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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

XGEVA 120 mg uHXEKI[HOHEH Pa3TBOP
XGEVA 120 mg nHXeKIIMOHEH pa3TBOP B MIPEIBAPUTEIHO HATBIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceeku ¢makon ceappika 120 mg nenosymab (denosumab) B 1,7 ml ot paztsopa (70 mg/ml).
Bcsika nmpeiBapuTeIHO HAMbJIHEHA CIPHHIIOBKA Chabpika 120 mg neno3ymabd (denosumab) B 1,0 ml
pasteop (120 mg/ml).

Jenozyma0 e 90BEeIKO MOHOKJIOHATHO aHTUT:UI0 [gG2, mpou3BeieHO B KIIETHYHHU TUHUH OT
003aliHULM (KJIETKH OT SIMYHHUK HA KUTAHCKH XaMcTep) upe3 pekomOunanTaa JJHK TexHomorus.

IToMOIIIHO BENIECTBO € U3BECTHO ACHCTBUE
Bcexu 1,7 ml ot pa3tBopa chabpxka 78 mg copouton (E420).
Bceku 1,0 ml ot pa3tBopa chabpxa 37 mg copouton (E420) u 6,1 mg L-pennnananus.

3a IBJIHKUA CIIMCHK Ha IIOMOILHUTE BEIECTBa BIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxeKoHeH pa3TBop (MHKEKIU)

bucthp, 6e31BETEH 70 CBETIIONKBIT PAa3TBOP U MOXKE JIa ChABPIKa CICU OT MPO3PaYHH JIO OelTn
IMPOTEMHOBU YaCTHUIIHU.

4, KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHHU MOKA3aAHUSA

[IpenoTepatsiBane Ha CHOUTHS, CBBP3aHU C KOCTHATA crcTeMa (TTaToJoruyHa (ppakTypa, o0IbuBaHe Ha
KOCTTa, TpbOHAYHOMO3bYHA KOMIIPECHS MJIM OTIEPaLUsl HAa KOCTTA) MIPHU Bh3PACTHU HALUCHTH C
HAaITPEIHAITY 3JI0KAYECTBEHH 3200 SIBAHUSI, 3acCATaIln KOCTUTE (BXK. Touka 5.1).

Jleyenre Ha BB3PACTHU M IOHOLIH ChC 3aBBPIICHO CKEJIETHO Pa3BUTHE C TUTAHTOKJIETHYECH TYMOP Ha
KOCTTa, KOMTO € HeomepaOMiIeH WM KOraTo MMa BEPOATHOCT XUPYPrUYHaTa PE3EeKUUs J1a J0BEIe 1O
TEXKa 3200JIEBAEMOCT.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

XGEVA Ttps6Ba ja ce npuiara noj HabJI0AeHUETO HA MEUIIMHCKH CIICIIAANIUCT.

2 !OSI/IQOBKa

Benuku nanmenTH TpsAOBa Ja noidyvaBaT 100aBKH ¢ Hai-manko 500 mg xamuii u 400 [U Butamun D
JTHEBHO, OCBEH aKO € HaJMIIE XUIepKanuueMus (BxK. Touka 4.4).

Ha MNalUCHTUTE, KOUTO CC JICKYBAT C XGEVA, Tp}l6Ba Ja C€ MpeaoCTaBu JIMCTOBKA 34 MMAallUCHTa U
HAITOMHIIA KapTa Ha MallUCHTA.



IIpeoomepamsasane na cvbumus, c6bP3aHU C KOCMHAMA CUCMEMA NPU 6b3PACMHU C HANPEOHAIU
3n0KaAUecmaenu 3a00AA8aHUSL, 3ACALaWU KOCuUme

[Ipenoprunrennara go3a e 120 mg, npuiiokeHa KaTo eJHOKpPaTHA MOJK0)KHA MH)KEKIIMA B o0acTTa
Ha 0epoTo, KopeMa WM MUITHHUIATA, BEAHBK Ha BCEKU 4 CEIMHULIH.

Tucanmoxnemvyen mymop Ha Kocmma

IIpenopruntennara no3a XGEVA e 120 mg, mpuiokeHa KaTo eTHOKPaTHA MOIKOKHA MHYKCKITHS B
oOractra Ha 6eIPOTO, KOpEeMa MIIM MUIIHUIATA BEHBK Ha BCCKH 4 CEIMUIIM, C TOITbIHUTCIHH JJO3U
ot 120 mg Ha neH 8-Mu u 15-TH OT NIeYeHNEeTO TIpe3 ITBPBHSI MECeI] OT TePAIHITA.

[NanmenTure B npoyuBane ¢asa II, kouto ca npeTbpHeny mbjiHa pe3eKHs Ha THTAaHTOKJIETHYCH TYMOP
Ha KOCTTa, ca MOJIYYHIIN olle 6 Mecela JISUeHHE CIIe]] ONepalusaTa, CbIiIacHO IPOTOKOJIA Ha
IIPOYYBAHETO.

[NanuenTHTE C TMTAHTOKIETHYEH TYMOD Ha KOCTTa TpsiOBa 1a ObIaT OLCHABAaHH PEJOBHO, 32 J1a ce
OIIpeaeNH JaJIi MPOAbKaBaT Aa UMarT I013a oT JieueHuero. [lpu manuenTty, unero 3abossBaHe ce
koHTponupa oT XGEVA, edexTsT oT npexbCcBaHe WM CIUpPaHe HA JEUYEHHETO HE € OLIEHEH, HO
OTrpaHUYCHHUTE JIAHHU TIPU TE3H MAIMSHTH HE MOKa3BaT HAIMYKE Ha pebdayH I eekT cien
MIPEKpaTABAaHE HA JICUCHUETO.

bvopeuno yepeacoane
He ce Hanara xopurupase Ha J103aTa MpH MalUeHTH ¢ ObOPEYHO YBpexkIaHe (BxkK. TOUkH 4.4 3a
MPETIOPHKH OTHOCHO MPOCIICIIBaHe Ha KaIIMEeBUTE HUBA, 4.8 u 5.2).

Yeprodpobro yspesicoare
be3omacHocTTa M1 eprKkacHOCTTa Ha JeHO3yMal He ca M3CJIeIBAHM NP MAIlUEHTH ¢ YEPHOAPOOHO
yBpexaaHe (Bxk. Touka 5.2).

Hayuenmu 6 cmapuecka év3pacm (6vs3pacm > 65)
He ce nanara kopurupane Ha [103aTa IpH MAIMeHTH B CTap4yecKa Bh3pacT (BXkK. ToUka 5.2).

THeouampuuna nonynayus

bezonacHocTTa 1 epukacHocTTa Ha XGEVA npu neanatpuyHy nmanueHTH (Bh3pact < 18 roaunn) He
ca YCTaHOBEHH, OCBEH MPH IOHOIIH ChC 3aBBPIICHO CKEeJETHO pa3BUTHE (Ha BB3pact 12 - 17 rogunm) ¢
TUT@HTOKJIEThUEH TYMOp Ha KOCTTA.

He ce npenopwuBa ynorpebara Ha XGEVA npu nenuarpuydu nanueHTH (Bb3pact < 18 roaunm),
OCBEH IIPH IOHOIIIN ChC 3aBBPILIEHO CKEJIETHO pa3BuTHE (Ha B3pacT 12 - 17 roaunu) c
THT'aHTOKJICTHYEH TYMOp Ha KOCTTa (BXK. Touka 4.4).

JleyeHne Ha IOHOIIH ChC 3aBBPIICHO CKCIJICTHO Pa3BUTUEC C TUTAHTOKJICTHYCH TYMOpP Ha KOCTTa, KOMTO
€ HGOHCpa6I/IHCH HJIKM KOT'aTO UMa BCPOATHOCT XUPYPruiHaTa pE3CKUurA Ja JOBEAC N0 TCIKKaA
3a00J1eBaEMOCT: AO03UPOBKaTa € ChlllaTa KaTO IIPpHU Bb3PACTHU.

[pu npoyuBanus ¢ xxuBoTHU, nHXMOUpaneTo Ha RANK/RANK nuranga (RANKL) e cBbp3ano ¢
MHXUOUpaHe Ha KOCTHHUA PACTEXK M JIMIICA HA MPOOMB Ha 360H M T€3U NPOMEHH ca OMJIM YaCTUYHO

obpaTHMH TIpH MpekpaTsBane Ha nHxHOupaneto Ha RANKL (Bx. Touka 5.3).

Haupn Ha npuitoxxeHue

3a MOIKOKHO TPIIIOKCHHE.

XGEVA 120 mg/1,7 ml pazmeop 6év6 ¢hnaxou 3a eOHokpamua ynompeba:
Ipuaaranero Ha 120 mg/1,7 ml daxoH Tpss6Ba [1a ce M3BBPIIBA CAMO OT MEIUIIMHCKHU CIIEIHAIIHCT.



XGEVA 120 mg/1,0 ml pasmeop 6 npedsapumenno HanviHeHa CNPUHYOBKA:

[punaranero ¢ u3non3Bane Ha 120 mg/1,0 ml npenBapuUTeTHO HATBIIHEHA CIIPHHIIOBKA MOXKE J1a Ce
W3BBPINBA OT MAIIMCHT WM OOIHOTJIea4, KOUTO ca O0YUYCHU OT MEAMIIMHCKHU CIICIIMAJIKNCT B
TEXHUKHTE 32 WHXKEKTUPaHe. [IbpBOTO CaMOCTOSATEIIHO MPUJIATaHe ¢ IPEABAPUTEIIHO HATbJIHEHA
cnpunioBka XGEVA Tps0Ba na ce u3BbpIy 1o/ HAOIFOASHUETO Ha METUIIMHCKH CIIEIHAITUCT.

3a yKka3aHusi OTHOCHO yrotpeba, paboTa 1 U3XBBPJISIHE BUXKTE Touka 6.6.

4.3 IIporuBomOKAa3aHHUs

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEILIECTBO MJIM KbM HAKOE OT MOMOIIHHUTE BELICCTBA,
n30poeHu B TouKa 6.1.

Texka, HelleKyBaHa XUTIOKaIIHeMHus (BXK. Touka 4.4).
He3zapacHanu paHu OT CTOMaTOJIOTUYHA WJIM OPaJIHA XUPYPIHUs.
4.4  ChneuuajaHu mpeaynpeskaeHUs: U MpeANa3sHN MepKH NPH ynoTpeda

IIpocaenumoct

3a n1a ce mogo0pH MPOCIETUMOCTTa Ha OMOJIOTUYHHUTE JICKAPCTBEHH MTPOIYKTH, UMETO M MAPTUIHHST
HOMEp Ha MPHUIIOKEHUS MMPOIYKT TPsiOBa SICHO J]a ce 3aIlncBarT.

JloOaBKHU ¢ Kaauii U BUTaMud D

Bcewuaky nmarnueHTs TpsAOBa Aa MoydaBaT J00aBKH ¢ KIIUNA U BUTaMUH D, OCBEH aKo ¢ HaJIHIIe
XHnepKaimemMus (Bx. Touka 4.2).

XUMNOKAIITHEMUS

[IpenmecTBamara XunokaiueMus TpsOBa 1a ObJic KOPUTUPAHA IPE/IU 3alI0YBaHE HA TePaIUsITa C
XGEVA. XunokanueMust MOKe J1a BR3HUKHE TI0 BCIKO BpeMe B Xofa Ha yiedennero ¢ XGEVA.
[IpocrnensBane Ha KaJI[MeBUTE HUBA TPsAOBa Jla ce n3BbpIuBa (i) mpenn HadamHata no3a Ha XGEVA,
(i1) B paMKHUTE Ha JIBE CEAMMIIU CJIC]] HaYaJIHATa /1034, (1i1) aKO Ce MOSBAT MPEANOoIaracMu CUMITOMU
Ha XUMOKaIueMus (Bx. Touka 4.8 3a cumnromu). [Ipu nanueHTH ¢ puckoBH GakTopH 3a
XUIOKAIIMEMHUs TPIOBa 1a ce€ OOMKCIIH TOMBIHUTEIHO POC/ICAsIBaHE Ha KAIIIUEBUTE HUBA 10 BPEME
Ha JICYCHUETO, WJIM aKO C€ HaJlara Jpyro Bb3 OCHOBA Ha KJIMHUYHOTO ChCTOSHHUE HA MAIUCHTA.

[Taupentute TpsiOBa na ObIAT HACKPUYaBaHU /a ChOOIIABAT CUMIITOMH, IIOKA3aTEIHHU 32
XUMOKaIIreMusa. AKo 1o BpeMe Ha npuiioxkeHnero Ha XGEVA ce nosBu xunokaianueMus, MOXxe Ja
Ce HAJIOKH JIOTIBJIHUTEIHO J00aBsIHE Ha KAILIUI U JOITBIHUTEIHO POCIIEsIBaHe.

CroOmiaBa ce 3a Te)KKa CHMITOMaTHYHA XUTIOKATITUEMESI (BKIIOUUTETTHO (aTaTHU CITydau) MPH
MOCTMAPKETHHIOBATa yIoTpeda (Bk. Touka 4.8), KaTo MOBEUETO CIIy4au ca HACTHIUIN B ITbPBUTE

CCIMHUIM OT HAYAJIOTO Ha JICYHCHUETO, HO MOXKEC Ja CC IMOABAT U IIO-KbBCHO.

Bbr0OpeuHo yBpexaane

[ManuenTu ¢ Texxko OBOpedHO yBpekaane (kpeatTnHUHOB KiupbhHC < 30 ml/min), uiau kouTo ca Ha
JIMan3a, ca ¢ Mo-TOJISIM PUCK OT Pa3BUTHE Ha XUITOKAIIUEMHs. PHCKBT OT pa3BuTHE HA
XHUIOKAIIHEMHUS M CHITbTCTBAILO MOBUIICHUE HA MMAPATUPEOUIHNS XOPMOH CE yBeJIHYaBa ¢
HapacTBaHE Ha CTENeHTa Ha OBOPEYHOTO yBpekiaHe. Pe1oBHOTO npocieasBaHe Ha KAIIMEBUTE HUBA
€ 0cO0CHO Ba)KHO TIPH TE€3H MAIEHTH.



Ocreonekposa Ha yeatocrra (OHY)

OHY ce chobmaBa uecto npu nanueHTH, noaydasamu XGEVA (k. Touka 4.8).

HauanoTo Ha JIeYeHHETO/HOB KypC Ha JiedeHHe TpsiOBa Ja Ce OTJIOKH MPH MAIUCHTH C He3apacHAIN
OTKPHUTH JIE3UH Ha MEKHUTE ThKaHH B ycTaTa. [Ipeau iedeHune ¢ 1eHo3yMab ce mpernopbuBa
CTOMATOJIOTHYEH TPETIIE ¢ MPOMUIAKTHYHO 3500IeUeHIe U HHANBUIAyalHa OIIEHKa Ha
CHOTHOIICHHUETO I10J133/PUCK.

Crenaute puckoBH (pakTopu TpsiOBa /1a ce MMAaT MPEABHU/ IPH OIICHSIBAHE HAa PHUCKA 32 IMAIIMEHTa OT

pasButue Ha OHY:

. aKTUBHOCT Ha JIEKAPCTBEHUS MPOAYKT, KOUTO UHXHOUPA KOCTHATA pe30pOIus (IO-BUCOK PHCK
MIPH BUCOKOAKTHBHU ChEIMHEHMS ), HAUWH HA MIPUIIOKEHHE (TI0-BUCOK PUCK IIPU NAPEHTEPATHO
MIPUJIOKEHHE) M KyMYyJIaTUBHA J103a Ha KOCTHO-PE30pOTHBHATA TEpaITusl.

. pak, MpuApy>KaBamiy 3a001IBaHus (HAIp. aHeMHsI, KOAryJIOTaTHH, HH(PEKITHH ), TFOTIOHOMYIICHE.

o CHITBTCTBAIIH JICYCHHSI: KOPTUKOCTEPOUIN, XUMHOTEPAITHs, HHXHOUTOPU HA aHTHOTeHe3aTa,
JIBYCTCpAllM Ha IJlaBaTa v 1urdTa.

. JIOIIa YCTHA XMT'HEHa, MapOoIOHTO34, JIOIIO OCTaBEHH MPOTE3H, aHaAMHE3a 32 CTOMATOJIIOTHIHO

3&60J’I$IBaHe, HWHBAa3UWBHU CTOMATOJIOTUYHU NPOLCAYPU (Har[p. CKCTpPAaKIHA Ha 3’L6).

ITo Bpeme Ha JIEUCHHUETO C ICHO3YyMad BCUYKH MAITUEHTH TPsOBa Aa ObAaT HACKPIABAHU J1a
MOAIBPKAT J0Opa yCTHA XUTHEHA, [l CE ToJIaraT Ha pyTHHHU CTOMATOJIOTUYHU TIPETJeanu U
He3a0aBHO Ja chOOIABaT 3a BCHUKHM CHMIITOMH OT CTpaHa Ha yCTHaTa KyXHWHA, KaTo KIaTeHe Ha
3p0uTe, 60JIKA WK MMOAYBaHE, WM HE3a3/IPaBsABaIlH 3B WK ceKperus. [1o BpeMe Ha JiedeHneTo,
WHBA3WBHU CTOMATOJIOTMYWH MPOIICIYPH TPsIOBA J]a € U3BHPILIBAT CAMO CJIE/ BHUMATEIIHA TPEICHKA
U TpsIOBa J1a ce n30sATBa U3BBPIIBAHETO UM B HEMIOCPECTBEHA O1M30CT ¢ mpuiioxkeHneTo Ha XGEVA.

[InanbT 3a IeyeHne Ha nanueHTuTe, Kouto pazsuat OHY, TpsOBa qa OB/ U3TOTBEH B TACHO
CBHTPYIHHUYECTBO MEXY JIEKyBaIlX JIeKap U CTOMATOJIOT WM JIMIIEBO-YETIOCTEH XUPYPT € ONHUT B
OHUY. Tps6Ba na ce oOMuCIN BpeMEHHO NpeKbhcBane Ha JieueHrneTo ¢ XGEVA, nokaTo chbCTOSHHETO
OTIIYMH U TOTIPHUHACSIIUTE PUCKOBH (pakTOpH OBIaT HAMAIECHHU, aKO € BH3MOXKHO.

OCTCOHCKDOS& Ha BbHITHUSA CJIYXOB IPOXOJ

Nma choOienns 3a OCTEOHEKpO3a Ha BHHIHUS CIIyXOB MPOXOJI TIPH JICUSHHE C JICHO3yMao.
BB3MokHHTE pUCKOBH (haKTOPH 332 OCTEOHEKPO3a Ha BHHIIHHS CIIyXOB IIPOXO0J BKIIOUBAT ynoTpeda
Ha CTEPOUIM U XUMHUOTEPAIIUS M/WUIIH JIOKAJTHU PUCKOBH (pakTOpH, KaTo HarpuMep UH(PEKIUs 1
TpaBMa. BepoaTHoCTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BHHITHHS CIYXOB MTPOXO TPsOBa Ja ce mMa
NpeABH] TIPH NAMEHTH, IPHUEMAIlU 1eHO3yMal, KOUTO pa3BUBAaT CUMIITOMH OT CTpaHa Ha yXOTo,
BKJIIOUNTETHO XPOHUYHHU HH(PEKIHUU Ha YXOTO.

Arunnuau dpaxrypu Ha OepeHara KOCT

Hma cpobuieHus 3a aTUIMYHK (GpakTypH Ha OefpeHaTa KOCT IpH IMalUeHTH, 0IydaBaliy AeH0o3yMa0
(Bk. Touka 4.8). ATunuyauTe QpakTypu Ha OepeHaTa KOCT MOXKeE JIa c€ TOSBAT IPH MUHUMAITHA
TpaBMa uiu 0e3 TpaBMa B cyOTpOXaHTEpHUTE U Tuau3HKuTe 001acTH Ha Oeapenata Koct. Tesn
CBHOUTHS CE XapaKTEepPU3UPaT ChC CIEUUPUYHN PEHTTEHOIOTHYHN HaXOAKH. ATUIIMYHH (DPaKTypu Ha
OenpeHara KOCT ce chOOIIaBaT CHIIO MPU MALUEHTH C ONPEACICHH ChIIBTCTBAIY ChCTOSHUSA (HAIP.
neguIuT Ha BUTAaMHUH D, peBMaTouIeH apTpuT, xunodocharasus) u npu yrnorpeda Ha HIKOH
JIEKapCTBEHU NMPOAYKTH (Harp. obudocdoHaTy, rMOKOKOPTUKONIN, MHXUOUTOPH Ha MPOTOHHATA
nommna). Te3n crOUTHS ca HacTHITMIM 0e3 aHTupe3opOTHBHA Tepanus. [lomoOHn hpakTypH, CHOOIICHH
BBB Bpb3Ka ¢ oudocdonaru, yecto ca OunarepaiHu; IOPaar TOBA IPH MAMEHTH, JIEKYBaHU C
JeH03yMab, KOUTO ca MpeTbpIenu GpakTypa Ha TSUIOTO Ha GelpeHaTa KocT, TpsiOBa Jia ce u3ciie/iBa
KOHTpanarepaiHara Oenperna KocT. Tpsa0Ba na ce oOMucu npekpartsBane Ha tepanusita ¢ XGEVA
NPY TTAIUEHTH, 32 KOUTO Ce MOJI03MPa, Y€ MaT aTUlnYHa (pakTypa Ha OejpeHara KOCT B OUYaKBaHE
Ha OIIEHKAaTa Ha MaIleHTa Bb3 OCHOBA Ha MHIMBHUIYaJIHO ONPEAEICHOTO ChOTHOIIEHHE MOI3a/pUCK.
[To BpeMe Ha e4eHUETO ¢ AeHO3yMa0, MaUeHTHTe TPsiOBa Aa ObAAT MOCHBETBAHMU 1A CHOOIIABAT 32



HOBa WM HeoOnyaitHa 6onka B OeApoTo, TazobeapeHara ctaBa win ciabunute. [lanenT ¢ TakuBa
CHUMIITOMH TpsIOBa J1a ce U3CJIeABAT 3a HEIbJIHA (pakTypa Ha OeapeHaTa KocT.

XunepKaalueMus clael MpeKpaTsIBaHe Ha JICUCHUETO MPH MAIlMCHTH C TUTAaHTOKJICThYCH TYMOD Ha
KOCTTa ¥ IIpH HNaliMCHTH C HE3aBbPIICH PACTCXK Ha CKEJICTA.

Cpo0maBa ce 3a KIIMHAYHO 3HAYMMAa XUTIEPKATIIHEMIS, H3UCKBAIa XOCITATAIN3AINSI U YCIIO)KHEHA OT
octpa ObOpeyHa HEOCTATHYHOCT, MPH MAIIMEHTH C TUTAHTOKJIETHYEH TYMOP Ha KOCTTA, JIEKYBaHH C
XGEVA, cenMuiu 10 Mecelu cliell MpeKpaTsBaHe Ha JIEYEHUETO.

Crnen mpekpaTsiBaHE Ha JICUCHUETO, HAOJI0JaBaiiTe MAI[MCHTUTE 3a MPU3HAIM U CUMIITOMH Ha
XUTEPKaJIIHEeMUs, OOMUCIIETe IEPHOANYHA OIICHKA Ha CEPYMHHUSI KaJII[Uil U HalpaBeTe MOBTOPHA
OLIEHKA Ha HYKIUTE Ha TalieHTa OT Jo0aBsHe Ha Kaauii 1 BuTamud D (BxK. Touka 4.8).

XGEVA e ce npenopbyBa IpH NALMEHTH C HE3aBBPIICH PacTeK Ha cKeeTa (BXkK. Touka 4.2).
Crob1maBa ce 3a KIMHUYHO 3HaYMMa XUIEPKAILUEMHUs U B Ta3H Ipyla NalUeHTH, CEAMULH 0 MECELH
cJlefl IPeKpaTsBaHe Ha JICUCHUETO.

g[}yrl/l

[Manuentun, nekyBanu ¢ XGEVA, He TpsiOBa 1a ObAaT JI€KyBaHU €IHOBPEMEHHO C JAPYTH JICKAPCTBEHU
MPOAYKTH, ChIABPIKAIIH IEHO3YyMa0 (3a MOKa3aHUETO OCTEONOPO3a).

ITanmentn, nexyBanu ¢ XGEVA, He Tpsa6Ba na ObaT JIeKyBaHU €THOBPEMEHHO ¢ OndochoHaTH.

370KaueCcTBEHOCT MPH TUTAHTOKJIETHYECH TYMOP Ha KOCTTa WJIM ITPOTPECHS 10 METACTAa3UPaIIO
3a0o0JIsIBaHeE € pAAKO CBHONTHE U N3BECTEH PHUCK IIPpU NAIUECHTH C TUTAHTOKJICTBYCH TYMOP Ha KOCTTA.
[NanmenTure TpsOBa na ObAAT HAOMIOAABAHH 32 PEHTTEHOJIOTUYHH MPU3HALM Ha 3JI0Ka4E€CTBEHOCT,
HOBH OTHHINIA HAa PaJHOPEAKTUBHOCT WM OCTeosn3a. HannyHnuTe KIMHAYHN 1aHHHU HE [TOKa3BatT
IMMOBULICH PUCK OT 3JIOKAYECTBCHOCT IIPU MMAIMUCHTH C TUTAHTOKJICTBYCH TYMOP Ha KOCTTA, JICKYBAHU C

XGEVA.

[IpenyrpexaeHus 3a MOMOIIHNATE BEIIECTBA

To3u nekapcTBEH MPOIYKT ChAbpika copourToit. TpsOBa 1a ce uma npeBUl aIUTUBHUAT e(PEeKT Ha
CHITBTCTBAINO MPUJIATraHU MPOJIYKTH, ChIbPKAIIM COPOUTOIN (Miu HPYKTO3a), KAKTO U XPAHUTCITHHUSAT
mpueM Ha copouroi (wm ppykTosa).

To3zu nexkapcTBeH NPOAYKT ChIbpika Mo-Majko oT 1 mmol Hatpuii (23 mg) Ha go3a 120 mg, T.e. MOKe
Jla ce Kake, 4e MPAaKTUUECKH He ChAbp>Ka HATPHil.

IMamumentu ¢ penmnkeronypust (PKVY)

XGEVA 120 mg/1,7 ml pa3tBop BB (pi1aKOH 3a €JHOKpATHA YIIOTpeOa He ChIbpika (PeHUITaTaHNH.
[Tpu maruentu ¢ ®KY XGEVA 1ps6Ba n1a ce npusara ot ¢uiakoH 3a eIHOKpaTHa ynorpeoa,
cpabpokam 120 mg B 1,7 ml pastsop.

XGEVA 120 mg/1,0 ml pa3tBOp B €1HO1030Ba MIPEABAPUTEIHO HAMTBJIHEHA CIIPHHIIOBKA ChIbpKa
6,1 mg ¢penmnanannn. OeHunanaHUH MOXe Ja € BpeAeH 3a MaueHTH ¢ peHunkeronypus (OKY),
PSIIKO TEHETHYHO 3a00JIIBaHe, IIPU KOETO Ce HATpyINBa (peHUIATaHUH, Thil KaTO OPraHM3MbT HE MOXKE
J1a TO OTAENS NPaBHIIHO.

45 BzaumopeiicTBHE ¢ IPYTrd JeKAPCTBEHH MPOAYKTH U APyru (opMH HA B3aUMo/IeiicTBHE

He ca npoBexxnanu npoy4yBaHus 32 B3aUMOJEHCTBUATA.



B ximanynn wanutBanus XGEVA e npunaran B koMOWHAIMSI ChC CTaHAAPTHO IPOTHBOPAKOBO
JICUCHUE ¥ TIPU TIAIIMEHTH, KOUTO ca mony4daBanu oudochonat. He ca HaOMOAaBaHU KITHHHUYHO
3Ha4YMMHU IIPOMCHU B Hal-HUCKUTE CCPYMHHU KOHICHTpAIIU U BHB q)apMaKOIlI/IHaMI/IKaTa Ha Z[CHO3YM36
(xopurupaH crpsiMo kpeatnauHa ypuHneH N-tenonentus, uNTX/Cr) npu eqHOBpeMeHHa
XUMHUOTEPAIHSI U/UJIA XOPMOHAITHA TePaTvs, WK MPH NMPEANISCTRAINA SKCIIO3UIINS Ha HHTPABEHO3HH
oudochonaTH.

4.6 @epTuanTer, GPpeMEHHOCT U KbpMeEHe

BpemenHoct

JlurcBat uny ¥Ma OrpaHUYEeHU JaHHHM OT yrorpebara Ha AeHo3yMal Ipu OpEMEHHH JKEHH.
[Tpoy4BaHMATA IPU KMBOTHU MMOKA3BaT PEMPOIYKTUBHA TOKCHYHOCT (BXK. Touka 5.3).

XGEVA He ce npenoppuBa 3a ynorpeda nmpu OpeMeHHH KEHH U TIPU )KEHHU C IETEPOICH MOTEHITHAT,
KOHMTO HE M3MOJI3BaT KoHTparienius. JKennte TpsaOBa ja ObJIaT ChBETBAHU Ja He 3a0pEeMEHSIBAT 110
BpeMe Ha, 1 Hali-Maiko 5 mecerna cien tedennero ¢ XGEVA. Edbexture Ha XGEVA e BeposiTHO 1a ca
IMO-TOJICMH 1O BPEME HAa BTOPUA U TPETUA TPUMECTHP HA 6peM€HHOCTTa, TBHU KaTO MOHOKJIOHAJIHUTE
aHTHTeNIa MPEeMUHABAT TIpe3 IUIAIICHTATa 110 IMHEEH MOJICN C HalpeABaHe Ha OPeMEHHOCTTa, KaTo
Hal-roJIsIMO KOJIMYECTBO MPEMHUHABA MPE3 TPETUS TPUMECTHD.

Kopmene

He e u3BectHO nanm neHo3ymab ce eKckpetupa B KbpMmara. He Moske 1a ce M3KITI0UH PHCK 3a
HOBOpoJeHuTe/KbpMaueTata. [IpoyuBanus npu ,.knockout mumiku”™ nmokassar, ue nuncata Ha RANKL
0 BpeMe Ha OpEMEHHOCTTa MOJKE J1a TIOBIUSIE BBPXY CH3PSBaHETO HA MIICUYHHTE JKIIE3H, BOJIEIIIO JI0
HapyIIeHa JIaKTamws clie]] paxkaane (Bxk. Touka 5.3). Tps6Ba 1a ce B3eMe pemieHre Jaj Ja ce
MPEyCTaHOBU KHPMEHETO WM J1a ce TipeycTaHoBH eueHueTo ¢ XGEVA, xato ce B3emaT npeaBu
1oj3ara OT KbPMEHETO 32 HOBOPOACHOTO/KbPMAYETO U 110J13aTa OT TEepaluATa 3a XKeHaTa.

DepTunurer

Hsma nannm 3a edexra Ha 1eHO3yMal BBpXY depTuiurera mpu xopa. [IpoyuBanus npy >KMBOTHH He
MOKa3BaT JAUPEKTECH WM HHIUPEKTEH BpeieH eeKT BbpXy depruutera (BK. Touka 5.3).

4.7 EdexTu BbpXy ciocodHOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

XGEVA He nopnusiBa Wiy NOBJIUSBA MPEHEOPESIKUMO CIIOCOOHOCTTA 32 1odupane u padboTa ¢
MAIUHH.

4.8 Hexenanu JiekapcTBeH! peaKIHH

0O000meHre Ha mpodiia Ha OE€30MaCHOCT

OO0muaT npoduit Ha 6E30MaCHOCT € B ChOTBETCTBUE C BCHUKHU 0/100peHu nokazanust 3a XGEVA.

XHMOKAIIUEMHUs ¢e ChOOIaBa MHOTO decTo ciie npuioxkenne Ha XGEVA, npeaumHo npe3 mhpBUTE
2 cenMuIiid. XHITOKAIIUEMHUATA MOXKE Jla € TEKKA U CUMITOMAaTu4Ha (BXk. Touka 4.8 — onucanue Ha
n30paHu HEeXeNaHu peakiuu). HamansiBaneTo Ha cepyMHHUS K[l OOMKHOBEHO C€ OBJIAJISIBA I10
MOJIXOISAII HAUWH C ITOMOIITA Ha T00aBKH ¢ Kannuid U BuTamMuH D. Hali-uectara HexxenaHa peaxius Ha
XGEVA e myckymnHO-ckeneTHa O6onka. Caydan Ha OCTEOHEKPO3a Ha YemoCcTTa (BXK. Touku 4.4 1 4.8 —
OIlHCaHue Ha N30PaHU HEKEIAHU PeaKIlny) ca HaOI0JaBaHK YECTO MPU MAUEHTH, TPHEeMAIIH
XGEVA.



TabnauueH COUCHK HA HEKEITAHUTE PCaAKIIN

W3mos3BaHa e ciieiHaTa KOHBEHIHS 32 KJIaCH(pHKAIKs Ha HE)KETaHUTE JIEKAPCTBEHHN PEAKITUH Bb3
OCHOBa Ha 4yecToTata B uetupu (asa 11, 1ee dasza Il KIMHUYHN U3MUTBAHKS ¥ TOCTMAPKETHHTOB OITUT
(Bx. Tabauma 1): muoro yectu (> 1/10), yectu (> 1/100 go < 1/10), Heuectr (> 1/1 000 mo < 1/100),
pemxu (> 1/10 000 mo < 1/1 000), muoro peaku (< 1/10 000) u ¢ Hen3BeCcTHA YecTOTa (OT HATHYHHUTE
JTAHHHU HE MOKe Ja Objie HampaBeHa orieHka). [Ipu BCsko rpymupaHe B 3aBUCHMOCT OT Y€CTOTaTa
CHCTEMO-OPTaHHHUS KJIAC, HEKETAHUTE PEAKIHK Ce U30pOsiBAT B HU3XOISAII PEJI [0 OTHOIIEHHE Ha
TSXHATa CEPUO3HOCT.

Taﬁ.lmua 1. He:xxennanm pPe€aKkuuu, ChOOIIEHN MPpH NANUEHTH C HAIIPEIHAJIH 3JI0KAYECTBEHU
3360J1ﬂBaHHSI, 3acHAraimm KOCTUuTe, MHOKECTBEH MHUEJIOM UJIM C THTAHTOKJIETBYEH TYMOP Ha
KOCTTa

CucreMo-opratHeH KJjac mno Kateropus yecrora Hexenanu peakuuu

MedDRA

Heomnasmu no6pokadectBenn, | Yectn HoBo mbpBUYHO 3710Ka4€CTBEHO

3JI0KaY€CTBEHU U HEOTpeeIIeHN 3a6onsaBane’

(BKJIIFOUHMTETHO KUCTH U

TTOJTHTIN )

Hapymienns Ha umyHHaTa Penxu CBpPBXYIYBCTBUTEITHOCT KBM

cucrTema JIeKAPCTBEHHUS IPOTYKT
Penxn AHadunakTrnyHa peaKuI/ml

Hapymenns Ha Mmetabonusma u | MHOTO YecTH XHUHoKaIueMus - 2

XPaHEHETO Yectu Xumnodocharemus
Heuectu XunepkanuueMmusi cies

MIPEKpaTsABAaHE Ha JIEUCHUETO NPU
MAalHUEHTH C TUTAaHTOKJIEThYCH
TyMOp Ha KOCTTa’

PecniuparopHu, rpbaHH U MHoro yectu Hucnues
MEAMAaCTUHAJIHU HApYIIEHMUSI
CroManiHo-4ypeBHU HapyuieHus | MHoro yectu Huapus
Yectn Exctpaknus Ha 360
Hapyenus Ha koxara u UYectu Xunepxuaposa
MOJIKO’KHATa ThKaH Heuectu JInxeHouHM JIeKapCTBEHU
peakiuu’
Hapymenus na MHoro yectn MycKyiHo-ckesieTHa 6oska’
MYCKYJIHO-CKeNeTHaTa cuctemMa | Yecrn OcTeoHeKpo3a Ha democTTa’
U CbEIMHHUTEIHATA ThKaH Heuectun ATHnu4Ha QpakTypa Ha
GepeHara KocT™
C Heu3BecTHa 4eCTOTa OcTeoHekpo3a Ha BbHIIHUS
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CIIYXOB IIPOXOJT

! Buxre Touka ,,Onucanye Ha M30paHK HEXENaHH PeaKun’
2 Bukre Touka ,,J[pyrH ClEMUaTHN MOMyJIaun’

3 Buxre Touka 4.4

4 EQexr Ha Kyaca JeKapcTBa

Onrcanve Ha N30paHU HEeXKEITAHN PEaKIINH

Xunokanyuemus

B ximHUYHWTE W3NUTBaHUA 32 IPEIOTBpATIBaHEe Ha ChOUTHS, CBBp3aHu ¢ KocTHaTa cucteMa (CCK) e
HaO0JIr0/1aBaHa MO-BUCOKA YeCTOTa Ha XUITOKATIITUEMUS TIPH MTAlUEHTH, JICKYBaHH C IEHO3yMab, B
CpaBHEHUE CHC 30JICAPOHOBA KUCEIHHA.

Haii-Brcokara yecToTa Ha XHITOKAIITHEMHUS € HabIto1aBana B KIIMHMYHO m3nuTBaHe daza 111 npu
MAIMEHTH C MHOXECTBEH MuenoM. Crob1mana ce 3a xunokanmuemus npu 16,9% ot narueHTuTe,
nexyBaHu ¢ XGEVA u 12,4% ot naunueHTHTe, JIEKyBaHU ChC 30JIEAPOHOBA KHucennHa. HamansBane Ha




HHUBATa Ha CEpyMHUsI KaJlllui cTeneH 3 ce Habmoxasa npH 1,4% oT manueHTure, aekyBanu ¢ XGEVA
u 0,6% OT manueHTuTe, JIeKyBaH! ChC 30JICAPOHOBA KrcenuHa. HaMansBaHne Ha HUBaTa Ha CEPyMHHUS
Kanuit crened 4 ce Habmonasa mpu 0,4% ot manuenture, nekysann ¢ XGEVA u 0,1% ot
MAIMEHTUTE, JIEKyBaHH ChC 30JI€IPOHOBA KHCEIHHA.

B tpu xnmuamgHN m3nuTBaHus (asa I1I, KoHTpoMpaHu ¢ aKTUBHO BEIIECTBO MPH IMAIIMEHTH C
HaIlpeTHAJN 37I0KAaY€CTBEHH 3a00JIIBaHUs, 3aCATalll KOCTUTE, XUIIOKIIHEMHUs € choOmieHa npu 9,6%
oT manuenture, JekyBanu ¢ XGEVA u 5,0% oT narnuenTure, JeKyBaHU ChC 30JCAPOHOBA KUCEIHHA.

HamansBane Ha cepyMHUTE HABA Ha KAJILWH OT CTeTeH 3 ca uMaiu 2,5% OT maIfeHTuTe, JeKyBaH! C
XGEVA u 1,2% ot nanueHnTuTe, JeKyBaHU ChC 30JIEApOHOBA KUceanHa. HamansBaHe Ha cepyMHHTE
HUBa Ha Kanuui ot creneH 4 ca umanu 0,6% ot nanuentute, nekyBanu ¢ XGEVA u 0,2% ot
MalMEHTHTE, JIEKYBAHH ChC 30JI€IPOHOBA KUCENNHA (BXK. TouKa 4.4).

B nBe ximHnuHYM n3nutBanus ¢asza Il ¢ eqHo paMo npy ManueHTH ¢ TUTaHTOKIEThYEH TyMOp Ha
KOCTTa, XUITOKaJaIlMeMus € ChoOIeHa mpu 5,7% ot manueHTuTe. HUTO e1HO OT HeXXeTaHuTe ChOUTHS
HE CE CUMTa 332 CEPHUO3HO.

Cpo01mIaBa ce 3a TeXKKa CHUMIITOMATHYHA XUTTOKAIIHEMHS (BKIIOYUTEIIHO (paTaTHA CIydaun) Ipy
IMOCTMApKETUHIOBATa yHOTpe6a, KaTO IMOBCYCTO ClIy4yar Ca HACTBIINJIN B IIbPBUTEC CEAMULIU OT
Ha4aJIO0TO Ha JICUCHUCETO. HpHMCpI/I 3a KNIMHUYHU NPOABU HAa TCKKAa CUMIITOMATUYHA XUIIOKAJIIIUEMUA
BKIIIOYBAT yAbkaBaHe Ha QT-uHTEpBalia, TeTaHUs, I’BPYOBE U HAPYIICHO IICUXUYHO ChCTOSHUE
(BKIIOYMTENHO KOMa) (BK. Touka 4.4). CHMITOMHTE Ha XUTIOKAIIUEMHS B KIIMHUYHUTE U3MUTBAHUS
BKJIIOYBAT Mape€CTC3NU WUJIM MYCKYJIHA CKOBAHOCT, IIOTPEIIBAHUSA, CIIa3SMU U MYCKYJIHHU KpaMIIHn.

Ocmeonexposa na yemocmma (OHY)

B xnuHMYHATE M3nMTBaHMs, dectorata Ha OHY e Omra mo-BrucoKa IpH 10 TOJISIMA MPOABIKUTEITHOCT
Ha excriozunuara; OHY e nuarHoctuiinpana u cief cnmpane Ha nedeHueto ¢ XGEVA, xato
MO-TOJIIMATA YacT OT CIIy4auTe ca HACTBIIMINA B PAMKUTE Ha 5 MEcela Ce/ MOocieIHaTa 103a.
ITanmenTtn ¢ mpenxoxaamnia anamuaesa 3a OHY wim 0CTeOMHENTUT Ha YeTI0CTTa, aKTUBHO 3a00JIIBaHe
Ha 350UTE WK YEII0CTTa, U3UCKBAIO XUPYPrudHa HHTEPBEHIIUS B YCTHATA KyXHHA, HE3a3/IpaBsiia
paHa ciex XupypruyHa HHTEPBEHIUS Ha 3b0UTe/yCTHATa KyXHWHA, HITU BCSIKA TUIAHUPaHA HHBa3UBHA
CTOMATOJIOTHYHA TPOIIeTypa, ca OMITM HU3KITFOUYEHU OT KIMHUYHHUTE U3IMTUTBAHMSL.

B xnmHn4HKTE M3nUTBaHKA 32 ipenoTBpaTsaBanHe Ha CCK e HabmonaBaHa no-sucoka yecrora Ha OHY
IpU MaLUEHTH, JEKYBaHH C IEHO3yMa0, B CpaBHEHUE ChC 30JIEAPOHOBA KucennHa. Hali-Bucokarta
yectota Ha OHY e nHabmogaBana B KIIMHUYHO m3nuTBaHe ¢a3za Il mpu manneHTH ¢ MHOXKECTBEH
muenoM. B nBoitHo-ciisinaTa asza Ha yiedenue Ha ToBa u3nureane OHY e notebpaeHa npu 5,9% ot
narentute, nekyBanu ¢ XGEVA (Menuana Ha excno3unusara 19,4 mecena; rpanuim 1 — 52) u npu
3,2% OT mauMeHTHUTe, JIEKYBaHU ChC 30JIEAPOHOBA KHcennHa. [Ipy 3aBbpHIBaHe Ha ABOMHOCIANATA
(a3a Ha JIeueHUe Ha TOBA U3MTUTBAaHE, KOPUTHPAHATA 33 AMEHTOTOJUHH YeCTOTa Ha MOTBHpIeHA
OHU B rpynaTta Ha XGEVA (Meanana Ha ekcrio3unusata 19,4 mecena; rpanunu 1 - 52) ¢ 2,0 3a

100 manueHTOroAMHY 10 BpeMe Ha IbpBaTa oiMHA OT JIedeHueTo, 5,0 npe3 Bropara ronuHa u 4,5
cien ToBa. Menuanara na Bpemeto 10 OHY e 18,7 meceria (rpanumm: 1 - 44).

[Ipu ocHOBHUTE (ha3u Ha JieueHUE Ha TPU KIMHUYHYU M3NUTBaHus ¢a3a 1, KoHTponupaHu ¢ akTHBHO
BEIIIECTBO MPH MAIMEHTH C HAIIPEIHAIH 3JI0Ka4eCTBECHH 3a00JsIBaHusl, 3acsramu kocture, OHY e
noTbpaeHa npu 1,8% ot manuenture, nekyBanu ¢ XGEVA (mennana Ha excriosunusra 12,0 mecera;
rpannnu: 0,1 —40,5) u 1,3% oT nanuenTure, JeKyBaHU ChC 30JICAPOHOBA KucenuHa. KnnHuaHute
XapaKTEPUCTUKHU Ha TE3U CIIyyad ca OWIIM €JHAKBH MEXIY TpynHTe Ha eueHue. Cpel ManueHTUTe C
notebpaeHa OHY, moseueto (81% mpu nBeTe Tpymy Ha JeUeHNe) ca IMalil aHaMHe3a 33 eKCTPaKIUs
Ha 350, JIOoIIa YCTHA XUTHEHA W/UITH 3b0HH KOHCTPYKIHH. [[oBEeUeTO OT ManieHTHTe ca NoIyYaBain
WU TIOJTy4aBaT XUMHUOTEPATIHSL.

W3nuTBaHuATa NP MALMEHTH C PaK Ha I'bpJaTa WU MPOCTaTaTa BKIIOYBAT (a3a Ha MPOABIKEHO
neuenue ¢ XGEVA (Mennana Ha o6ma excriozunus 14,9 mecena; rpanunu: 0,1 — 67,2). 1o Bpeme Ha



(azata Ha mpoawKeHo neueHne, OHY e motBbpaeHa npu 6,9% OT MalMEHTHTE C PaK Ha r'bpAaTa u
paK Ha mpocTaraTa.

Kopurupanara 3a manueHToroauau o01mia yecrora Ha notBbpaecHa OHY e 1,1 3a 100 nanueHTOrOuHA
mpe3 MbpBaTa roAMHAa Ha JISYeHUeETOo, 3,7 Mpe3 BTopara roanHa u 4,6 cien ToBa. Meauanara Ha
BpemeTo 10 OHY e 20,6 mecera (rpanurm: 4 - 53).

Hepanmgomusupano, peTpocreKTUBHO, 00cepBallMOHHO TpoyyuBaHe nmpu 2 877 manueHTy ¢ pax,
nexkyBanu ¢ XGEVA unu 301eapoHoBa kucenuHa, B [lIBenus, Jlanus u HopBerus nmokassa, ue
5-ropumraATE AUTOBE Ha 3a00I€BaeMOCTTa OT MeaunuHCKH notBepAeHa OHY ca 5,7% (95% CI: 4,4,
7,3; Mmequana Ha BpeMeTo Ha npociesasane 20 mecena [rpanuiiu 0,2 — 60]) B KoXopTa MalMeHTH,
nonyuaBam XGEVA, u 1,4% (95% CI: 0,8, 2,3; memuana Ha BpeMeTo Ha mpoclieasBane 13 mecena
[rparmmm 0,1 — 60]) B oTAeTHA KOXOPTa MAIIMEHTH, TTOJTyYaBaIllH 30JI¢APOHOBA KUCETHHA.
IletronuumausT Asn1 Ha 3a6omeBaemoctta oT OHY npu narnueHTuTe, mpeMruHAIN OT 30JI€POHOBA
kucennHa Ha XGEVA, e 6,6% (95% CI: 4,2, 10,0; mequana Ha BpeMeTo Ha mpociensBane 13 mecena
[rpamumu 0,2 — 60]).

B xnuHnuHO nanuTBane ¢asa 1l mpu nanuenTr ¢ HeMeTacTa3upal pak Ha mpocraTara (MOomyJamnus
manueHTH, 3a kouto XGEVA He e mokasaH), ¢ MO-TIPOIBJDKATETHA SKCTIO3HITHS Ha JICUCHHE 10

7 ronuHU, KOPUTHpaHaTa 4eCTOTa 3a MalMeHTOroAuHN Ha moTBspaeaa OHY e 1,1 3a

100 narreHTOroIMHY Mpe3 IbpBaTa rojlMHa Ha jiedeHue, 3,0 npe3 BTopara roauna u 7,1 cien Tosa.

B nearocpouno ¢aza I, OTKpUTO KIMHUYHO U3MUTBAHE MTPH MAMCHTH ¢ TUTAHTOKJICTHUEH TYMOpP Ha
KocTTa (mpoyuBane 6, BxK. Touka 5.1) OHY e notBwspaeHa npu 6,8% 0T MareHTuTe, BKIIIOYUTETHO
€/IMH I0HoIIa (Meauana Ha Opos Ha 34 mo3u; rpanuiy 4 - 116). [Ipu 3aBbpilBaHe Ha U3MHUTBAHETO
MeauaHaTa Ha BpeMeTO B U3ITMTBAHETO, BKIIOYUTEIIHO (ha3aTa Ha mpocieasBaHe 3a 0€301MacHOCTTa, €
60,9 mecena (rpanumu: 0 - 112,6). Kopurupanarta yecTora 3a manueHTOroJuHM Ha oTBbpacHa OHY e
0010 1,5 3a 100 nanuenToroaunau (0,2 3a 100 nanueHTOroJUHM Mpe3 MbpPBaTa rojJMHa Ha JICYCHUETO,
1,5 mpe3 BTOpaTa roguHa, 1,8 mpe3 Tperara roguHa, 2,1 npe3 yeTBbpTaTa roguHa, 1,4 npes nerara
roauHa u 2,2 cies Toa). Mennanara Ha Bpemero 10 OHY e 41 mecena (rpanunu: 11 - 96).

IIpoyuBane 7 € mpoBeAEHO C LeN MPOIbJKABAHE HA IPOCICASIBAHETO HA YUYACTHUIIU C
TUT@HTOKJIEThUEH TYMOP Ha KOCTTa, KOWTO Ca JIEKYBaHU B IIPOyYBaHe O, 32 OMBIHUTEIHA 5 WU
nosede ronuan. OHY ce crobmasa npu 6 nmaruenTn (11,8%) ot 51 manueHTH ¢ eKCIO3UITHs, KaTo
MejiMaHaTa Ha o0ImTe 1034 aeHo3ymad e 42. Tpu ot Te3u cinyyan Ha OHY ca MeaunmuHcku
MOTBHPJICHU.

Cevp3anu ¢ 1eKapcmeomo peaxkyuu Ha céPvX4YECMEUMENHOCH
[Ipu nocTmMapkeTHHrOBaTta ynorpeda ca cho0IaBaH CbOUTHS Ha CBPBXUYBCTBHTEIIHOCT,
BKJIIOUNTENTHO PEAKH CJIyyad Ha aHadMIAKTHYHHU PEaKLUH [IpY NauneHTy, noayyasamu XGEVA.

Amunuunu ¢ppaxkmypu na b6edpenama Kocm

B mporpaMaTa OT KJIMHUYHU M3MUTBAHUS, KATO LSJ10, ATHINYHU (PPaKTypH Ha OeipeHaTa KOCT ce
ChOOIIABAT HEYECTO NPH MaIUeHTH, JiekyBaHu ¢ XGEV A, u puCKbT ce yBeln4aBa npH mo-rojsMa
NPOIBIDKUTEIHOCT Ha JieueHneTo. ChOUTHATA ce MOSBSIBAT M0 BpeMe Ha JICYEHUETO U 10 9 Mecela
CJIe/l IpeKpaTsBaHe Ha JieueHHeTo (BK. Touka 4.4).

B nporpamata 3a KIMHUYHA U3MUTBAHU NPHU ruranToxyierpueH TyMmop Ha koctTa (I'KTK) atunuyunn
¢paktypu Ha 6eapenata kocT (ADBK) ce cpobiiaBat uecto npu nauueHTy, texkyBanu ¢ XGEVA. B
npoyuBaHe 6 yecrorara Ha moTBbpaeHH ADBK e 0,95% (5/526) npu manuentu ¢ [KTK. B
MpoydBaHe 3a mpociensBane 7 dyecrorara Ha moTBbpAcHN ADBK e 3,9% (2/51) ot manmenTuTe ¢
eKCTIO3UIMsSI Ha IEHO3yMa0.

Myckyano-ckenemuna 60axka

[Ipu nocTMapkeTHHTOBaTa yrorpebda nMa ChboOILICHHUS 32 MyCKYJTHO-CKeIeTHa 00JIKa, BKIFOUUTEITHO
TEXKU CIIyyau, pu nanueHTu, noiaydasamu XGEVA. B KIMHUYHY U3NUTBAaHUS, MYCKYJIHOCKEIIETHA
0oJka ce cho0IaBa MHOTO YECTO M B JIBETE TPYITH HA JICUCHHE — C ACHO3YMa0 U 30JICHIPOHOBA
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KHUCCIINHA. MYCKyJ'IHO-CKGHCTHa 6OJ'IKa, BoJCIIa N0 NPCYCTAaHOBABAHC HAa U3NMUTBAHOTO JICUCHUE, CC
C’BO6H_IaBa HCYECCTO.

Hogo nvpsuuno 3noxkavecmeeno 3abonseamne

[Ipu ocHOBHUTE NBOIHOCHENHN a3y Ha JIeUeHUE Ha YeTUPH KIMHIUYHY m3nuTtBanus daza lll,
KOHTPOJIMPAHH C aKTHBHO BEILECTBO, IIPH MAIIHEHTH C HAIIPEIHAIN 3JI0KAa4eCTBEHH 3a00IISIBaHMS,
3acAraiy KOCTHTE, HOBO ITbPBUYHO 3JI0Ka4eCTBEHO 3a00isBaHe ce chobmana npu 54/3 691 (1,5%) ot
nanueHTuTe, JekyBanu ¢ XGEVA (meauana Ha ekcozumusta 13,8 mecena; rpanunu: 1,0 —51,7), u
mipu 33/3 688 (0,9%) oT manmeHTHTE, JIEKYBaHU ChC 30JIEAPOHOBA KUCENHA (MEIaHa Ha
excrio3uisita 12,9 mecena; rpanuim: 1,0 — 50,8).

KymynaTuBHara yecrora 3a eHa roAnHa € choTBeTHO 1,1% 3a neno3ymab u 0,6% 3a 305epoHOBa
KHCEINHA.

He ce Ha6J'IIOI[aBa sICHA, CBbp3aHa C JICUCHUCTO TCHACHIUS IIPU OTACTHUTE OHKOJIOTUIHU 3a00JIIBaHUS
HJIK TPYIIHUTE OHKOJIOTHUYHHA 3a00JIIBaHUS.

B npoyuBane 6 mpu nanueHTUTe ¢ TUraHTOKJIEThYEH TYMOp Ha KOCTTa YecTOTaTa Ha HOBO
3JI0KaYeCTBEHO 3a00IIBaHe, BKIFOUUTEIHO 3JI0KAUECTBEHH 3200 sIBAHNS, 3aCATAllN KOCTTA, U TAKUBA
U3BBH KOCTTA, € 3,8% (20/526). B mpoyuBane 3a npocnenssane 7 gecrorara e 11,8% (6/51) ot
NAlUEHTUTE C eKCIIO3UIMS Ha JCHO03yMao.

JluxeHouoHu 1exapcmeenu peakyuu
CroO1iaBa ce 3a INXCHOWIHY JIEKAPCTBEHH PEaKIiy (HapuMep peaKiuy, IOJ00HH Ha JINXEeH

rmaHyc) 1pU NMAIUCHTU B IOCTMApPKETUHI'OBU YCJIOBHUA.

He)II/IaTDI/IT-IHa TIOITyJIarus

XGEVA e H3CJICABAH B €IHO OTBOPCHO M3IMUTBAHE, KOCTO BKJIFOYBA 28 10HOIIU ChC 3aBBPIICHO
CKECJICTHO Pa3sBUTHUEC C TUTAHTOKJICTHYCH TYMOP Ha KOCTTA. B®3 ocHoBa Ha Te3un OrpaHUYCHU NaHHU,
HpO(bI/IJTbT Ha HEXKECJIaHUTE PCAKIIUU € CXOJCH C TO3U IIPHU Bb3PACTHU.

CpobmaBa ce 3a KIMHUYHO 3HaYMMa XUIIEPKAILUEMHUs ClIe/l IPEeKpaTsBaHe Ha JICUCHUETO IIPU
MOCTMApKETHHIOBaTa YIOTpeOa Mpu MeAuaTpHYHN MaUeHTH (BXK. Touka 4.4).

JIpyry crienraiHy moIyJIalnu

Bvopeuno yspeoicoane

B KIMHUYHO M3MUTBaHE NPH MALMEHTH 03 HalpeaHAN PaK ¢ TEXKO ObOPEUHO yBpeKaAaHe
(xpeatnauHOB KIUpBHHC < 30 ml/min) UM KOUTO ca Ha JUalN3a, IMa MO-TOJISIM PUCK OT Pa3BUTHE Ha
XUIOKAIIHEMHS, aKO He ce 100aBsl KaIuii. PUCKBT OT pa3BuTHE Ha XUITOKAJIIMEMHUSI IO BpeMe Ha
neuenne ¢ XGEVA e no-ronsim ¢ HapacTBaHe Ha cTerneHTa Ha 0bOpeyHo yBpexnaHe. B knmuHu4HO
M3NUTBaHE NIPY NalKeHTH O0e3 HampenHal pak, 19% oT mauueHTuTe ¢ TeXXKo ObOpeyHO YBpeKaaHe
(xpearrHUHOB KiHpBHC < 30 ml/min) u 63% OT NaNMEHTHTE, KOUTO ca Ha JIMANIN3a, Ca PAa3BUIIN
XUTIOKAIIHEMISI BBIPEKH 100aBsHETO Ha Kanmiuid. Ob1aTa 4ecToTa Ha KIIMHUYHO 3HAYNMa
Xunokanauemus e 9%.

Habiro1aBaHo € ChI0 U ChITBTCTBAIIO MMOBUILIABAHE HA TAPATUPEOUIHUSA XOPMOH MPH MAIUCHTH C
TEXKO OBOPEYHO yBpEXkKIaHe WK Ha quanu3a, kouto noinyyaBat XGEVA. Ilpocneassanero Ha
KaJIMEBUTE HUBA U OCTATHYHUSAT MPUEM Ha KU U BUTaMHH D € 0cOOCHO BayKHO TPU MAIEHTH C
O0B0peuno yBpexkaane (Bxk. Touka 4.4).
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C’bO6H.[aBaHC Ha 10031 paHu HCXCJIaHU PCAKIINHN

CpoOI11aBaHeTO Ha MOI03UPAHH HEXKETAHU PEaKIMU CIIe]] pa3peliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHHS
IPOAYKT € BayKHO. TOBa MO3BOJISABA 1 TIPOIBIKY HAOIIOICHUETO Ha CHOTHOIIICHUETO TTOJI3a/PUCK 32
JeKapCTBEHUs MPOAYKT. OT MEAMIIUHCKHUTE CIICIIMATMCTH CE M3MCKBA 1a ChOOIIIaBAT BCAKA
M0JI03MPaHa HeXellaHa peakiys Ype3 HallMOHAIHA CUCTEMa 32 ChOOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 IIpemo3upane

Hsama onut ¢ npeno3upane npu KauHUYHUTE poyuBaHus. XGEVA e mpunaras npu KIMHUYHU
npoyuBaHus B 1034 10 180 mg Ha Bcexu 4 ceamuuu u 120 mg cenMuyHO 3a 3 ceAMUIIN.

5. ®APMAKOJIOTUYHHA CBOMCTBA

51 ®apmakoguHAMHYHM CBOiicTBa

dapmakoTeparneBTHYHA Tpyma: JlekapcTsa 3a IeueHre Ha KOCTHHU 3a0oiisaBadus — J[pyru rekapcTsa,
MOBIIMSBAIIM KOCTHATa CTPyKTypa u MuHepanmmuzanusa, ATC xox: M0O5SBX04

MexaHU3bM Ha eHCTBUE

RANKL criecTByBa Kato TpaHcMeMOpaHeH WiH pa3tBopuM nporenH. RANKL e kpaitHo HeoOxoaum
3a 00pa3zyBaHeTO, PYHKIMOHHPAHETO U MPEKUBIEMOCTTa HA OCTEOKIACTUTE, CAMHCTBEHUST BU]
KJIETKH, OTTOBOPHU 3a KOCTHaTa pe3opOuus. IloBuiieHaTta akTHBHOCT Ha OCTEOKIACTHTE,
ctumyiupanu oT RANKL, e kirroqoB MeauaTop 3a KOCTHaTa AECTPYKIHS ITPH METAaCTaTUIHN KOCTHH
3a00JIIBaHUS 1 MHOXKECTBEH MueJIoM. JleHo3yMab e yoBemko MOHOKIoHaHO antuTsiio (IgG2), koero
NPULEITHO Ce CBBbP3Ba ¢ BUCOK apuHUTET U crieruduanoct ¢ RANKL, kaTo npenoTBparsiBa mosiBara
Ha B3anmoJieicTBneTo RANKL/RANK u Bomu 10 HamaseH Opoil OCTEOKIIACTH U HaMaJICHUE Ha
TsXHATa (QYHKIMS, KaTO MO TO3W HAYMH HaMalsiBa KOCTHATa pe30pOLus U KOCTHATA AECTPYKIIHS,
MHIyLIUpaHa OT PaKOBH 3a00JsIBaHuUS.

I'uraHToKIETHYHUTE TYMOPH Ha KOCTTA C€ XapaKTEPU3HPAT C HEOIIACTUYHU CTPOMAJIHU KJIETKH,
excrpecupamy RANK nurann v mojo0HH Ha OCTEOKIIACTH TUTaHTCKH KIIETKH, ekcripecuparin RANK.
ITpu manueHTy ¢ THraHTOKJIETBYEH TYMOP Ha KOCTTa, JeH03yMab ce cBbp3Ba ¢ RANK nuranaa, xaro
3HAYUTEITHO HaMaJIsIBa WM eMMMUHUPA MOJOOHUTE Ha OCTEOKIJIACTH TUTAHTCKHU KIETKH. B pesynrar Ha
TOBA, OCTEOJIN3aTa HaMaJIsABa U MpoudepaTuBHATa TYMOPHA CTPOMA CE 3aMeCcTBa ¢
HenpoiudepaTuBHa, AudepeHIupana, IbTHa HOBOOOpa3yBaHa KOCT.

dapmakoauHaMuudy ehEKTH

B ximHn4HM n3nuTBanus (asa Il npu manmeHTH ¢ HanpeaHAa M 3JI0Ka4eCTBEHHU 3a00IIBaHNUs,
3acsTany KOCTUTE, TOAKOXKHOTO (S.c.) mpuinokenne Ha XGEVA na Bcexu 4 cenvunn (Q4W) wm
12 ceamunu Boau 10 OBP30 HaMaJIIBaHE Ha Mapkepute 3a koctHa pe3opoius (UNTX/Cr, cepymen
CTx), cbe cpenHo HamaneHue oT npubausutenHo 80% 3a uNTX/Cr, mosBsBaIo ce B paMKUTE Ha
1 cegmmuIia, HE3aBUCUMO OT TIPEIIIECTRAIA Tepanus ¢ oudochoHaTh WM OT H3XOTHOTO HUBO HA
uNTX/Cr. B xnmuananu n3nutBanus ¢asa [l npu nanuenTy ¢ HarpegHail 3710Ka4eCTBEHH
3a00JsBaHus, 3acsArany KOcTuTe, cpeaHoTo HamaneHue Ha UNTX/Cr ot npubnmsurenno 80% ce e
3arbprxkaio npes 49-te ceamuny Ha nedenue ¢ XGEVA (120 mg Ha Bceku 4 cenMuIin).

HmyHoreHHocr
IIpy KTUHUYIHE U3NUTBAHUS HE ca HAOIIOaBaH! aHTUTENA, HEYyTpaTH3UpaIln J1eH03yMa0, IpH

ManyveHTHU C HaIpC€aHaI paK WM TUHI'aHTOKJICTBhYCH TYMOP Ha KOCTTA. qpe3 H3II0JI3BaHC Ha
YYBCTBUTCJICH UMYHOJIOTHUYCH TCCT < 1% ot MalMuEeHTUTE, JICKYBAaHU C ;[eHo3yMa6 a0 3 ToguHHu, ca
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OMJIH O3UTHUBHU 34 HE-HCYTpAJIMU3UPpAIN CBbP3BAlllM AHTUTCJIA, KATO JIMIICBAT JaHHU 3a MOBJIHNABAHC
Ha (l)apMaKOKI/IHeTI/IKaTa, TOKCHUYHOCTTA WJIN KIIMHUYHHA OTTOBOP.

Knuanyna Cd)I/IKaCHOCT 1 0€30macHOCT Opy DTalnrMeHTH ¢ KOCTHU METAaCTa3u OT COJIMIAHH TYMOPH

EdukacHocrra n 6e3omacHoctTa Ha 120 mg XGEVA, mpunaraH s.c. Ha Bceku 4 ceMUIA win Ha 4 mg
30JIeAPOHOBA KHCENMHA (KOPUTHPAHE Ha J103aTa IIPH HaMmalieHa ObOpedna QyHKIMsI ), Ipriiarada i.v.
Ha BCEKH 4 CEIIMUIIH, Ca CPABHSABAHU B TPU PaHIOMU3UPAHHU, IBOHHOCIICIH IPOYYBAHUS,
KOHTPOJUPAHH ¢ aKTHBHO BEIECTBO MPH MAITUEHTH, KOUTO HE ca MoIy4yaBaid i.v. oudocdonatu, ¢
HaIlpeTHAN 3JI0KaYeCTBCHH 3200 IIBaHNUs, 3aCATall KOCTHTE: BE3PACTHU MAIMEHTH C pakK Ha I'bpaTa
(npoyuBane 1), ApyTu COMUIHN TYMOPH WM MHOKECTBEH MUEJIOM (TIpoy4BaHe 2) U pak Ha
mpocTarara, pe3UCTeHTEH Ha Kactpanus (mpoyuBase 3). [Ipu Te3n npoyuyBaHusi, KOHTPOJIUPAHU C
aKTHBHO BEIECTBO, Oe301macHOCTTa € orieHeHa npu 5 931 manmenTy. [lamuenTn ¢ mpeamecTBana
anamue3a 3a OHY unm ocTeOMHEIUT Ha YeII0CTTa, aKTUBHO 3a00J1s1BaHe HA 3b0UTE MIIN YEIIIOCTTa,
W3HCKBAI0 XUPypPrUYHA HHTEPBEHIINS B yCTHATA KYXMHA, HEM3JIEKYBaHO 3a00JIIBaHe Clie]T
JEHTaTHa/XUPYyPruIHa HHTEPBEHIIVS B YCTHATA KyXWHA MM KaKBaTO U Jia € TUTaHNpaHa MHBAa3HBHA
JIEHTAJTHA TIPOIIeypa, He ca OWJIM TOAHM 3a BKIIOYBAHE B TE3W NMpoydBaHus. [IbpBHUHNTE U
BTOPUYHUTE KPAHU TOYKH OIEHSIBAT MMOsBaTa HA €/IHO WJIU MOBEYE ChOUTHS, CBhP3aHH C KOCTHATA
cuctema (CCK). IIpu npoyduBanmsTa, IMOKa3BaIy mpeBb3xoAcTBo Ha XGEVA cripsmo 3oieHapoHOBa
KHCEIIMHA, Ha MAIMEHTHTE € TIPEIOKEeHO oTKpuTo npriarane Ha XGEVA B mpenBaputeHo
ompeneneHa 2-roauiiHa ¢as3a Ha pa3mupeHo jgedenne. CrOuTHe, CBBP3aHO ¢ KOCTHATA CHCTEMA Ce
OTIpe/ieNisi KaTo BCSAKO €IIHO OT CIEIHUTE: MaToloru4Ha (pakTypa (MpeluieHHa UiIH HEeMIPelUIeHHA),
JTpUeTepanisl Ha KOCTTa (BKIIOYHTEIHO YIIOTpeda Ha paJMON30TOIH ), OTIepanys Ha KOCTTa HITH
rpbOHAYHO-MO3BIHA KOMIIPECHS.

XGEVA namansBa pucka ot nmosisara Ha CCK u mostBata Ha MHOrokpatan CCK (repBuvHM 1
HOCJIC/IBAIIH) TIPH TTAIMEHTH C KOCTHH METACcTa3u OT COJMHIHUA TyMOPH (BXK. Tabnura 2).

Tab6anna 2. Pe3yiaraTn 3a epukacHOCT NPU MANMEHTH ¢ HATIPEAHAJIN 3JI0KAYeCTBEHH
3200/151BaHNs, 3ACATALIU KOCTHTE

IpoyuBane 1
Pak Ha rppaara

IIpoyuBane 2
APYTH COJTHIHH
TYMOpPH™** WK

IIpoyuBane 3
pak Ha nmpocrarara

Komonnupan
aBaHCHpAJ paK

MHOKeCTBeH
MHEJO0M
XGEVA | 3onenpo- | XGEVA | 3onenpo- | XGEVA | 3onenpo- | XGEVA | 3omnenpo-
HOBa HOBa HOBa HOBa
KHCEeJHMHA KHCEeIMHA KHCEeJIMHA KHCEeJIMHA
N 1026 1020 886 890 950 951 2 862 2861
spBo CCK
Mennana Ha NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
BpEMeTO
(mecern)
Pasnuka B NA 472 3,5 8,2
MeIuaHaTa Ha
BpPEMETO
(Mecern)
HR (95% Cl) / 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 nmo-manka < 0,0001%/0,01017 0,0007%/0,06197 0,00027 / 0,0085% < 0,0001 /< 0,0001
e(heKTUBHOCT /
IIpeBB3X0ACTBO
p-cToifHOCT
s Ha 30,7 36,5 314 36,3 35,9 40,6 32,6 37,8
MalMeHTUTE

(%)
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IIpoyuBane 1
PaK Ha rppaaTa

IIpoyuBane 2
JAPYTH COJTHIHH
TYMOpPH™** WJIH

IIpoyuBane 3
PaK Ha mpocraTata

Kom0unupaun
aBaHCHpAaJ paK

MHOKeCTBeH
MHEJIOM
XGEVA | 3onenpo- | XGEVA | 3onenpo- | XGEVA | 3onenpo- | XGEVA | 3onenpo-
HOBa HOBa HOBa HOBa
KHCEIHHA KHCeNHHA KHCEIHMHA KHCEIHMHA
N 1026 1020 886 890 950 951 2 862 2861
[bpBo u nocaeasamu CCK*
Cpenen 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
Opo¥i/mareHT
CroTHOIICHNE 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
KOS(pHUIINESHTHTE
(95% CI) /
RRR (%)
I[IpeBB3X0ACTBO 0,0012f 0,1447* 0,0085" < 0,0001
p-cToliHOCT
SMR 3a roauna 0,45 0,58 0,86 1,04 0,79 0,83 0,69 0,81
bpBo CCK nan HCM
MenunaHa Ha NR 25,2 19,0 144 20,3 171 26,6 19,4
BpPEMETO
(mecern)
HR (95% Cl) / 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 (%)
IIpeBBs3xX0aCTBO 0,0074 0,0215 0,0134 < 0,0001
p-cToifHOCT
IIbpBo 00.TBUBaHE HA KOCTHTE
Mennana Ha NR NR NR NR NR 28,6 NR 33,2
BpPEMETO
(mecern)
HR (95% CI) / 0,74 (0,59,0,94) /26 | 0,78 (0,63,0,97)/22 | 0,78 (0,66, 0,94) /22 | 0,77 (0,69, 0,87) / 23
RRR (%)
[IpeBB3x0ACTBO 0,0121 0,0256 0,0071 < 0,0001
p-cToifHOCT

NR = ne nocruraato; NA = menpuinoxxumo; HCM = xunepkanipemus B pe3yiaTaT Ha 37I0KadecTBEHO 3a00IIsBaHE;

SMR = gecrora Ha ckenerHa 3aboneBaemoct; HR = KoedurenT Ha prck; RRR = OTHOCHTETHO HamalieHHne Ha pucKa
TKopurupanu p-cTOMHOCTH ca mpejcTaBenu 3a npoyusanus 1, 2 u 3 (mspso CCK u kpaifHu TOUKH 32 IPBO U IIOCIIEIBALII
CCK); *Bbpoit Ha BcH4KU CHOUTHS, CBBP3aHU C KOCTUTE 3a Mepro/a; OPOSHH ca caMo ChOUTHS MOSBIIIH ce > 21 Hu ciex

MIPEIXOTHUTE.

** BRIIIOYNTETHO HeAPeOHOKIIEThUEH pak Ha Oenust qpo0, pak Ha ObOpeKka, KOIOPEKTaIeH pakK, IPeOHOKIETHYCH paK Ha
Oenust Apo0, pak Ha MUKOYHUS MEXYD, paK Ha IJ1aBaTa U musTa, pak Ha [ MC/muko4yo-monoBara cucTeMa u ApyrH,
M3KJIIOYBAMKN paK Ha I'bpJ/iaTa U IpocTaTara.
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®urypa 1. Kpusu na Kaplan-Meier 3a Bpemero 10 nspBoto CCK nmo Bpeme Ha mpoy4BaHeTO

MpoyusaHe 1*

MpoyyBaxe 2**

MpoyyBaHe 3*

Dmab (N = 1026) Dmab (N = 886) ———  Dmab (N =950)
1 0] P ZANN=1020 || ——— ZA (N = 890) ——  ZA(N=951)
. ,
[&]
S 08+
]
2 06+
=
g
Z 04
g )
s 02-
&
& 004
Dmab [1026 697 514 306 99 4 |l8s6 387 202 96 28 0 [[950 582 361 168 70 18 [3
ZA [1020 676 498 296 94 2 |[890 376 194 86 20 2 |[951 544 299 140 64 22 |&
T T T T T T T T T T T T T

0 6 12 18 2430 0 6 12 18 24 30 0 6 12 18 24 30
MeceL; oT npoy4BaHeTO
Dmab = [leHozymab 120 mg Q4W
ZA = 3oneppoHoBa kucenuHa 4 mg Q4W
N = Bpoit paHaoMU3MpaHm y4acTHULM
* = CTaTUCTMYECKM 3HAUYNMO 3a NPEBB3XOACTBO; ** = CTaTUCTUYECKM 3HAYMMO 38 He NO-Manka ehnUKacHoOCT

IIporpecus Ha 3a00IIBaHETO W 00IIA IPEXKUBIEMOCT C KOCTHH METACTA3H OT COJMIHA TYMODPH

IIporpecusita Ha 3a601sBaHeTo € cxoaHa Mexny XGEVA u 3o051e1poHoBa KHceTHa TPU BCUYKUTE
TPY IPOYYBAHUS U IPH IIPEIBAPUTEIHO ONPEACICHHUS aHAIN3 Ha KOMOMHALUATA OT TPUTE
NIpOyYBaAHUS.

B npoyusanus 1, 2 u 3, obmara npexxuBsemMocT e 6anancupana mexay XGEVA u 3o1eaponosa
KHCEJIMHA IPU MaLUEeHTH C HalpeIHall 3JI0Ka4yeCTBEHH 3a00IsIBaHusl, 3aCATallld KOCTUTE: AallUeHTH C
pax Ha rppaara (koepuuueHTsT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), manuenTu ¢ pak Ha
npoctarara (koeuueHTsT Ha puck u 95% Cl e 1,03 [0,91, 1,17]) u nauueHTH ¢ ApyTy COTUIHU
TYMOPH HJIH MHOXECTBEH MueoM (koeuuueHTsT Ha prck u 95% CI e 0,95 [0,83, 1,08]).
[TocneaBamr ananu3 B ipoy4BaHe 2 (MAallUEHTH C APYTH CONUTHI TyMOPH WM MHOKECTBEH MHEJIOM)
u3cieaBa o01aTa MpexuBsieMOCT 32 TPUTE BHA TyMOPH, U3IION3BAHH 3a CTpaTU(UKAIHS
(HenpeOHOKIIETHYCH paK Ha Oemnust Jpo0, MHOKECTBEH MUENIOM U Ipyru). OOmiara npexxuBseMOoCT €
no-neira 32 XGEVA npu HenpeOHOKIIeThUCH pak Ha Oenus 1pod (koedurmeHT Ha puck [95% CI] ot
0,79 [0,65, 0,95]; n = 702) u mo-abira 3a 30JI€APOHOBA KUCEITUHA TIPH MHOKECTBEH MUEJIOM
(xoe¢urment Ha puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxoxna mexay XGEVA u
30JICJIPOHOBA KHCEIMHA TIPH APYTUTEe BUIOBE TyMOpH (KoeduuueHT Ha puck [95% CI] ot 1,08 [0,90,
1,30]; n = 894). ToBa mpoy4BaHe HE ¢ 32 KOHTPOJIUPAHE Ha POTHOCTHYHUTE (HAKTOPH U
AHTHHEOIUIACTUYHUTE JieueHus. [Ipr KoMOWHMpaH, IpeABapUTEIHO ONpeesieH aHaINu3 OT
npoyuBanus 1, 2 u 3, obmara npexuBseMoct e cxonHa mexay XGEVA u 3omenponoBa kucennHa
(koedurent Ha puck u 95% CI 0,99 [0,91, 1,07]).

Edekr Bepxy Ooskara

Bpemero 10 obnexvaBaHe Ha OoJkarta (T.€., > 2 TOYKH HaMalsBaHE OT U3XOJHOTO HMBO Ha CKOpa 3a
Haii-cuiHa 6osnka no ckanata Ha BPI-SF) e cxonno Mexny neHo3ymad U 3051eJpOHOBa KHCEINHA TPU
BCSIKO NPOYYBaHE U B MHTETPUPAHHUTE aHATH3U. B mocnenBamy aHamu3 Ha KOMOMHUpPaHA HAOOPH OT
JTaHHU, MEIMaHaTa Ha BPEMETO JI0 BIIOIIaBaHe Ha Ooikata (CKOp 3a Hai-criiHa 00JKa > 4 TOYKW) IpH
TIAIMEeHTH C Jieka Ooka uin 6e3 60Ka Ha M3X0THO HUBO € 3abaBeHa 32 XGEVA B cpaBHeHUe Che
3oneaponoBa kucenuna (198 cnpsimo 143 num) (p = 0,0002).
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3onenpoHosa kucennHa 4 mg Q4W 8?9 59|5 4150 3&I31 2818 2139 1?0 1?2 1215 95l 69l 418 31

Knuanuna Cd)I/IKaCHOCT IpH NAaNMCHTH C MHOXXCCTBCH MUCIIOM

XGEVA ¢ onensBan B MEXIyHapOIHO, paHgoMu3upano (1:1), IBOHHOCIAIO, KOHTPOJIUPAHO C
aKTHBHO BEILIECTBO MpoyuBane, cpaBHsaBao XGEVA cbc 301e1poHOBa KUCENUHA MTPU MAIUEHTH C
HOBOJIMATHOCTUIIUPAaH MHOXXECTBEH MHUEIIOM, ITpOoy4BaHe 4.

B ToBa npoyuBane, 1 718 nanueHT ¢ MHOXXECTBEH MUEIIOM U C TIOHE €[Ha KOCTHA JIe3Hs, ca
pannomusupanu aa noayyasaT 120 mg XGEVA noakoxxHo Ha Bceku 4 ceamunu (Q4W), unmu 4 mg
30JIeAPOHOBA KHUCETMHA HHTPaBEHO3HO (i.v.) Ha BceKH 4 ceAMUITH (KOPUTHPaHa 1032 CIIOPe.
0n0peunara pyukmmsi). 3MeprTen Ha MEPBUYHIS PE3yTaT € JOKa3BaHe Ha HE MO-MaJlka €(pUKACHOCT
Ha BPEMETO JI0 ITbpPBa M0sBa B IPOYYBAHETO Ha ChOUTHE, CBHP3aHO ¢ KocTHaTa cuctema (CCK), B
CpaBHEHHE ChC 30JICPOHOBA KUCENNHA. MI3MepuTennTe Ha BTOPUYHUTE PE3YJITATH BKITFOUBAT
MIPEBB3XOJICTBO HA BpeMeTo 1o mosiBa Ha TbpB0 CCK, mpeBB3X0CTBO HA BPEMETO 0 TOSBA HA ITEPBO
u cnenaimo CCK u o6mma npexussieMocT. Ch0uTHE, CBBP3aHO ¢ KOCTHATA CHCTEMa CE OIPEeIeis KaTo
BCSIKO €JIHO OT CIIHUTE: MaToNOTu4Ha (pakTypa (IpeluieHHa Uil HEeMPelUIeHHa), ThYeTepanus Ha
KOCTTa (BKIIOUUTEITHO YIIOTpeOa Ha paTioN30TOIH ), ONIepariisd Ha KOCTTa WM rphOHaYHO-MO3bYHA
KOMIIPECHSI.

B nBere rpymnu Ha npoyuBaHeTo, 54,5% OT mauMeHTUTE ca IUIAHUPAHU 33 ABTOJIOKHA TPAHCIUIAHTALMS
Ha nepudepHu KpsBHU cTBONOBH KiteTkn (PBSC), 95,8% oT mamueHTHTe ca N3M0I3BaAIN/ TNIAHUPAHA
Jla U3T0JI3BaT HOBO aHTUMHEIIOMHO CPEICTBO (HOBUTE TEPAIIUU BKJIIOYBAT OOPTE30MUO, JICHAIHIOMHU/T
WJIH TAJIMIOMU/) TIPH IIbpPBa JIMHUS Ha JiedeHue, a 60,7% ot nanuentute ca umanu npeaumzo CCK.
BposaTt Ha manueHTUTE B IBETE Ipynu Ha mpoyuBaHeTo ¢ ISS craauii I, craauii 11 u cranuii 111 npu
MOCTAaBSIHETO Ha quardHo3ara € cboTBeTHO 32,4%, 38,2%, u 29,3%.

Cpemausat 6poit Ha nmpunoxenuTe no3u ¢ 16 3a XGEVA u 15 3a 3omeapoHoBa KUCEIMHA.
Pesynrarute 3a eprkacHOCT OT MpoyyBaHe 4 ca npeacTaBeH Ha Gurypa 2 u radnuna 3.

®urypa 2. Kpusa na Kaplan-Meier 3a BpemeTo 10 nbpBo CCK npu nauuenTu ¢
HOBOJAMATHOCTHLIHMPAH MHOKeCTBeH MHeJIOM

[eHosymab 120 mg Q4W (N = 859)
3onenpoHoBa kucennHa 4 mg Q4W (N = 859)
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MeceL; oT npoy4BaHeTO
N = 6poit paHgOMU3NPaHM Y4aCTHULM
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Taéanna 3. PesyaraTn 3a epuxacHoct Ha XGEVA B cpaBHeHHe ChC 30J1eAPOHOBA KHCEJTHHA
NPU NANUEHTH ¢ HOBOIUATHOCTHIIMPAH MHOKeCTBEH MHEJI0M

XGEVA 3oaeapoHoBa
(N =859) KHCeJIMHA
(N =859)
IIspBo CCK
Bpoii Ha marMeHTUTE, KOUTO Ca UMAJIH 376 (43,8) 383 (44,6)
CCK (%)
Menunana Ha Bpemeto 10 CCK 22,8 (14,7; NE) 23,98 (16,56; 33,31)
(mecerm)
Koedunuent Ha puck (95% CI) 0,98 (0,85; 1,14)
II'npBo u caeapamo CCK
CpeneH Opoii chOUTHS/TIAIIUSHT 0,66 | 0,66
ChOTHOIIIEHHE HA KOSPUIINEHTUTE 1,01 (0,89; 1,15)
(95% CI)
YecToTa Ha cKelaeTHA 3a00€BaEMOCT 0,61 0,62
3a ToivHa
Ispso CCK niiu HCM
MezuaHa Ha BpeMeTo (Mecer) 22,14 (14,26; NE) | 21,32 (13,86; 29,7)
Koedunuent Ha puck (95% CI) 0,98 (0,85; 1,12)
ITbpBa TLYETEpPANNS HA KOCTTA
Koedunuent Ha puck (95% CI) ‘ 0,78 (0,53; 1,14)
O0ma npexuBsieMoCT
Koedwuuuent Ha puck (95% CI) ‘ 0,90 (0,70; 1,16)

NE = ue e ouennmo
HCM = xunepkanuemMust B pe3yJTaT Ha 3JI0Ka4eCTBEHO 3a00JIsIBaHe

Knunnana ed)I/IKaCHOCT u 0e30MacHOCT OpH Bb3PAaCTHHU W IOHOIIH CHC 3aBbPIICHO CKCJICTHO PA3BUTHC
C TUTAHTOKJICTHYCH TYMOP HAa KOCTTa

bezonacHocTTa 1 epukacHocTTa Ha XGEVA e n3cieaHa B 1B OTKPUTH KIMHUYHU U3MTUTBAHUS
(aza Il c enHO pamo (TIpoyduBaHus 5 U 6), BKIIOYBANTY 554 MAIMEHTH C TUTAHTOKJICTHUCH TYMOP Ha
KOCTTa, KOWTO € HeonepaOuIICH WK IIPpU KOMTO omnepanusTa Ou Ouiia CBbp3aHa ¢ TeKKa
3200J1eBaEMOCT, U MPOCIICKTUBHO, MHOTOIIEHTPOBO, OTKPUTO mpoyuBaHe ¢aza [V (mpoyusane 7),
MPEIOCTABAIIO ABITOCPOUHO MIPOCiesIBaHe Ha 0€301MacHOCTTa PH MAIIMEHTUTE, KOUTO Ca 3aBbPIIHIH
npoyuBane 6. [laruentute monyuyasat 120 mg XGEVA nonko»xHo Bceku 4 ceIMUITM C HATOBAapBaIla
no3a ot 120 mg na aen 8 u 15. [Tauuenture, kouto ca npekparuiu XGEVA, cien ToBa Bnu3aT BbB
(hazara Ha mpocnenaBaHe Ha Oe3omacHOCTTa 3a Hal-Manko 60 mecena. [ToBropHo neuenne ¢ XGEVA
TIPH POCIICITBAHETO Ha 0€30ITaCHOCTTA € MTO3BOJICHO 3a MAIMEHTUTE, KOUTO ITEPBOHAYAIHO MTOKA3BAT
otrroBop kbM XGEVA (Hamp. B ciyyaii Ha penuauBHApanio 3a00IsBaHe).

IIpoyuBane 5 BkirouBa 37 BB3pACTHU HMAITUSHTH ¢ XUCTOJIOTUYIHO ITOTBBPICH HEOTICPAOMICH HITH
pEeIUAMBHpAILl TUTAHTOKJICTHYCH TYMOD Ha KocTTa. I3MEpUTENIAT Ha OCHOBHUS PE3yJITaT Ha
W3MUTBAHETO € YECTOTaTa Ha OTrOBOP, NeuHUpaH KaTo nmone 90% enMMUHUpaHEe HA TUTAHTCKUTE
KIIETKH CTIPSIMO U3XOHOTO HUBO (WM ITBJIHO ETMMHHHAPAHE HA TUTAHTCKUATE KIETKH B CIIyYanTe,
KOI'aTO TUTaHTCKUTE KJIETKU MPECTaBIABAT < 5% OT TYMOPHHTE KJICTKH) WM JIUIICATa Ha TPOTPECHs
Ha IIeJIeBaTa JIe3Usl Ype3 peHTreHorpadCcKu U3MepBaHus, KOraTo HsMa HAJTMYHU XUCTONATOIOT MUHU
uscnensanus. OT 35-Te malnueHTH, BKIIIOYCHN B aHanu3a 3a edukacHocT, 85,7% (95% Cl: 69,7, 95,2)
ca IMaJi TepareBTudYeH oTroBop KM JeueHnero ¢ XGEVA. Benuknte 20 manmenTn (100%) ¢
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XHCTOJIOTMYHH OLIEHKH OTTOBApPSIT Ha KpUTEepHUUTE 3a oTroBop. OT ocTaHanuTe 15 manuenTty, npu
10 (67%) pentrenorpad)ckuTe H3MEpBaHUs HE MOKa3BaT IPOTPECUs Ha TIPUIICTHATA JIE3HsL.

IIpoyuBane 6 BKiIrOYBa 535 BB3pACTHU WJIU IOHOIIN ChC 3aBBPIICHO CKEICTHO PAa3BUTHE C
TUTaHTOKJIEThUEH TyMOp Ha KocTTa. OT Te3n nanueHTH 28 ca Ha Bb3pacT 12 - 17 ronunn. [lammentrre
ca pa3mpeeIeH! B €IHa OT TPU KOXOPTH: KOXopTa | BKITIOYBA MAITUEHTH C XUPYPTHIHO
HEBB3CTAHOBUMO 3a00JIsABaHe (HAIP. CAaKpallHU, TPHOHAYHYN WIIM MHOKECTBEHH JIC3HH, BKITFOUHTEITHO
0enoIpoOHM METacTa3u); KOXOpTa 2 BKIIFOYBA MAIMEHTH C XUPYPIHYHO Bh3CTAHOBUMO 3a00JIBaHE,
YUATO TIAHUPaHA ONEPAIHs C€ CBbP3Ba ¢ TeXKa 3a0oeBacMOCT (Hamp. pe3eKIns Ha CTaBa,
aMITyTaIrusl Ha KpaHHUK WITA XEMHUTICIBEKTOMHES ); KOXOPTa 3 BKIIFOUBA MAIMEHTH, YIACTBAIH IIPEIH
TOBa B MPOYYBaHE 5 U MPEMUHABAT B TOBa npoyuBane. OCHOBHATA e € J1a Ce OlleHH NMPOoQUIbT HA
0e301MacHOCT Ha JIEHO3yMal MpH MAIUeHTH C TUTAHTOKJIEThYEH TYMOp Ha KocTTa. 3Mepurenure Ha
BTOPHYHHUTE PE3yJITATH Ha MPOYYBAHETO BKIIOYBAT BpEME JI0 IIporpechs Ha 3a00siBaHETO (BB3
OCHOBA Ha OIICHKA Ha M3CJIeJIOBATENsI) 32 KOXOpTa | W Jisjia Ha malMeHTuTe 0e3 KakBaTo u Ja Ouio
oreparys Ha Mecell 6 3a KoxopTa 2.

B xoxopta 1 npu okonuatennus ananus npu 28 ot 260 nexyBanu nanuentH (10,8%) ce Habmronasa
nporpecus Ha 3a0ossBaHeTo. B koxopta 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) naruenTtu ¢
BB3MOKHOCT 3a OIleHKa, JiekyBaHu ¢ XGEV A, He ca mojyio)keHu Ha onepanus 10 meceil 6. Ot

239 nmanueHTy B KOXOpTa 2, ¢ MACTO Ha M3XOHATA IIeJIeBa JIC3US WIIM MSACTO Ha JIE3Us B IPOYYBAHETO
U3BBH OenuTe ApoOOBe MM MEKUTE ThKaHU, py o0mo 82 yyactaunu (34,3%) e u3bernara onepauus
o BpeMe Ha npoyuBaHeTo. Karo 1msito, pe3yaratute 3a epuKacHOCTTa PH IOHOIIHU ChC 3aBBPIIECHO
CKEJIETHO pa3BUTHE Ca CXOJIHU C HAOJI0/JaBAHUTE MTPH BH3PACTHU.

B npoyuBane 7 ca BKJIIOYEHH 85 BB3paCTHU MALIMEHTH, KOUTO MPEAU TOBA Ca YYaCTBAIM U ca
3aBBPIIMIN MpoydBaHe 6. Ha manueHTHTE € pa3pemnieHo a moiydaBar jJeueHue ¢ qeHo3ymad 3a [KTK
¥ BCHYKH MAI[MEHTH ca MMpocieneHu 3a 5 roanan. OCHOBHATA IIEN € /1a e OIeHH MPOo(UIThT Ha
0e30macHOCT Ha IeH03yMal B IBITOCPOUYCH TUIAH MTPH NAMEHTH C TUTAHTOKIIETHYECH TYMOP Ha KOCTTA.

Edexr Bppxy Ooskara

[Ipu oxoHUATEIHUS aHATTU3 HA KOXOPTH | 1 2 KOMOMHHMpaHU, KIMHUYHO 3HAYMMO HaMallsiBaHe Ha Hali-
cwrHaTa 0orka (T.e. > 2 TOYKH HaMaJsiBaHe OT U3XOJIHOTO HHUBO) € choOmeHo mpu 30,8% oT
MAIMEHTUTE C PHCK (T.€. Te3H, KOUTO UMAT CKOp 32 Hal-CHIIHA O0siKa > 2 Ha U3XOJHO HIUBO) B pAMKHTE
Ha 1 cenMuIa ot JieueHueTo u > 50% na cenmuna 5. Te3u nmomoOpeHus Ha OoJiKaTa ca ce 3ana3uin
MIPH BCUYKH CIIEIBAIIH OI[EHKH.

HGZ[I/IaTDI/I‘-IHa TIOIyJIanus

EBpomneiickara areHnus 1o JekapcTBaTa 0OCBOOOKIaBa OT 3aIbJDKEHUETO 32 MPEJIOCTaBsIHE Ha
pesyatarure oT npoyuBanusTa ¢ XGEVA BbB BCHUKHM MOATPYNH HA MTeTUATPUYHATA TOIMYJIAIMS TPU
MPeI0TBpaTsIBaHEe HA ChOUTHSI, CBbP3aHU C KOCTHATA CUCTEMa IPH MAIUEHTH C KOCTHU METacTas3u U
MOJITPYTIH Ha TeIUaTPUIHATA TTOMyJaIFs Ha BB3pacT 1o 12 roIuHU MpH JIeYeHne Ha
TUTAHTOKJIETHUCH TyMOp Ha KOCTTa (BXK. TouKa 4.2 3a nH(OpMaIis OTHOCHO yroTpeda B
NeANATPUATA).

B mpoyusane 6, XGEVA e oneHsiBaH npu NOATpyIa OT 28 ManyueHTH B IOHOIIEeCKa Bh3pacT (Ha
BB3pactT 13-17 ronuHu) ¢ TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa, KOUTO Ca TIOCTUTHAIIU CKeJIeTHA
3psUIOCT, ONpeAeieHa OT HAIMYMETO Ha Hai-Malko 1 3psiia Abira KocT (Hamp. 3aTBOpeHa enudu3apHa
pacTexHa IJI0YKa Ha paMEeHHAaTa KOCT) U TEIeCHO Teruio > 45 kr. [Ipu eanH manueHT B IOHOIIECKa
BB3PACT C XUPYPrUIHO HEBB3CTaHOBHUMO 3a0omsaBaHe (N = 14) ce HaOI0qaBa pEUINB Ha
3a00JIsIBAHETO TI0 BpeMe Ha MbpBOHAYATIHOTO JieueHue. [Ipu TpuHazecet ot 14-Te mamueHTH ¢
XUPYPTUYHO HEBB3CTAaHOBUMO 3a00JIsIBaHe, YMATO IUIAHWPAaHA XUPYPIUYHA ONEpalys ce CBbP3Ba C
TeXKa 3a00J1eBacMOCT, HE € HalpaBeHa omepanus 10 Mecelr 6.
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5.2 dapmakoKHHETHYHHU CBOHCTBA
AOGcopOrtus
Crnenn mOIKOKHO TIPUIIOKEHNE, OMOHATNIHOCTTA € 62%.

Buorpancdhopmarusg

Karo ectecTBeH UMYyHOTTIOOYJIHH, IEHO3yMa0 ChAbpPkKA CAMO AMUHOKHCEIIMHH U BBIIIEXUAPATH U €
MAaJIKO BEPOSATHO Ja ObJie eTMMUHUPAH upe3 depHoapoOeH MeTabomu3bM. O4aKBa ce HETOBHST
MCTa6OJII/IST)M " CJIMMUHHUPAHC [a CJICABAT IbTUII[aTa HAa KIIMPBHC HA I/IMyHOFHO6yHI/IHI/ITC, BOACHINU OO
pasrpakJiaHe 10 MaJKU MEeNTUAN U OTACITHA aMUHOKUCEIINHY.

EnumuHupane

IIpu nanueHTH ¢ HampeaHaN paK, KOUTO ca IOJy4yaBajld MHOTOKpaTHU 1034 oT 120 mg Ha Bceku

4 cemmuru ce HaOIrOAaBa MPUOIM3UTETHO 2-KPAaTHO YBEJIMYaBaHe Ha CEPYMHHUTE KOHIICHTPAINH Ha
JIeHo3yMab U CTallMOHAPHO CHhCTOSTHHUE Ce I0CTHra 3a 6 Mecella, KOeTO ChOTBETCTBA Ha HE3aBUCHUMA OT
BpeMeTo papMakokuHeTHKa. [Ipy manueHTr ¢ MHOXKECTBEH MHEIIOM, KOUTO ca rmomydaBanu 120 mg Ha
BCEKHU 4 ceMHIIM, MeIMaHaTa Ha Hall-HUCKUTE HUBA BapHupa ¢ Mo-Majiko oT 8% Mexay 6-us u

12-us meceu. [Ipy nanueHTH ¢ TMTAHTOKJIEThUEH TYMOP Ha KOCTTa, KOUTO ca rnony4asanu 120 mg Ha
BCEKHU 4 CeJMHIIY C HaTOBapBaIia 103a Ha 8-MU U 15-TU J1eH, CTallMOHAPHH HUBA Ca JOCTUTHATH B
paMKHUTE Ha ITbPBUS MECEI OT JieueHueTo. Mexay 9-ta u 49-ta ceamuiia, MeJMaHaTa Ha HAl-HUCKUTE
HUBA Bapupa ¢ mo-Manko ot 9%. [Ipu manuenTn, KOUTO ca MpeyCTaHOBWIN j03aTta oT 120 mg Ha
BCEKHU 4 CEMMIIU, CPEAHHUAT TOMYKUBOT € 28 nHu (rpanui 14 no 55 nun).

HOHy.HaHI/IOHCH @apMaKOKI/IHeTI/I‘-IeH aHaJIM3 HE IMMOKa3Ba KJIMHUYHO 3HAYMMHU IPOMCHH B CUCTEMHATAa
€KCITO3UIIMS Ha IeHO3yMal B CTAllMOHAPHO CHhCTOSIHUE MO OTHOIIEHHE Ha Bh3pacT (18 no 87 rogunm),
paca/eTHHYEeCKH POU3X0/[ (M3CICABAHN Ca YEPHOKOXKH, C UCIAHCKU MPOU3XOJ, a3UaTLH U OeJIH), [0
WK BUJ HA COJIUIHUA TyMOpP, UJIN MMAOUEHTU C MHOXKECTBECH MUCIIOM. IloBumiaBaHeTo Ha TEIECHOTO
TErJ10 € OUJI0 CBBbP3aHO C HaMaJsIBaHE Ha CUCTEMHaTa ekcro3unus u oopatHo. [Ipomenure He ca
CUETEHH 3a KIIMHUYHO 3HAYUMH, THH KaTo hapMakoAnHaAMUYHUTE eeKTH, Oa3upaHu Ha MapKepuTe 3a
KOCTHa 0OMsiHa, ca MOCTOSHHY IIPY IINPOKHU IPAHULY HA TEJIECHO TETJIO.

JInHeiHOCT/HEMMHENHOCT

Jeno3ymab nokaspa HellMHeHHa (apMaKOKHHETHKA ITPH J03W B IIHPOK JI030B TUANA30H, HO
HOBUIIIABaHE Ha €KCIIO3UIUATA, KOETO € MPUOIN3UTEIHO HIPOIOPLUOHATIHO Ha J103aTa, IIPU 103U OT
60 mg (v 1 mg/kg) u mo-Bucoku. HennueitHocTTa BEpOSATHO € B pe3yJiTaT Ha HACHIIAEM,
TapreTHO-MEUUpPaH BT Ha eIMMUHUPAHE, KOHTO € OT 3HaUYCHUE NIPU HUCKH KOHIICHTPAIINH.

B’B6DG‘{HO YBPCKAAHE

[Ipu nmpoyuBanus Ha neHO3yMab (60 Mg, N = 55 u 120 mg, n = 32) npu nanuedTn 6e3 HarpeaHal pax,
HO C pa3JInvHa CTeTeH Ha ObOpevHa QyHKIMS, BKIIOUYUTEIHO U AlMEHTH Ha AUaIN3a, CTEIICHTa Ha
O0BOpedHO yBpeKIAaHe HE TOBIMsABA (hapMaKOKMHETHKATA Ha IEHO3yMal; Taka ue He ce U3MCKBa
KOpHUTHpaHE Ha J103aTa Ipu 060pedHo yBpekaane. HaMa HeoOX0IuMOCT OT MOHHTOPHpPAHE Ha
0b0OpeuHara ¢yHkius npu npuwiarane Ha XGEVA.

YepHoAPOOHO YBpEXKIAHE

He e npoBexaano criennpuIHO IpOyYBaHEe MPH MAIUSHTH ¢ YePHOAPOOHO yBpexkaane. KaTo 1suio
MOHOKIIOHAJTHUTE aHTUTEIa HE Ce SIIMMHHUPAT MOCPEACTBOM YepHOIPOoOeH MeTabomu3bpM. He ce
odJakBa (hapMaKOKMHETHKATa Ha JeHo3yMab 1a ObJie TIOBIUSIHA OT YePHOIPOOHO YBPEKIaHe.
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CTapquKa BB3pacT

He ca nabmonaBanu pa3inuku B 0€30MacHOCTTa M e(hUKACHOCTTA MEXy MAIlHEHTH B CTapyecKa
BB3PACT U MO-Mianu nanuentd. Konrponupanu knuandan npoyusanus ¢ XGEVA npu nauuentu na
BB3PACT HaJA 65 TOIUHM C HAIPEAHAIN 3I0Ka4eCTBEHHU 3a00JIsIBaHUS, 3acsrally KOCTHTE, ca MOKa3alu
cxozHa e(puKacHOCT U 0€30MacHOCT IIPU MO-Bb3PACTHHU U IPH NMO-MiIaau nanueHTu. He ce Hanara
KOpHUTHpaHe Ha J03aTa MpHY MallueHTH B CTapyecKa Bb3PacT.

IlennaTpryna momyamus

[Ipu roHOIIM CHC 3aBBPIICHO CKEJIETHO pa3BUTHE (Ha Bb3pacT 12 - 17 roguHM) ¢ THTaHTOKIJIEThueH
TyMOp Ha KOCTTa, moxy4aBainu 120 mg Bceku 4 ceMUIU ¢ HATOBapBalia f03a Ha THU 8 u 15,
(hapMakOKMHETHKaTa Ha IeH03yMab e CXOHa C Ta3H, HaOIroJaBaHa P Bb3PAaCTHU MAITUEHTH C
TUTAHTOKJIETHYECH TyMOpP Ha KOCTTA.

5.3 IlpeakJMHUYHHU JAHHHU 32 0€30MACHOCT

Tbit KaTo OMOJIOTHYHATA AKTHBHOCT Ha JICHO3yMal MPH )KUBOTHH € crienu(uyHa 3a HEYOBEKOIOJOOHU
IpUMarTy, 3a OLIEHKa Ha (hapMaKOJUHAMUYHHUTE CBOMCTBA Ha JCHO3yMal Ipy MOAENN Ha IPU3ayu ce
MIPaBH OIIEHKa Ha TeHHOo Moxeiupanu (knockout) MuIky wimu ce W3MoN3BaT APyTH OMOIOTHIHI
unaxuobutopu Ha RANK/RANKL mw1s, kato OPG-Fc 1 RANK-Fc.

[Ipu Myt MoIeTM Ha KOCTHH METACTa3! Ha pak Ha I'bpJaTa MPH YOBEKa, TIOJOKUTEIIEH H
OTpHIIATEJICH 32 ECTPOTEHEH PEIENTOP, PaK Ha IMpocTaTtaTa U HeAPECOHOKIETHYCH PaK Ha Oeus Apoo,
OPG-Fc HaMansiBa OCTCOIUTUIHHTE, OCTEOOIACTHUTE U OCTCOTMTHYHUTE/OCTEOOIACTHUTE JIC3UH,
3a0aBsi popmupaneTo Ha de NOVO KOCTHH MeTacTa3 U HamalsiBa pacTeka Ha KOoCTHHs Tymop. Korato
npu Te3u moaenn OPG-Fc ce komOnHupa ¢ XopMOHaTHa Tepanys (TaMOKCH(EeH) NN XUMHOTEePaIus
(morerakcen), ce HaOJIO1aBa JOMBIHUTEIIHO HHXUOUPAHE HA PacTeka Ha KOCTHHUS TYMOP ChOTBETHO
MIPH PaK Ha IbpJaTa, npocraTara win oenus npo6. [Ipu Mui Moen Ha UHAYIIUpaHEe Ha TYMOD Ha
MiedHara xie3a, RANK-Fc namansBa XopMOH-HHIyTHpaHaTa Ipoaudepans B eIuTena Ha
MJIEUHATA *kJie3a U 3a0aBsi 00pa3yBaHETO HA TYMOD.

CranzapTHH TECTOBE 3a M3CJI€IBaHE HA TEHOTOKCUYHUS IMOTEHIMAJ HA IeHO3yMal He ca OLECHSBAHU,
THH KaTO HE ca MIPUII0KHUMHU IIPH Ta3u MoJieKyJa. Ilopaay cBoeTo ecTecTBO € MaJIKO BEPOATHO
JeHO3yMab Jia MpUTeKaBa HAKaKBa TEHOTOKCUYHOCT.

KaHHepOTGHHI/IHT IIOTCHIIMAJ Ha )ICHO3YMa6 HE € OIICHABAH B ABJII'OCPOYHU IPOYUBAHUA ITIPU
JKHUBOTHH.

B npoy4BaHus 3a TOKCHYHOCT MPH €THOKPATHO W MHOTOKPATHO TpWJiIaraHe MpH IbJITOO0TAIaTH
Makary, J03uTe Ha IeH03yMab, BoAemu OT 2,7 10 15 mbTH Mo-rojisiMa CUCTEMHA €KCIIO3HIINS,
OTKOJIKOTO MPENOPBhUYUTENIHATA J]03a [IPH X0pa, HAMAT ePEeKT BbPXY ChPICYHO-ChI0BaTa (PU3HUOIIOTHS,
(hepTunMTETa IPU MBKKHTE WK )KEHCKUTE, U HE TIOKa3BaT CHeIM(HIHA TOKCHYHOCT Ha TApTeTHU
Opranm.

B npoy4BaHe npu AbAroonaniaTi Makaiy, Ha KOUTO € IPUJIOKEH JIeHO3yMab 1Mo BpeMe Ha Ieproia,
S€KBUBAJICHTCH Ha IIHPBUS TPUMECTHP Ha OPEMEHHOCT, JIO3UTE Ha JCHO3YMa0, BOJICTH 10 9 mbTH
MO-TOJIIMA CHCTEMHA €KCIIO3HIIHSI, OTKOJIKOTO TIPETIOPHUNTEIHATA 103 TIPHU X0pa, HE HHITYITUPAT
TOKCHUYHOCT MpH MaliKkaTa WU YBPEeKIaHe Ha (eTyca 1o BpeMe Ha MepHojl, CKBUBAJIICHTCH Ha THPBUS
TPUMECTBP, BBIIPEKHU Ue (eTaTHUTE TUM(PHHU BH3ITH HE Ca M3CIICABAHM.

B apyro npoyuBaHe npu ABATOONANIATH MaKalll, HA KOUTO € IPUJIOKEH JeH03yMal Mo BpeMe Ha
OpEMEHHOCT NPH CUCTEMHA €KCTIO3UIHs, 12 MbTH O-BUCOKA OT Jj03aTa IIPH X0pa, € HaOJI0JaBaHo
IIOBHUIIIaBaHE HA MBPTBUTE PAXKIAHUS U IOCTHATAJIHATa CMBPTHOCT; HAPYIIEH KOCTEH PACTEX, BOAEI
JI0 HaMaJIeHa 37JpaBMHa Ha KOCTHUTE, IIOHI)KEHA XeMaToI0e3a ¥ HENPaBUIIHO MOApEXAaHe Ha 3bOUTE;
nurica Ha nepudepHn TMMGHH BB3NIK U 3a0aBeH HeoHaTaleH pactex. He e ycTaHoBeHO HUBO, IpH
KOETO ce HabJI0AaBaT HEeXEJIaH! PEIpPOLyKTUBHY e(heKTH. 6 Mecena ciell paxIaHeTo, IPOMEHHUTE
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CBBP3aHH C KOCTUTE Ca MOKa3aiu 0OpaTHO pa3BUTHE U HE € HAOI0[aBaH e(peKT BbPXy MOHMKBAHETO
Ha 3p0uTe. EdextuTe BEpXY MTUMGHUTE BB3IH U HEMPABUIHOTO MOIPEKIaHe Ha 360UTe 0Oaue
NEepCUCTUPAT U € HAaOJIoJaBaHa MUHUMAJTHA JI0 YMEPEeHA MUHEPAIU3alisl B MHOTO ThKaHH MPU €THO
JKUBOTHO (BpPB3Ka C JICUCHUETO HE € ycTaHOBeHa). HaMa JaHHM 3a yBpeklaHEe Ha MaiikaTa Ipeau
paXIaHeTO; HeXKENaH! eeKTH NMPU MallkaTa Bh3HUKBAT HEUECTO M0 BpeMe Ha paXKIaHETo.
PazpuTneTo Ha MalluMHaTa MJI€YHA XKJI€3a € HOPMaJHO.

IIpu npeKIMHUYHY NPOYYBAHUS 3@ KAYECTBO HA KOCTUTE MPU MaMyHH Ha J(bITOCPOYHO JEUYECHUE C
JIeH03yMal, HaMaIsIBaHETO Ha KOCTHHS OOMEH Ce CBbP3Ba C IIOBHILABAHE HA 3[]paBUHATA HA KOCTUTE U
C HOpMaJlHa KOCTHA XUCTOJOTHS.

[Ipu MBxKKM MUIIKH, TeHHO Moaenupanu 1a excrpecupaT huRANKL (knock-in mumiku), kouto ca
OmIH MOITTOKEHH Ha TPAHCKOPTUKAITHA (pakTypa, AeHO3yMa0 3a0aBs OTCTPaHIBAHETO HA XPYIIsia U
peMoeIupaHeTo Ha Kalyca Ha MACTOTO Ha ()paKkTypaTa B CpaBHEHHE C KOHTPOIIUTE, HO
OroMexaHWYHaTa 3[paBUHA HE € Oujla 3acerHaTta HeOnaronpusITHO.

[Ipu npenknuanann npoyusBanus, knockout mumkn 6e3 RANK nnn RANKL ca nvanm nunca Ha
JIaKTalMs MOopajy MOATHCKAHE Ha Ch3PSIBAaHETO Ha MIIeYHaTa *kJie3a (JIoOyJi0-aJBeoapHOTO pa3BUTHE
Ha KJIe3aTa 1o BpeMe Ha OpeMEHHOCTTA) M ca MTOKa3aly HapyIleHne B 00pa3yBaHETO Ha JTUMQPHU
B3, HoBoponern RANK/RANKL knockout Mutiiku ca geMOHCTpHpamy HAMaJICHO TEJIECHO TETJIO0,
MOHM)KEH KOCTEH PacTeX, M3MEHEHUE B PACTE:KHHUTE IUIOYKH U JIMTICa Ha MpoOuB Ha 360u. Hamanen
KOCTEH PacTexX, U3MEHEHHNE B PACTeKHUTE TUIOYKH U JIMIICA Ha MPOOUB HA 350U ca HaOIr01aBaHU U
TIPH MPOYYBAHUS BEPXY HOBOPOJCHHU ILTbXO0BE ¢ puitoskeHn RANKL HHXHOUTOPH U T€3U IPOMEHH
ca Omm 9acTUYHO 00paTUMH, Koraro npuiokenneto Ha RANKL naxuburopa e 6uio
npeycranoBeHo. [logpacTamy npuMaTH, Ha KOUTO € puiarad qeHo3ymab 2,7 u 15 neTe Hax
knuHmgHaTa ekcrio3uims (10 u 50 mg/kg mo3a), mMar HapyIIeHHe B pacTexKHUTe MIo4Kku. [lopamu
TOBa, JICUEHHETO C IEHO3yMad MOJKe /1a HapyIIi KOCTHHS PACTEX IMPH Jella C OTBOPEHU PACTEKHU
TUTOYKH ¥ MOJKE J]a TOTUCHE poOuBa Ha 3b0UTE.

6. OAPMAIEBTUYHU JAHHU
6.1 Cnucbk Ha NOMOILIHHUTE BellecTBA

DnakoH

Jlenena ouerHa KuceauHa*

Hatpues xunpokcnn (3a kopexmwst Ha Ph)*

Copouron (E420)

[omucopbar 20

Bopa 3a unxexuun

* IIpu cMecBaHe Ha OLIETHA KHUCEIIMHA ¢ HATPUEB XUAPOKCHU] ce 00pa3yBa anerateH Oydep.

[IpeaBapUTENHO HABIHEHA CIPUHIIOBKA

Jlenena oneTHa kucenuHa™

Hatpues xunpokcun (3a kopekius Ha Ph)*

Copburon (E420)

L-pennnamannnt

IMonucop6ar 20

Bopa 3a urxexuun

* TIpu cMecBaHe Ha OIETHA KUCEIMHA C HATPHEB XUIPOKCH] ce 00pa3yBa arietaTeH Oydep

+ Camo B e1HOT030Ba IPEIBAPUTEITHO HAITBJIHEHATA CIIPHHIIOBKA, ChIabprkamia 120 mg nenozymad B
1,0 ml paztBOp

6.2 HecbBMECTHMOCTH

[Ipu nunca Ha MpoyYBaHHS 32 HECHBMECTUMOCTH, TO3HU JICKAPCTBEH MPOYKT HE TPSOBA J1a CE CMECBa C
JPYTH JEKapCTBEHH MPOIYKTH.
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6.3 Cpok Ha rogHocT

DdaakoH
4 roquHU.

IIpenBapuTeIHO HAITBIHEHA CIIPUHIIOBKA
3 roauHu.

Crnen xato ce n3Baam oT xnaamianka, XGEVA Moxe n1a ce cbxpaHsaBa Ha CTaifHa TeMriepaTrypa (1o
25 °C) no 30 mHU B OpUTHHAITHATA OMAKOBKA, J]a HE CE IMOCTaBs 00paTHO B XJaauiHuKa. Tol TpsOBa
Jla ce U3MO0JI3Ba B paMKUTE Ha To3U 30-THEBEH MEPUO/.

6.4 CnenmnaJjHH ycJI0BHUS HA CbXpaHeHHUe

Ia ce cpxpanssa B xnaamwiHuk (2°C — 8°C).

a He ce 3ampassiBa.

CoxpaHnsiBaiiTe (1akoHa WM MPEIBAPUTEITHO HATbIHEHATa CIPUHIIOBKA B KAPTOHEHATA OMaKOBKa, 32
Jla ce Tpe/ra3y OT CBETINHA.

6.5 Bwuxu chabpkaHNe HA ONAKOBKATA

DnakoH
1,7 ml pa3TBOp BBB (JIIaKOH 3a eMHOKpaTHA yrmoTpeda (cThKII0 THIl 1) che 3amymianka (eractToMep
MOKPUT ¢ (prryopornonumep) u o0kaTka (alyMHHHI) ¢ OTYYIBAIIO Ce Kamaye.

OTmakoBKY TI0 €IUH, TPU WM YeTUPH (PI1akoHa.

[penBapurenHo HaobJAHEHA COPHUHIIOBKA

1 ml pa3TBOp B mpeaBapUTETHO HATBJIHEHA CITPUHIIOBKA 32 €IHOKpATHA yroTpeda ot cThkiio Tl I ¢
OyTtano (OpoMOYTHUIIOB eacTOMEp) U Uriia OT HepbKaaema ctoMana 27 G ¢ aBTOMaTHYCH
NpeAna3uTes Ha UriaTa.

OnakoBKY 10 €[1Ha, TPH WM YETUPH NPEIBAPUTETHO HAIIBJIHEHU CIIPUHLIOBKH C IPEAINIa3uTes Ha
uTJaTa.

He Bcnukn BHUIOBC OIMAKOBKKU MOraT ga 6’I)IlaT ITyCHATH Ha I1a3apa.

6.6 Chenmnajnu npeanasHu MePKHU NPH U3XBBPJIsiHE U padoTa

o Kapronenara onakoBka ChIbpiKa JIUCTOBKA C IIBIHUTE YKa3aHUs 3a ynorpebda u padoTa ¢
IPOLYKTA.
. [Ipenu npunoxenne, pa3tBopbT XGEVA TpsiOBa na ce nmpoBepu BU3yaiHo. Pa3TBopbT MOXe /1a

CBIIbpKa CJICAN OT MPO3pavHy J0 Oenr NPOTEHHOBH YacTUlM. He HHKeKTHpaiTe pa3TBopa, ako
€ MBTEH, C IPOMEHEH LBAT WU aKO ChIIbPKa MHOT'O YACTULIX UJIH Yy>KIHA BUIUMHU YaCTULIU.

. He pasknamaiire.

J 3a na ce nzberHe JUCKOMQOPT Ha MSCTOTO HAa MHKEKTHPaHE, OCcTaBeTe (h1akoHa Win
HpeBapUTEITHO HAIThJIHEHATA CIIPUHIIOBKA JIa IOCTUTHAT cTaiiHa Temmepatypa (o 25 °C)
Ipeay HHKEKTUPaHe U NH)KEKTUpaiite 6aBHO.

o TpsOBa 1a ce MHKEKTUPA IISIIOTO ChIbpiKaHKe Ha (DIaKOHA WM TPEIBAPUTEITHO HAITBIHEHATA
CIPUHIIOBKA.

. Axko u3nosn3Bare ¢UiakoHa, 3a MpHJIarane Ha JicHo3yMa0 ce npenopbua uria 27 G.

o Urnara He TpsOBa Aa ce BbBEX/a MOBTOPHO BHB (prakoHa.

HewnzmomsBanusT nekapcTBEH NMPOIYKT WM OTIAIFUHUATE MaTepPHaIN OT HETO TPSOBa /1a Ce U3XBBHPIIAT
B CHOTBETCTBUE C MECTHUTE M3WCKBAHUS.
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7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/11/703/001
EU/1/11/703/002
EU/1/11/703/003
EU/1/11/703/004
EU/1/11/703/005
EU/1/11/703/006

9. JATA HA ITBbPBO PASPEINABAHE/IIOJHOBSABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[Hara Ha mepBo paszpemasane: 13 romu 2011 r
Jara Ha nmocneaHo noaHoBsiBaHe: 4 anpun 2016 T

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

IToapo6Ha mHGOpMAITHS 32 TO3W JIEKAPCTBEH MPOAYKT € IIpeIocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus no Jiekapcraata http://www.ema.europa.eu/.
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MPWJIOKEHME I
MPOU3BOJUTEJN HA BUOJIOTMYHO AKTUBHOTO BEILECTBO U
MPOU3BOIUTEJN, OTTOBOPHU 3A OCBOBOYKIABAHE HA
MAPTUIU

YCJIOBHUS WJIN OTPAHUYEHUS 3A TJOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA 1 UBNCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJIOBUSA NJIN OTPAHUYEHMNSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. TIPOU3BOIAUTEJIN HA BUOJOTUYHO AKTUBHOTO BEILIECTBO U
IMPOU3BOJUTEJIA, OTTOBOPHU 3A OCBOBOXJIABAHE HA TAPTUN

HwMe u aapec Ha IPOU3BOAUTEIUTE Ha OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Amgen Singapore Manufacturing
1 Tuas View Drive
Cunramyp 637026

Immunex Rhode Island Corporation
40 Technology Way

West Greenwich

Rhode Island, 02817

CAIIL

Me 1 aspec Ha IPOU3BOAUTENNTE, OTTOBOPHH 3a OCBOOOK/IaBaHE Ha IMAPTHIUTE

Amgen Europe B.V.
Minervum 7061,

4817 ZK Breda,
Hunepnannus

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Wpnannus
Amgen NV
Telecomlaan 5-7
1831 Diegem

benrus

ITeuaTHaTa TMCTOBKA Ha JIEKAPCTBEHUS MPOAYKT TPSOBA Aa ChIbPKAa UMETO U ajpeca Ha
MIPOU3BOANTEINSI, OTTOBOPEH 32 OCBOOOX/1aBaHETO HA ChOTBETHATA MAPTH/IA.

b. YCJIOBUS NN OI'PAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT NPOLYKT €€ OTIIyCKa [0 OTPaHMUYCHO JIeKapcKko npeanucanue (Bx. [Ipunoxenue I:
Kparka xapakTepucTiKa Ha NpoayKTa, Touka 4.2).

B. JAPYI'H YCJIOBUS U U3BUCKBAHMUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoauyHu aKkTyaan3upanm 1okjaaau 3a 6esonacuoct (ITAJ/IB)

M3uckBanmsTa 3a nogaBane Ha [TAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B CIIHICHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npensuaes B wi. 1078, ait. 7 ot

HupextuBa 2001/83/EO, 1 BbB BCHUKH CIIeIBAIIN aKTyaJIM3allH1, TyOJIHMKYBaHH Ha €BPONEHCKUS
ye0nopran 3a JiekapcTaa.
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r. YCJI0BUs NN OT'PAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA NPOAYKT

. ILnan 3a ynpasJjienue Ha pucka (ITYP)

[Ipurexatensat Ha pa3penieruero 3a ynorpeda ([IPY) tpsa6Ba qa u3BbpIBa U3UCKBAHUTE IEWHOCTH U
NIEHCTBHUSA, CBBP3aHU C TIPOCIIeIIBaHe Ha JIeKapcTBEeHATa 0€30IMacHOCT, ITOCOYCHH B ogooperws [1VP,
npeactaseH B Mosyn 1.8.2 Ha pa3pemienneTo 3a ynorpeda, KakTo M BbB BCHUYKH CIIEABAIIN OJOOPEHN
aktyanuzauuu Ha [TYP.

Axrtyanmsupa [1YP tpa6Ba na ce momasa:

° 1o uckaHe Ha EBpomneiickaTta areHius 1o JeKkapcTBara;

. BHHATH, KOTATO CE M3MEHS CUCTeMaTa 3a YIpaBJIeHUE Ha PUCKA, 0COOEHO B pE3yiTaT Ha
MoJTyyaBaHe Ha HOBa MH(GOPMAIHs, KOSATO MOXKE Ja JIOBEJIE 10 3HAUUMU MPOMEHU B
CHOTHOIIIEHUETO IT0JI33/PUCK, WITU CIIE/ JOCTUTaHEe Ha BaXKEH eTan (BbB BPB3Ka C MPOCeIsIBaHe
Ha JIeKapcTBeHaTa 0€301MacHOCT WITH CBEXIAaHE Ha PUCKa 0 MUHUMYM).

L I[OH'I)JIHHTCJIHI/I MEPKH 3a CBECKIAHEC HA PUCKA 10 MUHUMYM

[IPY Tps6Ba na ocurypu BbBEXKIaHETO HA HAIOMHSIIIA KapTa Ha MalieHTa OTHOCHO OCTEOHEKPO3a Ha
YeIoCTTa.
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IPUJIOKEHME II1

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. IAHHHA BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA HA ®JIAKOH

1. HNME HA JIEKAPCTBEHUS TPOAYKT

XGEVA 120 mg uHXEKIMOHEH Pa3TBOP
JleHo3yMab

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

Bceeku ¢makon cpappika 120 mg genosymab B 1,7 ml pazteop (70 mg/ml).

| 3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

Jlenena oreTHa KHceaMHA, HATPUEB XUApoKkcua, copoutoir (E420), momucopbat 20, Boaa 3a
NHXXCKIINHA.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHxexkuroHeH pa3TBop.

1 doakoH 3a eqHOKpaTHA yrioTpeoda.
3 (nakona 3a eqHOKpaTHA ymoTpeoa.
4 ¢akoHa 3a eTHOKpaTHA yIOTpeOa.

| 5.  HAYMH HA MMPUJIOKEHUE U MbT(MIIA) HA BbBEKJIAHE

[Ipenu ynorpeba npodereTe JUCTOBKATA.
TTokoXHO MPUIIOKEHUE
Ha He ce pa3kinania.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YUE JIEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JACHa.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXO/JNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

Jla ce cbxpaHsBa B XJIaIHITHUK.
[a He ce 3ampassiBa.
CoxpaHsiBaiiTe (iakoHa B KapTOHEHATa OMAKOBKa, 3a J]a Ce Mpe/a3y OT CBETIIHHA.

10. CHEIUAJIHU IIPEAIIASHU MEPKH NPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/11/703/001 —1 ¢pmaxor 3a eqHOKpaTHA yIIOTPEOa
EU/1/11/703/002 —4 ¢makoHa 3a eqHOKpaTHA yIIoTpeba
EU/1/11/703/003 —3 ¢hakoHa 3a eqHOKpaTHa yrnoTpeda

13. TAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

[Ipuero € ocHOBaHUE J1a HE ce BKJIOUM HHGopMallus Ha bpaitioa a30yka.

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAIICH UACHTH()HKATOP

‘ 18. YHUKAJIEH WIAEHTU®PUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JJIA CbABPKXAT MAJIKUTE EAUHUYHU
I'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HNME HA JIEKAPCTBEHUS NTPOAYKT U I'BT(MIIA) HA BBBEXKJIAHE

XGEVA 120 mg nHXeKIus
JieHo3yMab
S.C.

‘ 2. HAYUH HA TPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM WJIN EJJMHULIN

1,7 ml

| 6. JIPYTO
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA ITPEJABAPUTEJIHO HAITbJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

XGEVA 120 mg nHXeKIIMOHEH pa3TBOP B MIPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
JleHo3yMab

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIHIECTBO(A)

1,0 ml npeaBapuTENHO HATBJIHEHA CIIPHHIIOBKA Chabpka 120 mg aenozymad (120 mg/ml).

3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

Jlenena oreTHa KHceaMHA, HATpUEB XUIpokcua, copoutoi (E420), L-denmrananns, moaucopoar 20,
BOJA 3a MHXKCKIHUU. CT:»Z[T:»p)Ka q)eHI/IJ'IaHaHI/IH, BHJXTC JIMCTOBKATA 3a AOIIBJIHUTCIIHA I/IH(bOpMaHI/ISI.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHxexkuroHeH pa3TBop.

1 npeBapUTEIIHO HAITBJIHEHA CIIPUHIIOBKA 33 €HOKPATHA yIOoTpeda ¢ aBTOMATHYCH HPEa3uTes Ha
uriara.

3 mpenBapUTETHO HAITBIHEHN CIPUHIIOBKY 32 €THOKpaTHA yIoTpeda ¢ aBTOMATHYHH MPEANa3UTENH
Ha Uriara.

4 mpeBapUTEIHO HATBJIHEHH CITPHHIIOBKY 32 €IHOKPATHA YIIOTPeOa C aBTOMATHYHH TPEATa3UTEIH
Ha Urjiara.

| 5. HAYMH HA MMPIJIOKEHUE U MBT(MIIA) HA BBBEKJIAHE

[NonkoxHO IpUITOKEHNE
IIpenn ynmoTtpeba mpovereTe TUCTOBKATA.
Ha He ce pa3kinania.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET' A HA JIEITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACLa.

‘ 7. JAPYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUA, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

Jla ce cbxpaHsBa B XJIQAHITHUK.

[a He ce 3ampassiBa.

CobxpansiBaiiTe IpeIBapUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAaKOBKA, 32 Ja e
nmpeamnasy OT CBCTJIUHA.

10. CHELOHUAJIHU IPEANIASHU MEPKHU INPU U3XBDBHPJSIHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
Hunepnannus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/11/703/004 - 1 mpemBapuTeIHO HAITbIHEHA CIIPHHIIOBKA 33 €IHOKpATHA yIToTpeda ¢
ABTOMATHYEH MPE/NA3UTEN Ha UIlaTa
EU/1/11/703/005 - 3 mpeaBapuTe/IHO HAITBIHEHN CIIPUHIIOBKH 3a €HOKpaTHA yrnoTpeda ¢
ABTOMATHYEH MPEINa3nuTeN HA UTyTaTa
EU/1/11/703/006 - 4 mpenBapuTEeTHO HATBJIHECHN CIIPHHIIOBKH 3a €HOKpATHA yrmoTpeda ¢
ABTOMATHYCH MPE/NAa3UTEN HA UIJIaTa

13. TAPTUJAEH HOMEP

ITaptugen Ne

| 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIUS HA BPAMJIOBA A3BBYKA

XGEVA

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIFOYECH YHUKAIICH UACHTH(QHKATOP

33



18. YHHUKAJIEH UAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

IMPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA B BJINCTEP

‘ 1. HNME HA JIEKAPCTBEHUS TPOAYKT

XGEVA 120 mg nrkexus
JleHo3yMab

2. NME HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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MMUHUMYM JAHHHU, KOUTO TPABBA JJIA CbABPKXAT MAJIKUTE EIUHNYHU
I'bPBUYHU OITAKOBKH

ETUKET HA IPEIBAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA C IPEAITABUTEJI HA
HUI'JIATA

1. HNME HA JIEKAPCTBEHUS TPOAYKT U IBbT(MIIA) HA BBBEXJIAHE

XGEVA 120 mg umkexus
JeHo3ymab
S.C.

‘ 2. HAYUH HA TIPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, IHAPTUJEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJVMHULIN

1ml

| 6.  JPYIO
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b. IUCTOBKA
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JIncroBka: nuH(pOpMaLUA 32 IALHEHTA

XGEVA 120 mg uH:KeKIMOHEH Pa3TBOP
neHo3ymab (denosumab)

IIpoyeTeTe BHMMATEIHO LSJIATA JMCTOBKA, NIPeIH Aa 3all0YHeTe 1a U3I0J13BaTe TOBA

JIEKAPCTBO, Thil KATO THA ChAbPKa Ba:kHa 3a Bac undgopmanus.

- 3anaszere Ta3u IUCTOBKA. MoXKe J1a ce HAJIOXKH J1a 51 IPOYETETe OTHOBO.

- AKO UMare HIKaKBH JONMBIHATEIHA BBIPOCH, TTonuTaiite Bamms nekap, GapmaneBT wim
MEJIUIIMHCKA CeCTpa.

- ToBa nekapcTBo € npennucado JuyHo Ha Bac. He ro nmpeorcrenBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpEeIly, HE3aBUCHMO Ue TPU3HAIUTE Ha TSIXHOTO 3a00JIsABaHe ca ChIIMTE KaTo Bammre.

- AKO TIONTyuHTe HIKaKBH HEXEJIaHU peakilny, yBeaomeTe Bamus nekap, papmanent nim
MEIULMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOYKHH HEXKEIIAHU PEAKLIUH, HEOIIHCAHU B
Ta3W JIUCTOBKA. Bikre Touka 4.

- Bammsr nexap me Bu qane HamomMHsIIa KapTa Ha MalMeHTa, ChIbprKallla BayKHa WH(GOPMAITHS
BBB BpB3Ka ¢ 0€30I1aCHOCTTA, C KOSATO TPSOBA Ja ce 3aIo3HaeTe MPEAN U 10 BpeMe Ha
neuennetro Bu ¢ XGEVA.

Kakso CbABbPiKa Ta3u JIMCTOBKaA

KakBo npencrasnsisa XGEVA u 3a KakBO ce U3M0JI3Ba
KaxBo TpsiOBa na 3naere, npenu aa m3noizsare XGEVA
Kak na nznomnssate XGEVA

BBb3MoxHE HEXXETaH! PeaKIii

Kak na cexpansiBate XGEVA

ChabpikaHue Ha OMIAKOBKATA U JIOMBJIHUTEIHA HHPOPMAIUS

ok whE

1. Kaxkso npeacraBisasa XGEVA u 3a kakBo ce u3nosi3sa

XGEVA cpappxa nerozymad, 6e1Tbk (MOHOKIOHATHO aHTHUTSIIO ), KOMTO JIEWCTBA C 11e)T HaMaIsIBaHe
pa3pyIraBaHeTo Ha KOCTHTE, TPUYUHEHO OT PaK, KOMTO Ce Pa3mpoCTpaHsIBa B KOCTUTE (KOCTHU
METaCTa3!) WIH OT TUTAaHTOKJIETHYCH TYMOP Ha KOCTTA.

XGEVA ce n3non3Ba rpu Be3pacTHH MANMICHTH ¢ HAMIPEIHAT PaK 3a IPEeIOTBPATSIBAHE HA CEPUO3HU
YCIIO)KHEHUS, MPUUMHEHHN OT KOCTHU METacTa3u (HaIp. CUylBaHe, IPUTUCKAHE HAa TPhOHAYHMS MO3BK
WM HEOOXOAMMOCT OT JIbUETEPAITUS WU XUPYPTUYHO JICUCHUE).

XGEVA ce n3non3Ba ChIIO 3a JICUCHUE Ha TUTAHTOKIICTHUCH TyMOP Ha KOCTTa, KOHTO HE MOXKE J1a Ce

JICKYBa C oncpanusa Wik KoraTo ornepanusTa HC € Haﬁ-z[06p1/m BapuaHT, IpH Bb3PACTHU U FOHOIIH,
YHUHUTO KOCTHU Ca 3aBbPIINIIN CBOS PACTCK.

2. Kakgo Tps0Ba na 3Haere, npeau aa n3noyspate XGEVA

He u3noassaiite XGEVA

- aKo CTe aJIeprHYHHU KbM JICHO3yMab MM KbM HIKOS OT OCTaHAJIMTE ChCTABKU Ha TOBA JIEKAPCTBO
(u36poenu B TOuKa 6).

Bamusr nekap Hsama na Bu npunoxu XGEVA, ako umate MHOrO HUCKO HUBO Ha KaJlLHUW B KPbBTA,
KOETO HE ¢ OMIIO JICKYBaHO.

Bammsr nexap Hsama ga Bu npunoxu XGEVA, ako nmate He3apacHanu paHH OT CTOMATOJIOTHYHA
oTIepalysi WIK ONepalysl B yCTHATA KyXHHA.
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IlpeaynpexaeHus: U NpeaNa3sHu MepPKH
I'oBopete ¢ Bamus Jexap, npenn 1a nsnoiazsare XGEVA.

JloOaBKHY ¢ KaJIuii ¥ BUTaMud D

Bue Tps6Ba na mpuemate 1o0aBku ¢ Kanuuid U BUTaMuH D, mokaro ce nexyBare ¢ XGEVA, oceH ako
HUBOTO Ha KaJIuii B KpbBTa Bu e Bucoko. JlekapsaT mie ro oochau ¢ Bac. Ako HUBOTO Ha KaJllHii B
KpBbBTa BU € HUCKO, JlekapAT Moke 11a pemyd Aa Bu mame mo0aBku ¢ KalIuid, Ipeay Aa 3al0JHeTe
neuenne ¢ XGEVA.

Hucky HUBa Ha Kanyii B KpbBTA

Mo, kaxxere He3a0aBHO Ha Bamwmst ekap, ako uMare cra3Mu, OTPENBaHUS WIN KPaMIIH B
MYCKYJIUTE, U/UIM NU3TPBIIBAHE WM MpPaByYKaHe B IPBCTUTE HA PBIIETE, KpaKaTa UM OKOJIO ycTaTa
W/UIY ThpPUOBE, OOBPKAHOCT WK 3ary0a Ha Ch3HaHHE, 10KaTo ce JekyBate ¢ XGEVA. Moxe na
MMaTe HUCKU HMBA Ha Kalluil B KPbBTA.

BrOpeuHo yBpexnaHe

Tpsa6Ba ma kakere Ha Bammms jiekap, ako ©MaTe FIIH CTE MMAJIA TeXKH ObOpETHH MPpoOIeMH,
6B6peqHa HEAOCTATHYHOCT, WJIN CTC MMAJIM HYXXJa OT XeMOJWaIn3a, KOUTO MOorat J1a yBEjIn4daT prucCKa
OT MOsIBa Ha HUCKU HHMBA Ha KUK, 0COOCHO aKo He MoJiyyaBaTe JOOABKY C KaJIIUH.

IIpoGemu ¢ ycTara, 350MTE MITN YEIFOCTTa

Hexenana peakmusi, Hape4eHa OCTEOHEKPO3a Ha 4elocTTa (KOCTHO YBPEXKIaHEe Ha YEI0CTTa), CE
choOIaBa yecto (Moxe na 3acerse 0 1 Ha 10 qymmv) mpu NaryeHTy, MOTyYaBaly HHKEKITUH
XGEVA 3a cBbp3anu ¢ pak 3adomsiBanusa. OCTEOHEKpO3a Ha YEIIOCTTa MOXKE JIa CE TIOSIBH M CIIE
CITUpaHe Ha JICYCHUETO.

Baxwno ¢ Ja CC HaIllpaBH OMUT 3a IIPEAOTBPATABAHC PAa3BUTHCTO HA OCTCOHCKPO3a HA YCIIIOCTTA, TBHU
KaTo TOBa MOXKEC aa € 00JIe3HEHO CBCTOSHHE, KOETO MOXKE JIa C€ OKaXXC€ TPYyAHO 3a JICUCHHC. Nwma ms1xon
nmpearnasHu MEpKu, KOUTO Tpﬂ6Ba Ja npeanpueMeTe, 3a Ja €€ HaMaJild pPUCKBT OT pa3BUTHUEC HA
OCTCOHCKPO3a Ha YCIIIOCTTA:

o [Ipenu na 3amouHeTe JeueHNETO, yBeaoMeTe Bamus nekap/MenuuHcKa cectpa (MeTuIuHCKH
CHEIMAJINCT), aKO UMaTe HAKAKBH MPOOJIEMH C yCTaTa WK 3601Te. BammsT gexap 1ie oTiaoxKu
HAyYaJIOTO Ha JieueHreTo By, ako mMaTe He3apacHall PaHu B yCTaTa OT CTOMATOJIOTHYHH
MIPOIEYPH WIIH OTIepalys B yCTHATA KyXUHa. BammsT nexap Moske /1a mpernopbya
CTOMATOJIOTHYCH MperJIe] Ipeau Aa 3anodnete ieueHue ¢ XGEVA.

o Jlokato ce jekyBarte, TpsiOBa Jia Mo IbpkaTe JoOpa yCTHA XUTHEHA U Jla Ce MoJIjIarare Ha
PEIIOBHU CTOMATOJIOIMYHHU Tperieau. AKO HOCUTE NPOTe3H, TpsiOBa Jla CTe CUTYPHHU, Y€ Te
MPUJISTAT TPABUITHO.

o AKO cTe MMOJUTOKEHN Ha CTOMAaTOJIOTUYHO JieueHne Wi Bu npeacron ctomaToaornyHa
omepanus (Hamp. H3BaXKIaHe Ha 350), Kaxkere Ha Bamus nekap 3a Bamero ctoMaTonorudaHo
JICUCHUE U yBEIOMETE 3h00JIeKaps cH, 4ye ce jiekyBare ¢ XGEVA.

. Ceopikere ce ¢ Bamwms nekap u 3p005ekap He3a0aBHO, aKO UMaTe POOJIEMH ¢ ycTaTa Wi
3p0UTE, HAPUMEP Pa3KiIaTeH! 360U, 0OJIKa WM OTOK, He3a3ApaBsIiBallH S3BH HIIM CEKpeLus,
THH KaTo TOBa MOXE JIa ca MPHU3HAIM Ha OCTEOHEKPO3a Ha YEFOCTTA.

HpI/I ManyeHTH, MOAJIOKECHU Ha XUMUOTCPAITHA u/uinm JpUCeTCpanud, mpueMamu CTCponan uin
AHTUAHTHUOICHHU JICKapCTBa (I/ISHOJ'ISBaHI/I 3a JICYCHUEC Ha paK), IIOAJIOKEHN HA CTOMATOJIOTHUYHA
orepanusa, KOUTO HE ImoJrydaBaT p€aAOBHU CTOMATOJIOTMYHU NIPETIICAN, UMAT 3a00JIIBaHe Ha BCHIIMTC
WJIK Ca mymadu, MOXE J1a UMa IO-BUCOK PHCK OT pa3BUTHUEC HA OCTCOHCKPO3a Ha YCIIIOCTTA.

HeobOunuatinu dpaktypu Ha OeapeHaTa KOCT

[pu HKOM XOpa MOTaT Ja ce MOosIBIT HeoOn4yaiiHu PpakTypu Ha OepeHara KOCT, JOKaTO ce JIeKyBaT ¢
XGEVA. Ceopixerte ce ¢ Bamus nekap, ako moyryduTe HOBa MM HeoOnuaiiHa 0oka B Tazo0eapeHaTta
CTaBa, CTa0MHUTE WA OEIPOTO.
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Bucoku HMBa Ha KaJIluil B KPBBTA cael cruupade Ha jJeueHuero ¢ XGEVA

Hsixon manueHTy ¢ THTaHTOKJIEThYCH TYMOP Ha KOCTTa Ca pa3BWJIM BICOKH HUBA HA KAJIIHUNA B KPHBTa
CEJIMUIIU JIO MECEIU CIIe/] CITUpaHe Ha JieueHueTo. Bammsr siekap me Bu HaOnronaBa 3a npusHany u
CHUMIITOMH Ha BUCOKM HHMBA Ha KaJLH, ciel Kato cTe cnpenu na npuemare XGEVA.

Jlena v roHOIIHM

XGEVA He ce npenopbyBa IpH JAella U IOHOIIN Ha Bb3pacT Mo 18 TouHu, ¢ U3KIIIOUYEeHHE Ha IOHOIITN
C TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa, YHHUTO KOCTH Ca 3aBBPILIMIM CBOS pacTeX. YroTpedbara Ha
XGEVA npu fienia 1 10HOIIHU C IpyTH BUJOBE pak, KOWTO c€ pa3NpOCTpaHsABa B KOCTHUTE, HE €
MpoyyYeHa.

Apyru nexapcrBa u XGEVA

Tps6Ba na xaxere Ha Bamus nexap uin apMareBT, ako IpueMare, HaCKOpO CTe MPUEMaIN WM €
BB3MOXHO J1a IpUeMaTe ApYyru jJekapcTsa. ToBa BKIIIOUBA JIEKapCTBa, OTIIycKaHu Oe3 penenta. OT
roJisIMO 3HadeHue € Ja cboOmmuTe Ha Bamms nexap, ako ce JIeKyBarte C:

o JpyTro JIeKapcTBO, ChIbPKAII0 1€HO3yMa0;

o oudocdonar.

Bue me TpsoBa qa npuemate XGEV A enHOBpeMeHHO ¢ IpyTH JIEKapCTBa, ChIABPKAIIA JeHO3yMa0 MiIu
oudoconaru.

bpemeHnHoCT U KbpMeHe

XGEVA =He e u3nuTBan npu OpeMeHHH xeHu. BaxHo e na kaxxere Ha Bammst jekap, ako cte
OpemeHHa, MUCIIUTE, 4e cTe OpeMeHHa WiK IulaHupaTe OpemeHnHocT. He ce npenopbuBa ynorpebara
Ha XGEVA, axo cte 6pemenHa. JKenu ¢ netepojieH moTeHnyai TpsiOBa ga n3mons3Bar eheKTHBHA
METO/IM 3a KOHTparenius, 1okaro ce nekyrar ¢ XGEVA u 3a naii-manko 5 meceria cien ciupase Ha

neuennero ¢ XGEVA.

Ako 3abpemeneete 1o Bpeme Ha jiedenrne ¢ XGEVA unu mo-manko ot 5 Mecena ciej cnupaHe Ha
neuennero ¢ XGEVA, mons, ysenomete Bamms nekap.

He e m3BectHo namm XGEVA ce otnens B kppmara. Baxkno e na xaxkere Ha Bamms nekap, ako
KbPMHTE WIN IUIaHUpaTe 1a KbpMUTe. BammsaT nekap me Bu nomorse na pemmre ganu 1a
MIPEYCTAHOBUTE KbPMEHETO, WM Jja MpEKbCHeTe NpuinoxkeHneTo Ha XGEVA, kaTo B3eMe npensu
moJi3aTa OT KbPMEHETO 3a JieTeTo U noizara oT XGEVA 3a maiikara.

Ako xppMHuTe 110 BpeMe Ha jeuenue ¢ XGEVA, mons, yBenomere Bamus nexap.

IToceBeTBaiiTe ce ¢ Bamus nekap wim dapMaieBT npeau yrnotpedara Ha KOETO U Ja € JIGKapCTRO.

Ilo¢pupane u padora ¢ MalIUHU

XGEVA He nopnusiBa WM NOBJIUSBA MPEHEOPESIKUMO CIIOCOOHOCTTA 32 1o upane u padboTa ¢
MalIiHH.

XGEVA cbhabp:xa copouTot
ToBa nexapcTBO chABpka 78 mg cOpOUTOI BEB BCEKH (DIIAKOH.
XGEVA cbabpska HaTpui

ToBa ekapcTBO ChABPIKA MO-MaKo OT 1 mmol HaTpwmii (23 mg) Ha mo3a 120 mg, T.e. MOXKe na ce
Ka)Ke, Y€ MPAKTUYECKU HE ChABPKA HaTPUil.
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3. Kak na msnoazBare XGEVA
XGEVA T1ps6Ba na ce mpuinara noj; pbKOBOJCTBOTO Ha MEIUITUHCKH CIIEIIUAIIHCT.

[Ipenoppunrennara noza XGEVA e 120 mg, npuinoxeHa BeAHbX Ha BCEKU 4 CEMHIIN, KaTO
€JIHOKpaTHA WHXKEKIIHA o] KoxkaTa (rmoakoxHo). XGEVA ce umxektupa B 6e1poTo, KopeMa Hiin
MUIIHATIATA. AKO C€ JIeKyBaTe 3a THTAaHTOKJIETHYEeH TYMOP Ha KOCTTA, Ie MOJIYINUTe TOITbIHUTETHA
nmo3a 1 cemmuIia M 2 CeMUITU CIIe]T ITbpBaTa J03a.

He pazknamaiite.

TpsibBa chII0 Aa mpreMare 100aBKH ¢ Kamiuii 1 BuTamuH D, mokato cte Ha Jieuenue ¢ XGEVA,
OCBEH aKO HSIMAaTe MOBUIICHO KOJIMYECTBO KAIIMHI B KpbBTa. BamusaT nekap me oochau ToBa ¢ Bac.

AKO MMate HIKaKBH JOITBIHUTEHN BBIPOCH, CBBP3aHHU C yIoTpedaTa Ha TOBA JEKapCTBO, MOMUATANTE
Bamms nekap, ¢papManeBT Wi MEAULIMHCKA CECTPA.

4, Bb3MOKHH HexeJTaHU peakumuun

Kakro Bcuuku JIEKapCTBaA, TOBA JICKAPCTBO MOXE J1a NIPECAMN3BHUKA HEXKECIAaHU PEaKIIUN, BBIIPEKHU Y€ HE
BCCKHU I' I1I0JTy4aBa.

Mouas, ka:keTe He3a0aBHO Ha Bamms Jiekap, ako pa3BUeTe HSIKON OT T€3W CUMITOMM, 1I0KaTO CTE€ HA

neuenne ¢ XGEVA (Moxe na 3acerrar moseue ot 1 ma 10 mymm):

o CI1a3sMu, IMOTPENBaHuA, KpaMIIi B MYCKYJIUTE, U3TPBITHAJIOCT UJIM MPAaBY4YKaHE B IIPHCTUTE HA
pBlLIeTe, KpaKaTa WM OKOJIO yCTaTa U/WIK I'bpUYoBe, 00BPKAHOCT WK 3aryba Ha cb3HaHue. ToBa
MOJKE JIa ca MPU3HAIM Ha HUCKU HUBA HAa KAJIIUH B KpbBTa. HUCKUST KamIuii B KphbBTa MOXKE Ja
JIOBEIC IO TIPOMSHA B ChPICIHUS PUTHM, HapeueHa yabipkaBane Ha QT, KoeTo ce Bk Ia Ha
enexkrpokapauorpama (EKT).

Mouis1, kaskeTe He3a0aBHO Ha Bamus Jiekap u 3b00J1eKap, aKo MOIYYUTE HIKOU OT TE€3U CUMIITOMH,

nokaro cre Ha nedenne ¢ XGEVA wunmm cnen cimpane Ha jJedeHneTo (MoXke Aa 3acersar a0 1 Ha

10 nyum):

° TpaifHa 0OJIKa B yCTaTa W/WIM YeII0CTTa U/ OTOK, WU He3a3ApaBsBallly 38U B yCTaTa WA
YeI0CTTa, CEKPEIHs, CKOBAaHOCT MITH YyBCTBO Ha TEXECT B UEIIOCTTA, WM Pa3KiamiaHe Ha 350
MOJKeE JIa ca TIPU3HAIM Ha KOCTHO YBPEXIaHE Ha YEFOCTTa (OCTEOHEKPO3a).

MHoro 4yecTH HeKeJIaHU peaknuu (MOXe Ja 3acerHar noseue ot 1 Ha 10 qymm):

. 00JIKa B KOCTUTE, CTABUTE WU/WJIH MYCKYJIUTE, KOSTO TIOHSAKOTa € CHJTHA,
o 3a1yX,
o aapusi.

YecTu HexeIaHU peakumu (Moxe Aa 3acerrar o 1 Ha 10 gymm):

o HUCKH HUBA Ha Qocdatu B KpbBTa (XUIOpochaTeMusi),

. IajaHe Ha 350,

. OOMJIHO M3IIOTSIBAaHE,

o NIPY TTIALMEHTH C HANpeTHAIO0 OHKOJIOTUYHO 3a00JIsBaHe: pa3BUTHE Ha Apyra (hopMma Ha pax.

HeuecTn Hexkeanu peakuun (Moxxe 1a 3acersar jo0 1 Ha 100 qymm):

o BHCOKU HHMBA Ha KaJIWH B KPHBTA (XHUMEPKAIIMEMHUS) CIIC/ CIIUPAHEe Ha JICYCHUETO TPU
MAIMEHTH C TUTAaHTOKJIEThYCH TYMOP Ha KOCTTa,
. HOBa WJIM HeoOmUaiiHa 00JTka B Ta300eapeHaTa cTaBa, ClIa0MHUTE MM OeIpoTOo (TOBA MOXKE 11a €

paHeH NMpHU3HaK Ha Bb3MOXKHA (PpakTypa Ha OeapeHara KocT),
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o 00pHB, KOWTO MOXKeE J1a Ce TOSBHU 110 KOXKAaTa, WK S3BU B ycTaTa (JIMXCHOUJHH JICKapCTBEHH
peakuun).

Penxu Hexxenanum peaxiuu (Mosxe aa 3acerrar a0 1 Ha 1 000 gymm):

. aJIEPTUYHH PEaKIUH (HaIp. XPUIIOBE WK 3aTPyIHEHO THUINAHe; OAyBaHe Ha JIUIIETO, YCTHUTE,
€31Ka, I'bPJIOTO WK APYTH YaCTH Ha TAIOTO; OOPUB, ChPOEK WM YPTHKH O KOKaTa (KOPHUBHA
Tpecka)). B peaku ciyyan aqepruuyHuTe Peaki[ii MOKE Ja Ca TEKKH.

C Heu3BecTHa 4ecToTAa (OT HATMYHUTE NaHHU HE MOXKe /1a ObJie HallpaBeHa OLIEHKA):
. I'oBopere ¢ Bammus nekap, ako uMate 60JKa B yXOTO, CEKPET OT YXOTO W/UIM HHEKIHI Ha
yxoto. ToBa MOXe fja ca MpU3HANK Ha YBPEXKJaHE HAa KOCTUTE Ha yXOTO.

Cho01IaBaHe HA HEXKEJAHN peakiuu

AKO MONy4YHTe HIKAKBH HEXXETAHU JICKAPCTBEHHU peakiinu, yBeaoMmere Bamus nekap, hapMarieBT Wiu
MEIUIIMHCKA cecTpa. ToBa BKIIFOUBA BCHYKU Bh3MOXKHH HEOMUCAHU B Ta3W JIUCTOBKA HEXKETaHU
peakin. MoxeTe ChIIO Ja ChOOIIUTE HEXKENaHH PeaKkiuy JUPEKTHO upe3 HAllMOHAJIHATA CHCTeMa 32
choOIIaBane, mocouena B [punokerne V. Kato cho0IaBaTe HexeNaHH PEaKInU, MOXKETE J1a TajeTe
CBOSI IPUHOC 32 MOJyYaBaHe Ha MoBeue HHQOpMAIIHMs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTRO.

5. Kak n1a coxpansiBate XGEVA
[a ce cpxpaHsiBa Ha MSCTO, HEIOCTBITHO 32 JIela.

He n3non3Baiite ToBa JIEKapCcTBO CJIea CPOKa Ha TOTHOCT, OTOCINIA3aH BhPXY €THKETa U KapTOHEHaTa
OTIaKOBKa, CHOTBETHO ciexn ,,EXP” u ,,I'ogen mo:”. CpoKbT Ha TOJHOCT OTTOBApPS HA IMOCIICIHUS JIEH OT
IIOCOYCHMS MECEII.

Ha ce cvxpansia B xsnaamwiauk (2 °C — 8 °C).
Ha He ce 3ampa3ssiBa.
CoxpansiBaiiTe (iakoHa B KapTOHEHATa OMAaKOBKa, 3a Jja Ce Mpeana3y OT CBETIHHA.

®D1akoHBT MOXKE JIa CE OCTABU M3BHH XJIAAWIIHUKA 3a IOCTUTAaHEe Ha CTaitHa Temmepatypa (1o 25°C)
npeau MHKeKTHpane. ToBa 1ie HallpaBu MHKEKTHPAHETO MO-Majiko HenpusiTHO. Cren Kato (iIakoHbT
€ OCTaBeH J1a JIOCTHTHe cTaifHa Temnepatypa (1o 25 °C), Toi He TpsiOBa aa ce mocTaBsi 00paTHO B
XJIaJUITHAKA ¥ TPSOBa J1a ce M3I0NI3Ba B paMKkuTe Ha 30 mHU.

He n3xBbpiisiiiTe ekapcTBaTa B KaHaJU3aMATa UM B KOHTEHHEpa 3a JOMAIHU OTHaIbLH.

[lonmraiite Bamms dapmarieBT Kak Ja U3XBBPIATE JEKapCcTBaTa, KOUTO Bede He u3Mnon3pare. Te3n
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. ChabpikaHue HA OMIAKOBKATA M IOBJIHUTEIHA HHpOpMALUs

Kakspo cbabp:xa XGEVA

- AKTHBHOTO BEIECTBO € AeHo3ymad. Beekn ¢umakon chabpixa 120 mg qenozymabd B 1,7 ml
pastBop (croTBeTcTBaIo Ha 70 mg/ml).

- JlpyruTe chCcTaBKU ca: JieJicHa OIETHA KHCEHHA, HaTprueB Xuapokenn, copourton (E420),
nosimcopbar 20 1 Boga 3a HHXKEKITHH.

Kak m3rie:xkna XGEVA n KakBo ¢bABpKa ONIAKOBKATA

XGEVA e nHXeKIMoHEH pa3TBOp (MHKEKIUA).

XGEVA e 6uctsp, 6e311BeTeH 10 CBETIOKBIT pa3TBOp. Moke 11a ChaABPKA CIASAH OT IIPO3PATHH 10
Oenu OEITHYHU YaCTUIIH.
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Bcesika omakoBka chIbpiKa €AMH, TPU WM YeTHPH (IIaKOHA 32 €THOKpaTHa yHoTpeoa.
He Bcuuku BUI0OBE OMAKOBKU MOTaT Aa ObJAT MyCHATH Ha Masapa.

IIpurtexaTes Ha pa3pelIeHNETO 32 yOTpeda U NPOU3BOAUTEI
Amgen Europe B.V.

Minervum 7061,

4817 ZK Breda,

Hunepnannus

I[puTexaTes HA pa3pelIeHUETO 32 yIOTpeda
Amgen Europe B.V.
Minervum 7061,

4817 ZK Breda,
Hunepnanous

ITpousBoauTen

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Wpnannus

ITpousBoauTen
Amgen NV
Telecomlaan 5-7
1831 Diegem

benrus

3a OMbIHUTEIHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE€ C JIOKATHHUS
HPEICTaBUTEI Ha MIPUTEKATEIS Ha pa3pelIeHUETOo 3a ynoTpeoa:

Belgié/Belgique/Belgien Lietuva
s.a. Amgen n.v. Amgen Switzerland AG Vilniaus filialas
Tél/Tel: +32 (0)2 7752711 Tel: +370 5 219 7474
Buarapust Luxembourg/Luxemburg
Awmmxen brarapus EOO/] s.a. Amgen
Ten.: +359 (0)2 424 7440 Belgique/Belgien

Tel/Tel: +32 (0)2 7752711
Ceska republika Magyarorszag
Amgen s.r.0. Amgen Kft.
Tel: +420 221 773 500 Tel.: +36 1 3544 700
Danmark Malta
Amgen filial af Amgen AB, Sverige Amgen S.r.l.
TIf: +45 39617500 Italy

Tel: +39 02 6241121
Deutschland Nederland
Amgen GmbH Amgen B.V.
Tel.: +49 89 1490960 Tel: +31 (0)76 5732500
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Eesti Norge

Amgen Switzerland AG Vilniaus filialas Amgen AB
Tel: +372 586 09553 TIf: +47 23308000
E)\Mada Osterreich
Amgen EALGc Dappakevtikd E.TLE. Amgen GmbH
TnA: +30 210 3447000 Tel: +43 (0)1 50 217
Espafia Polska
Amgen S.A. Amgen Biotechnologia Sp. z 0.0.
Tel: +34 93 600 18 60 Tel.: +48 22 581 3000
France Portugal
Amgen S.AS. Amgen Biofarmacéutica, Lda.
Tél: +33 (0)9 69 363 363 Tel: +351 21 4220606
Hrvatska Romaénia
Amgen d.o.o. Amgen Romania SRL
Tel: +385 (0)1 562 57 20 Tel: +4021 527 3000
Ireland Slovenija
Amgen Ireland Limited AMGEN zdravila d.o.0.
Tel: +353 1 8527400 Tel: +386 (0)1 585 1767
island Slovenska republika
Vistor hf. Amgen Slovakia s.r.0.
Simi: +354 535 7000 Tel: +421 2 321 114 49
Italia Suomi/Finland
Amgen S.r.l. Amgen AB, sivuliike Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland
Puh/Tel: +358 (0)9 54900500
Kvbzpog Sverige
C.A. Papaellinas Ltd Amgen AB
TnA: +357 22741 741 Tel: +46 (0)8 6951100
Latvija

Amgen Switzerland AG Rigas filiale
Tel: +371 257 25888
JlaTa Ha mocJieIHO MpepasrjieKaaHe HA JIHCTOBKATA

[MonpoGHa nHpopMalus 3a TOBA JICKAPCTBO € MPEAOCTaBeHa Ha yeOcalita Ha EBporneiickaTa areHuus
o JiekapcrBata: http://www.ema.europa.eu.

44


http://www.ema.europa.eu/

ITIocouenara mo-10Jay I/IH(l)OpMaIII/Iﬂ € NMpeJIHasHaYeHa CaMoO 3a MEIUIIHHCKHA CICIIUAJTUCTH:

. [Ipenu npunoxenne, paztBopbT XGEVA TpsiOBa na ce npoBepu Bu3yaaHo. Pa3TBopbT MOKe 1a
CHIIbpKa CIIEN OT MPO3pavHy J0 OeNr MPOTEHHOBY YacTUlM. He HHKeKTHpaiTe pa3TBopa, ako
€ MBTEH, C IPOMEHEH LBAT WIN aKO ChABP)Ka MHOTO YaCTUIU WU YY>KIH BUIUMHU YaCTHIIH.

. He pasknamaiire.

. 3a n1a ce nzberne QUCckoM(OPT Ha MACTOTO Ha MHXKEKTHPaHe, OcTaBeTe (UIaKoHa Jja JOCTUTHE
cTaiiHa Temneparypa (1o 25°C) npeau HHXEKTUpaHe U HHKEKTUpaiTe O0aBHO.

o Tps0Ba ga ce HHXKEKTUPA LAJIOTO ChAbP)KAaHUE Ha (DIaKoHa.

o 3a npunarane Ha AeHO3yMa0 ce npenopbusa uria 27 G.

o Urnara He TpsAOBa Aa ce BbBEXJa IOBTOPHO BBB (pIakoHa.

Hewnsnon3saaust IMPOAYKT WJIN OTHIAABYHUTE MaTCpHUaInd OT HET'O Tpﬂ6Ba Ia C€ U3XBBPJIAT B
CBbOTBCTCTBUEC C MCCTHUTC U3HMCKBAHM.
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JIncroBka: nuH(pOpMaLUA 32 IALHEHTA

XGEVA 120 mg nHKeKIHOHEeH Pa3TBOP B NPEIBAPUTETHO HANTbJIHEHA CIPHUHIIOBKA
neHo3ymab (denosumab)

IIpoyereTe BHUMATEJIHO LSJIATA JUCTOBKA, IPeAH Aa 3all09HeTe 12 U3I0JI3BaTe TOBA

JIEKAPCTBO, Thil KATO THA ChAbPKa Ba:kHa 3a Bac undgopmanus.

- 3anaszere Ta3u IUCTOBKA. MoXKe J1a ce HAJIOXKH J1a 51 IPOYETETe OTHOBO.

- AKO UMare HIKaKBH JONMBIHATEIHA BBIPOCH, TTonuTaiite Bamms nekap, GapmaneBT wim
MEJIUIIMHCKA CeCTpa.

- ToBa nekapcTBo € npennucado JuyHo Ha Bac. He ro nmpeorcrenBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpEeIly, HE3aBUCHMO Ue TPU3HAIUTE Ha TSIXHOTO 3a00JIsABaHe ca ChIIMTE KaTo Bammre.

- AKO TIONTyuHTe HIKaKBH HEXEJIaHU peakilny, yBeaomeTe Bamus nekap, papmanent nim
MEIULMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOYKHH HEXKEIIAHU PEAKLIUH, HEOIIHCAHU B
Ta3W JIUCTOBKA. Bikre Touka 4.

- Bammsr nexap me Bu qane HamomMHsIIa KapTa Ha MalMeHTa, ChIbprKallla BayKHa WH(GOPMAITHS
BBB BpB3Ka ¢ 0€30I1aCHOCTTA, C KOSATO TPSIOBA Ja ce 3ar0o3HaeTe MPEAN | 10 BpeMe Ha
neuennetro Bu ¢ XGEVA.

Kakso CbABbPiKa Ta3u JIMCTOBKaA

KakBo npencrasnsisa XGEVA u 3a KakBO ce U3M0JI3Ba
KaxBo TpsiOBa na 3naere, npenu aa m3noizsare XGEVA
Kak na nznomnssate XGEVA

BBb3MoxHE HEXXETaH! PeaKIii

Kak na cexpansiBate XGEVA

ChabpikaHue Ha OMIAKOBKATA U JIOMBJIHUTEIHA HHPOPMAIUS

ok whE

1. Kaxkso npeacraBisasa XGEVA u 3a kakBo ce u3nosi3sa

XGEVA cpappxa nerozymad, 6e1Tbk (MOHOKIOHATHO aHTHUTSIIO ), KOMTO JIEWCTBA C 11e)T HaMaIsIBaHe
pa3pyIraBaHeTo Ha KOCTHTE, TPUYUHEHO OT PaK, KOMTO ce pa3mpoCTpaHsBa B KOCTUTE (KOCTHU
METaCTa3!) WIH OT TUTAaHTOKJIETHYCH TYMOP Ha KOCTTA.

XGEVA ce n3non3Ba rpu Be3pacTHH MANMICHTH ¢ HAMIPEIHAT PaK 3a IPEeIOTBPATSIBAHE HA CEPUO3HU
YCIIO)KHEHUS, MPUUMHEHHN OT KOCTHU METacTa3u (HaIp. CUylBaHe, IPUTUCKAHE HAa TPhOHAYHMS MO3BK
WM HEOOXOAMMOCT OT JIbUETEPAITUS WU XUPYPTUYHO JICUCHUE).

XGEVA ce n3non3Ba ChIIO 3a JICUCHUE Ha TUTAHTOKIICTHUCH TyMOP Ha KOCTTa, KOHTO HE MOXKE J1a Ce

JICKYBa C oncpanusa Wik KoraTo ornepanusTa HC € Haﬁ-z[06p1/m BapuaHT, IpH Bb3PACTHU U FOHOIIH,
YHUHUTO KOCTHU Ca 3aBbPIINIIN CBOS PACTCK.

2. Kakgo Tps0Ba na 3Haere, npeau aa n3noyspate XGEVA

He u3noassaiite XGEVA

- aKo CTe aJIeprHYHHU KbM JICHO3yMab MM KbM HIKOS OT OCTaHAJIMTE ChCTABKU Ha TOBA JIEKAPCTBO
(u36poenu B TOuKa 6).

Bamusr nekap Hsama na Bu npunoxu XGEVA, ako umate MHOrO HUCKO HUBO Ha KaJlLHUW B KPbBTA,
KOETO HE ¢ OMIIO JICKYBaHO.

Bammsr nexap Hsama ga Bu npunoxu XGEVA, ako nmate He3apacHanu paHH OT CTOMATOJIOTHYHA
oTIepalysi WIK ONepalysl B yCTHATA KyXHHA.
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IlpeaynpexaeHus: U NpeaNa3sHu MepPKH
I'oBopete ¢ Bamus Jexap, npeau 1a nsnoazsare XGEVA.

JloOaBKHY ¢ KaJIuii ¥ BUTaMud D

Bue Tps6Ba na mpuemate 1o0aBku ¢ Kanuuid U BUTaMuH D, mokaro ce nexyBare ¢ XGEVA, oceH ako
HUBOTO Ha KaJIHii B KpbBTa Bu e Bucoko. JlekapsT mie ro oochau ¢ Bac. Ako HUBOTO Ha KaJIuii B
KpBbBTa BU € HUCKO, JlekapAT Moke 11a pemyd Aa Bu mame mo0aBku ¢ KalIuid, Ipeay Aa 3al0JHeTe
neuenne ¢ XGEVA.

Hucky HUBa Ha Kanyii B KpbBTA

Mo, kaxxere He3a0aBHO Ha Bamwmst ekap, ako uMare cra3Mu, OTPENBaHUS WIN KPaMIIH B
MYCKYJIUTE, /UM U3TPBIIBAHE WM MpaByYKaHe B IPBCTHTE HA PBIIETE, KpaKaTa MM OKOJIO ycTara
W/UIY ThpPUOBE, OOBPKAHOCT WK 3ary0a Ha Ch3HaHHE, 10KaTo ce JekyBate ¢ XGEVA. Moxe na
MMaTe HUCKU HMBA Ha Kalluil B KPbBTA.

BrOpeuHo yBpexnaHe

Tpsa6Ba ma kakere Ha Bammms jiekap, ako ©MaTe FIIH CTE MMAJIA TeXKH ObOpETHH MPpoOIeMH,
6B6peqHa HEAOCTATHYHOCT UJIK CTC UMAJIK HYXKa OT XEMOAHa/In3a, KOUTO MOTaT Aa yBEJINYaT pUCKa
OT MOsIBa Ha HUCKU HHMBA Ha KUK, 0COOCHO aKo He MoJiyyaBaTe JOOABKY C KaJIIUH.

IIpoGemu ¢ ycTara, 350MTE MITN YEIFOCTTa

Hexenana peakmusi, Hape4eHa OCTEOHEKPO3a Ha 4elocTTa (KOCTHO YBPEXKIaHEe Ha YEI0CTTa), CE
choOIaBa yecto (Moxe na 3acerse 0 1 Ha 10 qymmv) mpu NaryeHTy, MOTyYaBaly HHKEKITUH
XGEVA 3a cBbp3anu ¢ pak 3adomsiBanusa. OCTEOHEKpO3a Ha YEIIOCTTa MOXKE JIa CE TIOSIBH M CIIE
CITUpaHe Ha JICYCHUETO.

Baxwno ¢ Ja CC HaIllpaBH OMUT 3a IIPEAOTBPATABAHC PAa3BUTHCTO HA OCTCOHCKPO3a HA YCIIIOCTTA, TBHU
KaTo TOBa MOXKEC aa € 00JIe3HEHO CBCTOSHHE, KOETO MOXKE JIa C€ OKaXXC€ TPYyAHO 3a JICUCHHC. Nwma ms1xon
nmpearnasHu MEpKu, KOUTO Tpﬂ6Ba Ja npeanpueMeTe, 3a Ja €€ HaMaJild pPUCKBT OT pa3BUTHUEC HA
OCTCOHCKPO3a Ha YCIIIOCTTA:

o [Ipenu na 3amouHeTe JeueHNETO, yBeaoMeTe Bamus nekap/MenuuHcKa cectpa (MeTuIuHCKH
CHEIMAJINCT), aKO UMaTe HAKAKBH MPOOJIEMH C yCTaTa WK 3601Te. BammsT gexap 1ie oTiaoxKu
HAyYaJIOTO Ha JieueHHeTo By, ako mMaTe He3apacHal paHu B yCTaTa OT CTOMATOJIOTHYHH
MIPOIEYPH WIIH OTIepalys B yCTHATA KyXUHa. BammsT nexap Moske /1a mpernopbya
CTOMATOJIOTHYCH MperJIe] Ipeau Aa 3anodnete ieueHue ¢ XGEVA.

o Jlokato ce jekyBarte, TpsiOBa Jia Mo IbpkaTe JoOpa yCTHA XUTHEHA U Jla Ce MoJIjIarare Ha
PEIIOBHU CTOMATOJIOIMYHHU Tperieau. AKO HOCUTE NPOTe3H, TpsiOBa Jla CTe CUTYPHHU, Y€ Te
MPUJISTAT TPABUITHO.

o AKO cTe MMOJUTOKEHN Ha CTOMAaTOJIOTUYHO JieueHne Wi Bu npeacron ctomaToaornyHa
omepanus (Hamp. H3BaXKIaHe Ha 350), Kaxkere Ha Bamus nekap 3a Bamero ctoMaTonorudaHo
JICUCHUE U yBEIOMETE 3h00JIeKaps cH, 4ye ce jiekyBare ¢ XGEVA.

. Ceopikere ce ¢ Bamwms nekap u 3p005ekap He3a0aBHO, aKO UMaTe POOJIEMH ¢ ycTaTa Wi
3p0UTE, HAPUMEP Pa3KiIaTeH! 360U, 0OJIKa WM OTOK, He3a3ApaBsIiBallH S3BH HIIM CEKpeLus,
THH KaTo TOBa MOXE JIa ca MPHU3HAIM Ha OCTEOHEKPO3a Ha YEFOCTTA.

HpI/I ManyeHTH, MOAJIOKECHU Ha XUMUOTCPAITHA u/uinm JpUCeTCpanud, mpueMamu CTCponan uin
AHTUAHTHUOICHHU JICKapCTBa (I/ISHOJ'ISBaHI/I 3a JICYCHUEC Ha paK), IIOAJIOKEHN HA CTOMATOJIOTHUYHA
orepanusa, KOUMTO HE MmoJrydaBaT p€aAOBHU CTOMATOJIOT'MYHU MIPETJICAN, UMaT 3a00JIIBaHe Ha BCHIIUTC
WJIK Ca mymadu, MOXE J1a UMa IO-BUCOK PHCK OT pa3BUTHUEC HA OCTCOHCKPO3a Ha YCIIIOCTTA.

HeobOunuatinu dpaktypu Ha OeapeHaTa KOCT

[pu HKOM XOpa MOTaT Ja ce MOosIBIT HeoOn4yaiiHu PpakTypu Ha OepeHara KOCT, JOKaTO ce JIeKyBaT ¢
XGEVA. Ceopixerte ce ¢ Bamus nekap, ako moyryduTe HOBa MM HeoOnuaiiHa 0oka B Tazo0eapeHaTta
CTaBa, CTa0MHUTE WA OEIPOTO.
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Bucoku HMBa Ha KaJIluil B KPBBTA cael cruupade Ha jJeueHuero ¢ XGEVA

Hsixon manueHTy ¢ THTaHTOKJIEThYCH TYMOP Ha KOCTTa Ca pa3BWJIM BICOKH HUBA HA KAJIIHUNA B KPHBTa
CEJIMUIIU JIO MECEIU CIIe/] CITUpaHe Ha JieueHueTo. Bammsr siekap me Bu HaOnronaBa 3a npusHany u
CHUMIITOMH Ha BUCOKM HHMBA Ha KaJLH, ciel Kato cTe cnpenu na npuemare XGEVA.

Jlena v roHOIIHM

XGEVA He ce npenopbyBa IpH JAella U IOHOIIN Ha Bb3pacT Mo 18 TouHu, ¢ U3KIIIOUYEeHHE Ha IOHOIITN
C TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa, YHHUTO KOCTH Ca 3aBBPILIMIM CBOS pacTeX. YroTpedbara Ha
XGEVA npu fienia 1 10HOIIHU C IpyTH BUJOBE pak, KOWTO c€ pa3NpOCTpaHsABa B KOCTHUTE, HE €
MpoyyYeHa.

Apyru nexapcrBa u XGEVA

Tps6Ba na xaxere Ha Bamus nexap uinu hapManeBT, ako IpueMaTe, HaCKOpO CTe MPUEMAIH UIIH €
BB3MOXHO J1a IpUeMaTe ApYyru jJekapcTsa. ToBa BKIIIOUBA JIEKapCTBa, OTIIycKaHu Oe3 penenta. OT
roJisIMO 3HadeHue € Ja cboOmmuTe Ha Bamms nexap, ako ce JIeKyBarte C:

o JpyTro JIeKapcTBO, ChIbPKAII0 1€HO3yMa0;

o oudocdonar.

Bue me TpsoBa qa npuemate XGEV A enHOBpeMeHHO ¢ IpyTH JIEKapCTBa, ChIABPKAIIA JeHO3yMa0 MiIu
oudoconaru.

bpemeHnHoCT U KbpMeHe

XGEVA =He e u3nuTBan npu OpeMeHHH xeHu. BaxHo e na kaxxere Ha Bammst jekap, ako cte
OpemeHHa, MUCIIUTE, 4e cTe OpeMeHHa WiH IutaHupaTe OpemeHHocT. He ce nmpenopbuBa ynorpedara
Ha XGEVA, axo cte 6pemenHa. JKenu ¢ netepojieH moTeHnyai TpsiOBa ga n3mons3Bar eheKTHBHA
METO/IM 3a KOHTparenius, 1okaro ce nekyrar ¢ XGEVA u 3a naii-manko 5 meceria cien ciupase Ha

neuennero ¢ XGEVA.

Ako 3abpemeneete 1o Bpeme Ha jiedenrne ¢ XGEVA unu mo-manko ot 5 Mecena ciej cnupaHe Ha
neuennero ¢ XGEVA, mons, ysenomete Bamms nekap.

He e m3BectHo namm XGEVA ce otnens B kppmara. Baxkno e na xaxkere Ha Bamms nekap, ako
KbPMHTE WIN IUIaHUpaTe 1a KbpMUTe. BammsaT nekap me Bu nomorse na pemmre ganu 1a
MIPEYCTAHOBUTE KbPMEHETO, WM Jja MpEKbCHeTe NpuinoxkeHneTo Ha XGEVA, kaTo B3eMe npensu
moJi3aTa OT KbPMEHETO 3a JieTeTo U noizara oT XGEVA 3a maiikara.

Ako kppMHuTe 110 BpeMe Ha jeuenue ¢ XGEVA, mons, yBenomere Bamus nexap.

IToceBeTBaiiTe ce ¢ Bamus nekap wim dapMaieBT npeau yrnotpedara Ha KOETO U Ja € JIGKapCTRO.

Ilo¢pupane u padora ¢ MalIUHU

XGEVA He nopnusiBa WM NOBJIUSBA MPEHEOPESIKUMO CIIOCOOHOCTTA 32 1o upane u padboTa ¢
MalIiHH.

XGEVA cbhabp:xa copouTot
ToBa nexapcTBO chaABpka 37 mg cOpOUTON BBB BCSAKA MTPEIBAPUTEITHO HAITBTHEHA CIIPUHIIOBKA.
XGEVA cbabpska HaTpui

ToBa ekapcTBO ChABPIKA MO-MaKo OT 1 mmol HaTpwmii (23 mg) Ha mo3a 120 mg, T.e. MOXKe na ce
Ka)Ke, Y€ MPAKTUYECKU HE ChABPKA HaTPUil.
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XGEVA npenBapurteiHO HambJIHEHA CIPUHIOBKA ChABP:Ka (peHUIATAHNH
ToBa nexapcTBO chabpika 6,1 mg GeHunaIaHlH BbB BCIKA NPEABAPUTENHO HAITBIHEHA CIIPUHIIOBKA.

denmnananuH Moke 1a Bu HaBpenn, ako umate ¢penmnkeTornypust (OKVY), psaako reHeTHaHO
3a00J1BaHe, MPU KOETO Cce HATPyMNBa (heHUITATaHUH, ThI KaTO OPraHU3MbT HE MOXKE Jla [0 OTAEIS
IIPaBUIIHO.

3. Kaxk na uznoassare XGEVA
3a ykazaHus Kak ja unkektupare XGEVA npouerere ToukaTta B Kpas Ha Ta3H JIUCTOBKA.

IIpenopruntennara no3a XGEVA e 120 mg, npuiokeHa BeIHBX Ha BCEKU 4 CeIMULHU, KATO
eIHOKpaTHA WHXKEKIIHSA IO KokaTa (MoaKkoxHo). MoxeTe na nmkektupate XGEVA B
MIPEIBAPUTETHO HAITBIHEHA CIIPUHIIOBKA B OEIPOTO MM KOopeMa (C M3KITI0UYEHHE Ha 5 CM OKOJIO ITBIIA).
[IspBOTO camocTosiTenHo npuinarane Ha XGEVA B npenBapuTeTHO HaIlbJIHEHA CIIPHHLIOBKA TPIOBa
Jla ce U3BBHPIIU 10| HAOIIOIEHUEeTO Ha MEAUIIMHCKH CIEeIHaiCT. AKO pyro jiuniie Bu moctass
nmxeknuara, XGEVA Moxe na ce mHKeKTHpa B 0e1poTo, KopeMa Wil BBHITHATA 00JIaCcT Ha TOpHATa
4acT Ha pbKara. Bue wim Bammst 6omHornenay tpsibBa 1a cre 00y4eHH OT MEIUIIMHCKH CTICHATIICT
B TEXHUKUTE 33 HHXKEKTUpaHe. AKO ce JeKyBaTe 32 TUTaHTOKJIEThYEH TYMOP Ha KOCTTA, 1€ MOJIYYHUTE
JOMBJIHUTENHA 032 1 ceaMuua U 2 ceqMULM ClIe] IbpBaTa 103a.

I[a HE CC pa3Kiialla.

TpsibBa chIo Ma mpuemarte 700aBKH ¢ Kamuii 1 BUTaMuH D, nokato cre Ha euenue ¢ XGEVA,
OCBEH aKO0 HiIMAaTe MOBUIIIEHO KOJWYECTBO KAIINKA B KpbBTa. Bamusar nekap me odchau ToBa ¢ Bac.

AKO mMare HSKaKBH JOITBIHATEIHN BBIPOCH, CBBP3aHHU C yIoTpedaTa Ha TOBA JEKapCTBO, MOMUATANTE
Bamms nekap, ¢papManeBT WM MEAULIMHCKA CECTPA.

4, BBb3MOKHH HeKeTaHU pPeaKkuumn

KakTo Bcnukn JICKAapCTBa, TOBA JICKAPCTBO MOXKE J1a MIPCAN3BHUKA HCIKCIaHU PCAKIIUH, BBIIPEKHU Y€ HC
BCCKHM I' I10JTy4aBa.

Mouns, ka:keTe He3a0aBHO Ha Bamms Jiekap, ako pa3BHeTe HIKON OT T3 CUMIITOMH, IOKATO CTE Ha

neuenue ¢ XGEVA (moxe na 3acernar nosede ot 1 Ha 10 gymm):

o Cra3MH, MOTPETBAHUS, KPAMITA B MYCKYJIMTE, U3TPHITHAJIOCT WK MPaBYYKaHE B MPHCTUTE HA
phlIeTe, KpaKaTa WiIH OKOJIO yCTaTa U/WIK I'bpUYoBe, 00BPKAHOCT WK 3aryba Ha cb3HaHue. ToBa
MOeE Jla ca MPU3HAIM HA HUCKU HUBA Ha KaNIWi B KphBTA. HUCKUAT Kannuii B KPHBTA MOXKE /1a
JIOBEJIe JI0 POMSTHA B ChPJICYHHUS PUTHM, HapedeHa yabsmkaBane Ha QT, koeTo ce BUxk/ia Ha
enexTpokapauorpama (EKT).

Mouis1, kaskeTe He3a0aBHO Ha Bamusi Jiekap v 3b00J1eKap, aKo MOIYYUTE HIKOU OT TE3U CUMIITOMH,

nmokato cre Ha edenne ¢ XGEVA wim cien crimpaHe Ha JiedeHHETO (MOYKe J1a 3acerHar A0 1 Ha

10 nymm):

° TpaifHa 0OJIKa B yCTaTa W/WJIM YeII0CTTa W/ OTOK, WU He3a3ApaBsBallly SI3BU B yCTaTa WA
YEIOCTTa, CEKPEIHs, CKOBAaHOCT MJIM YYBCTBO Ha TEXKECT B UEIIOCTTA, WIH Pa3KiallaHe Ha 350
MOJKe JIa ca MPU3HAIM Ha KOCTHO YBpEXJaHe Ha YeFOCTTa (OCTEOHEKPO3a).

MHoro yecTH HesKeJIaHU peakuuu (MOe J1a 3acernar nmoseue ot 1 Ha 10 gymm):

. 00JIKa B KOCTUTE, CTABUTE /WM MYCKYJIUTE, KOSTO TIOHSAKOTa € CHJTHA,
o 3ayX,
o Juapusi.
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YecTH HeKeTaHU peakiuu (Moxe a 3acersar a0 1 Ha 10 qymm):

o HUCKH HHBa Ha docdaru B KpbBTa (Xxunodocharemus),

° rnajaHe Ha 350,

o OOMJIHO M3NOTSBaHE,

o NpY TALMEHTH C HallpeIHalI0 OHKOJIOTHYHO 3a00IsABaHe: pa3BUTHE Ha Apyra (hopMma Ha pax.

HeuecTn Hexkes1aHu peaknuu (Moxe 1a 3acernar jo 1 Ha 100 gymm):

. BHCOKHU HHMBA Ha KWK B KPBBTA (XUIICPKAIIUEMHUS) CJIC]] CIIMPAHE HA JICYCHUETO MPH
MAIMEeHTH C TUTAHTOKJIEThUEH TYMOpP Ha KOCTTA,

° HOBa WK HeoOWYaiiHa OoJiKa B Ta300epeHaTa cTaBa, ClIaOMHUTE WU OeApOTo (TOBa MOXKE Ja €
paHeH NpHu3HaK Ha B3MOXHa QpakTypa Ha OeapeHara Kocr),

. 00pHB, KOHTO MOJKE J1a CE MOSBH 110 KOKaTa, WK SI3BU B ycTaTta (JINXCHOUIHU JIEKAPCTBCHH
peaKkIumn).

Penxu Hexxeanm peaxkuuu (Moxxe fa 3acerrar qo0 1 Ha 1 000 mgyrmm):

o ANePTHYHH PEAKIUU (HAIp. XPUIIOBE WK 3aTPyTHEHO TUINAHEe; OyBaHe Ha JIUIIETO, YCTHUTE,
€3WKa, ThPJIOTO WU APYTH YaCTH Ha TSUIOTO; OOpYB, ChbPOEK MM YPTHKH 10 KOXKaTa (KOTpHUBHA
Tpecka)). B peaku cinyyau anepruyHUTE peakiiiy MOXKE Ja Ca TeKKHU.

C Hen3BecTHa yecTOTa (OT HAIMYHUTE JAHHU HE MOXKE J1a Ob/ie HAallpaBeHa OLICHKa):
. I'oBopere ¢ Bamms nekap, ako nmare 00JiKa B yXOTO, CEKPET OT YXOTO W/ WHPEKIUA Ha
yxoto. ToBa MO>e J1a ca IIpU3HALY HA YBPEXJAHE Ha KOCTUTE Ha yXOTO.

Cpbo011aBaHe HA HesKeJIaHU peaKkluuu

Axo MOJIYYUTE HAKAaKBH HEXKCJIAaHU JICKAPCTBEHU PCAKIINHU, YBEIOMETEC Bamms JICKap, q)apMaueBT HIIn
MEIMIIMHCKA cecTpa. ToBa BKIIFOUBA BCUYKH Bb3MOKHH HEOIMCAHH B Ta3H JIMCTOBKA HEXKEITAHU
peaxiu. MoXKeTe ChIIo J1a ChbOOIUTE HeXKeaH! PEakIui TUPEKTHO Ype3 HallMOHAJTHATA CUCTEMa 32
crobmIaBane, mocoucHa B llpunoxkenne V. Kato cro01maBare HeXXEIaHH PEaKIIUU, MOJKETE Ja TajeTe
CBOSI IPUHOC 3a MoJIy4YaBaHe Ha ToBeue MHQOpMAaIHs OTHOCHO 0€301MacHOCTTa Ha TOBa JIEKAPCTBO.

5. Kak n1a coxpansaBate XGEVA
Jla ce cpxpaHsBa Ha MsICTO, HEZOCTHITHO 32 JIela.

He u3non3Baiite ToBa JIeKapCcTBO CJIEA CPOKA HA TOJAHOCT, OTOEINA3aH BhPXY €TUKETa U KapTOHEHaTa
OMAaKOBKa, COTBETHO ciell ,,EXP” u . I'ogen no:”. CpoKbT Ha TOJHOCT OTTOBAps Ha MOCJIEAHUS IEH OT
IMIOCOYEHHUS MECEIL.

Ia ce chxpanssa B xnaauiauk (2°C — 8°C).

Jla He ce 3ampassiBa.

ChxpaHsBaliTe MpeIBapUTEIHO HAITbJIHEHATA CIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 32 Ja ce
npe/na3y OT CBETINHA.

[IpenBapuTenHo HaTBbIHEHATA CIIPUHIIOBKA MOXKE Jla C€ OCTaBM M3BBHH XJIAMIIHAKA 33 JOCTUTAaHE Ha
cTaifHa Temnepatypa (10 25°C) npeau nHxekTrpaHe. ToBa Ie HallpaBu WHXEKTHPAHETO I10-MaJIKO
HenpusTHO. Cliel KaTo MpeABapUTEIHO HATbJIHEHATa CIIPHUHILIOBKA ObJIe OCTaBeHa Jja JOCTUT'HE CTaliHa
temrrepaTypa (o 25°C), Ts He TpsiOBa J1a ce OCTaBs 00paTHO B XJIAAMIIHAKA U TPSOBA J1a CE U3II0I3Ba
B pamkute Ha 30 qHU.

He HBXBLpHHﬁTe JICKApCTBATAa B KaHAJIM3aluATa UJIU B KOHTeﬁHepa 3a JOMAalIHU OTHaabIIH.

ITormuraiiTe Bamms ¢papMarieBT Kak /1a M3XBLPIIATE JeKapCcTBaTa, KOUTO BeUe HE M3MO3Bare. Te3n
MEpPKHU I1Ie CTIOMOTHAT 3a ONa3BaHe Ha OKOJIHATA Cpea.
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6. ChbabpikaHHe HA OMAKOBKATA M JONBJHUTE]IHA HHPOPMALUS
Kaxkgo chabp:ka XGEVA

- AKTHBHOTO BEIIECTBO € JeH03yMal. Besika mpeqBapuTeTHO HAIThJIHEHA CIIPUHIIOBKA ChABPKa
120 mg neno3ymab B 1 ml pa3rBop (cworBercTBamio Ha 120 mg/ml).

- Jpyrute chcTaBKU ca: JieJicHa OlleTHA KHCEITNHA, HATpHUEB XUAPOKcu, copouron (E420),
L-denunananun, nomucopodat 20 1 Boaa 3a MHKEKINH.

Kak m3raexna XGEVA u KakBO ChbABP:Ka 0MAKOBKATA
XGEVA e nnXeKInoHeH pa3TBop (MHKEKITU).

XGEVA e 6uctsp, 6€31[BETCH IO CBETIIOKBIT Pa3TBOP. MoxKe 1a ChbpKa CICAH OT MPO3PAYHH JI0
Oenu OEIThYHU YACTULIH.

Bcska onmakoBka ChIbprKa €IHA, TP WK YETUPH IPEIBAPUTEITHO HAITBIIHCHN CITPUHIIOBKH 32
€JIHOKpaTHa yrnoTpeda ¢ mpe/na3uTel Ha uriara.
He Bcuukm BUIOBE OMAKOBKH MOTAT Jla ObJAT IIyCHATH Ha Ta3apa.

HpHTe)KaTe.]‘[ Ha Pa3pelicHUuETo 3a yrmTpeﬁa U IMIPOU3BOAUTEJL
Amgen Europe B.V.
Minervum 7061,

4817 ZK Breda,
Hunepnanaus

IMpuTeskaTen HA pa3pelIeHHETO 32 YIOTpeda
Amgen Europe B.V.
Minervum 7061,

4817 ZK Breda,
Hunepnanaus

IIpousBoauTen

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin
Hpnangus

IIpousBoauTen
Amgen NV
Telecomlaan 5-7

1831 Diegem
benmrns

3a HOMBIHUTETHA HHPOPMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NPECTABUTEIT Ha TIPUTEKATEIS Ha pa3peIIeHUETo 3a ynoTpeoba:

Belgié/Belgique/Belgien Lietuva

s.a. Amgen n.v. Amgen Switzerland AG Vilniaus filialas
Tel/Tel: +32 (0)2 7752711 Tel: #3705 219 7474

Bouarapus Luxembourg/Luxemburg

Awmmxen brirapus EOO/] s.a. Amgen

Ten.: +359 (0)2 424 7440 Belgique/Belgien

Tél/Tel: +32 (0)2 7752711
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Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
Amgen GmbH
Tel.: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

E\LGoa
Amgen EAAég @appaxevticd EILE.
TnA: +30 210 3447000

Espafia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.AS.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

island
Vistor hf.
Simi: +354 535 7000

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Kvnpog
C.A. Papaellinas Ltd
TnA: 4357 22741 741

Latvija
Amgen Switzerland AG Rigas filiale
Tel: +371 257 25888

Magyarorszag
Amgen Kft.
Tel.: +36 1 3544 700

Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Roménia
Amgen Romania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.o.
Tel: +421 2 321 114 49

Suomi/Finland

Amgen AB, sivuliike Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Sverige

Amgen AB
Tel: +46 (0)8 6951100
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I[aTa Ha MOCJICAHO MpepasrjacikaaHe Ha JTUCTOBKaTa

IToapo6Ha nHpOpMAaIKS 32 TOBA JICKAPCTBO € IpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara areHnus
o JiekaperBata: http://www.ema.europa.eu/.
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Yka3aHus 3a ynorpeoa

3arno3HaBaHe ¢ MMPEABAPUTECIIHO HAITBJIHCHATA CIPHUHIIOBKA C AaBTOMATHUYCH IMPCAIIA3UTCII Ha UrjiaTa

Kpait
Ha OyTanoTo i Tlocr Ha
OyTanoTo
Knuncose Ha
MIpeaIma3uTelIs Ha
ArjaTa
Byrano
Mscro 3a
MIPBCTUTE
Etuker
Hunuaasp Ha
CIIPUHITIOBKATA
[Ipozopue
3a HaOIIOEHIE

Karmauka Ha urnara
(B K0sITO € uriara)

1.

Baxna nndopmanms, kosiTo TpsidBa 1a 3HaeTe NpeAn HHKekTHpaHe HAa XGEVA

HN3noasBane Ha XGEVA npeaBapuTeiHO HATbJIHEHATA CIIPUHIIOBKA:

Baxmno ¢ Ja HE CC OIMUTBATC Ja CHU IIOCTAaBHUTEC CaMU MHXXCKIHATA, aKO HE CTC O6y‘-ICHI/I 3a TOBa
oT Bammus JICKap Wi OT JOCTABUMKaA HA 3/IpaBHU T'PHUKU.

XGEVA ce mpwmiara KaTo HHXKEKIHS B ThKaHTa TOYHO 1O KOXKaTa (TTOAK0KHA WHIKEKITHSI).

He u3nomn3saiite MNpEABAPUTCIIHO HAIlBbJIHCHATA CIIPUHIIOBKA, AKO KapTOHCHATAa OITaKOBKa €
MOBpPCACHA UJIN € pa3ncyaTaHa.

He pasknamaiite npeBapuTENHO HATbJIHEHATA CIIPUHIIOBKA.

He OTCTpaHHBafITC Karaydykara Ha urijiata OT IIpEeABAPUTCIIHO HAITbJIHCHAaTa CIIPUHIIOBKA, TOKATO
HC CTC IT'OTOBH 3a MHXXCKTHUPAHEC.

He nznon3Baiite mpeaBapuTeIHO HAITBIHEHATa CIIPUHIIOBKA, aKO € U3ITyCHAaTa Ha TBbpJa
MOBBPXHOCT. YacT OT NpeiBapUTETHO HallbJIHEHATa CIPUHIIOBKA MOXKE Ja € CUyTIeHa JOPH aKo
CUYIBaHETO HE ce BIXKJA. AKO MMa HaJM4YHa, U3II0JI3BAiTe HOBA IIPEeIBAPUTEITHO HAITbJTHEHA
CTIPUHIIOBKA M ce 00ajeTe Ha Bamms jgekap uian Ha JOCTaBUMKA HA 3APABHU TPYIKH.

BaxHo: chxpaHsBaiiTe MpeIBapUTEITHO HAITBIHCHATA CIIPUHIIOBKA U KOHTEHHEPa 3a U3XBBPIISIHE HA
OCTpH IIPEIMETH Ha MSCTO, HSOCTHITHO 32 JeIa.
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Ioaroresine 3a un:kekTupane Ha XGEVA

2a

XBaHeTe NpeaBapuTe/IHO HAITBJIHCHATA CIIPUHIOBKA 32 HWINMHABPA U 1 U3BAJI€TE OT
osmcrepa.

He xBamaiite tocta Ha OyTaNIOTO, MACTOTO 3a MPHCTUTE WU Karadkara Ha uriaTa.
He xBaiaiite KIUIICOBETE HA MPEANAa3UTENs Ha UIJiara.

[TocTaBeTe HEM3MOI3BAHUTE MPEIBAPUTEITHO HAITBITHEHN CIIPUHIIOBKH 0OpaTHO B
XJIaTATHUKA.

20

HN3uakaiiTe 30 MUHYTH NpeIBAPUTETHO HANNBJIHEHATA CIIPUHIIOBKA /1a JOCTHUTHE CTallHA
TeMiepaTrypa.

U3YAKAMTE

30
MHUHYTH

OcraBeTe npeIBapUTEIHO HAIBJIHEHATA CIIPUHIIOBKA Ja C€ 3aTOIUIM 110 €CTECTBEH HAUH.
He 3arpsiBaiite ¢ roperia Boga, B MUKPOBBIIHOBA ITEYKa MM Ha MPsIKa CIIbHYEBA CBETIIMHA.
He pazknamiaiite npeaBapuTEIHO HAIbJIHEHATA COPUHIIOBKA B HUTO €JUH MOMEHT.

W3non3BaHeTo Ha MpeBAPUTEIIHO HAITBIHEHATA CIIPUHIIOBKA IIPU CTaiHa TeMIiepaTypa
OCHUTYPSIBA TIO-MAJIKO HEMIPUATHO HHXKCKTHPAHE.

Crnen kaTo OCTaBHUTE NPEBAPUTEITHO HAIIbJIHEHATA CIIPUHIIOBKA JIa JJOCTUTHE CTaliHA
TeMmreparypa, Ts He TpsiOBa Jia ce oCTaBsi 00pPaTHO B XJIaJIMITHUKA U TPsIOBa J1a ce U3MO3Ba B
pamkwure Ha 30 qHU.
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2B Cn0epere u nocraBere cjeJHUTe Hella 3a Bamara uHkeKIUsl HA YMCTA, 100pe OCBeTeHA
MOBBPXHOCT.

Kbpnuuka, HarmoeHa
| 0—: CBC CHHUPT

EOe— Jlenenka

5
*——
= ITamyden nnu

Kownreiinep 3a
H3XBBPIITHE B
Ha OCTpHU 3
MapJieH TaMITOH

npeamMeTu

° XGEVA npeapaputenHo HarbJIHEHA CIIPUHIIOBKA (ChC CTaliHA TEMIIeparypa)
. KoHrelinep 3a U3XBBPIISHE HA OCTPU IPEIMETH

. Kbpnuuka, HanoeHa ¢bC cnupt

. Jlenenka

. [TamyueH unm MapieH TaMIIoH

3. IMoarorBsine 3a HHKEKIUSITA

3a OrJaenaiite JieKapcTBOTO.

. JlexapcTBo
° TpsibBa ma e 6ucTpo, OE31BETHO A0 CBETIOXKBIITO.
. Moske 11a ChIBpiKa CIASAH OT IMPO3padHH 10 Oer OeNTHUHN YaCTHIIH.
. HopmaiHo e 1a BuIuTe Bh3AYIIHNA MEXypUeTa B IPEABAPUTEITHO HAIIbJIHEHATA CIIPUHIIOBKA.
. He usnonsgaiite, ako JEKapCTBOTO € MBTHO WJIH C TPOMEHEH IBAT WK ChIbPKa MHOTO

YaCTHUIU WU 9YyXJIWU BUAVNMU YaCTUIIU.

Baxkno: Axo JICKapCTBOTO € MBTHO WNJIK C IPOMEHEH LBAT WJIN CBAbpPiKa MHOTO YaCTHUIIN UJIN YYKOU
BUJIHUMHU 4YaCTHUIIH, CC O6aI[€TC Ha Bamms JICKap WJIM Ha JOCTaBYMKa HAa 3APaBHU I'PUKH.
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30 IIpoBepere cpoka Ha roaHoct (EXP) u orsenaiite npeaBapuTe/iHO HATBJIHEHATA
CIIPUHLIOBKA.

m r—
5 e
CpoK Ha TOJHOCT
. He n3nonssaiiTe, ako faTara Ha U3THYaHE HA CPOKa HA TOJHOCT € MUHAJIA.
. He u3nosnssaiite npeBapuUTENHO HAITbJIHEHATA CIIPUHIIOBKA, AKO:
. KaraykaTa Ha WIJIaTa JIMIICBA WK € pa3xjadeHa;
. MMa IMyKHAaTHHY WA CIyNEHHU YacTH;
. € U3IyCHAaTa Ha TBbPJa MOBBPXHOCT.

Ba:kHO: BEB BCHYKH Cllydau c€ o6a11eTe Ha Bamms JICKap WJIM Ha JO0CTaBYMKa Ha 3[ApaBHU I'PUKHU.

3B |HmxexkTHpaiiTe HAa €AHO OT TE3W MeCTA.

. Wmxextupaiite B 0eApOTO MM KOpeMa (C U3KIIOYEHUE Ha 5 CM OKOJIO ITbIIa).

° Jpyro murie Moxe a HalpaBu WHXKEKIHITA B 0€IpOTO, KOpeMa WIIM BRHITHATA 001acT Ha
ropHaTa 4acT Ha pbKaTa.

. W3muiiTe maTerHo phIIeTe CH C BOJIA U CaIlyH.

. [Touncrere MACTOTO HA UHKEKTUPAHE C KbPIIUYKA, HATIOCHA ChC CIHPT.
. OcraBere KokaTa J1a U3ChXHE HAa Bb3AYX.

. He moxocBaiiTe OTHOBO Ta3u 00JacT Mpeay HHXKEKTUPAHE.

Basxno: uz0sreaiite 001acTH ¢ 6CJ'ICBI/I, CTpUH HUJIU KBACTO KOXKaTa € 6OJ'IC3HCH3, C IIOCHUHABAHC,
3a4CpBCHA UJIK BTBBP/JACHA.
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4, HNuxkekTnpane Ha XGEVA

Ba:kHo: 0TCTpaHHBaI71Te Kamaykarta Ha urjiata caMoO KOraToO MOXKETC Ja UHIKCKTUPATE He3a0aBHO (B
PAMKHUTC Ha 5 MI/IHYTI/I), TBH KaTo JICKaApCTBOTO MOJXKE [1a 3aCbXHC.

4da H3TeriieTe KamaykaTa Ha MrJjara oe3 Aa 1 oroBaTe, KaTo AbPKUTEC HUJIHUHIBPA HA
NnNpeaABapUuTEJIHO HAITbJIHCHATA CIIPUHIIOBKA.

. He BbpTETE M HE OrbBaliTE KanlaukaTa Ha UIjaTta.

° Hwukora He nocTaBsiiiTe 00paTHO Kanavkara Ha Urjiata. ToBa MOXKe Jia MOBPE/IU UIJIaTa.

. Hrnata He TpadBa J1a ce JOKOCBA JI0 HUIIO CJIe]l OTCTpaHsBaHE Ha Karmadkara.

° He nocrapstiiTe npeaBapuTEIHO HAITBTHEHATA CIIPUHITOBKA 0€3 Karadka Ha KaKBaTo  J1a €
MOBBPXHOCT CJIE/l OTCTPaHsABAaHE Ha KallaukaTa Ha UrjaTa.

° He ce onuTBaiiTe 1a OTCTpaHUTE BH3AYIIHUTE MEXYpUETa OT MPEABAPUTEITHO HATbJIHEHATA
cripuHIIOBKa. HopmanHo € 1a uMa Bb3yIIHU MEXYpUETa.

. Hannuuero Ha kamka oT JIEKapCTBOTO € HOPMAJIHO.

46 IIpean uHKEKTHPaHe 3aXBaHeTe KOKaTa 0K0JI0 MACTOTO HA HHIKEKTHPAaHe.

3AXBAIIIAHE

° 3axBaHeTe KOXaTa MCIKAY IMajiella v MoKasajielia Cu 3a O6pa3}’BaH€TO Ha KOX>XHa I'bHKa 34
IIOCTAaBsJHC Ha HHXKCKIIUATA.

° Axo e BB3MOXXHO, 'bHKAaTa TpH6Ba Ja € IMHPOKa OKOJIO 5 cMm.
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4B

BbBenere uriara B 3aXxBaHaTaTa KoxKa.

BBBE/KIAHE

B’BBGI[GTG urjarta B 3aXBaHaTaTa KOXXa BCPTUKAJIIHO UKW IOJ bI'bJI OT 45 rpanyca.

He nocraBstiiTe MphCcTa M Ha Kpas Ha OyTajaoTo, TOKAaTO BHBEKIATE UTJIaTa, Thi KAaTO TOBA
MOJKe J]a JOBeZie A0 3ary0a Ha JIEeKapCTBO.

4r

HartucHere 6aBHO Kpas Ha 6yTaJ10T0, A0KATO 3aCTaHE U3UAJI0 MEK/ITY KJIAUIICOBETE HA
npeanasure/ia Ha urJjiarta. Mo:xe n1a YCETUTE NJIN 1y€TE LLIPAKBaHeE.

NH/KEKTUPAHE

Hukora He usrerisifite 00paTHO OyTanoTo.

He HSBa)KHaﬁTC urjaara, 10KaTo HE 6’bZ[e HUHKCKTHUPAHO ISJIOTO KOJIUYCCTBO OT JICKAPCTBOTO.

4n

Hoaabp:xaiiTe HaTHCKA BHPXY 0yTAT0TO U U3BajJeTe UIJIaTa OT KOXKaTa.

U3BAXKJIAHE

[MonoppxaiiTe HaTHCKA BHPXY OYTaNIOTO M M3BAAETE UTJIaTa OT KOXKaTa.
OrtmnycHeTe KoXKaTa clle]l U3BaXI[aHETO Ha UIJIATa.

baBno OTCTPAHCTC IMaJi€lla CH OT Kpas Ha 6YT8.J'IOTO. ToBa 1€ MO3BOJIM MIpa3HaTa
MMPEABAPUTEIIHO HAITBJIHCHA CIIPUHIIOBKA Aa C€ U3TETJIM HArope A0 MbJIHOTO IOKPHUBAHE Ha
urjara OoT NpeaArasuTeiisd Ha urjarta.

He pa3tpuBaiiTe MACTOTO Ha HH)KEKTHPAHE.

AKO “Ma KpbB, IPUTHCHETE TTAMYyYCH WJIM MapJIeH TAMIIOH Ha MSCTOTO HA MHKEKTHUPAHE.
ITocraBeTe nemneHka, ako € HeOOXOAUMO.
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5. IIpukirouBane u u3xBbpJasine Ha XGEVA

Ba:kHo: HUKOTra HE MOCTaBINTE 06paTHO KallaykKaTa Ha urjara.

5a I/I3XB’bp.]'leTe HU3I0JI3BAHATA NNPEABAPUTEIHO HAITBJIHCHA CIPUHIIOBKA H KallavyKaTa Ha
urjiaTta B KOHTeﬁHepa 3a U3XBBPJAHE HA OCTPH NMPEIMETH.

o JlexapcTBara TpsiOBa /1a ce U3XBBPIAT B ChOTBETCTBUE C MECTHHUTE M3MCKBaHUs. [lonmuTaiite
Bamms gpapmaneBT Kak 1a U3XBBPIIATE JIEKapcTBaTa, OT KOUTO Bede He ce Hykaaere. Te3u
MEpKH 1€ CTIOMOTHAT 32 Olla3BaHe Ha OKOJIHATa cpeja.

He peuuxnupaiite mpeaBapuTeIHO HATBIIHEHATa CIPUHIIOBKA U HE S U3XBBHPIiTE C OUTOBHUTE
OTIAIbLU.

. He u3nosn3BaiiTe IOBTOPHO MPEABAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA.
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