MO-AbJIra 3a
JIeHO3yMab TpH HeIpeOHOKIIEThUEH pak Ha Gennst 1pob (rkoedurmenT Ha puck [95% CI] ot 0,79 [0,65,
0,95]; n = 702) u mo-abJra 3a 30J1e[pOHOBA KUCEIMHA P MHOXKECTBEH MUEIIOM (KOS(HIIMECHT Ha
puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxomHa Mex 1y AeH03yMa0 U 30JIeIPOHOBA KUCETUHA
TIpY IPYTHUTE BUAOBE TyMOpH (KoedurmenT Ha puck [95% CI] ot 1,08 [0,90, 1,30]; n = 894). Tosa
NPOYYBaHE HE € 32 KOHTPOJIIMPAHE Ha IPOTHOCTHYHHTE (PAKTOPU M aHTUHEOTUIACTHIHUTE JICUCHHS.
[Ipu koMOMHMpaH, IpeBapUTEITHO ONpeeicH aHaIU3 OT npoyyBanus 1, 2 u 3, o0maTa
MPEKUBIEMOCT € CXOJIHA MEXKIY ACHO3yMal U 30JIeipOHOBA KUCernHa (KOS(hHUIIMEHT Ha pUcK U 95%
C1 0,99 [0,91, 1,07]).

Edexrt Bppxy O0JiKaTa

Bpemero 1o obnexuyaBane Ha OonkaTa (T.€., > 2 TOUKHM HaMalsgBaHe OT U3XOAHOTO HUBO Ha CKOpa 3a
Haif-cuiHa Ooska o ckanata Ha BPI-SF) e cxoqHo Mexny neHo3yMad 1 30J1eIpOHOBa KHCEINHA MIPH
BCSIKO IIPOYYBaHEe M B MHTETPUPaHUTE aHau3K. B post hoc ananu3 Ha koMOMHMpaHH HAGOPH OT
JlaHHY, MEJMaHaTa Ha BPEMETO JI0 BJIOIIaBaHe Ha 0ojIKaTa (CKOp 3a Hai-CHiIHa 00JIKa > 4 TOYKH) MPHU
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MAIMCHTH C JIeKa 00JiKa 1tk 0e3 00JIKa Ha M3XO0IHO HUBO € 3a0aBeHa 3a JcHO3yMal B CPaBHEHHUE ChC
3onenponoBa kucenuna (198 cupsamo 143 muu) (p = 0,0002).

Knuanuna ed)I/IKaCHOCT OpHu DJalMEeHTH ¢ MHOXKCCTBEH MUCIIOM

JeHo3ymab e oneHsiBaH B MEKIyHAPOIHO, paHaoMu3upano (1:1), TBOHHOCISIIO, KOHTPOIUPAHO C
aKTHUBHO BEIIIECTBO MPOYYBAHE, CPABHSIBAILO JIEHO3YMAa0 ChC 30JICIPOHOBA KUCEITMHA MIPH MALUEHTH C
HOBOJIMArHOCTHUIIMPAH MHOXKECTBEH MHUEJIOM, IIPOyYBaHe 4.

B ToBa npoyuBane, 1 718 nauueHTH ¢ MHOKECTBEH MHEJIOM U C [TOHE €THa KOCTHA JIe3Hsl, ca
paHIoOMHU3UpaHu aa noiydaBaT 120 mg neHo3yMad moakokHO Ha Bceku 4 cenmuii (Q4W), nmu 4 mg
30JIeIPOHOBA KHCEIMHA HHTPABEHO3HO (1.V.) Ha BCEKHU 4 CeaMUITH (KOPUTHPAHA 7032 CTIOpE
O0bOpeunaTa ¢pyHkuus). M3mepuTen Ha TbpBUYHHS PE3yTaT € JOKa3BaHe Ha HE MMO-MaJika ePUKaCHOCT
M0 OTHOLICHUE HA BPEMETO JI0 IIbpBa M0sIBa B IPOYYBAHETO HA CHOUTHE, CBBP3aHO C KOCTHATA
cuctema (CCK), B cpaBHEHUE ChC 30JI€APOHOBA KHCEeNrHA. MI3MepuTennTe Ha BTOPUIHATE PE3yITaTH
BKITFOUBAT MPEBH3XOCTBO IO OTHOIIIEHUE Ha BpeMeTo 10 rmosiBa Ha mbpBo CCK, mperb3x0AcTBO Ha
BpEMeETO JI0 nosiBa Ha bpBo U cieaBaiio CCK u obmia npexxusseMocT. ChOUTHE, CBBP3aHO C
KOCTHATa CUCTeMa Ce OTPEAEIs KaTO BCAKO €IHO OT CIeIHUTE: MaToNIOTHYHa (hpakTypa (MpenuieHHa
WA HENPEIUIEHHA), JIbYeTepanus Ha KOCTTa (BKIIFOUUTEITHO yIIoTpeda Ha PaIuon30TOIHN ), OTIepaIis
Ha KOCTTa HUJIN I‘p’b6Ha‘-IHO'MO3'b‘IHa KOMIIpECHH.

B nBerte rpynu Ha npoyuBaHeTo, 54,5% OT manuMeHTHUTe ca INIaHUPAHU 32 aBTOJIOKHA TPaHCIUTaHTaLUs
Ha niepudepHu KpbBHE cTBOJIOBH KileTkH (PBSC), 95,8% oT nanueHTuTe ca U3noa3Bain/ IiiaHupaHu
Jla M3I10JI3BaT HOBO aHTUMHEIIOMHO CPEJICTBO (HOBHTE TEPAITUK BKIIOUYBAT OOPTE30MUO, ICHATIMIOMU
WIN TaJUIOMUA) TP IbPBa JUHMSA Ha jJeueHue, a 60,7% ot nauuenTure ca uMmanu npeaunmno CCK.
BposT Ha manuenture B ABeTe rpynu Ha npoyuBaHeTo ¢ ISS craguii I, ctaauii 11 u craguii I mpu
MOCTaBSIHETO Ha AMarHosara ¢ cboTBeTHO 32,4%, 38,2%, u 29,3%.

Cpenuust Opoii Ha IpUIIOKEHHUTE J103H € 16 3a 1eHo3ymal u 15 3a 301epoHOBa KHCEJINHA.
Pesynrarute 3a epukacHoCT OT poy4Bane 4 ca npejcraBeHu Ha purypa 2 u tabnumna 3.

®urypa 2. Kpusa na Kaplan-Meier 3a Bpemero 10 mbpso CCK npu manueHT ¢
HOBOAUATHOCTHIIMPAH MHOKeCTBeH MHeJI0M

[eHoaymab 120 mg Q4W (N = 859)
3onenpoHosa kucenvHa 4 mg Q4W (N = 859)
1,04
S 08
(&)
&
<4
zr 0,67
=
&
EN
P 0,4
&
(==
0,2
0,07
lleHosymab 120 mg Q4W | 859 583 453 370 303 243 197 160 127 99 77 5 35 22%
3oneapoHosa kucenuHa 4 mg Q4W 1859 595 450 361 288 239 190 152 125 95 69 48 31 18 I8
-r —r°r 1 1 —T1 i 1 1 —©° 7" 1 T 1T —1°

0 3 6 9 12 15 18 210 24 27 30 33 36 39

Meced, 0T Npoy4BaHETo
N = 6poit paHLOMM3MPaHKN Y4aCTHULM

15



Ta6aumna 3. Pe3yaraTu 3a epuKacHOCT Ha 1eHO3yMa0d B CpaBHEHHE ChC 30J1e/JPOHOBA KHCEJIUHA
NpH NMANHEHTH ¢ HOBOJAHATHOCTUIHPAH MHOKECTBEH MUEIOM

Henozyma6(N = 859) | 3oneaponona
KHCeJIMHA
(N = 859)
[IspBo CCK
Bpoii Ha manuenTute, Kouto ca umanu | 376 (43,8) 383 (44,6)
CCK (%)
Menunana Ha Bpemeto 10 CCK 22,8 (14,7; NE) 23,98 (16,56; 33,31)
(mecern)
Koedunuenr Ha puck (95% CI) 0,98 (0,85; 1,14)
[IspBo n cnexsamo CCK
CpeneH Opoii ChOUTHS/TIAIUCHT 0,66 ‘ 0,66
CBOTHOILIIEHHUE HA YECTOTUTE 1,01 (0,89; 1,15)
(95% CI)
Yecrora Ha ckenerHa 3a0oimeBaemoct | 0,61 0,62
3a TONHA
[spso CCK niim HCM
Menauana Ha BpeMeTo (MeCeIH) 22,14 (14,26; NE) ‘ 21,32 (13,86; 29,7)
Koedunuenr ua puck (95% CI) 0,98 (0,85; 1,12)
II'bpBa JibYeTEpaANMsA HA KOCTTA
Koedwunumenr na puck (95% CI) ‘ 0,78 (0,53; 1,14)
O0u1a npeKuBIEMOCT
Koedwunmenr na puck (95% CI) ‘ 0,90 (0,70; 1,16)

NE = ue e ouernmo
HCM = xunepkaniuemMust B pe3yiTaT Ha 3JI0Ka4eCTBEHO 3a00IBaHe

KnunnynHa edJI/IKaCHOCT u 0€30IMacHoCT IIpHY BB3PACTHHU U IOHOIIH CHC 3aBbPIICHO CKEJICTHO PA3BUTHUC
C TMTAaHTOKJICTHYCH TYMOP HAa KOCTTA

be3onacHocTTa M ehukacHOCTTa Ha IeH03yMal € h3cieBaHa B IB€ OTKPUTH KIIMHHYHH U3MUTBAHUSI
¢aza Il c emHo pamo (mpoy4uBanus 5 1 6), BKIFOYBANIN 554 MAIIMEHTH C TUTAHTOKIIEThUEH TYMOpP Ha
KOCTTa, KOITO € HeornepaOuiieH Wi Py KOWTO onepanusra Ou Ouiia cBbp3aHa ¢ TEXKa
3a00JIeBa€MOCT, M IIPOCTIEKTUBHO, MHOTOIICHTPOBO, OTKPUTO mpoyuBaHe ¢a3za [V (mpoyusane 7),
MPEIOCTABSIIO JBITOCPOYHO MPOCesiBaHe Ha 0€30MacHOCTTa IPY MAIIMEHTUTE, KOUTO Ca 3aBbPIIHIN
npoyuBane 6. [lanuenture nomyyasat 120 mg neHO3ymMad MOJKOKHO BCEKH 4 CEAMUILM C
HaToBapBaria mo3a ot 120 mg Ha nen 8 u 15. [TanmenTrTe, KOUTO ca MPEKPATIIIN ACHO3YMa0, Clies
TOBA BJIM3AT BHB (DazaTa Ha MpOCIIe/siBaHe Ha Oe30TacHOCTTa 3a Haii-manko 60 mecena. [ToBTOopHO
JIeYeHHE C JeHO3yMal MpH NPOCIeasIBaHETO Ha Oe30MIaCHOCTTA € MO3BOJICHO 32 MAUEHTUTE, KOUTO
I'BPBOHAYAIHO MOKAa3BaT OTIOBOP KbM AeHO3yMal (Hamp. B cIy4ail Ha peUINBUPAILO 3a00JsIBaHE).

[IpoyuBane 5 BkiIr0uBa 37 BB3pacTHH MALIMEHTH C XUCTOJIOTHYHO OTBBP/AEH HEONEpaOHIeH WiIn
peunauBHpal] TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa. MI3MEepHUTENAT Ha OCHOBHUS pe3yiTaT Ha
M3IIMTBAHETO € YeCTOTaTa Ha OTroBop, AeduHupan karo moue 90% enmMuHUpaHe HA TUTAHTCKUTE
KJIETKH CIPSMO U3XOJHOTO HUBO (VJIH ITBJTHO eTUMHHUPAHE HA TUTAHTCKUTE KIETKH B CITyYauTe,
KOTaTO TUTaHTCKUTE KJIETKH MPEACTABIABAT < 5% OT TyMOpPHUTE KJIECTKH) WM JIMTICaTa Ha MPOrpecust
Ha IIeNieBaTa je3us 4pe3 peHTreHorpadcku u3MepBaHusl, KOraTo HiMa HAIWMYHNA XUCTONATOIOTHYHH
u3cnensanus. OT 35-Te manMeHTH, BKIIIOYCHH B aHau3a 3a edukacuoct, 85,7% (95% CI: 69,7, 95,2)
ca IMaJld TepareBTHYECH OTTOBOP KbM JIEYEHHETO ¢ AeHo3yMal. Beuukute 20 manuentu (100%) ¢
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XHCTOJIOTHYHH OIICHKH OTTOBAPST Ha KpUTEepHUUTE 32 0TroBop. OT ocTaHanuTe 15 manuenTy, npu
10 (67%) pentrenorpadckute U3MEpBaHUs HE TIOKA3BaT MPOTPECHs Ha TapreTHaTta Jie3usl.

[IpoyuBane 6 BKITtOYBa 535 BH3paCTHU WIIM IOHOIIHU ChC 3aBBPIICHO CKEJIETHO Pa3BUTHE C
TUTaHTOKJIEThUEH TyMOp Ha KocTTa. OT Te3u manuentu 28 ca Ha Bb3pacT 12 - 17 rogunu. [lannenTure
ca pasnpesiesieHd B €JIHa OT TPH KOXOPTH: KOXOpTa | BKITFOUYBA MAIIMEHTH C XUPYPTUIHO
HEBBH3CTAaHOBUMO 3a00JIIBaHE (HAIpP. CAKPaJIHU, TPhOHAYHHU MM MHOKECTBEHH JIC3UH, BKIFOUUTEITHO
OeropoOHN MeTacTa3m); KOXOpTa 2 BKIIIOYBA MAIMEHTH ¢ XHPYPTHYHO Bh3CTaHOBUMO 3a00IIIBaHe,
YHSTO IUTAHUPAHA OTepalns ce CBbP3Ba ¢ TeXKKa 3a00JIeBacMOCT (HAIp. PE3SKIHsI Ha CTaBa,
aMITyTaIus Ha KpalHUK WIIK XEMUTICIIBEKTOMHUS ); KOXOPTa 3 BKIJIFOUBA MAIIMECHTH, YIaCTBAIH MTPEIU
TOBa B MPOYYBAHE 5 U MPEMUHAIIM B TOBA IIpoyuyBaHe. OCHOBHATA IIEJI € J1a CE OI[CHHU MPOQUITBT Ha
0e30macHOCT Ha JieH03yMal MpH MaIMeHTH ¢ THTAHTOKJIEThYEH TYMOp Ha KoctTa. M3aMepuTenute Ha
BTOPUYHHTE PE3YJITATH HA MIPOYYBAHETO BKIIOYBAT BpEMe JI0 MPorpecus Ha 3a00isBaHeTo (Bb3
OCHOBA Ha OIICHKa Ha W3CJICAOBAaTENs) 3a KoXopTa | U Js1a Ha manueHTuTe 0e3 KakBaTo U aa Ouio
orepanus Ha Mecel] 6 3a KoxopTa 2.

B xoxopta | npu okoHuarennus anaiaus npu 28 ot 260 nekyBanu nauuentu (10,8%) ce HabmogaBa
mporpecus Ha 3abomnsBaHeTo. B koxopra 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) namuentu ¢
BB3MOKHOCT 32 OIICHKa, JIEKYBaHH C JICHO3yMa0, He ca MOAJI0KEHH Ha orepanus 10 mecen 6. Ot

239 nmayeHTH B KOX0pTa 2, ¢ MACTO Ha U3XOJHATA IIe/IeBa JIC3Hs WM MSCTO Ha JIC3Us B IPOYYBAHETO
U3BBH OenuTe ApoOOBE M MEKUTE ThKaHu, Ipu oo1mo 82 yyactauiu (34,3%) e n3bernata onepanus
10 BpeMe Ha npoy4BaHeTo. Karo 1o, pesynrarute 3a epUKacHOCTTA ITPU FOHOIIH ChC 3aBBPIICHO
CKEJIETHO pa3BUTHE ca CXOIHU C HaOII0JaBaHUTE MTPH BH3PACTHH.

B npoyuBane 7 ca BKIIOYEHH 85 BB3paCTHHU HALMEHTH, KOUTO MPEIU TOBA Ca yYACTBAJIU U ca
3aBBPIIMIN TpoyuBane 6. Ha manmenTuTe e paspenieHo fa noixy4asar jedeHue ¢ genozymad 3a 'KTK
U BCUUKU NAIMEHTH ca NpocieaeHu 3a 5 roquHu. OCHOBHATA 1IeJ € Jja Ce OLeHU NPOHIBT Ha
6e30MacHOCT Ha JIEHO3yMal B ABJITOCPOYEH IIJIaH MPU MAUEHTH C THTAaHTOKJIEThYEH TyMOp Ha KOCTTA.

Edext BbpXy O0JIKaTa

[Ipu oxoHUATENHUS aHATTN3 Ha KOXOPTH | 1 2 KOMOMHHUpaHH, KIMHIYHO 3HAYUMO HamallsBaHe Ha Hak-
cuitHaTta Ooska (T.e. > 2 TOYKM HaMalsBaHe OT M3XOJHOTO HHUBO) € choOmieHo mpu 30,8% ot
MAIMEHTHUTE C PHUCK (T.€. TE3H, KOUTO UMAT CKOP 32 Hall-CHIIHA 00JIKa > 2 Ha M3XOJJHO HUBO) B PAMKHUTE
Ha 1 cenMunia ot siedernero u > 50% Ha ceamuna 5. Te3u mogoOpeHus Ha OOJIKaTa ca ce 3arma3uin
MIPH BCUYKH CIIE/IBAIIN OLIEHKH.

IleqpnaTpyuHa monyJamus

EBporneiickaTa areHuus 110 JiekapcTBaTa 0CBOO0XkKAaBa OT 3albJKEHUETO 3a [IPEJOCTaBsSHE Ha
pe3yiTaTHTe OT MPOyYBAHHATA ¢ peepEeHTHHS JIEKAPCTBEH MPOAYKT, ChIbpKaIl JCHO3yMal, BbB
BCUYKH NOATPYIH Ha MeAUATPUYHATA OMYJIalus IpH MPeJOTBpaTsIBaHe Ha ChbOUTHS, CBBP3aHU C
KOCTHATa CUCTeMa MPY MallMeHTH ¢ KOCTHU METacTa3u M NOATrPYIH Ha MeAnaTpuiHaTa MOoIyJanus Ha
BB3pacT 1o 12 ToArHU IpH JIedeHne Ha TUTaHTOKJIEThUEH TyMOp Ha KOCTTa (BXK. Touka 4.2 3a
MH(OpPMAIUs OTHOCHO yroTpeda B IeAUaTpUsITa).

B npoyuBane 6, nenozyma0 € oleHsIBaH MpH MOATPyIa OT 28 MalyeHTH B IOHOIIEeCKa Bh3pacT (Ha
BB3pacT 13-17 ronuHm) ¢ THTAaHTOKJIEThYEH TYMOP Ha KOCTTa, KOUTO Ca JOCTUTHAIN CKEJIEeTHA
3psUIOCT, ONpEAeTieHa OT HATMYMETO Ha Hail-Masiko 1 3psita abira KocT (Hamp. 3aTBOpeHa enudu3apHa
pacTexHa IJI0YKa Ha paMEHHATa KOCT) U TesiecHO Terio > 45 Kg. Ipu eauH manueHT B FOHOIIEeCKa
BB3PACT C XHPYPTrUIHO HEBB3CTAHOBUMO 3a0oisaBade (N = 14) ce HabmomaBa peruanB Ha
3a00JsIBAHETO IO BpEMeE Ha MbpBOHavyaiHOTO Jiedenue. [Ipu tpunageceT ot 14-Te maumeHTu ¢
XUPYPTUYHO HEBH3CTAHOBUMO 3a00JIsIBaHe, YMATO TUIAHUPaHa XUPYprUyHa ONepaius ce CBbp3Ba ¢
TeXKa 3a00JIeBaeMOCT, HE € HallpaBeHa oIeparys JI0 Mecelr 6.

5.2 @apmakoKHMHeTHYHH CBOWCTBA
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AOGcopOrus

Crnet MOKOXHO TPUIIOKECHUES, OMOHATMYHOCTTA € 62%.

Buorpancdhopmars

Karo ecrecTBeH UMyHOTTIOOYINH, ICHO3YMAa0 ChABPKa CAMO aMHUHOKHUCEITMHU U BBIJICXUIPATH U €
MAaJIKO BEPOSATHO Ja OBJIe eTUMUHUPAH dpe3 YepHoApoOeH MeTabomn3bM. OJakBa ce HETOBHST
METa00IM3bM 1 SINMMUHHPAHE J1a CIIeIBAT IHTHIATA HA KIUPHHC HA IMYHOTJIOOYJIMHUTE, BOACIIH 10
pasrpaxaaHe JI0 MAJIKU NeNTUIN U OTJCTHA aMUHOKHUCEITHHY.

Enumunupane

IIpu manmenTy ¢ HanpenHan pak, KOUTO ca MoJdydaBajd MHOTOKpaTHH 1034 oT 120 mg Ha Bceku

4 ceqmuny ce HaOIIOMaBa MPUONM3UTETHO 2-KPaTHO YBEIMUaBaHEe HA CEPYMHHUTE KOHIICHTPAINH Ha
JIEHO3yMal U CTaIlMOHAPHO CHCTOSHUE C€ JOCTHTa 3a 6 Mecella, KOeTO ChOTBETCTBA Ha HE3aBHCHMA OT
BpeMeTo (apMakoKuHeTHKa. [Ipy marueHTH ¢ MHOXXECTBEH MHEIIOM, KOUTO ca moyydaBand 120 mg Ha
BCEKH 4 ceIMMILIM, MeIMaHaTa Ha Hali-HUCKUTE HUBA BapHpa ¢ MO-Majko oT 8% mexay 6-us u

12-ns mecen. [lpu marnuieHTH ¢ THTAHTOKJIETHYEH TYMOpP Ha KOCTTa, KOUTO ca rmomydaBanu 120 mg Ha
BCEKM 4 ceMHUIIM C HaTOBapBalla 103a Ha 8-MU U 15-TH JIeH, CTallMOHApHU HUBA ca JOCTUTHATH B
paMKHTE Ha IIBPBUS MECEI] OT JieueHueTo. Mexay 9-ta u 49-ta cenMuiia, MeiuaHaTa Ha Hali-HUCKUTE
HHUBa Bapupa ¢ no-Manko oT 9%. [Ipu nauueHTH, KOUTO ca mpeycTaHOBWIN fo3ata oT 120 mg Ha
BCEKH 4 CEIMUIIM, CPSIHUIT MOTYKUBOT ¢ 28 nHu (rpanuiy 14 no 55 num).

[TomynaunoneH GpapMakOKHHETHYEH aHAIN3 HE MOKa3Ba KIMHUYHO 3HAYUMH IPOMEHH B CUCTEMHATa
EKCITO3UITNS Ha JeHO3yMal B CTallMOHAPHO CHCTOSHHUE IO OTHOIIeHNE Ha BB3pacT (18 no 87 ronum),
paca/eTHHYECKH TIPOU3X0/] (U3CJICABAHN ca YEPHOKOXKH, C HCIIAHCKH TIPOU3XO0/], a3UATIH 1 OEIIH), TI0JT
WM BUJ HAa COJIMAHUSA TYMOD, WIN NAallMeHTH C MHOKECTBEH MUesIoM. [loBuIlaBaHeToO Ha TEIECHOTO
TErJo € OMI0 CBBP3aHO C HaMaJsiBaHE Ha CUCTEMHATa eKCcro3unus 1 ooparHo. [Ipomenure He ca
CYETEHH 3a KIIMHUYHO 3HAYMMHU, Th KaTo papmMakomuHaMuuHuTe eheKTH, Oa3upaHu Ha MapKEepUTE 3a
KOCTHa 0OMsHa, ca MOCTOSHHM MPH UTUPOKHU TPAHULIN Ha TEIECHO TETJIO.

JInHeiHOCT/HETNHEWRHOCT

Jleno3ymab noka3Ba HelMHEHa papMaKOKWHETHKA NP JJO3U B MIMPOK JJO30B AHAIA30H, HO
NOBUIIIABAHE HAa EKCIIO3UIIUATA, KOETO € MPUOIM3UTEITHO MPOIIOPIIMOHAIHO Ha J103aTa, TIPH J03HU OT
60 mg (nm 1 mg/kg) u mo-Brucoku. HenmmHEHHOCTTa BEPOATHO € B PE3yNTaT HA HACHILIAEM,
TapreTHO-MeIMUpaH IbT HA eTMMUHHUPAHE, KOWTO € OT 3Ha4eHHe IPU HUCKW KOHIIEHTPAIIUH.

Bbu0Opeuno yBpexaane

[Ipu npoyuBanust Ha neHo3ymMad (60 mg, N = 55 u 120 mg, n = 32) npu nanueHTH 6e3 HapeaHaNl pakK,
HO C pa3lnvHa CTENeH Ha ObOpevyHa QYHKIMs, BKIIOUYNTEIHO U NAIIMEHTH Ha JUajn3a, CTENeHTa Ha
O0BOpevHO yBpeKaHe He MOBIHsIBa (hapMaKOKHMHETHKATA Ha JeH03yMa0; Taka 4e He ce M3HCKBa
KOpUTHpaHe Ha j03aTa npu Ob0peuHo yBpexaaHe. Hama He0OX0MMOCT OT MOHUTOpUpPAHE Ha
O0bOpeuHaTa (GyHKUUS NPH MIpUIaraHe HaJleHO3yMao.

YepHoapoOHO YBpEKIaHE

He e npoBexxaano cnenuudHo NpoyvBaHe MPH MAIMEHTH ¢ YepHoipoOHO yBpexkaane. Karo 1o
MOHOKJIOHAJTHUTE aHTHTENIa HE CE€ EMMMHUHUPAT MTOCPEICTBOM YepHOo1poOeH MeTtabonmn3bM. He ce
oyakBa (papMaKOKWHETHKATa Ha JIEHO3yMal a Ob/ie MOBIHsIHA OT YEPHOIPOOHO yBpEKIAHE.

Crapuecka Bb3pacT

He ca naGnronaBanu pa3inuky B 0€30MaCHOCTTA U €PUKACHOCTTA MEXK/TY IMAllMEHTH B CTapyecKa
BB3pacCT U NMO-MIIau manreHTH. KoHTponupaHy KIMHUYHY TPOYYBAaHUS C IEHO3yMal MpH MalueHTH
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Ha BB3pacCT HaJ 65 TOMWHM C HAIIPEIHATH 3710Ka9eCTBCHH 3200/ IsIBaHMs, 3acATallld KOCTHTE, ca
MMOKa3aJIh CX0THA €(hUKACHOCT M O€30ITaCHOCT TIPH MTO-BH3PACTHH | IIPH MO-MJIaau manueHTu. He ce
Hajara KOpurupaHe Ha J103aTa IpH MalMeHTH B CTapuecka Bbh3pacT.

Ilennarpuyna momyJanus

[Tpu roHOIIM CHC 3aBBPILEHO CKENIETHO pa3BUTHE (Ha Bh3pacT 12 - 17 TOAWHM) C THTaHTOKJIETHYECH
TyMOp Ha KOCTTa, moxy4aBainu 120 mg Bcexu 4 ceIMUIM ¢ HATOBapBaIia 03a Ha THU 8 1 15,
(hapMaKOKMHETHKATa Ha JEHO3yMal € CXOJIHA C Ta3W, HaONIr01aBaHa IIPU Bh3PACTHH MMAUEHTH C
TUTAaHTOKJIETHYEH TYMOP Ha KOCTTA.

5.3 IlpeakJHHHYHHU JAHHH 32 0€30MACHOCT

Toii kaTo OMOJOrMYHATA aKTUBHOCT Ha JIEHO3yMal MPH )KUBOTHU € crenn(uIHa 32 HEUOBEKOMOJOOHH
IPUMAaTH, 32 OLIEHKA Ha (hapMaKOIMHAMHYHNTE CBOICTBA HA IEHO3yMald MPU MOJEIIH Ha TPH3adH ce
MIpaBH OIIEHKa Ha TeHHO Monenupanu (knockout) MuIIKK MK ce M3MOM3BAT APYTH OMOIOTHYHU
naxubutopu Ha RANK/RANKL mets1, karo OPG-Fc 1 RANK-Fc.

[Tpu MU MoeH Ha KOCTHU METACTa3! Ha pak Ha rbpJaTa IpH YOBEKa, MOJOKUTEIEH 1
OTpUIIATEIICH 32 €CTPOr€HEH PEIeNTop, Pak Ha MpocTaTara U HeJApeOHOKIEThYEH pak Ha Oesus 1po0o,
OPG-Fc namajsiBa OCTEOIUTHYHNATE, OCTEO0IACTHUTE U OCTCOIMTHYHUTE/0CTE00IaCTHUTE JIE3UH,
3a0aBst (hopmupaHeTo Ha de NOVO KOCTHH METAacTa3y U HaMaslsiBa pacTexa Ha KocTHuUs Tymop. Korato
npu te3u mojenu OPG-Fc ce komOuHMpa ¢ XopMoHaliHa Tepanust (TaMOKCH(EeH) WM XUMHOTEparus
(mouerakcen), ce HaOJrO1aBa HOMBIHUTEIHO MHXMOMpPAHE Ha PacTeXa Ha KOCTHUS TYMOP ChOTBETHO
IpH paK Ha I'bpJaTa, IpocTaTaTa win Oemus qpo6. [Ipu Mumm Mozien Ha MHAYIHpaHe Ha TYMOp Ha
miedHaTa xie3a RANK-Fc HamansBa xopMOH-UHAyIIMpaHaTa nponudepanys B enuTelIa Ha MiIeqHaTa
JKiie3a u 3a0aBsi 00pa3yBaHETO HAa TyMOP.

CraHzapTHHU TECTOBE 32 U3CJICABAHE HA TEHOTOKCHYHHMS IIOTEHLIMAI Ha AEHO3yMal He ca MPOBEXKIaHH,
THH KaTo He ca NPUIOKUMU IIPH Ta3u MoJieKyia. [lopanu cBoeTo ecTecTBO € MaJIKO BEPOSITHO
JIEHO3yMal Jja MPHUTEKaBa HAKAKBA TeHOTOKCHYHOCT.

KaHHepOFCHHI/ISIT INOTCHIMAJI Ha ,HCHOSYMa6 HC € OLICHABAH B ABJIT'OCPOYHHU MIPOYUBAHUS ITPU
JKHBOTHH.

B npoy4uBaHus 3a TOKCMYHOCT IIPY €AHOKPATHO M MHOTOKPATHO MPUJIAraHe MpH JBJIT00NaIaTH
Makarly, J031Te Ha JeHo3ymab, Bojeny ot 2,7 10 15 mbTH MO-TrojsIMa CUCTEMHA €KCTIO3UIIHS,
OTKOJIKOTO TPENOPBUUTENHATA 1032 [IPH X0Pa, HAMAT eeKT BbPXY ChpIeHYHO-ChI0BaTa (PU3HOIIOTHS,
(bepTuIUTETa IPU MBKKUTE WIN )KEHCKUTE, U HE NTOKAa3BaT TOKCHYHOCT 32 KOHKPETHH TapreTHU
Oprasu.

B mpoyuBane npu aparoonamary Makaiy, Ha KOUTO € MPHUJIOKEH IeH03yMal 1o BpeMe Ha Iepuo/a,
€KBUBAJICHTECH Ha IbPBUS TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha IHO3yMal, BOACIIN A0 9 MbTH
MO-TOJISIMa CHCTEMHA €KCITO3UIIHSL, OTKOJIKOTO IPENOphUNTENIHATA /1032 TIPH X0pa, He MHAYIHPAT
TOKCHUYHOCT IIPY MalKaTa WK yBpeKAaHe Ha deTyca 10 BpeMe Ha MepHo/l, eKBUBAJICHTEH Ha ITbPBUS
TPUMECTBP, BBIIPEKH Ue (eTamHnuTe TUM(HU BB3JIH HE Ca U3CIEIABaHH.

B npyro npoy4BaHe npu JbIAroonanaTyi Makaiu, Ha KOUTO € MPUIOKEH JIeHO3yMal 1Mo Bpeme Ha
OpEeMEeHHOCT MpH CUCTEMHA eKCIO3ULM, 12 mbTH MO-BUCOKA OT 03aTa PH X0pa, € HabIro1aBaHo
MIOBHUIIIABaHE HA MBPTBUTE PAXKIAHUS U TIOCTHATAITHATA CMBPTHOCT; HAPYIIIEH KOCTEH PACTEX, BOJICII]
JI0 HaMaJIeHa 3/[paBUHA Ha KOCTUTE, IOHIKEHA XEMATO0e3a U HENMPaBHIHO MOpeKAaHe Ha 3b0UTe;
nurca Ha nepudepHu TMMGHE Bb3JIH U 3a0aBeH HeoHaTaleH pacTex. He e ycTaHOBeHO HUBO, TIpU
KOETO ce HaOJI0AaBaT HeXeJaH! PENpPOLYyKTUBHH e()eKTH. 6 Mecena clie/l pakIaHeTo, IPOMEHUTE
CBBP3aHU C KOCTHTE ca MOKa3aJi 00paTHO pa3BUTHE U HE € HaOmMogaBaH e(eKT BbPXY ITOHUKBAHETO
Ha 3p0uTe. Edextrre BbpXy MMM(GHUTE B3N M HEMPABIITHOTO TOPEXKIaHE Ha 350UTe 0bade
NEePCUCTUPAT U € HaOM0AaBaHa MUHIMAIHA 10 YMEPEHA MUHEPaIU3alusl B MHOTO ThKaHU IIPH €IHO
’KMBOTHO (BpB3Ka C JICUCHUETO HE € yCTaHOBeHa). HaMa naHHM 3a yBpekaaHe Ha MaiKaTa mpean
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pakIaHETO; He)KEIaH! e(heKTH NMPU MaliKaTa Bhb3HUKBAT HEUECTO [0 BPEME Ha PaXkKIaHETO.
Pa3BuTnero Ha MaifuMHaTa MJIEYHA JKJI€3a € HOPMAJTHO.

HpI/I NPCAKIMHAYHA IPOYUYBAHUA 34 KAYECTBO HAa KOCTUTEC IIPU MaﬁMYHPI Ha ABJTOCPOYHO JICYCHUC C
I[CHOSYMa6, HaMaJISIBAHETO HAa KOCTHUSI OOMEH ce CBBpP3Ba C IIOBHUIIABAHEC HA 3paBHMHAaTa Ha KOCTHUTE U
C HOpMaJIHa KOCTHA XHUCTOJIOI'UA.

IIpy MBXKKH MUTIKH, TEHHO Moaenupann 1a excrpecupat huRANKL (knock-in Mumikm), KouTo ca
OMIIM TIO/UTO’KEHN Ha TPAHCKOPTHKATHA PpakTypa, 1eHo3yMal 3a0aBs OTCTpaHIBAHETO HA XPYIISIa U
PEMOJICIIMPAHETO Ha Kalyca Ha MACTOTO Ha ()paKkTypara B CpaBHEHUE C KOHTPOIIUTE, HO
OroMexaHWYHATA 3[[paBUHA He € OWiia 3acerHaTa HeOIaronpusITHO.

[Tpu npenknuanyan npoyusanus, knockout mumku 6e3 RANK mnu RANKL ca nmanu nunca Ha
JaKTalus Mopaax MOATUCKAHE Ha Ch3PSABAHETO HA MIleuHaTa jkjie3a (Jio0yo-aaBeoIapHOTO pa3BUTHE
Ha JKJIe3aTa 1o BpeMe Ha OpeMeHHOCTTa) U ca MMOKa3ald HapyIIeHne B 00pa3yBaHEeTO Ha TUMQHH
BB31H. HoBopomenn RANK/RANKL knockout mutiku ca geMOHCTpUpatn HaMaJIeHO TEIECHO TErIIo,
MOHM)KEH KOCTEH PacTeik, U3MEHEHUE B PACTEKHUTE TUIOYKH | JIUIICA HA MPOOHB Ha 3501. Hamanen
KOCTEH pacTeX, N3MEHEHHE B PACTEXHUTE IJIOUYKH U JIUIICA Ha IPOOUB Ha 360U ca HAOII0JaBaHU U
TIpH MTPOYYBAHUS IPHU HOBOPOACHHU TUTEX0BE ¢ mpmiokeHn RANKL nHXuOUTOpH M TE3W MPOMEHH ca
OMJIM YaCTUYHO 00paTHUMH, KOrato npuiokenueTo Ha RANKL unaxuburopa e Ouino npeycTaHOBEHO.
KOBenwTHN MpUMaTH, Ha KOWTO € TpUJIarad JIeHo3yMab 2,7 v 15 mbTH Hal KITMHUYHATA SKCTIO3UIIHS
(10 u 50 mg/kg mo3a), MaT HapyIIEHHE B PACTSKHHUTE TUIOYKH. [Topasu TOBa, JEYEHHETO C
JEHO3yMad MOJKE Jla HApYILU KOCTHHS PACTEX MPH Jella C OTBOPEHH PACTEKHU IUIOYKH U MOXKE J1a
MOTUCHE TIPpoOuBa Ha 3HOUTE.

6. DAPMAIIEBTUYHU JAHHHU

6.1 ChnucbK Ha IOMOIIHHUTE BELIECTBA
L-xucTuana

L-XHCTHANHOB MOHOXUAPOXJIOPH] MOHOXUAPAT
3axapo3a

[Tomokcamep 188

Bona 3a umkexkiuu

6.2 HecbBMeCTUMOCTH

IIpu nunca Ha MpOyYBaHMUs 32 HECHbBMECTUMOCTH, TO3H JIEKAPCTBEH NMPOJYKT HE TPsIOBa Ja ce cMecBa ¢
JIPYTH JIEKApCTBEHU ITPOILYKTH.

6.3 Cpok Ha rogHocT

2 TOMHU

Cren xaTo ce U3BaJu OT XJAAMIHUKA, ZVOQra MOXKe /1a ce ChbXpaHsIBa Ha cTaiiHa TeMmmeparypa (10
25 °C) no 30 nHM B OpHTHHATHATA OTIAKOBKA, J]a HE ce TIOCTaBs 00paTHO B XJIaAWIHUKA. Toi TpsOBa
Jla ce M3II0JI3Ba B paMKUTE Ha To3u 30-THEBEH MTEPHO/I.

6.4 ChnenuajJHu ycJa0BUS HA ChXpaHeHHe

Ja ce cpxpansiBa B xiagmwiHuk (2°C — 8°C).

Ha He ce 3ampasspa.

CoxpanspaiiTe (1akoHa B KApTOHEHATa OIIaKOBKa, 3a J1a c€ Ipe/la3u OT CBETIUHA.

6.5 Buau chabpKaHue HA ONAKOBKAaTAa
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1,7 ml pa3tBop BBB (hJIaKOH 3a ¢IHOKpaTHA yrmoTpeda (cThkiI0 TUl I) che 3amymanka (emacToMmep ¢
(ryopormonruMepHO OKPUTHE) U OOKaTKa (aIyMHUHUI) C OTIYIBAIIIO Ce Karaye.

BI/II[OBC OIIAaKOBKH 110 €IVWH, TPHU WJIN YCTUPHU (l)HaKOHa.

He BcHYKHM BHIOBE OMTAKOBKH MOTAaT Ja ObJaT MyCHATH Ha ma3apa.
6.6 CrHenuajHu NpeINa3Hu MEPKH IPH U3XBbPJIsiHE U padoTa

Kapronenara onakoBka ChIbpiKa JUCTOBKA C IIBIIHUTE YKa3aHUs 3a ymoTpeda 1 padoTa ¢ IpoIyKTa.
[Ipenn npunoxenwue, pa3TBOPHT ZVOgra TpsiOBa 1a ce mpoBepH BU3yasrHo. Pa3TBopbT MoOXe na
CBIbpKa CIIEAN OT MPO3pauHu J0 Oeau NpoTenHOBH yacTul. He nHxekTupaiite pa3rBopa, ako e
MBTEH, C IPOMEHEH BT WIIM aKO ChAbPKa YaCTUIM WX Yy>KAH BUAUMH YaCTUIIH.

He paskinamaiire.

3a nma ce nzberne AUCKOMGOPT HAa MACTOTO HAa MHXKEKTHPaHe, OcTaBeTe (prlakoHa Jja TOCTUTHE cTaitHa
temmneparypa (1o 25 °C) npean HHXEKTHPaHEe U WHKEKTHpaiTe 6aBHO.

TpsiOBa 1a ce MHKEKTUPA IEUIOTO ChIIbPXKAHIE Ha (pIIaKOHA.

Axo uznon3pare (IakoHa, 3a MpUJIaraHe Ha IeHo3yMao ce mpenopbusa urina 27G.

Urnara He TpsiOBa Ja ce BbBEX/1a MOBTOPHO BBB (priakoHa.

Hewnsnon3panusr JICKApCTBEH NPOAYKT WM OTHAABYHUTE MaTCpHUaJId OT HETO Tpr6Ba Aa C€ U3XBBPJIAT
B CbOTBCTCTBUEC C MCCTHUTC U3UCKBaHM.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIHOTPEBA

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
I'epmannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/25/1981/001 [1 drakoH]

EU/1/25/1981/002 [3 daakona]

EU/1/25/1981/003 [4 daakona]

9. JATA HA IT'bPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

[ara Ha mppBO paspelaBaHe:

10. [ATA HA AKTYAJIM3BUPAHE HA TEKCTA

[onpobna uHpopmanys 3a TO3H JEKapCTBEH NPOIYKT € MpeJocTaBeHa Ha yebcalita Ha EBpomnelickara
areHIus 1o Jiekapceraata http://www.ema.europa.eu/.
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INPUJIOXXEHHUE |1

MMPOU3BOJUTEJIN HA BUOJOTMYHO AKTUBHOTO BEIECTBO U
MMPOU3BOJUTEJN, OTTOBOPHU 3A OCBOBOKIABAHE HA
MAPTUIU

YCJIOBUSI WJIM OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NI OTPAHUYEHMNS 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A. NPOU3BOIUTEJIN HA BUOJIOT'MYHO AKTUBHOTO BEIHIECTBO U
INPOU3BOJUTEJIN, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTU/ N

HMe u aipec Ha IPOU3BOAUTEINTE Ha OMOJIOTHYHO AKTUBHOTO BCIICCTBO

Alvotech hf
Semundargata 15-19
102 Reykjavik
Wcnanmms

HMe u aipec Ha IPOU3BOAUTEIUTE, OTTOBOPHU 3a OCB060)KI[aBaHe Ha IapTUuauTe

Alvotech hf
Semundargata 15-19
102 Reykjavik
Ucnangus

b. YCJIOBUA UJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT CE OTITyCKa [0 OTPaHUYEHO JIeKapcKo npennucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTHKa Ha POIyKTa, Touka 4.2).

B. JPYI'M YCJIIOBUSA U UBUCKBAHUS HA PASPELIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJu3upaHu aokjaaau 3a oesonacuoct (ITAIB)

W3zuckBanusra 3a nogasane Ha [TAJIb 3a To3u nexapcTBeH NPOAYKT ca MOCOUYCHH B CIIUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucsk), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyalU3aliH, yOIMKYBaHH Ha €BPOTCHCKUS
yeOmopTa 3a JieKapcTBa.

I'.  YCJIOBUA NI OT'PAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[Mputexarensr Ha pa3pemieHrero 3a yrnorpeda ([IPY) tpsbsa na n3BbpIIBAa H3UCKBAHUTE ACHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIesIBaHE Ha JIeKapcTBeHaTa 6€301acHOCT, mocoueHu B ogodpenus 11YP,
npezcraBed B Moayin 1.8.2 Ha pa3penienuero 3a ynorpeba, KakTo U BbB BCUUKH CIIE/IBAIH 0JJ00peHH
akTyanusaunu Ha ITYP.

Axrtyammsupas [IYP tpsa6Ba na ce mopasa:

o 1o “ckaHe Ha EBporelickaTta areHIus 1o JeKapcTBara;

o BUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiITaT Ha
MoJTyyaBaHe Ha HOBa WH(OpMAIHs, KOATO MOXKE Ja JOBEJE 10 3HAYMMHU IIPOMEHU B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/I IOCTUTaHE Ha BayKEH eTal (BbB Bpb3Ka ¢ IPOCIe/sBaHe
Ha JIeKapCTBEeHAaTa 0E€30MacHOCT WJIM CBEXJaHE Ha PUCKa 10 MUHUMYM).
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L I[OII'bJIHI/ITeJIHI/I MEPKH 32 CBECKIAAaHEC HA PUCKA 10 MUHUMYM

BroBenenu ca JOMBJIHATEIHA MEPKH 33 CBEXKIaHE Ha PHCKA JI0 MUHUMYM TIOPa/IH CIETHOTO CBHP3aHO
¢ 6e30macHOCTTa CHOUTHE:!

® OCTCOHEKPO3a Ha YENTFOCTTa

HanmomHsia kapTa Ha manueHTa
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HPUJIOKEHHE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA ®JIAKOH

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Zvogra 120 mg nHxeKUMOHEH Pa3TBoOP
JIeHO3yMao

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ¢uakon chabpxa 120 mg neno3ymab B 1,7 ml pastsop (70 mg/ml).

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

L-xuctuanH, L- XUCTUINHOB MOHOXUAPOXJIOPH]T MOHOXHUAPAT, 3axapo3a, moinokcamep 188, Boxa 3a
VHXEKLUH

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WHXeKIMOHEH pa3TBOP.
1 dbnakoH

3 dmaxona

4 ¢makoHa

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BHBEKJTAHE

IIpenun ynorpeba npoyereTe JIMCTOBKATA.
IToaKoKHO NPUIIOKEHHE
[a He ce paskiama.

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

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

8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJUITHUK.
Jla He ce 3ampassiBa.
CroxpansBaiiTe (prakoHa B KApTOHEHAaTa OMIAKOBKA, 3a J]a C€ MPe/na3u OT CBETINHA.
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10. CHEIMAJIHU ITIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT TX,
AKO CE U3UCKBAT TAKHUBA

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

STADA Arzneimittel AG
Stadastrasse 2—-18

61118 Bad Vilbel
I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1981/001 [1 ¢axon]
EU/1/25/1981/002 [3 ¢naxona]
EU/1/25/1981/003 [4 ¢naxona]

13. TAPTHUIAEH HOMEP

[Taptuaen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAILIMSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHME 12 HE ce BKIOUM MH(opMmanus Ha bpaiinoa a30yka.

‘ 17.  YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
II'bPBUYHHU OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JIEKAPCTBEHUS INPOAYKT U II'BT(MIIIA) HA BBBEKJIAHE

Zvogra 120 mg nHxeKus
JIeHO3yMao
S.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

120 mg /1,7 ml

| 6. JIPYTO
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b. JUCTOBKA
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JIucToBKa: MH(poOpMAaLus 32 NANUEHTA

Zvogra 120 mg uH:KeKIMOHEH Pa3TBOP
neHo3yMab (denosumab)

W To3u nekapcTBEH MPOLYKT TOJJIEXKHU HA JTOMBIHUATENHO Habmoaenue. ToBa e 1mo3Boiu Gbp30To
yCTaHOBSIBaHE Ha HOBa MH(OPMAaLUs OTHOCHO Oe3omacHocTTa. Moxere 1a [afere CBOsI IPUHOC, KaTo
CHOOLIUTE BCSIKA HEXXEIaHa PeaKiys, KOATO CTe NOIy4MId. 3a HaUMHA Ha ChOOIaBaHe Ha HEXXeJIaH!
peaKuu BIDKTE Kpas Ha TouKa 4.

IIpoyeTere BHMMATENIHO USIJIATA JMCTOBKA, IPeAU 1A 3all0YHeTe 1A U3I0J13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:KA BaxHa 3a Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJ0XH Ja sl IPOYETETE OTHOBO.

- AKO UMate HIKaKBH IOMBIHUTEIHH BBIIPOCH, TonuTaiTe Bamms nekap, papmanent nim
MEIULUHCKA CECTpa.

- Tosa nekapcTBO € npeanucaHo JuuHo Ha Bac. He ro nmpeorcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, HE3aBUCHMO Y€ TPU3HAIIMTE Ha TAXHOTO 3a00JsBaHe ca ChITUTE KaTo BammuTe.

- AKO TIONTyuHTe HAKAKBU HEXKEJNaHU peaklny, yBeaoMeTe Bamms nekap, GpapmareBT nin
MCIUIMHCKA CeCTpa. ToBa BkIIOUBa M BCHYKH Bb3MOKHU HEKEIaHU pCaKkuumn, HCONMMCAaHU B
Ta3u JUCTOBKA. BrkTte Touka 4.

- BammsT nexap me Bu nage HanmoMHsAIIA KapTa Ha MAMEHTa, ChIbPIKAIA BaKHA HHPOPMAIIHS
BBB Bpb3Ka ¢ 0€30MaCHOCTTa, C KOSTO TPsIOBA Aa ce 3allo3HaeTe MPEeH U 10 BpeMe Ha
nedyenuero Bu ¢ Zvogra .

Kakso CbABbPiKa Ta3u JIMCTOBKA

KakBo mpencrasisiBa Zvogra U 3a KakBO C€ HU3I0JI3Ba

Kakgo TpsiOBa ja 3HaeTe, npeau Ja u3noi3eare Zvogra

Kax na m3non3Bate Zvogra

BB3MOXHU HEeXellaH! peakiuu

Kak na cexpansiBate Zvogra

ChabpkaHue Ha ONIAKOBKATa W JOMBIIHUTEIHA HHPOPMALIUS

BN .

1. Kaxkso npeacraBassa Zvogra M 3a KaKBO ce U3M0JI3Ba

Zvogra ceappxa 1eH03yMa0, 0enThK (MOHOKIIOHATHO aHTUTSIIO), KOWTO JeiCcTBa C Ie]l HaMallsIBaHe
pa3pyliaBaHeTO Ha KOCTHTE, IPUUYUHEHO OT PakK, KOWTO Ce pa3NpoCTPaHsIBa B KOCTUTE (KOCTHU
METacTa3M) WIKA OT TUTaHTOKJIEThYCH TYyMOP Ha KOCTTA.

Zvogra ce U3IoJI3Ba MpU Bh3PaCTHH MAIMEHTH C HAPEIHAT PaK 3a MPEJOTBPaTsIBaHE HA CEPUO3HH
YCIIOKHEHUS, MPUYMHEHH OT KOCTHU METacTa3u (HaIp. CuylBaHe, IPUTUCKaHE Ha IPhOHAYHHS MO3bK
WA HEOOXOAMMOCT OT JIbUETEPAITUs WM XUPYPTUIHO JICUCHHE).

Zvogra ce MU3MoJI3Ba ChIIO 3a JICYCHHE Ha TUTaHTOKJIEThUEH TYMOP Ha KOCTTa, KOMTO HE MOJXKE Ja ce
JIEKYBa ¢ OIepariysi Wik KoraTto orepanusaTa He € Hai-100pus BapyaHT, IPY Bb3PACTHH U IOHOIIIH,
YUUTO KOCTH Ca 3aBBPIIHIN CBOS PACTEXK.

2. Kakso Tpsa0Ba 1a 3HaeTe, npeau Aa u3noJuassare Zvogra

He u3non3saiite Zvogra

- aKo CTe aJeprUYHH KbM JICHO3yMal MIH KbM HIKOS OT OCTaHAJIMTE ChCTABKHM HA TOBA JIEKAPCTBO
(m30poenu B TOuKa 6).
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Bammsat MeTUIIMHCKY CTIeIHAMCT HIMa Ja Bu mpumoxkn Zvogra, ako IMaTe MHOTO HECKO HHUBO Ha
KaJIIUi B KPBBTA, KOETO HE € OUIIO JISKYBaHO.

Bamwsar nekap HsiMa ga Bu npunoxxku Zvogra, ako uMaTe He3apacHaJId paHu OT CTOMATOJIOTMYHA
MIPOIIeypa WIIH OTIepaIysl B yCTHATA KyXUHA.

IIpenynpeskneHust ¥ MpeanasHu MEPKH
I'oBopere ¢ Bamus jekap, npeau aa u3nojiassare Zvogra.

JIoOaBKH ¢ KWK ¥ BUTaMUH D

Bue Tpsa0Ba na npuemare 100aBKU ¢ KU 1 BUTaMUH D, TIOKaTo ce JieKkyBaTe ¢ Zvogra , OCBEH aKko
HUBOTO Ha KaJIuii B KpbBTa Bu e Bucoko. JlekapsT mie ro oochau ¢ Bac. Ako HUBOTO Ha KaJIuii B
KpBbBTa Bu € HUCKO, JIeKapsT MOXKe J1a pemn Ja By mame 1o0aBKM ¢ KaJIHA, Tpean Ja 3all09HETe
JedyeHue ¢ Zvogra.

Hucky HUBa Ha KaJILHH B KPBBTA

Mo, kaxxete He3a0aBHO Ha Bamus nekap, ako uMare cria3mMu, MOTPENBaHUS HITH KpaMITH Ha
MYCKYJIUTE, U/WIM U3TPHIIBAaHE WIIM MPaByYKaHE Ha MPBCTUTE HA PBIIETE, KpaKaTa Wi OKOJIO ycTaTa
W/WJTH ThPYOBE, 00OBPKAHOCT WK 3ary0a Ha Ch3HAHUE, TIOKATO ce JieKyBaTe ¢ Zvogra. Moxe J1a umare
HUCKHY HUBA Ha KaJIMi B KPHBTA.

Bwr6peuno yBpekaane

TpsiOBa ma kakeTe Ha Bamms jnexap, ako UMaTe WK CTe UMAaJTU TeXKHA ObOpedHH TTPoOiIeMH,
O0BOpeYHa HEOCTATHYHOCT, HIIH CTE HMAITM HYXK/Ja OT XeMOIHaJIi3a, KOUTO MOTaT J]a yBEINYaT PHCKa
OT T0sIBa Ha HICKH HUBA Ha KaJIIIHii, 0COOCHO aKo He MoJTyyaBare J00aBKU C KaJIHH.

[IpoGniemu ¢ ycrara, 301TE MIH YEIIIOCTTa

Hexenana peakiysi, HapeueHa OCTEOHEKPO3a Ha YeTI0CTTa (KOCTHO YBPEKIaHE Ha YEII0CTTa), Ce
cboOIIaBa yecto (Moxe Jia 3acerue jo 1 Ha 10 qymm) npu NaueHTH, ToTydaBallyd HHXEKIHU Zvogra
3a CBBbP3aHM ¢ pak 3abossBaHust. OCTEOHEKpO3a Ha YETIOCTTa MOJKE J1a CE TIOSIBH U CJIe/l CIIMpaHe Ha
JICYCHUETO.

BaxxHo € 1a ce HanpaBH ONMT 3a MPENOTBPATABAHE PA3BUTHETO HA OCTECOHEKPO3a Ha YEINOCTTA, Thil
KaTo TOBA MOXKE /1a € O0JIE3HEHO ChCTOSIHUE, KOETO MOKE J1a C€ OKaXKe TPYIHO 3a JieueHue. Mma Hsxoun
MIpeia3Hu MepKH, KOUTO TPsOBa Jla IpeANpUEMETe, 3a 1a C€ HaMaJIl PUCKBT OT Pa3BUTHE Ha
OCTEOHEKPO3a Ha YeNI0CTTa:

o IIpeau na 3amoyHeTe JeUeHUETO, yBegoMeTe Bamus nekap/MeIuMHCKa cecTpa (MEIUIHMHCKA
CIECIUAINCT), aKO UMaTe HAKAKBU MPOOJIEMH C YCTaTa MK 3501Te. Bammusar Jiekap 1ie oTioxu
HAYaJo0TO Ha JIeueHHeTo By, ako mMmare He3apacHaIM paHU B yCTaTa OT CTOMATOJIOTUYHH
MPOLIEAYPH WM ONlepalys B ycTHaTa KyXuHa. BammsaT nekap Moxe fa npenopbsya
CTOMATOJIOTHYEH MPErJIE]] IPEN Ja 3al04YHETE JISUeHne ¢ Zvogra.

o Joxkaro ce jgekyBaTe, TpsiOBa Aa NOAIBbpKATE 100pa YCTHA XUTHEHA U J1a CE MoJylaraTe Ha
PEIOBHU CTOMATOJIOTMYHH Mperiienn. AKO HOCUTE TPOTE3H, TPSIOBa JAa CTE CUTYPHH, Y€ T
MPUIIATAT MPABUITHO.

o AKO CTe MOJIOKEeHH Ha CTOMATOJIOTMYHO JieueHne Wik By rmpencTon cToMaToIOrHIHa
orepauus (Hamp. U3BakaaHe Ha 360), KakeTe Ha Bamms nekap 3a Bamero ctomaronorudaso
JIeYeHUE U yBEAOMETE 3b00JIeKaps CH, Ue ce JeKyBarte ¢ Zvogra.

o Cewpixkere ce ¢ Bamus nekap u 3p0051ekap He3a0aBHO, aKO UMaTe MpoOJIeMH C ycTaTa Win
360UTe, HAPUMEp pa3KiaTeHu 3501, 00K HITH OTOK, HE3a3/IpaBsBaIlH SI3BU WIH CEKPEIHS,
TBH KaTO TOBa MOXKE J1a ca NMPU3HAIM HA OCTEOHEKPO3a Ha YEIIOCTTa.

HpI/I MaIMEeHTH, IIOAJIOKCHN Ha XUMUOTEPAITUs W/Aau JpUeTeparus, npueMaiinu CTCporuau Uin
AHTHAHTUOTCHHMU JICKAPCTBA (I/ISHOJ'I3BaHI/I 3a JICUYCHUC Ha paK), IIOAJIOKCHH HA CTOMATOJIOTMYHa
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ornepanus, KOUTO HE IIOJydaBaT pCAOBHHU CTOMATOJIOTHMYHHU IIPETTICAN, UMAaT 3a00ssIBaHe Ha BCHIIMTC
WK Ca Myliadu, MOKE J1a UMa IO0-BUCOK PHCK OT Pa3sBUTHC Ha OCTCOHCKPO3a Ha 4YEJIIOCTTaA.

HeoOuyaithu dhpakTypu Ha OepeHaTa KoCT

[pwu HsIKOM XOpa MOTAT Ja ce MOSBIT HeoOMYaH! PpakTypy Ha OelpeHaTa KoCT, JOKAaTo ce JIEKYBaT ¢
Zvogra. CBbpiKeTe ce ¢ Bamms iekap, ako oiIyduTe HOBa Wik HeoOnJaifHa 60ika B Ta300epeHarTa
CTaBa, CIa0WHUTE WK OSAPOTO.

Bucoku HuBa Ha KajdIui B KpbBTAa CJIe/l CIMPaHE Ha JICUEHHUETO ¢ Zvogra

Hsxou nanueHT! ¢ rTuraHTOKJIEThUSH TYMOP Ha KOCTTa Ca pa3BUJIM BUCOKY HUBA Ha KaJIWid B KPbBTA
CEIMMIIU JI0 MECEIIU CJIE]] CIIMPaHe Ha JieueHueTo. Bammsr nekap e Bu HabmogaBa 3a npusHaIy u
CHMITTOMH Ha BUCOKH HUBA Ha KaJITui, cied KaTo cre crpenu aa mpuemare ZVOGRA.

Jena v roHOIIN

Zvogra He ce mpenopbyBa MpH JIena U FOHOIIH Ha Bh3PacT Mo 18 roauHu, ¢ N3KITI0YCHNE Ha FOHOIIN C
THTaHTOKIIETHYCH TYMOP Ha KOCTTa, YUMTO KOCTH Ca 3aBBPIIMIIN CBOSI pacTex. Ynorpebara Ha Zvogra
TIpH JeTla ¥ IOHOIIY C JPYTH BUAOBE PaK, KOUTO ce pa3lpoCcTpaHsiBa B KOCTHUTE, HE € IPOYYCHa.

JApyru jexkapcrea u Zvogra

Tps0Ba na kaxxere Ha Bamus jiexap win papMarieBT, ako IpueMaTe, HACKOPO CTe MPHEMAITH WU €
BB3MOJXKHO JIa TpUeMaTe Apyru JiekapcTsa. ToBa BKIIIOYBA JIEKApCTBa, OTIycKaHu 0e3 perenta. OT
roJISIMO 3HAa4Y€HHE € Ja ChoOIMTe Ha Barms nekap, ako ce JieKyBate C:

® JIpyro JICKapCTBO, ChABPXKAIIO JCHO3yMa0;

e Oudocdonar.

Bue He TpsiOBa 1a npuemare Zvogra eHOBPEMEHHO C IPYTH JIEKAPCTBa, ChIbPIKAIIH AEHO3yMa0 UK
oudochonaru.

BpeMeHHOCT 1 KbpMeHe

Jeno3ymab He e U3NUTBaH pu OpEMEHHU KeHH. BaskHO e a kaxxete Ha Bamms nekap, ako cre
OpeMeHHa, MUCIIHTE, Ye cTe OpeMeHHa Win Ilanupare OpemeHHocT. He ce mpenopruBa ynorpebara
Ha Zvogra, ako cte OpemenHa. JKeHH ¢ IeTepoIeH MOTEHINAI TPSIOBa J1a U3IMONI3BaT e()eKTUBHU
METO/IM 32 KOHTpaUEIILIHMs, IOKaTo e JIEKyBaT ¢ Zvogra U 3a Hail-MaJIKo 5 Mecelja ciie/l ClIUpaHe Ha

JICYCHUETO C Zvogra.

Axko 3a0peMeHeeTe 1o BpeMe Ha JiedeHre ¢ Zvogra Hilh I0-MaJllko OT 5 Mecella clie/l ClIupaHe Ha
JIEYEHUETO ¢ Zvogra, MoJisl, yBegoMmeTe Bamus jiekap.

He e u3zBecTHO nanm Zvogra ce oTaesns B kbpMaTa. BaxxHo € aa kaxere Ha Bamus nekap, ako KbpMHTE
WJIW TUIaHUpPaTe 1a KbpMHTE. Bammsar JICKap 1me Bu momorne Jla peuInTe aajin Ja Npe€yCTaHOBUTE
KbpPMEHETO, UJIU J1a IPEKBCHETE MPUTI0KEHUETO Ha Zvogra, KaTo B3eMe IPEIBUI I0J3aTa OT
KBbPMEHETO 3a JIETETO U Moji3aTa oT Zvogra 3a Maiikara.

AKO KbpMHUTE IO BPEME Ha JieueHue ¢ Zvogra, Mo, yBeaomere Bamusa nekap.

ITochBeTBaiiTe ce ¢ Barums jekap unn papmaiieBT npeu yrnorpedaTa Ha KOSTO | Ja € JIEKapCTBO.

Hlopupane u padora ¢ MAIIUHU

JleHo3yMa0 He TOBJIHMSBA WJIH MOBJIMSIBA IPEHEOPEIKUMO CIIOCOOHOCTTA 3a IodupaHe U padoTa ¢
MAIlHHH.
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3. Kak na usnosnsBare Zvogra
Zvogra TpsioBa J1a ce mpuiara moJi phbKOBOJICTBOTO Ha MEJIUIIMHCKHU CIICIIHAIIKCT.

IIpenoppuntennara no3a Zvogra e 120 mg, mpuiioykeHa BeIHBK Ha BCEKU 4 CEIMHUITHN, KAaTO
€IHOKpaTHA WHXKEKIHSI IO KoXKaTa (TI0AKOXKHO). Zvogra ce HHKEKTHUpa B OeIpoTo, Kopema Ml
MUIIIHALIATA. AKO CE JICKYBaTe 32 THTAaHTOKJICTHYCH TYMOP Ha KOCTTA, IIE IMOJIYYUTE TOMBIHUTETHA
J03a 1 cenMuIia U 2 ceJIMHITA CJe]| TbpBaTa J103a.

He pasknamaiire.

TpsiOBa chII10 M2 MpuemMare J0O0aBKHM C Kaliuil u BUTaMuH D, 1okaTo cTe Ha ieueHne ¢ Zvogra, OCBeH
aKo HJAMAaTe MOBUIICHO KOJIMYECTBO KUK B KpbBTa. Bammsar iekap e o0chau ToBa ¢ Bac.

AKO UMaTe HSIKaKBU JOIBJIIHUTEIHN BBIIPOCH, CBBP3aHU € YIOTpebaTa Ha TOBA JICKApCTBO, IONUTaTe
Bamus nekap, ¢papManeBT Wi MEIULIMHCKA CECTpa.

4. Bb3MOKHH HexKeTaHU PeaKkIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAN3BUKA HEXKCIAaHU PE€aKIIUH, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

Mous, ka:keTe He3a0aBHO Ha Bammus Jiekap, ako pa3BUeTe HIKOH OT T€3U CUMITOMH, JI0OKaTO CTE Ha

neueHne ¢ Zvogra (Moxe aa 3acerHar noseue ot 1 Ha 10 xymm):

o CIa3MH, OTPENBaHMUS, KpaMITi Ha MYCKYJIUTE, U3TPBIIBaHE WM MPaByYKaHe Ha MPBCTUTE Ha
pBIieTe, KpaKkaTa WM OKOJIO yCTaTa W/WIN I'bpUYOBe, 00BPKAaHOCT WM 3ary0a Ha ch3HaHHe. ToBa
MOJKE J1a ca MpHU3HAIY HAa HUCKH HUBA Ha KaJIIHMH B KpbBTAa. HUCKHUAT Kaauuii B KppBTa MOXE J1a
JIOBeJIe 710 TIPOMsIHA B ChP/ICYHUS pUTHM, HapedeHa yabmkaBane Ha QT, koeTo ce Bk Ha
enexTpokapauorpama (EKT).

MouJs, ka:kete He3a0aBHO Ha Bammus jexap u 3p00eKkap, ako MOIYIUTE HIKOH OT T€3H CUMIITOMH,

JIOKaTO CTe Ha JIe4eHHe ¢ Zvogra Win cje]] CIUpaHe Ha JeYeHUeTo (MOoXe Ja 3acerHar 1o 1 Ha

10 mymm):

o TpaliHa 0oJIKa B ycTaTa W/WIIH YeNIOCTTa M/UIN OTOK, WIIM He3a3/IpaBsiBallly SI3BH B YCTATa HITH
YeJFOCTTAa, CEKPELHs, CKOBAHOCT MJIM YYBCTBO Ha TEKECT B YEIIOCTTA, WM pa3KIIallaHe Ha 360
MO2K€ J1a ca MPU3HALN Ha KOCTHO YBPEX/IaHE Ha YeNIIOCTTa (OCTEOHEKPO3a).

MHoro 4ecTH He:keJIaHH peaknuu (MoXe Jja 3acerHar mosede ot 1 Ha 10 xymm):

° 00JKa B KOCTUTE, CTABUTE /UM MYCKYJUTE, KOSTO MOHAKOTa € CHUIIHA,
° 3a1yX,
° JUapusl.

YecTH HexeJIaHU peakuuu (Moxe na 3acersar no 1 Ha 10 gymm):

. HUCKH HUBA Ha Qocdaru B KpbBTa (XUMOpochaTeMusi),

° rajafe Ha 350,

. OOMITHO M3IOTSABAHE,

o NPY TIALMEHTH C HAIPETHAI0 OHKOJIOTUYHO 3a00JIsiBaHe: pa3BUTHE Ha JApyra (hopMma Ha pak.

HeuecTu He:kenanu peaknuu (Moxe aa 3acernar o 1 ga 100 gymm):

o BHCOKH HHBA Ha KaJIIUH B KPHBTA (XUTMEPKATIIUEMHS) CIIE]] CTUpAHe Ha JICUCHUETO TPH
MalMEeHTH C TUTAHTOKJICTHYCH TYMOP Ha KOCTTa,

o HOBa WJIM HeoOWYaitHa 00JjIKa B Ta300eIpeHara cTaBa, CllaOMHUTE WK 0eapoTo (TOBa MOXKE Ja
€ paHeH NMPU3HAK HAa BB3MOXKHA (PpakTypa Ha OepeHaTa Kocr),

o 00pHB, KOWTO MOXKE J]a CE MOSIBU 0 KOXKATa, WK SI3BH B yCTaTa (JIMXCHOUIHHU JICKAPCTBCHU
peaKIumn).
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Penxu HexxennaHu peakuum (Moxe aa 3acerrar g0 1 Ha 1 000 gymm):

o AJIePTUYHU peakiuu (HaMp. XPUIIOBE WJIH 3aTPYAHEHO JUIIAHE; [TOyBaHe Ha JIUIETO, YCTHUTE,
€3HUKa, ThPJIOTO WIH JPYTH YaCTH Ha TSUIOTO; OOPHUB, ChPOEK MIIN YPTHKAPHS 110 KOXKATa
(rompuBHA Tpecka)). B peaku ciyuaun ajJepruaHUuTe Peakiii MOKE JIa ¢a TeHKKH.

C Hen3BecTHA YecTOTA (OT HATMIHHUTE JAHHU HE MOXeE Ja ObJIe HallpaBeHa OICHKA):
. I'oBopere ¢ Bamms nekap, ako umate 0OJKa B YXOTO, CEKPET OT YXOTO W/WITH HH(EKIHS Ha
yxoto. ToBa Moxe 1a ca mpu3HaNY Ha yBpeKJaHe Ha KOCTUTE Ha yXOTO.

Cpo0maBaHe HA He;KeJIAaHU pPeaKIIun

AKXO TOJTyyHTe HAKAKBU HEXKEIIAHU JICKAPCTBEHU PEaKLnK, yBenroMeTe Bamus iexap uin Gpapmanenr.
ToBa BKJIF0OYBa BCHYKH BH3MOKHH HEOIIMCAHH B Ta3W JIMCTOBKA HEXETAHHU peakuu. Mo)keTe ChIIo aa
CHOOLINTE HEeXEJIAHU PEaKIUH AUPEKTHO Ype3 HallMOHAIHATA CHCTEMa 3a ChOOIIaBaHe, II0COYeHa B
Ipunoxenne V. Kato cro0imaBarte HexxellaHN peakIuy, MOXKeTe J1a JaJeTe CBOsI IPHHOC 32
HoJTydaBaHe Ha MOBeYe HHPOPMAIIHS OTHOCHO 0€301M1acHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cbxpansiBate Zvogra

[a ce cpxpaHsiBa Ha MSCTO, HEJJOCTBITHO 32 JIEHa.

He uznon3Baiite TOBa JIEKapCTBO CJIEJ CPOKa Ha TOJHOCT, OTOENA3aH BEPXY €TUKETa U KapTOHEHAaTa

OmakKoBKa, choTBeTHO cien ,,EXP” u ,,l'onen no:”. CpoKbT Ha TOTHOCT OTrOBaps HA MOCIEAHUS ICH OT

MOCOYEHHUS MECell.

Ia ce cpxpansiBa B xiaauinHuk (2 °C — 8 °C).

[a He ce 3ampa3siBa.

CoxpaHsBaiiTe rakoHa B KApTOHEHATa OMIAKOBKA, 3a J]a C€ Mpe a3y OT CBETIHHA.

®DIaKOHBT MOXKE J1a C€ OCTABH M3BHH XJIQJAMIIHUKA 32 JIOCTUTAHE Ha cTaiiHa Temneparypa (1o 25°C)

npean nHxeKkTupaHe. ToBa 1e HanpaBy WHKEKTHPAHETO MO-MaJiko HenpusaTHO. Cien kato GprakoHbT

€ OCTaBEH J1a IOCTUTHE cTaiiHa TeMnepatypa (1o 25 °C), Toii He TpsOBa Aa ce mocTassi 0OpaTHO B

XJIAJUITHAKA U TPSOBa J1a Ce U3I0I3Ba B pamkuTe Ha 30 THU.

He uzxBbprsiiTe nekapcTBaTa B KaHAJIU3AIMATA WIH B KOHTEHHEpA 3a JJOMAITHH OTTIA bIIH.

[TommmraiiTe Bamms dapMarieBT Kak ga U3XBBPIATE JIEKapCcTBaTa, KOUTO BeUue He u3Moin3pare. Te3u

MEpKH III€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJHATa Cpefa.

6. Chabp:kaHHe Ha OIAKOBKATA M JOINBJIHUTEIHA HHpopManus

Kakgo cbabpxa Zvogra

- AKTHBHOTO BEIIECTBO ¢ JeH03yMa0. Beeku drakon chanpxa 120 mg neHozymab B 1,7 ml
pastBop (crorBeTcTBaro Ha 70 mg/ml).

- Jpyrute cberaBku ca: L — xucTuaut, L-XUCTHIMHOB MOHOXHAPOXJIOPUA MOHOXHIPAT, 3aXapo3a,
nosiokcamep 188 u Boja 3a HHXKEKLIUY.

Kak usrue:xxaa Zvogra U KakBO ChIbPka 0NaKOBKaTa

Zvogra e MHXEeKIIMOHEH Pa3TBOp (MHKEKIINS).

Zvogra e OucTbp, Oe31BETEH JI0 CBETIONKBIT Pa3TBOp. Moxke J1a ChAbPKa CIIETU OT MPO3PaYHH JI0
Oein OENITHYHHU YACTHIIH.

Bcesika omakoBka chabpKa eIMH, TPH WK YeTHPH (hI1aKOHA 33 eIHOKpaTHA yrorpeoda.
He Bcuuku BUIOBE OMAaKOBKK MOrar Ja ObJaT MyCHATH Ha Ta3apa.
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IIpuTe:kaTes Ha pa3pellleHHETO 32 YNOTpeda
STADA Arzneimittel AG

Stadastrasse 2—-18

61118 Bad Vilbel

T'epmanus

IIpousBoauTe
Alvotech hf
Semundargata 15-19
102 Reykjavik
Hcnanaus

3a momreTHATETHA WHGOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHS
MIPEJICTABUTEN Ha MIPUTEXKATEIS Ha Pa3pelIeHneTo 3a yrnorpeoa:

Belgié/Belgique/Belgien Lietuva

EG (Eurogenerics) NV UAB ,,STADA Baltics*
Tél/Tel: +32 24797878 Tel: +370 52603926
Bouarapus Luxembourg/Luxemburg
STADA Bulgaria EOOD EG (Eurogenerics) NV
Ten.: +359 29624626 Tél/Tel: +32 24797878
Ceska republika Magyarorszag

STADA PHARMA CZs.r.o. STADA Hungary Kft
Tel: +420 257888111 Tel.: +36 18009747
Danmark Malta

STADA Nordic ApS Pharma.MT Ltd.

TIf: +45 44859999 Tel: + 356 21337008
Deutschland Nederland
STADAPHARM GmbH Centrafarm B.V.

Tel: +49 61016030 Tel.: +31 765081000
Eesti Norge

UAB ,,STADA Baltics* STADA Nordic ApS

Tel: +372 53072153 TIf: +45 44859999
EMGda Osterreich

STADA Arzneimittel AG STADA Arzneimittel GmbH
Tel: +30 2106664667 Tel: +43 136785850
Espafia Polska

Laboratorio STADA, S.L. STADA Poland Sp. z.0 .
Tel: +34 934738889 Tel: +48 227377920
France Portugal

EG LABO - Laboratoires EuroGenerics Stada, Lda.

Tél: +33 146948686 Tel: +351 211209870
Hrvatska Romania

STADA d.o.o. STADA M&D SRL

Tel: +385 13764111 Tel: +40 213160640
Ireland Slovenija

Clonmel Healthcare Ltd. Stada d.o.o.

Tel: +353 526177777 Tel: +386 15896710
island Slovenska republika
STADA Arzneimittel AG STADA PHARMA Slovakia, s.r.o.

Simi: +49 61016030 Tel: +421 252621933
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Italia Suomi/Finland

EG SpA STADA Nordic ApS, Suomen sivuliike
Tel: +39 028310371 Puh/Tel: +358 207416888

Kvbzpog Sverige

STADA Arzneimittel AG STADA Nordic ApS

TnA: +30 2106664667 Tel: +45 44859999

Latvija

UAB ,,STADA Baltics*
Tel: +371 28016404

IIaTa Ha IMOCJCIHO NMpepasrjekKaaHe Ha JIUCTOBKaTa

[MonpoOHa nH(popMaIUs 3a TOBA JIGKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
1o JiekapcTBata: http://www.ema.europa.eu.

Ilocouenara mo-goy uH(popManua € MpeJHA3HAYEHA CAMO 32 MeIMIMHCKH CIEIHATNCTH:

. [Ipenn npunoxenne, pa3TBOPHT Zvogra TpsiOBa Ja ce MpoBepy BU3yasiHo. Pa3TBOpBsT MOXke na
CBIbpKa CIIEU OT MPO3pavHy 0 OeIr NpOTenHOBHM YacTul. He nHkekTupaiite pa3rBopa, ako
€ MBTCH, C IIPOMCHCH IBAT UJIK aKO CbAbpPKAa MHOI'O YaCTUIU WX Y KAW BUAUMHU YaCTULIU.

. He paszkianiaiire.

o 3a na ce u3berne AUCKOM(OPT Ha MACTOTO Ha MHKEKTUPAHE, OcTaBeTe (DIaKoHa J1a JOCTUTHE
craitHa Temnepatypa (1o 25°C) npeau HHKEKTUPaHe  HHKEKTUpaiTe 0aBHO.

o Tps6Ba na ce MHXEKTUPA ISUIOTO ChAbPKaHUE Ha (prakoHa.

o 3a mpunarase Ha JieHo3yMab ce mpenopbuBa urna 27G.

o Urnara He TpsaOBa aa ce BbBEXKIa MOBTOPHO BHB (IIaKOHA.

Hewusmon3paHnusr MPOAYKT WJIM OTHHAABYHUTEC MATCPUAIN OT HET'O TpH6Ba a CC U3XBBPJIAT B
CbOTBETCTBHUEC C MECTHUTC U3MCKBAHUA.
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