NNPUJIIOXEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



vT03I/I JIEKapCTBEH MPOAYKT MOJICKH Ha JOIIBIIHUTEITHO HabmoeHrne. ToBa 11e mo3Boiu 0bp30To
YCTaHOBSIBaHE HAa HOBa MH(OpPMAITUs OTHOCHO Oe30macHOCTTa. OT MEUIIMHCKUTE CIICIIUATIMCTH CE
W3KCKBA Jla ChOOIIaBaT BCsKa MOI03MPaHa HeXKEIaHa Peakiins. 3a HaUrHa Ha ChoOIaBaHe Ha
HEXEJIaHU PeaklUu BUXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Bilprevda 120 mg umxeKIIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcexu dnakon crabpka 120 mg nernozymad (denosumab) B 1,7 ml ot paztBopa (70 mg/ml).

Jlenozyma0 e M3IsUI0 YOBEIKO MOHOKJIOHATHO aHTUTsUI0 1g(G2, mponsBeneHo B KIIEThYHA JTUHUHS OT
003aliHHK (KJIETKU OT SIHYHMK Ha KMTalicKu XaMcTep) upe3 pekomOunanTaa JJHK Texnomorus.

TIoMOIIIHY BENIECTBA C U3BECTHO JEUCTBUE

Bceku 1,7 ml ot pa3tBopa ceabpxa 78,2 mg copouron (E420) u 0,17 mg nomucopbat 20 (E432).

3a IBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOUYKaA 6.1.

3. JIJEKAPCTBEHA ®OPMA

WaxexmoneH pa3TBop (MHKEKITHS)

Buctbp 10 Jeko onanecieHTeH, OE31BETEH IO JIEKO KBIT Pa3TBOP U MOXKE Jla ChAbPIKA CICIH OT
MPO3payvHu 10 OenH MPOTEMHOBU YaCTHUIIH.

4. KJIMHUYHU JAHHU

4.1 TepaneBTUYHHU NOKA3aHUSA

[IpenoTBpaTsiBaHe HAa CHOUTHS, CBHP3aHU C KOCTHATA CHCTEeMa (TaToIorH4YHa (pakTypa, 00 TbYBaHE Ha
KOCTTa, TPHOHAYHOMO3bYHA KOMITPECHS WITH OTIepallysi Ha KOCTTa) MPH BB3PACTHH MAIlUEHTH C
HaIpeHaM 3JI0KaYeCTBeHH 3a00JIBaHus, 3acsraiy KOCTUTe (BxK. Touka 5.1).

Jleuenune Ha BB3pacTHHU M FOHOIIH ChC 3aBBPIICHO CKEIIETHO Pa3BUTHE C TUTAHTOKIETHYEH TYMOp Ha
KOCTTa, KOHTO ¢ HeoepaOMIeH UM KOraTo MMa BEPOSATHOCT XUPYPrUYHaTa PE3CKIH JIa JTOBEAC J0
TeXKa 3a00J1eBaeMOCT.

4.2 Jlo3upoBKAa M HAYUH HA MPHIIOKEHHE

Bilprevda tps6Ba na ce mpuiara mo HaOIIOAEHAETO HA MEAUIIMHCKH CIIEINAINCT.

gO3I/I[ZOBKa

Bceuuky nanuenTy TpsAOBa J1a mojydaBart qo06aBku ¢ Har-manko 500 mg kanmuid u 400 [U Butamun D
JTHEBHO, OCBEH aKO € HAJIMIIC XUIepKanuueMus (Bx. Touka 4.4).

Ha mammenTtuTe, kouto ce jekysar ¢ Bilprevda, Tps6Ba na ce nmpemocTaBy IMCTOBKA 3a MAI[MEHTA U
HAITOMHSIIIA KapTa Ha MallieHTa.



IIpeoomepamsasane na cvOumus, C8bP3aAHU ¢ KOCMHAMA CUCTEMA NPU 6b3DACMHU C HANPEOHAU
310KAUeCmEeH 3a00IA8aHUS, 3ACA2AWU KOCMUmMe

Ipenopbunrtennara qo3a Bilprevda e 120 mg, npusioxeHa kato eIHOKPATHA TOAKOKHA HHKEKIIUS B
obnactTa Ha 6€APOTO, KOpeMa MIM MUIIHUIIATA, BEJHBXK Ha BCCKU 4 CSAMUIIN.

Tucanmoxnemvyen mymop Ha Kocmma

IMpenopbunrtennara qo3a Bilprevda e 120 mg, npusiokeHa kato eIHOKPATHA MOAKOKHA HHKEKIIUS B
oOmacTTa Ha 6eapOTO, KOpeMa WM MHUIITHHULATA BEAHBK Ha BCEKU 4 CEIMHLIH, C TOMBIHUTEIHH 03U
ot 120 mg Ha neH 8-Mu U 15-TH OT JICUSHUETO MIPe3 MBPBHUSI MECEI] OT TEPAITHSITA.

[NanuenTure B mpoyuBane ¢asa I, kouto ca npeTbpneny mbjiHa pe3eKys Ha THTaHTOKJIETHYEH TYMOP
Ha KOCTTa, ca MOJIy4HIu olle 6 Mecela JIeYeHre Clie]] ONepalusiTa, CbIiIacHO MPOTOKOJIA Ha
IIPOYYBAHETO.

[MarieHTUTE C THTAHTOKJIETHYCH TYMOP Ha KOCTTa TPsiOBa Jia ObJaT OlICHsBaHU PEIOBHO, 32 Jia Ce
ONpe/IesIN Tk IPOIbIDKABAT Ja MMAT oJI3a OT JieueHneTo. [Ipu nanueHTH, yneTo 3a0oisiBaHe ce
kouTposupa ot Bilprevda, ebexrsT oT npekbcBaHe WM ClipaHe Ha JICYCHUETO HE € OIICHEH, HO
OrpaHUYCHUTEC JaHHU IMPU TC3U MAUCHTU HC MOKAa3BaT HAJIMIKUC Ha peGayH,u C(I)GKT CJIC
IpeKpaTsBaHe Ha JICYCHHETO.

bvopeuno yepeacoane
He ce Hanara xopurupaHe Ha J103aTa IPU MAUEHTH ¢ ObOPEYHO yBpexnaHe (BK. TOUkH 4.4 3a
MPETIOPBHKH OTHOCHO MPOCIICIIBaHe Ha KaJITUEBUTE HUBA, 4.8 1 5.2).

Yeprodpobro yspesicoane
be3omacHocTTa M epUKacCHOCTTA HA IeHO3yMab He ca U3CaeABaHH PH MAIlHEHTH C YepHOAPOOHO
yBpexkaaHe (Bxk. Touka 5.2).

Tayuenmu 6 cmapuecka évs3pacm (6v3pacm > 65)
He ce Hanara xopurupaHe Ha j03aTa IPH MAIMEHTH B CTapyecKa Bb3PacT (BXK. TOUKa 5.2).

Tleouampuuna nonyrayus

besomacHocTTa M eukacHOCTTa HA AeHO3yMal IpH NeANaTPUYHH ManueHTH (Bh3pact < 18 roanHmn)
HE ca yCTaHOBEHM, OCBEH IPH IOHOIIN ChC 3aBBPIIECHO CKEJIETHO pa3BUTHE (HA BB3PACT

12 - 17 ronuHu) ¢ TUTAHTOKJICTHYCH TYMOD Ha KOCTTA.

He ce npenoppuBa ynorpedara Ha Bilprevda npu neauarpuynu narueHt (Bb3pact < 18 roauum),
OCBEH IPH IOHOIIIN ChC 3aBBPIIEHO CKEJIETHO pa3BUTHE (Ha Bh3pacT 12 - 17 rogunn) c
THT'aHTOKJICTHYEH TYMOp Ha KOCTTa (BXK. TOuKa 4.4).

JleyeHne Ha IOHOIIH ChC 3aBBPIICHO CKCJICTHO Pa3BUTUEC C TUTAHTOKJICTHUCH TYMOpP Ha KOCTTa, KOHTO
€ Heonepa61/meH HJIN KOraTO UMa BCPOATHOCT XUPYypruiHaTa pe3CKuua aa 1OBCAC A0 TCIKKaA
3a00J1eBaEMOCT: A03UpPOBKaTa € ChlldaTa KaTO IPpHU Bb3PaCTHU.

[pu npoyuBanus rpu xkuBoTHU, nHXHOUpaneTo Ha RANK/RANK nuranga (RANKL) e cBbp3ano ¢
MHXUOUpaHe Ha KOCTHHUA PACTEXK M JIMIICA HA MPOOHB Ha 360 U T€3U NPOMEHH ca OMJIM YaCTHUYHO

oOparnmMu Tipy TipekpaTsiBaHe Ha mHxnOupaneto Ha RANKL (Bx. Touka 5.3).

Haunn Ha npuiioxxeHue

3a MOAKOXKHO MPUII0KEHHUE.

3a ykazaHus OTHOCHO yIoTpeba, padoTa W M3XBBLPIITHE BIKTE TOUKa 6.6.



4.3 IlporuBomoka3aHus

CBpT)X‘IyBCTBI/ITeJ'IHOCT KBbM aKTUBHOTO BCIICCTBO UJIN KbM HAKOC OT IIOMOIIHUTC BCIICCTBA,
n30poeHu B TouKa 6.1.

Texxka, HelleKyBaHa XUTTOKAIITHEMUS (BK. Touka 4.4).
HeszapacHanu paHu OT CTOMaTOJIOTHYHA MM OPaTHA XUPYPIHsL.
4.4 ChneuuajHM mpeaynpeskaeHUus U MpeaNa3H MePKH NpU ynorpeda

IIpocnenumoct

3a Ja ce HOI[06pI/I MpocCIeAMMOCTTa Ha OMOJIOTUYHUTE JICKapCTBCHU NPOAYKTHU, UMETO U NAPTUAHUAT
HOMCP Ha NPUIIOKCHUA MPOAYKT TpH6Ba SICHO Aa CC 3aIricCBar.

JloO6aBKHM ¢ KayIuii ¥ BuTaMud D

Benuku nanueHTH TpsAOBa Oa nogy4asaT 100aBKH ¢ Kanuuil 1 BuTaMuH D, ocBeH ako e Hanuie
XUMepKaanueMus (Bx. Touka 4.2).

XUNOKAIIIHEMUS

IpenirecTBarara XUMOKaIIHEMHs TPAOBA 1a Obe KOPUTHPaHa MPEIN 3aI0YBaHe Ha TEPAITHTa C
Bilprevda. Xunokamnmuemust Moxe 1a Bh3HUKHE O BCAKO BpeMe B XoJ1a Ha JieueHuero ¢ Bilprevda.
IIpocnensBane Ha KalIHEBUTE HUBA TPAOBa 1a ce u3BhpinBa (i) mpean HadamHara go3a Bilprevda, (ii)
B PAMKHTE Ha JIBE CEJIMUIIHU CIIe/l HayajHaTa 71033, (1i1) aKOo ce MOSIBAT MPEAIoJiaraeMyu CUMIITOMH Ha
XUMOKaIIHeMus (Bx. Touka 4.8 3a cummnromu). ITpu marueHTy ¢ puckoBy (HakTopH 3a
XUIMOKAIIHEMHUs TPsIOBa 1a ce 0OMUCIH JOMBIHUTEITHO NPOCTCIIBaHe Ha KATIIMEBUTE HUBA MO BpeMe
Ha JICYCHUETO MM aKo e Hajiara Jpyro Bb3 OCHOBA HAa KJIMHUYHOTO CHCTOSIHHE HA TTAIlMEHTA.

[Taruenture TpsiOBa 1a ObJAT HACHPYABAHU Aa CHOOIIABAT CUMIITOMH, ITOKA3aTEIIHU 32
XUITOKAIIHEMHUsI. AKO IT0 BpeMe Ha TpuiokeHreTo Ha Bilprevda ce mosu xumokanmeMus, MOxKe J1a
Ce HAJIOXKH JIOIIBJIHATEITHO 00aBsIHE HAa KUK U JOITBIHUTEIHO MPOCIICIBAHE.

CroOmiaBa ce 3a Te)KKa CHMITOMaTHYHA XUTIOKAIIHEMHS (BKIIOYUTETHO JIETATHA CITyqan) MPU
MOCTMAapKETHHTOBaTa yroTpeda (Bxk. Touka 4.8), KaTo MMOBEYETO CIIyIan ca HACTHITIINA B ITEPBUTE

CCIMHUIM OT HA4YaJIOTO Ha JICHCHHUETO, HO MOXKC J1a CC IMMOABAT U IO-KHCHO.

BbrOpeuno yBpexaaHe

[TaruenTu ¢ Texkka cTerneH Ha OBOpedHO yBpekaaHe (KpeaTHHUHOB KIUpBHHC < 30 ml/min) umu kouto
ca Ha JMaliu3a ca ¢ IMo-TOJISIM PHUCK OT Pa3BUTHE HA XUITOKaIIUeMus. PUCKBT OT pa3BuTHe Ha
XUIMOKAIHEMHUS M CHITBTCTBAILO MTOBUIICHUE HA MIAPATUPEOUTHHS XOPMOH CE yBeIM4YaBa ¢
HapacTBaHE Ha CTeNeHTa Ha OBOPEeYHOTO yBpekaane. PegoBHOTO npociensiBaHe Ha KaJllUEBUTE HUBA
€ 0cOOCHO Ba)KHO TPH TE3H MAIEHTH.

Octeonekposa Ha yemoctra (OHY)

OHUY ce crobmiaBa 4ecTo IIpH MAMEeHTH, TTOJTy9IaBalin qeHo3yMad (Bx. Touka 4.8).

Havanoto Ha neueHNeTo/HOB KypcC Ha JIeYeHHE TPsOBa /1a ce OTIIOKHU NIPU MAIIMeHTH C He3apacHaIl
OTKpWTH JIe3U1 Ha MEKHUTE ThKaH! B ycraTa. [Ipenu neuenne ¢ 1eHo3ymal ce mpernopbrIBa
CTOMATOJIOTHYEH Tperiies] ¢ MpoGUIaKTHYHO 3600JICUeHIE U UHAUBUyaHa OIICHKA Ha
CHOTHOIIICHUETO T10JI3a/PUCK.



Crnenaure puckoBU GakTopu TpsOBa Aa ce UMAT NpEeABU] IIPH OLICHIBAHE HA PHUCKA 32 MAEeHTa OT

passutue Ha OHY:

o AKTHUBHOCT Ha JIEKapCTBEHUS NMPOAYKT, KOMTO HHXHOHMpa KOCTHATA pe30pOuus (II0-BUCOK PHCK
MIPU BUCOKOAKTUBHU CHhEIMHEHHS ), HAUMH Ha MPUII0KEHHE (II0-BUCOK PUCK IPU apEeHTEPaTHO
NPUIOKEHHE) U KyMyJIaTHBHA 7032 Ha KOCTHO-pE30pOTUBHATA TepaIlusl.

o pak, npuapyKaBay 3a001sIBaHus (HAMp. aHEMUs, KOaryJIonaTHH, HH)EKIUH),
TIOTIOHOMYIICHE.

o CBITBTCTBAILY JICUCHHSI: KOPTUKOCTEPOUIH, XUMHOTEpAIys, THXUOUTOPH HA aHTMOTEHe3ara,
JbYeTepanys Ha I71aBaTa U IIUsTa.

o JIOIIa YCTHA XMI'MEHAa, IapOIOHTO3a, JIOLIO IIOCTABEHH NIPOTE3H, aHAMHE3a 32 CTOMATOJIOTUYHO

3a0o0JsiBaHe, MHBA3UBHH CTOMATOJIOTHYHH MPOIEYpH (HAIp. eKCTPaKIKs Ha 350).

ITo Bpeme Ha JIEYCHHUETO C ACHO3YMa0 BCUIKHU MAITMEHTH TPsIOBa 1a ObaT HAChbpUaBaHU Ja
HOJIbpXKaT 100pa ycTHAa XHTHEHa, J]a Ce MoJjiarat Ha PyTHHHU CTOMATOJIOTUYHH TIPETen U
He3a0aBHO /1a chOOIIAaBaT 32 BCHYKH CUMIITOMH OT CTpaHa Ha YCTHaTa KyXHHa, KaTo KJIaTeHe Ha
3p0UTE, OOJKA WK TIOAyBaHe, WK He3a3/paBsBally sI3BH WK cekperus. [1o BpeMe Ha JieueHUeTo
WHBa3WBHU CTOMATOJIOTHYMH NPOIIEYPH TPsAOBA Ja Ce U3BHPIIBAT CAMO CJie]l BHUMATEIHA IPEeICHKa
U Tpsi0Ba J1a ce M30srBa M3BBHPIIBAHETO MM B HETIOCPECTBeHA OIM30CT ¢ npuiiokeHueTo Ha Bilprevda.

IImansT 3a JIedeHne Ha manueHTuTe, Kouto paspuBat OHY, TpsOBa ma Ob/ie M3TOTBEH B TSICHO
CHTPYIHHUYECTBO MEX/Y JIEKYyBAIIXA JIEKap U JIeKap Mo JAeHTaTHA MEeIUIMHA WK JINIIEBO-YEIIOCTeH
xupypr ¢ onut B OHY. TpsOBa na ce oOMucIn BpeMEHHO MpeKbcBaHe Ha JieueHneTo ¢ Bilprevda,
JIOKATO ChCTOSTHUETO OTIIYMH W JIOTPUHACSIINTE PUCKOBH (PAKTOPH OBIAT HAMAJIEHH, aKo €
BB3MOKHO.

OCTCOHCKDOB& Ha BbHIITHUSA CIIYXOB IIPOXOa

MMa cboOIieHus 3a OCTEOHEKPO3a Ha BHHIITHUS CIYXOB IIPOXO/T MPH JICYCHUE C IEHO3YMa0.
Bp3moxHHTE pHCKOBU (haKTOPH 32 OCTEOHEKPO3a Ha BHHITHUS CIYXOB IMPOXO/] BKIFOYBAT yIIOTpeda
Ha CTePOUIN U XMMUOTEPAN¥sI W/WIH JIOKAJTHN PUCKOBH (PaKTOPH, KaTo HAITpuMep HHOEKIHS NI
TpaBMa. BeposITHOCTTa OT pa3BUTHE HA OCTECOHEKPO3a Ha BHHIITHKS CIIyXOB MPOXOJI TPSOBA /1a ce uMa
MIPEIBU/I [IPY MAIUSHTH, TIPUEMAIIY JICHO3yMa0, KOUTO pa3BUBAT CUMIITOMU OT CTpPaHa Ha yXOTO,
BKITFOUUTEITHO XPOHUYHH WH()EKIIUU Ha YXOTO.

Arunnunu @paxrypu Ha OeapeHara KOCT

Mma crolmeHns 3a aTHTHIHT GPakTypH Ha OepeHaTa KOCT IPH IMAMEeHTH, TTOJTyJIaBalln JeH03yMa0
(Bk. Touka 4.8). ATunuyaute ppakTypH Ha 6epeHaTa KOCT MOXe JIa Ce MOSIBAT NPU MUHUMAJHA
TpaBMa Wiu 0e3 TpaBMa B CyOTpoxaHTepHUTe U Anadu3HuTe 00nactTy Ha OenpeHara koct. Te3u
CHOUTHS c€ XapaKTepHU3upaT ChC CIeNN(UIHA PEHTTeHOIOTHYHI HaXOKH. ATUTTUYHU (GPaKTypH HA
OenpeHara KOCT ce ChoOIIaBaT ChINO MPU MAIMEHTH C OTIPEICJICHH ChITHTCTBAIIN ChCTOSHUS (HarIp.
neuIuT Ha BUTaMuH D, peBMaTouaeH apTpuT, Xxunodocdarasus) u npu ynorpeda Ha HIKOU
JIEKapCTBEHU MPOMYKTH (Hamp. 6udocoHaTH, TIIFOKOKOPTHKOUIHN, MHXUOUTOPH Ha IIPOTOHHATA
nmommna). Te3n crOUTHS ca HacTHITHIH 0e3 aHTHpe30pOTHBHA Tepanwus. [logo0Hu dhpakTypu, CHOOIICHI
BBB Bpb3Ka ¢ oudocdoHaru, yecto ca OunarepaiHu; HOPaal TOBA IPH MAHECHTH, JIEKYBaHHU C
JIeHO3yMa0, KOUTO ca MPeThpIiena GppakTypa Ha TSIOTO Ha OepeHaTa KoCT, TpsAOBa Ja ce u3ciensa
KOHTpajarepajHaTta Gexpena kocT. TpsOBa ga ce 0OMUCITH IpeKkpaTsBaHe Ha TepanusaTa ¢ Bilprevda
NpY TTAIUEHTH, 32 KOUTO Ce MOJI03HpPa, Ye UMAT aTUIYHa (hpakTypa Ha OeJpeHara KOCT B OUaKBaHE
Ha Ol[CHKAaTa Ha MallMeHTa Bb3 OCHOBA HA MHJIUBUYATHO OIPEJIEIICHOTO ChbOTHOIICHUE T10J13a/PUCK.
ITo BpeMe Ha JIEUCHHUETO C ICHO3YyMald MaIlMeHTHTE TPSAOBa 1a ObJaT MOCHBETBAHH Ja CHOOIABAT 3a
HOBa WM HeoOWYaiiHa OoJika B OepoTo, Ta300eapeHaTa craBa Wid ciiabuaure. [lanueHTy ¢ TakuBa
CUMIITOMU TPsIOBa Jla CE U3CJIC/BAT 3a HEelTbIHA (PpakTypa Ha OellpeHara KoCT.



XumnepKaalueMus cael IpeKpaTsIBaHe Ha JJCUCHUETO MPH MAIIMEHTH C TUTAHTOKISCTHhYCH TYMOP Ha
KOCTTa ¥ IIpH NalMCHTH C HE3aBbPIICH PAaCTCXK Ha CKEJICTA.

Cro011aBa ce 3a KIMHHYHO 3HAYMMa XUITEPKAIIUEeMUs], H3UCKBAIIa XOCITUTAIU3AIUS U YCII0XKHEHA OT
ocTpa 0bOpedHa HeOCTaThUHOCT, IIPH MAIMEHTH C THTAaHTOKJIIEThYSH TyMOpP Ha KOCTTA, JIEKyBaHH
¢ ICHO3YyMa0, CEIMHIIM IO MECEIIH CIIe MPEKpaTABaHE Ha JICUCHUETO.

Crnen nmpekpaTsiBaHe Ha JICUCHUETO, HA0JI0JaBaiiTe MAIUCHTUTE 3a MPU3HAIM U CUMIITOMH Ha
XUTIEPKATIHEMIS, OOMHUCIIETe TIEPHOIUTHA OIleHKA Ha CEPYMHHUS KUK U HaIIpaBeTe MIOBTOPHA
OIICHKA Ha HYXKIUTE Ha MalieHTa oT Jo0aBsHe Ha Kanuid 1 BuTaMuH D (Bk. Touka 4.8).

Bilprevda He ce npenoppuBa py NanMeHTH ¢ HE3aBBPIICH PacTeX Ha cKeneTa (BkK. Touka 4.2).
CrobmaBa ce 3a KIMHUYHO 3HAYMMa XUIEPKAILIUEMHS U B Ta3H IpyIa NalueHTH, CEAMULM IO MECELH
clle]] IpeKpaTsBaHe Ha JICUEHUETO.

AQYFI/I

IMarenTw, iexyBanu ¢ Bilprevda, ve TpsibBa ma 6b1aT JEKYBaHH SIHOBPEMEHHO C IPYTH
JIEKapCTBEHU TIPOIYKTH, ChIBPIKAIIHN IeHO3yMal (3a MOKa3aHUETO OCTEOIOPO3a).

[ManmenTH, nexyBanu ¢ Bilprevda, ne Tps0Ba 1a Ob1aT IeKyBaHU €JHOBPEMEHHO ¢ OudochonaTH.

370KaueCTBEHOCT MPH TUTAHTOKJICTHUCH TYMOP Ha KOCTTa MM MPOTPECHS 0 METACTA3UPAIIO
3a60n51BaHe € pAAKO CT)6I/ITI/IC 1 U3BCCTCH PHUCK IIPU MAOUCHTU C TUTAHTOKJICTHUCH TYMOpP Ha KOCTTa.
IManuenTtrTe TpsiOBa Ja ObaT HAOIIOIABAHH 38 PEHTICHOJIOTHYHH PU3HAIM Ha 3JI0KAUYeCTBCHOCT,
HOBH OTHHMIIIA Ha PAJIHOPEAKTUBHOCT WM OCTeosin3a. HaluIHUTE KIMHUYHU JAaHHH HE TTOKA3BaT
IMMOBULICH PUCK OT 3JIOKaAYECTBCHOCT IIPU NAIMUCHTH C TUTAHTOKJICTHYCH TYMOP Ha KOCTTA, JICKYBAaHU
C JieH03yMa0.

IIpenynpexaeHns 3a IIOMOITHUTE BEIICCTBA

To3u JekapcTBeH MPOAYKT ChIbpxka copouTo u nmomucopbar 20. TpsadBa aa ce nma mpeaBuI
ATUTUBHUAT €()eKT Ha CHIIBTCTBAIIO MPUJIATaHH MTPOIYKTH, ChIBPIKAITH COPOUTON (MK GPYKTO3a) U
nosiucopOat 20, KaKTo U XPaHUTEHUAT IpUeM Ha copourto (uiu Gppykrosa) u noiaucopoat 20.

To3u sekapcTBEH MPOAYKT ChABPKA MO-Mainko oT 1 mmol Hatpwuit (23 mg) Ha g03a 120 mg, T.e. MOXe
Jla Ce KaXke, Ye MPaKTUIECKH HE ChIbpiKa HATPUU.

45 BzaumopeiicTBHE ¢ IPYTrd JeKAPCTBEHH MPOAYKTH U APyru (OpMH HA B3aUMoelicTBHE

He ca npoBexanu npoy4Banus 3a B3aUMOJEHCTBUATA.

B knuHUYHN M3NUTBaHUA AEHO3YMal e mpujarad B KOMOMHALMS ChC CTAaHAAPTHO POTUBOPAKOBO
JICYeHNE W TIPY TIAlIMeHTH, KOUTO ca norydaBaiu Oudochonaru. He ca HabmogaBaHu KIMHHIHO
3HAYMMU MPOMEHH B Hal-HUCKUTE CEPYMHHU KOHIEHTPALUH U BbB (hapMakoIMHAMUKATa Ha IEHO3yMa0
(xopurupan cupsiMo kpeatuauHa ypuHeH N-tenonentun, uNTX/Cr) npu enHoBpeMeHHa
XUMHOTEPAIHSI W/WIM XOPMOHAITHA TEPaIHs, WU [TPH NPEAIIecTBaIla eKCIIO3UIHS Ha HHTPABCHO3HH

oudochonaru.

46 @epTHIANTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct

JlumcBar uny uMa OrpaHHUYEHH JaHHU OT yroTpedaTta Ha JeH03yMal pyu OpeMEeHHH KEeHH.
[IpoyuBanusiTa Mpu )KUBOTHH MOKa3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).



Bilprevda ue ce npenopbuBa 3a ynorpeba npu OpeMEHHH KEHU U TIPH )KEHH C JETEPOJIEH MOTEHIIHAI,
KOUTO HE M3I0JI3BaT KOHTpalenus. JKennure Tpsa0Ba j1a ObJaT ChBETBAHM J1a HE 3a0pEMEHSBAT 10
BpeMe Ha, M Haii-Maiko 5 Mecena ciejt ieuenuero ¢ Bilprevda. Edexrure ua Bilprevda e Bepositro aa
ca M0-TOJIEMH TI0 BpEME Ha BTOPHSI U TPETHS TPUMECTHP Ha OPEMEHHOCTTA, Thil KaTo
MOHOKJIOHAJIHUTE aHTHTENA IIPEMUHABAT NPE3 MUIALEHTATA [0 JMHEEH MOJIEN ¢ HApEIBaHe Ha
OpEeMEHHOCTTA, KaTO Hal-TOJSIMO KOJIMYECTBO MIPEMUHABA TIPE3 TPETHSI TPUMECTBP.

Kopmene

He e u3BectHO nanu neHo3ymab ce eKkcKpeTrpa B KbpMaTa. He Moxe Ja ce M3KITIOYH PHCK 32
HOBOpPOJIcHUTE/KbpMaueTarta. [IpoyuBanus npu ,.knockout Mumiku” mokasear, ge smrcata Ha RANKL
10 BpeMe Ha OPEeMEHHOCTTa MOXKE J1a TIOBJIHSC BbPXY Ch3PSABAHETO HA MIICUHHUTE HKIIC3H, BOJCIIO 10
HapyIeHa JIaKTaus cliel] paxxkaade (Bxk. Touka 5.3). TpsOBa 1a ce B3eMe peleHne Jain 1a He ce
MPUIIOKH KbPMEHETO HITH JIa He ce TPUIIoku Tepanusta ¢ Bilprevda, karo ce B3emat npensua mossara
OT KbPMEHETO 32 HOBOPOJICHOTO/KhPMAUETO M T0J13aTa OT TePAIUAITA 32 JKeHaTa.

DepTunuTer

Hsma nannm 3a edexra Ha JeHO3yMad BepXy (epTrimTeTa npu xopa. [IpoydBanus npy )KUBOTHH HE
MOKAa3BaT IUPEKTEH WIH UHIUPEKTEH BpeJieH epeKT BhpXyY depTinureTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

Bilprevda me mosusiBa Witk MOBNIHABA MPEHEOPEKUMO CIIOCOOHOCTTA 3a Mo HpaHe U padboTa ¢
MalliHH.

4.8 Hexenanm iekapcTBeHH peaKuu

O0600611eH1Ee Ha podwiia Ha OE30IaCHOCT

O6]J_II/I$IT HpO(bI/IH Ha 0€30MacHOCT € B ChOTBETCTBUE C BCUUKU 0/:[06peH1/1 IIOKa3aHHs 3a I[CHOBYMEI6.

XHIMOKAIITHEMHUS ¢e CHOOIaBa MHOTO YeCTO CIIE]] IIPHUIIOKEHNE Ha ICHO3YMa0, TIPESIUMHO TIpe3
IBPBUTE 2 CEAMUITH. XUIOKATIIUEMHUATA MOXKE J1a € TeKKAa U CUMIITOMaTHUYHA (BXK. Touka 4.8 —
onHcaHue Ha U30paHu HEeKENaHU peakiun). HamansBaneTo Ha cepyMHUsI Kaluii OOMKHOBEHO Ce
OBJIaJIsIBa MO MOAXOISII HAYMH C IIOMOIITa Ha 100aBKH ¢ Kaniuii 1 Butamun D. Haii-uectata
HEeXeJIaHa peakiys Ha JeH03yMal ¢ MyCKyJTHO-CKeneTHa Oonka. Ciydan Ha OCTEOHEKpOo3a Ha
YemocTTa (BX. Touka 4.4 u Touka 4.8 — onrcaHue Ha U30paHU HEXKEJIaHU PeaKlluu) ca HaOIr01aBaHu
YeCTO MPH MAIUeHTH, TPHEeMaIly JeH03yMao.

TabsmyeH CIUCHK Ha HEXKEIAHUTE PEaKLUU

W3nomn3BanHa e cieqHaTa KOHBEHITHS 32 KiTacu(UKaIys Ha HeXXeJIaHUTE JIeKapCTBEHU PEaKIlni Bb3
OcHOBa Ha 4yecroraTa B ueTpH (aza 1, ne ¢a3za Il KIMHUYHM U3NUTBAHUS U TOCTMAPKETHHTOB OTTHT
(Bx. Tabmuma 1): maoro yectu (> 1/10), wectu (> 1/100 g0 < 1/10), Heuectu (> 1/1 000 g0 < 1/100),
penku (> 1/10 000 mo < 1/1 000), muoro peaxu (< 1/10 000) u ¢ Hen3BecTHA YecToTa (OT HATUYHUTE
JIAHHU HE MOXe J1a Objie HarpaBeHa oleHKa). [Ipu BCsko rpynupaHe B 3aBUCUMOCT OT 4eCTOTaTa u
CHCTEMO-OPTaHHUS KJIAC, HEXKENaHUTE PEaKIUH ce U30posBaT B HU3XOISAII pej M0 OTHOLICHUE Ha
TSAXHATA CEPUO3HOCT.



Taoauna 1

Hexenann peaKuuu, ChOOIEeHH IPH NMAIUEHTH ¢ HAIIPEIHAIHA 3JI0KAYE€CTBCHH

saﬁonﬂsannﬂ, 3acHAraimm KOCTUTE, MHOKECTBCH MUEJIOM MJIM C THTAHTOKJIETBYCH

TYMOP Ha KOCTTa

Cucremo-opraHeH Kjiac no
MedDRA

Kareropus 4yecrora

Hexenanu peakuuu

Heomnasmu nobpokadectBenu, | Yectn HoBo mbpBHYHO 3710KaYECTBEHO
3JI0KQYE€CTBEHU U 3a6onsBane’
HeoTpeIeCHH (BKIIOUUTEITHO
KHCTH M TTOJIHIIN)
Hapymenus nHa umyHHaTa Penxu JlekapcTBeHa
CHUCTEMA CBp'I)X‘-IYBCTBI/ITeJ]HOCTl
Penxu AHaduIAKTHYHA peaKius
Hapymenns Ha Mmetabonm3ma u | MHOTO YecTH Xunokanmuemus' 2
XPaHEHETO Uectn Xumnodocharemust
Heuectu XunepkanuueMmus cie

MMpEeKpaTABaHC HA JICUCHUCTO
IIpU MaruCHTH C
TUTaHTOKJIETBYCH TYMOP Ha
KOCTT.':l3

PecniupaTopHu, rpbaHy U MHoro uectu Jucnues
MEIMACTUHAIHY HAPYLICHUS
CtoMantHo-4YpeBHY HapyIIeHus | MHOTO 9eCTH Juapus

Yectn Exctpaknus Ha 360
Hapymenus Ha koxara u Yectu Xunepxuaposa
MOJAKOKHATA ThKaH Heuectu JluxeHouHY JIeKapCTBEHU

l'IO,I[yTI/IHI/I:L

Hapymenns Ha
MYCKYJIHO-CKEJIETHaTa CUCTEMA
U CbeJUHHUTEIHATA ThKaH

MsHuoro uectu

MycKyaHO-cKesleTHa 6omka’

Yectn

OcTeoHeKpo3a Ha YemocTTa’

Heuectu

ATunudsa GpakTypa Ha
Geapenara Koct'

C Heu3BeCTHA YeCcTOoTa

OcreoHeKkpo3a Ha BHHIITHUS
ciyXoB mpoxox>?

! Bukre Touka ,,Onucanye Ha M30paHy HEXENaHN PeaKy’
2 Bukre Touka ,,J[pyrH ClIEMUATHA MOMyJIain’

3 Bmxre Touka 4.4
“ EdekT Ha KiIaca JIeKapcTBa

Onucanue Ha I/I36D3HI/I HCXCJIaHU pCaKIINH

Xunoxanyuemus

B xuHWYHATE U3MUTBAHUS 32 IPEIOTBPATIBAHE HA CHOUTHS, CBBp3aHu ¢ KocTHata cucteMa (CCK), e
HaOJI0]aBaHa MO-BHCOKA YE€CTOTa Ha XUIOKAIIMEMUS MIPH MAI[UCHTUTE, JICKYBaHH C JICHO3yMa0, B
CpaBHEHHE ChC 30JICJPOHOBA KHCEIHHA.

Haii-Brucokara yectoTa Ha XHITOKaJIIIHEMUs € HaOI0jaBaHa B KIIMHUYHO m3nuTBaHe daza [1I mpu
MAIMEHTH C MHOXKeCTBeH muenoM. ChoOIiaBa ce 3a xunokaniuemus mpu 16,9% oT manueHTHTe,
JIeKyBaHHU ¢ 1eH03yMal u 12,4% oT manueHTHTe, JIEKYBaHU ChC 30JIeAPOHOBA KucennHa. HamamnsBane
Ha HUBATa Ha CEpYMHUS Kanuuii creneH 3 ce HaOmonasa npu 1,4% oT manueHTHTe, JeKyBaH!

¢ neno3ymab u 0,6% ot maryeHTuTe, JCKyBaHU ChC 30JICIPOHOBA KicennHa. HamalnsBane Ha HuBaTa
Ha CepyMHHUs Kajimuii cTerneH 4 ce Habronasa mpu 0,4% oT manueHTuTe, JeKyBaHU C IEHO3yMal u

0,1% oT manmMeHTuTe, JIEKYBaH! ChC 30JIEJPOHOBA KHCEIHHA.

B Tpu knuHuuHM u3nuTBanus Gasa I11, KoHTposMpaHu ¢ aKTHBHO BEHIECTBO MPH MAIUEHTH C
HaIpeIHalN 3JI0KaYeCTBeHH 3a00JIIBaHUS, 3aCSTallld KOCTHTE, XUTIOKAIITUEMHS € ChoOmIeHa mpu 9,6%
OT MaIUEHTHUTE, JICKYBaHU C JIcHO3yMab, u 5,0% OT manueHTuTe, JICKYBaH! ChC 30JICIPOHOBA

KHUCCIINHA.




HamansiBane Ha cepyMHHUTE HHBA Ha KUK CTETEH 3 ca uManu 2,5% oT maleHTuTe, JeKyBaH!

¢ neHo3ymab u 1,2% ot marueHTuTe, JeKyBaHH ChC 30JIeIpOHOBA KrcennHa. HamansBane Ha
CEepYMHHTE HUBA Ha Kaiiui cteneHd 4 ca umanu 0,6% oT marueHTure, JeKyBaHu ¢ neHo3ymao, u 0,2%
OT MAlIUEHTHUTE, JICKYBaHH ChC 30JI€IPOHOBA KUCENIUHA (BXK. TouKa 4.4).

B nBe ximmaMYHA n3nuTBaHus ¢asza Il ¢ eaHo pamMo Mpu NaIrMeHTy ¢ TUTAHTOKIIETHYCH TyMOp Ha
KOCTTAa, XUTIOKaJaIueMus € cboOIeHa mpu 5,7% ot narueHTuTe. HUTO €1HO OT HEeXETAaHUTE CHOUTHS
HE Ce€ CUMTa 32 CEPUO3HO.

CroOmiaBa ce 3a TeKKa CHMITOMAaTHYHA XUMTOKAIITUEMHUS (BKIIIOUYUTETHO (haTalHU ClTydaun) Mpu
NOCTMAapPKETHHTOBaTa yoTpeda, KaTo MOBEYETO CIyYau ca HACTBIIMIN B IBPBUTE CEIMHIIN OT
HAYaJIOTO Ha JieueHHeTo. [IpumepH 3a KIMHUYHY MPOSBU HA TEXKKA CHMITOMATHYHA XUITOKAILUEMUS
BKJIIOUBaT yabkaBaHe Ha QT-unrepsana, TeraHus, IbpPUOBE U HAPYLIEHO [ICUXUYHO ChCTOSHUE
(BKIrOUMTENHO KOMa) (BX. ToUKa 4.4). CHMITOMHUTE Ha XUMTOKAIIUEMUS B KIIMHUYHUTE U3MUTBaHUS
BKJIIOUBAT MAapECTE3MH WM MYCKYJIHAa CKOBAHOCT, TOTPEIIBAHMSL, CIIa3MU M MYCKYJIHH KPaMIIH.

Ocmeonexposa na yemocmma (OHY)

B ximnnuHuTe M3nutBanus yecrorara Ha OHY e Ouia mo-BrcOKa mpw 1o rojisiMa MpobJIKUTSITHOCT
Ha ekcriosunuaTa; OHY e nuarHocTunmpaHa U ciiel CIupaHe Ha JICYSHHETO ¢ IeH03yMal, KaTo
MO-ToJIAMaTa 4acT OT CJIy4auTe ca HaCTHIIMJIM B pAMKHUTE Ha 5 Mecela cie] oclieIHaTa /103a.
[Maruentu ¢ npeaxoxama anamaesa 328 OHY wiu ocTeoMHeTUT Ha YeII0CTTa, aKTHBHO 3a00JIsIBaHE
Ha 3B0UTE WM YETI0CTTa, M3UCKBAI0 XUPYPTUYHA MHTEPBEHIUS B YCTHATa KyXHHA, He3a3ApaBsiia
paHa cien XupypruyHa HHTEpBEHIUS Ha 3b0UTe/yCTHATa KyXHHA, WM BCSKA IJIAaHWpaHa MHBAa3HBHA
CTOMATOJIOTHYHA TPOIIeypa, ca OMIH U3KITFOUYEHU OT KJIMHUYHUTE U3IMUTBAHMSL.

B xnuHMYHATE M3nMTBaHus 3a penoTBparsaBane Ha CCK e HabmomaBaHa mo-Brucoka gecrora Ha OHY
IIpH MAIIUEHTH, JIEKYBaHU C IeHO3yMal, B CpaBHEHHE ChC 30JIeAPOHOBA KucennHa. Haii-Biucokara
yecrora Ha OHY e HabmogaBaHa B KITMHUYHO H3nuTBaHe ¢a3za [1l npu manueHTH ¢ MHOXKECTBEH
muenoM. B nBoitHocnsmara da3a Ha nedenue Ha ToBa n3nutBane OHY e notewpaena npu 5,9% ot
MAIMeHTHTE, JIEKyBaHH ¢ IeHO3yMal (Meauana Ha excrnio3unusaTta 19,4 mecena; rpaanuu 1 — 52) u mpu
3,2% OT manMeHTHUTe, JIEKYBaHU ChC 30JIEJpOHOBA KrcenuHa. [Ipu 3aBbpiiBaHe Ha ABOHHOCIANIATA
(baza Ha NIeUYCeHME HA TOBA M3MUTBAaHE KOPUTHPAHATa 3a MAIIMEHTOTOIMHHU YECTOTa Ha OTBHPICHA
OHU B rpymnara Ha neHo3yma0 (Meauana Ha excrio3unuara 19,4 mecena; rpanumm 1 — 52) e 2,0 3a

100 narieHTOroAMHY 10 BpeMe Ha IIbpBaTa rofiMHa OT JeueHHeTo, 5,0 npe3 Broparta roauHa u 4,5
cien ToBa. Menuanara Ha Bpemeto 10 OHY e 18,7 mecena (rpanunu: 1 — 44).

[Ipu ocHOBHUTE (a3u Ha JIeUSHHE HA TPU KIIMHUYHH M3NUTBaHUS (a3a I1l, KoHTponmupany ¢ akTHBHO
BEIICCTBO MPH MAIIMEHTH C HAMPEIHAIIM 3JI0KaYeCTBeHH 3a00JsBanus, 3acsramnm kocture, OHY e
noTBbpaeHa npu 1,8% OT manueHTHTe, JISKYBaHU C JIeHO3yMab (MenaHa Ha eKCITO3UIIHSITA

12,0 mecemna; rpanumu: 0,1 — 40,5) u 1,3% ot narnuenTuTe, JeKyBaHH ChC 30JI€IPOHOBA KHCEIIHA.
KimuHuuHUTE XapakTepUCTUKK HA T€3M Cy4yau ca OMIM €JHAKBU MEXy rpynure Ha jedenue. Cpes
nanuentute ¢ norebpaeHa OHY, nmosedero (81% npu aBeTe rpynu Ha JieYCHUE) ca UMAIId aHAMHE3a
3a eKCTPAaKIHs Ha 350, JIOIIa yCTHA XUTHEeHA /WK 350HM KOHCTpYKIH. [loBeueTo ot marueHTuTe ca
TTOJTy9aBaJIA WJTH TIOJTydaBaT XUMHUOTEPaITHsI.

WznutBaHusATa NpU MALMEHTH C PaK Ha I'bpJaTa WK pocTaTaTa BKIOYBAT (a3a Ha MPOABIKEHO
JiedeHue ¢ JeHo3ymab (Mennana Ha oOmia ekcriozuius 14,9 mecena; rparnnu: 0,1 — 67,2). [1o Bpeme
Ha (pazarta Ha npoabkeHo JieueHne OHY e noTebpaeHa pu 6,9% 0T NanueHTUTE ¢ pak Ha IbplaTa u
pak Ha IpocTarara.

Kopurnpanara 3a maruenToroauau 001a yectora Ha motebpaeHa OHY e 1,1 3a 100 manmueHTOTOIMHN
Mpe3 mbpBarTa rojiHa Ha JICYSHUETOo, 3,7 pe3 BTopara roauHa u 4,6 cien ToBa. Meauanara Ha
Bpemeto 1o OHY e 20,6 mecena (rpanumu: 4 — 53).

Hepannomusupano, peTpocieKTHBHO, 00CepBalIOHHO MPOyYBaHe NMpu 2 877 MallUeHTH ¢ pak,
JICKYBaHH C JICHO3yMal WK 30JIeIPOHOBA KucenuHa, B llIBenus, Jlanus u HopBerus mokasea, e 5-
TOUIITHATA YeCTOTa Ha MeauItnHCKH moTBBpaeHa OHY e 5,7% (95% CI: 4,4, 7,3; MmequaHa Ha



BpeMeTo Ha npociensBane 20 mecena [rpanunum 0,2 — 60]) B KoXOpTa MalMEeHTH, TOTyYaBalH
neHozymao, u 1,4% (95% CI: 0,8, 2,3; mequana Ha BpeMeTo Ha mpoclieasBane 13 mecena [rpaHunn
0,1 — 60]) B oTmeHa KOXOpPTA MAIMEHTH, TIOTyYaBaIX 30JICIPOHOBA KUCceNnHA. [IeTTOAUIIHAST 5171
Ha 3a0os1eBaemocTTa o1 OHY npy nanueHTuTe, NpeMUHAIN OT 30JIC[POHOBA KHCEIMHA Ha ICHO3yMao,
e 6,6% (95% CI: 4,2, 10,0; mennana Ha BpemeTo Ha mipociesBane 13 mecerna [rpanumm 0,2 — 60]).

B xnuanuno n3nutBane ¢asza Il npu manuenTn ¢ HemeTacTazupai pak Ha mpocraTara (TIomyJIaris
MAIMEeHTH, 33 KOUTO JIEHO3YyMa0 HE € MOoKa3aH), C MO-TIPOABDKUATEIIHA SKCIIO3UIIHS HA JICYCHUE JI0
7 TOIMHU, KOpUTUPaHaTa 4YeCToTa 3a MalueHTOoroAuHu Ha noTespAeHa OHY e 1,1 3a

100 narreHTOroIMHY Mpe3 IbpBaTa rojiMHa Ha jeyeHue, 3,0 npe3 BTopara roguna u 7,1 cien Tosa.

B 1brocpovHo, OTKPUTO KIMHUYHO H3nuTBaHe (aza Il mpu manueHTy ¢ rTuranToKJIeThueH TYMOp Ha
KocTTa (mpoyuBaHe 6, Bx. Touka 5.1) OHY e notBppaeHa npu 6,8% OT ManueHTHTe, BKIFOYUTETHO
e/IMH [oHoIa (Meauana Ha Opost Ha 34 no3u; rpanunu 4 — 116). [Ipu 3aBbpiiBaHe Ha U3MUTBAHETO
MeJIiaHaTa Ha BPEMETO B M3MUTBAHETO, BKIFOUUTENHO (Da3ara Ha mpociensBaHe 3a 0€30MacHOCTTa, €
60,9 mecena (rparunu: 0 — 112,6). Kopurupanara gecTora 3a ManydeHTOTOANHN Ha TOTBBpaeHa OHY
e o6mio 1,5 3a 100 marmentoroauau (0,2 3a 100 nanueHTOroIMHH Npe3 IbpBaTa roIuHa Ha
Je4YeHneTo, 1,5 mpe3 Bropara roauna, 1,8 mpes Tperata roauna, 2,1 mpe3 ueTBbpTaTa roauna, 1,4 mpes
rerata roguHa u 2,2 cien ToBa). Mennanara Ha Bpemeto 10 OHY e 41 mecena (rpanumm: 11 — 96).

[IpoyuBane 7 e mpoBeneHO 32 MPOAbKaBaHe Ha MPOCIENIBAHETO HA YUACTHULIUTE C
TMTAHTOKIIETHYCH TYMOP Ha KOCTTA, JISKYBaHU B MPOYYBAHE 0, 32 JOMBIHUTEIHHN 5 WITH MOBEYE
roguan. Crobmasa ce 32 OHY npu 6 marmentn (11,8%) ot 51 manueHTH ¢ eKCIIO3UIHS ¢ MeANaHa
006110 42 mo3u aerHo3ymad. Tpu ot te3u cimydas Ha OHY ca ¢ MEAUITMHCKO TTOTBBPKICHNE.

Cevpsanu ¢ nekapcmeomo peaxkyuy Ha C8PLXUYECHEUMENHOC
[Ipu mocTMapkeTHHrOBaTa ynoTpeda ca cho0IaBaHu ChONTHS HA CBPBXYyBCTBHTEIHOCT,
BKITIOUMTEITHO PEAKH CITydad Ha aHa()WIaKTUYHU PEaKIUHU PH MAMEeHTH, TOTyYaBally JeHO3yMa0.

Amunuynu ¢ppaxmypu na 6eopenama Kocm

Karo msiio B mporpamara Ha KIIMHUYHH U3MATBAHUS aTUITUYHU (PAKTYpH Ha OepeHaTa KOCT Ce
ChOOINABAT HEUECTO MPH MAIMCHTH, JICKYBaHHU C JICHO3yMa0, ¥ PUCKBT CE YBEINYaBA MPH MO-TOJIIMA
MPOJBIDKUTEIHOCT Ha JieueHneTo. CHOUTHITA Ce TIOSBSBAT IO BpeMe Ha JICUCHUETO | 70 9 Mecera
ClIen TIpeKpaTsIBaHe Ha JIeYeHUETO (BXK. Touka 4.4).

B nporpaMaTa Ha KITMHUYHU U3MUTBAHUS 32 TUTAHTOKIIETHYCH TYMOP Ha KOCTTA, ATUITUYHU QPaKTypH
Ha KOCTTa Ce ChOOIIaBaT 4eCTO MPH MAllMeHTH, JIEKYBaHH ce JeHo3ymab. B mpoyuBaHe 6 yecToraTta Ha
MOTBBPACHU aTuNnuHu (QpakTypu Ha Oeapenara koct € 0,95% (5/526) npu nanueHTH C
THTaHTOKIIETHYECH TYMOP Ha KOCTTa. B mpoyuBane 7 3a mpociesiBaHe 4ecToTaTa Ha IOTBbPACHH
aturmyHY (ppakTypu Ha OenpeHara koct € 3,9% (2/51) ot marueHTHTe C eKCIO3UIUs Ha JeH03yMa0.

Mycxynno-ckenemna 601xka

[Ipu mocTMapkeTHHrOBaTa yroTpeda nMa ChOOIIEHHS 32 MyCKYJTHO-CKEJIeTHA 00JIKa, BKIIFOUHUTEITHO
TEXKH CIIy4dau, IPH MaIeHTH, TTOTyJYaBaly 1eH0o3yMal. B KITMHIYHN N3NUTBaHAS,
MYCKYJIHOCKeJIeTHa 00JIKa ce choOIaBa MHOTO YEeCTO U B JIBETE TPYIH Ha JICUCHHUE — C IEHO3yMal u
30JIEHIPOHOBA KUCeTHHA. MyCKyJIHO-CKeJIeTHa 00JIKa, BOAELIA 0 NPEYCTaHOBSIBAHE HA U3IMUTBAHOTO
JIeYeHune, ce ChoOIaBa HEUECTO.

Hoeso nvpsuuno 3noxauecmeerno 3abonseame

[Ipu ocHOBHUTE NBOIHOCHENHN (ha3u Ha JIeUeHUE HAa YeTUPH KIMHUYHU u3nuTtBanus dasa I11,
KOHTPOJIMPAHH ¢ aKTHBHO BEIIECTBO, MPU MAIUEHTH C HAPETHAIH 3JI0KaYECTBEHN 3a00JIIBaHUS,
3acAraliy KOCTHTE, HOBO ITbPBUYHO 3JI0KAYECTBEHO 3a00MsBaHe ce choOmmana npu 54/3 691 (1,5%) ot
MAIUEeHTHTE, JIEKyBaHH ¢ AeH03yMal (Menuana Ha excnozunusara 13,8 mecena; rpanumum: 1,0 — 51,7), u
mipu 33/3 688 (0,9%) oT manmeHTUTE, JIEKYBaHU ChC 30JIEAPOHOBA KHCEIMHA (MeIuaHa Ha
excriozunmsTa 12,9 mecena; rpanumu: 1,0 — 50,8).
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KymynaruBHara yectora 3a eqHa roarHa e cbotBeTHO 1,1% 3a neHozymab u 0,6% 3a 301e1poHOBa
KHCENTUHA.

He ce Ha6n10):[aBa sICHA, CBbp3aHa C JICUCHUECTO TCHACHIUA MPU OTACITIHUTEC OHKOJOTUYHHA 3a00IIIBaHUs
WJIK TPYOUTE OHKOJIOTUYHHA 3a00IIIBaHUS.

IIpu marueHTuTe ¢ THTAHTOKIJIETHUCH TyMOpP Ha KOCTTA YECTOTaTa Ha HOBO 3JI0KAYECTBEHO
3a00JIIBaHe, BKIFOUMTEIIHO TAKOBa, 3aCTallo KOCTTa U U3BBH KOCTTa, ¢ 3,8% (20/526) B mpoyuBane 6.
B mpoyusane 7 3a mpocnensBane dyectorara € 11,8% (6/51) oT manueHTHTE C €KCTIO3UIUS Ha
JieHo3yMao.

Jluxenouonu nexapcmeenu peakyuu
Cro01iaBa ce 3a JINXCHOWIHU JICKAPCTBEHH PEeakIiy (HalpuMep peaKiny, ToJOOHH Ha JINXeH

HHaHyC) IIpyu MalqUCHTHU B MIOCTMAPKETUHTOBU YCJIOBUH.

IlenquarpuynHa momyaanus

ﬂCHO3YMa6 € U3CJICABAaH B €AHO OTBOPCHO U3IMUTBAHE, KOCTO BKIIFOYBA 28 10HOIIH ChC 3aBBPUICHO
CKECJICTHO Pa3sBUTHUE C TUTAaHTOKJICTHYCH TYMOP HAa KOCTTA. B®b3 ocHoBa Ha Te3u OrpaHUYCHU TaHHHU,
HpO(l)I/IJI’bT Ha HEKECJIaHUTE PCAKIIUHU € CXOJICH C TO3U IPU Bb3PACTHH.

CroOmiaBa ce 3a KIMHHYHO 3HAYNMa XHUIIEPKAIIUEMUs CIIe] IPeKpaTsBaHe Ha JICUSHUETO TIPU
MMOCTMApKETHHTOBATa yIIOTpeda MpH MeAUaTPUIHH MTAUCHTH (BXK. ToUKa 4.4).

JIpyry crienaiHy nonyJIaluu

Bvopeuno yepeacoane

B xIMHWUYHO M3NUTBaHE IPU NAIMEHTH 0e3 HaIpeIHAN PaK ¢ TeKKa CTEIeH Ha ObOPEYHO yBpexKIaHe
(xpeaTHUHOB KIHUpBHC < 30 ml/min) WK KOUTO ca HA TUATTHU3a, UMa MO-TOJIIM PUCK OT Pa3BUTHE HA
XHUIIOKAJIIUEMUS, aKO HE CC IlO6aB$I KaJ'H.[PIfI. PucksT oT PAa3BUTUC HA XUIIOKAJIIUEMHS 110 BpEME Ha
JICUCHUE ¢ JCHO3yMa0b € MO-TOJISIM C HapacTBaHE Ha CTENEHTa Ha ObOPEYHO YBpekaaHe. B KIMHUYHO
W3IIMTBAHE MPH MaleHTH 0e3 HarpeaHat pak, 19% OoT manueHTHTe ¢ TeXKKa CTereH Ha OhOpedHo
yBpexaane (KpeaTnHHHOB KIupBhHC < 30 ml/min) u 63% ot marnmenTuTe, KOUTO ca Ha AWajm3a, ca
Pa3BUIIU XUTIOKAJIIIUEMUS BBIIPCKU JIO6aB5[HeTO Ha KaHHHﬁ. 06111aTa YeCTOoTa Ha KIIMHUYHO 3Ha4YuMa
XHIoKaJueMus ¢ 9%.

HabnroaBaHo € ChIO M CHITBTCTBAIIO MTOBUILIABAHE HA MAPATHPEOUIHUS XOPMOH ITPH NAIUEHTH C
TEXKa CTereH Ha ObOpeYHO YBpeXkIaHe WK Ha AUAN3a, KOUTO T0IydaBaT JeH03yMao.
[MpocneasBaHeTo Ha KAIMEBUTE HUBA U IOCTATHYHUAT PUEM Ha KaJlMid 1 BuTaMuH D e ocoOeHo
BKHO MMPH TAITUEHTH ¢ 0BOpeyHO yBpekmane (BxK. Touka 4.4).

CrpoOliaBade Ha [OI03UPAHU HEKEIaHU PEAKIIUU

CphoOI11aBaHeTO Ha MOI03UPAHH HEXKETaHU PEaKIMU CJIe]] pa3peliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHHs
NPOAYKT € BaykHO. TOBa MO3BOJISABA J1a TIPOIBIKA HAOIOJICHUETO Ha CHOTHOINICHUETO TTOJI3a/PHCK 32
JeKapCcTBEeHUs MPOAYKT. OT MEMIIMHCKHUTE CIICIIHATMCTH CE H3UCKBA J]a ChOOIIABAT BCSIKA
N0/I03MpaHa HeXKeJlaHa peakilns ype3 HallMOHAIHA CHCTeMa 3a ChoOIIaBaHe, MOCoYeHa B

[punoxenue V.

4.9 IIpemo3upane

Hsma omut ¢ nmpeno3upane npy KIMHAYHUTE POy4YBaHus. [JleHo3yMal e mpuiiarad npu KIHHAIHHA
npoy4BaHus B 1034 10 180 mg Ha Bceku 4 cenmuiy 1 120 mg ceAMUYHO 3a 3 CEAMMUITH.
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5. ®APMAKOJIOT'MYHU CBOMCTBA
51 ®apmakoguHAMHMYHM CBOMCTBA

dapmakoTepaneBTHYHA rpyma: JlekapcTsa 3a TedeHue Ha KOCTHH 3a0oisiBaHus — Jpyru nexkapcTsa,
MOBJIUSIBAIM KOCTHATa CTpyKTypa u MuHepanuzanua. ATC kox: M0O5SBX04

Bilprevda e 6uonoruuto moao6eH ekapeTBeH mpoaykT. [ToapobHa nHpOpMAIs € TpeocTaBeHa Ha
yeOcaiita Ha EBpormeiickaTa areHIys 1Mo JiekapcTaara https://www.ema.europa.eu.

MexaHu3bM Ha IEUCTBUE

RANKL crmecTByBa kato TpancMeMmOpaHeH win pa3rBopum npoTerndH. RANKL e kpaitHo HeoOxoaum
3a 00pa3zyBaHeTo, PYHKIUOHUPAHETO U MPEKUBIEMOCTTA Ha OCTEOKIACTUTE, CAUHCTBEHHUAT BT
KIIETKH, OTTOBOPHH 32 KOCTHaTa pe3opouus. [loBuinenara ak THBHOCT Ha OCTEOKIACTHUTE,
ctumynupanu oT RANKL, e ki1io4oB MearaTop 3a KOCTHATA JECTPYKLMS MPU METACTaTUYHU KOCTHU
3a00J11BaHUs M MHOXKECTBEH MuesoM. J[eHo3ymal e yoBenko MOHOKIIOHaTTHO auTuTAio (IgG2), koero
MIPUIICITHO CE€ CBHP3Ba C BUCOK apuHuTeT U crieiupuanoct ¢ RANKL, kato npepoTBparsBa mosiBara
Ha B3anmoJerictBneTro RANKL/RANK u Bogm 10 HamaneH Opoil 0CTEOKIaCTH M HaMaJieHUe Ha
TAXxHaTa GYHKIMS, KaTo [0 TO3W HAYMH HaMaJlsiBa KOCTHATA pe30pOnyrs U KOCTHATa JECTPYKIIHS,
MHIyLUpaHa OT PaKOBH 3a00JsIBaHHUSI.

I'UTaHTOKIIETHPYHUTE TYMOPH Ha KOCTTA C€ XapaKTePU3HPAT C HEOIJIACTHYHH CTPOMAITHU KIICTKH,
excrpecupamu RANK nurang v mogo0HN Ha OCTEOKIACTH TUTAHTCKU KJIETKH, eKcrpecupana RANK.
[Ipu manueHTH ¢ TUTAHTOKJIETHYEH TYMOP Ha KOCTTA, IeHOo3yMab ce cBbp3Ba ¢ RANK nmranna, kato
3HAYUTEITHO HaMaJIsiBa WU CIIMMHUHAPA TIOJIOOHUTE HA OCTEOKIIACTH TUTAaHTCKU KIIETKH. B pesynrar Ha
TOBa OCTEOJIM3aTa HaMaJIsIBa U NposinepaTiBHATA TYMOPHA CTPOMA CE 3aMECTBa C
HenpoiudepaTuBHa, AupepeHIMpana, ITbTHa HOBOOOpa3yBaHa KOCT.

(DaDMaKOJII/IHaMI/IT-IHI/I ed)eKTI/I

B ximanvHM n3nuTBanus (aza Il npu manueHTH ¢ HanpeaHAa M 3I0Ka4eCTBEHH 3a00IIBaHMUs,
3acsATany KOCTUTE, MIOAKOKHOTO (S.C.) IPHUIIOKeHNE Ha AeHO3yMa0 Ha Bceku 4 cenvunn (Q4W) wm
12 ceamuim Boau 10 ObP30 HaMaJIIBaHe Ha MapKepuTe 3a KocTHa pe3opouus (UNTX/Cr, cepymen
CTx), ¢ Mmeguana Ha HaMmaneHue ot npuonmsuTenHo 80% 3a uNTX/Cr, mosBsBamio ce B paMKUTE Ha
1 cegmmuIia, HE3aBUCUMO OT IIPEIIIeCTRAIA Tepanus ¢ oudochoHaTH WK OT H3XOTHOTO HUBO HA
uNTX/Cr. B ximuananu u3nutBanus ¢asa [l npu nanuenTy ¢ HarpeHa Il 3710Ka4eCTBEHH
3a00JIsIBaHus, 3acATalny KocTuTe, cpeHoTo Hamanenue Ha UNTX/Cr ot npubnuzurento 80% ce e
3arbprkaio npes 49-te cenMuiy Ha JedeHue ¢ Aenozymad (120 mg Ha Bceku 4 ceqMuIIn).

HmyHorenHoct
ITo Bpeme Ha JIeYCHHUETO ¢ ACHO3YMal MOJKe Jla C€ pa3BUAT aHTHTENIA Cpelry neHo3ymao. He e
HaOJII0/[aBaHa sIBHA KOpeJallks Ha Pa3BUTUETO HA aHTUTEIIA C PapMaKOKUHETHKATA, KIMHUIHHSI

OTTOBOP WJIU HECKCIIAHUTC CHLOUTHS.

Knunnunaa ed)I/IKaCHOCT 1 0€30I1aCHOCT OpHU TalMeHTH ¢ KOCTHU METAaCTa3u OT COJIMIHH TYMOPH

EdukacHocrTa n 6e3omacHocTTa Ha 120 mg nero3yma0, mpuiaraH s.c. Ha BCEKH 4 CeIMUIIM WIH Ha

4 mg 301eIpOHOBA KHCEIWHA (KOpUTHPAHE Ha J03aTa Mpy HamasieHa Oh0peuHa GhyHKITN), TTprjIarana
1.V. Ha BCEKH 4 CEIMUIIM, Ca CPAaBHABAHU B TPH PaHIOMHU3UPAHH, TBOIHOCIENN POYYBAHHUS,
KOHTPOIIMPAHU C aKTHBHO BEIIECTBO IIPH MAIUEHTH, KOUTO HE ca MOy4YaBalH i.v. oudocdonaru, ¢
HaIpeIHaIN 3JI0KaYeCTBeHH 3a00JIIBaHUS, 3acsTallld KOCTHTE: Bh3PACTHHU MAIIMEHTH C PaK Ha I'bpaaTa
(mpoyuBasne 1), ApyTH COMUIHN TYMOPH WM MHOKECTBEH MUEJIOM (TIpoy4BaHe 2) U pak Ha
IpocTaTara, pe3UCTEHTEH Ha KacTpanus (mpoyuBaHe 3). [Ipu Te3u npoyuyBaHusl, KOHTPOJIMPAHU C
AKTUBHO BEIIECTBO, 0€30MacHOCTTA € oneHeHa rpu 5 931 nmanmentu. [lanmenTn ¢ npemecTsaima
anamue3a 3a OHY wim oCTEOMHETUT Ha YeTI0CTTa, aKTUBHO 3a00JIIBaHE HA 3b0UTE WIIA YEITIOCTTA,
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M3UCKBAILO0 XUPYPrUuHa HHTEPBEHLIUS B YCTHATA KyXWHA, HEU3JIEKYBaHO 3a00sABaHe cle]
JICHTAJTHA/XUPYPrUYHA UHTEPBEHIMS B yCTHATA KYXMHA MM KaKBATO U JIa € TUIaHMpaHa HHBAa3WBHA
JICHTAJTHA TIPOTIeAypa, He ca OUITM TOIXOIAIIH 32 BKIIOUBAHE B T€3H MpoyuBaHus. [IspBUdHATE U
BTOPHYHHTE KpallHU TOYKH OLIEHSBAT MOsSBaTa HA €JHO MM [T0BeYe CHOUTHSA, CBEP3aHU C KOCTHATA
cucrema (CCK). Ilpu npoyuBaHusTa, TOKa3BaIIH MTPEBH3XOJICTBO HA JICHO3yMal CIIPSMO
30JICH/IPOHOBA KUCEITMHA, Ha TIAIIMCHTUTE € TMPEII0KEHO OTKPUTO MpUJIaraHe Ha AeHo3ymMal B
NPEABAPUTEIHO OTIpejiesieHa 2-roAuIIHa (a3a Ha MPOJbbKeHHe Ha jJedeHneTo. ChOuTHe, CBBP3aHo C
KOCTHATa CHCTEMa Ce OTPEAENS KaTo BCSIKO €IHO OT CICAHUTE: MAaTONOTHYHA PpakTypa (MperuieHHa
WM HETIPEIUICHHA), IbYeTepaIis Ha KOCTTa (BKIIOYUTEITHO YITOTpeOa Ha paTuon30TOIH ), OTICPATIHS
Ha KOCTTa HUJIN Fp'b6Ha‘IHO'MO3’bT-IHa KOMIIpECHH.

Jeno3ymad HamaisiBa pucka ot nosisara Ha CCK u nosiBata Ha MHOTOKpaTtHu CCK (IIbpBUYHU U
TTOCJICTBAIITH ) TIPY TIAITUEHTH ¢ KOCTHA METACTa3! Ha COJIMITHU TYMOpPH (BXK. TabmuIa 2).

Taoauna 2 Pe3yararu 3a epuKaCHOCT NPH NALMEHTH € HANPEIHAJIH 3J10KAYeCTBEHU
3200/15IBaAHMSI, 3aCSATallll KOCTUTE
[poyuBane 1 IIpoyuBane 2 IIpoyuBane 3 KomOunupan
PaK Ha rbpaaTta APYrda COJIMAHU PaKk Ha 1pocraTaTta aBaHCHpaJ pak
TYMOPH** Wi
MHOKE€CTBEH
MHEJIO0M
Jeno- 30J1e1po- Jeno- 30J1e1po- Jleno- 30J1e1po- Jeno- 30J1eApo-
3yma0 HOBa 3yma0 HOBa 3yma0 HOBa 3yma0 HOBa
KHCEeJIUHA KHCEeJIUHA KHCeJINHA KHCEJINHA
N 1026 1020 886 890 950 951 2 862 2861
OspBo CCK
Menunana Ha
BpPEMETO NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
(mecenn)
Pasnuka B
MeJaraHaTa Ha NA 42 35 82
BpPEMETO ’ ’ ’
(mecenn)
o,
HR (95% CI) / 0,82 (0,71,0,95)/ 18 | 0,84 (0,71,0,98)/16 | 0,82(0,71,0,95)/18 | 0,83 (0,76, 0,90)/17
RRR (%)
He no-mainka
cuiacnoct/ <0,0001"/0,0101 0,0007t/ 0,0619* 0,0002/0,0085" <0,0001 /< 0,0001
[IpeBB3x0oaCTBO
p-croiiHocT
Han ra . 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
nanueHture (%)
IspBo u nocaeaamu CCK*
Cpezen 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
Opoii/manueHT
ChOTHOIICHHE
?;;cé?;?m 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
0
RRR (%)
llpesraxoacrao 0,0012 0,1447" 0,0085" <0,0001
p-ctoitHocT
SMR 3a roguna 0,45 0,58 0,86 1,04 0,79 0,83 0,69 0,81
speo CCK niimn HCM
Mennana Ha
BPEMETO NR 25,2 19,0 14,4 20,3 17,1 26,6 19,4
(Mmecern)
0,
HR (95% CI)/ 0,82 (0,70, 0,95)/ 18 0,83 (0,71, 0,97) / 17 0,83 (0,72, 0,96) / 17 0,83 (0,76, 0,90) / 17
RRR (%)
Ilpern3xonctso 0,0074 0,0215 0,0134 <0,0001
p-croiiHocT
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IIpoyuBane 1 IIpoyuBane 2 IIpoyuBane 3 Kom0unupan

pPaK Ha rbpAaTa APYTH COJUIHH pak Ha mpocTarara aBaHCHpaJ paK
TYMOPH** M
MHOKeCTBeH
MHEJIOM
Jeno- 30J1e1po- Jeno- 30J1e1po- Jleno- 30J1e1po- Jeno- 30J1€1pO-
3ymat HOBa 3yma0 HOBa 3ymad HOBa 3ymat HOBa
KHCEJTHA KHCEJTMHA KHCeJNHA KHCEJIMHA
N 1026 1020 886 890 950 951 2 862 2861
IIbpBO 00/ bYBaHE HA KOCTHTE
Menuana Ha
BPEMETO NR NR NR NR NR 28,6 NR 33,2
(mecenn)
0,
Eﬁﬁi/; D/ 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
o
Tpesssxoncrso 0,0121 0,0256 0,0071 <0,0001
p-croiiHocT

NR = ne nocturaaro; NA = menpuinoxxumo; HCM = xunepkaianuemMus B pe3yaTaT Ha 3JI0Ka4eCTBEHO 3a00IIBaHE;

SMR = gectoTa Ha ckenerHa 3aboneBaemoct; HR = Koepunument Ha puck; RRR = OtHOCHTETHO HamMaJleHne Ha prCKa
TKopurupanu p-ctoiinocTu ca npescraBeny 3a npoyusanus 1, 2 u 3 (mbpso CCK 1 kpaiiHu TOUKH 32 MPBO U I0CIIE/BALIHT
CCK); *Bpoii Ha BcH4KH CHOUTHS, CBBP3aHM C KOCTHTE 3a EpHoJia; OPOCHH ca caMo CHOUTHS MOSBIIIH ce > 21 Hu ciex
HPEIXOTHUTE.

** BKITIOYHUTEITHO HEAPEOHOKIICThUCH pak Ha Oenust qpo0, pak Ha ObOpeKa, KOJIOPEKTAICH pakK, TPCOHOKICTHYCH paK Ha
6enust qpod, pak Ha MUKOYHMS MEXyp, paK Ha riiaBaTa u musrta, pak Ha [ IC/nuko4o-nonoBara cuctema u IpyrH,
U3KIII0YBAIKM pak Ha IbpJaTa U MpocTaTara.

®@urypa 1. Kpusu na Kaplan-Meier 3a BpemeTo 10 nspBoTo CCK 1o Bpeme Ha npoy4YBaHeTo

lMpoyysaHe 1* MpoyysaHe 2** lMpoyysaHe 3*
Dmab (N = 1026) Dmab (N = 886) Dmab (N = 950)
10 ZA (N =1020) ; ZA (N = 890) F ZA (N =951)

O 0,8

&

o 06

=

g 04

g

e 0,2

=

= 00

Dmab | 1026 697 514 306 99 4 886 387 202 96 28 0 950 582 361 168 70 18
ZA | 1020 676 498 296 94 2 890 376 194 86 20 2 951 544 299 140 64 22
T T T T T

0 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30
MeceL, oT npoy4BaHeTo

Dmab = leHozymab 120 mg Q4W

ZA = 3oneapoHoBa kucenuHa 4 mg Q4W

N = Bpoit paHaoMU3MpaHu nauueHTn

* = CTaTUCTUYECKM 3HAUMMO 3a NPEBB3XOACTBO; ** = CTAaTUCTUYECKM 3HAYMMO 3a He MO-Manka eqpuKacHoCT

IIporpecus Ha 3a00JIIBAHETO U O6U_Ia OPEKUBACMOCT C KOCTHHU METACTa3u OT COJHMIHU TYMOPHU

IIporpecusita Ha 3a00IBAHETO € CXOHA MEXAY I€HO3yMal U 30J1eIpOHOBA KHCETHHA ITPU BCUUKUTE
TPH MPOYYBAHUS U MIPH MPEABAPUTEIHO ONPEACICHHS aHAIN3 Ha KOMOWHAIUATA OT TPUTE
MIPOyYBaHUS.

B npoyuBanus 1, 2 u 3, o0miara npexuBsIeMOCT € OalaHCHpaHa MY JeHO3yMal U 30JIeIPOHOBA
KHCEITMHA NP MAIUCHTH C HAMPETHAIHN 3I0KaYeCTBEHH 3a00SIBAHUS, 3aCATAIIN KOCTUTE: AIIUEHTH C
pax Ha repaara (koeunueHTsT Ha puck u 95% ClI e 0,95 [0,81, 1,11]), manmenTn ¢ pak Ha
npocTarara (koe(uIueHTsT Ha puck u 95% Cl e 1,03 [0,91, 1,17]) u nauueHTH ¢ APyTy COTUIHU
TYMOPH MM MHOXECTBEH MHUEJIOM (KoepHuIueHTsT Ha puck u 95% Cl e 0,95 [0,83, 1,08]). Post hoc
aHanu3 B Mpoy4BaHe 2 (MaHeHTH ¢ IPYTH COJMHUIHHA TYMOPH WJIM MHOXXECTBEH MHEJIOM) U3CJIC/BA
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o0I1aTa Ipe)UBSEMOCT 3a TPUTE BHJIA TYMOPH, H3IIOJI3BaHU 3a cTpaTu(uKanus (HeapeOHOKIESThUCH
pax Ha Genust ApoO, MHOKECTBEH MHUENIOM U ApyrH). O0maTa npexxuBIeMoCT € TOo-AbJra 3a
JIeHO3yMab mpu HeAPEeOHOKIICThYCH pak Ha Oenus Apo0d (koedunment Ha puck [95% CI] ot 0,79 [0,65,
0,95]; n = 702) u mo-aBaTa 32 30J€APOHOBA KUCETMHA IPH MHOXKECTBEH MUEIIOM (KOe(UIIMEHT Ha
puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxomHa MexIy AeHO3yMal U 30JIeIPOHOBA KUCEIINHA
IpU IpyTHTE BUIOBE TyMOpH (Koedunuent Ha pruck [95% CI] ot 1,08 [0,90, 1,30]; n = 894). Tosa
NpOYYBaHE HE € 32 KOHTPOJIMPAHE Ha MPOTHOCTUYHUTE (DaKTOPH U AaHTUHEOIIACTUYHUTE JICUCHUSI.
[Ipu koMOMHMpPaH, MPEIBAPUTEIHO OMPENEIICH aHAJIN3 OT MpoyuBanus 1, 2 u 3, obmara
MIPEKUBAEMOCT € CXOTHA MEXKAY JeHO3yMal M 30JIe[pOHOBA KUCeTnHa (KoepHIHEeHT Ha pUCK 1 95%
C10,99 10,91, 1,07]).

Edekr Bbpxy OosikaTa

BpemeTto 10 obnekuaBane Ha OoikaTa (T.€., > 2 TOYKU HaMaJsiBaHE OT U3XOJHOTO HMBO Ha CKOpa 3a
Haii-criHa Oonka o ckanara Ha BPI-SF) e cxoqHo Mexay neHo3ymab u 307eApOHOBA KUCENIMHA TIPU
BCSIKO MPOYYBaHE M B MHTETPUPAHUTE aHATN3W. B mociieant aHaim3 Ha KOMOWHUpaH! HAOOPH OT
JTAaHHM, Me/IMaHaTa Ha BPEeMEeTO JI0 BJIolIaBaHe Ha Oonkara (CKop 3a Hali-cHiiHa Ooska > 4 TOUKH) IpU
MAIMEHTH C Jieka OoJika uiau Oe3 00JIKa Ha M3XO0JTHO HUBO € 3a0aBeHa 3a JIcHO3yMal B CPAaBHEHHUE ChC
3oneapoHoBa kucenuHa (198 cpsimo 143 mam) (p = 0,0002).

Kinnnnuna edrkacHOCT IIpU NAIMEHTH C MHOKECTBEH MUEIOM

Jleno3ymab e oreHsIBaH B MEXIyHAPOIHO, paHaoMu3upano (1:1), IBOHHOCIIAIO, KOHTPOJIHUPAHO C
aKTHBHO BEUIECTBO MPOYYBAHE, CPABHABAIIIO JICHO3yMal ChC 30JICAPOHOBA KUCEIMHA NIPU TTALIUEHTH C
HOBOJIMATHOCTHIIMPAH MHOXKECTBEH MHEJIOM, TIPOYYBaHE 4.

B toBa npoyusane, 1 718 manueHTy ¢ MHOKECTBEH MHEJIOM U C TIOHE €JHa KOCTHA JIe3us, ca
paHIoMu3upaHu fa nony4asat 120 mg neno3ymad noaxoxHo Ha Bceku 4 cenmuin (Q4W), mim 4 mg
30JIe[POHOBA KHCETMHA WHTPaBEHO3HO (i.v.) Ha BCeKH 4 ceIMUIU (KOPUTHUPAHAa 1032 CIIOPEeT
O0b0OpeuHara hyHkIMs ). Mi3Mepures Ha IbPBUYHHS PE3YJITAT € JIOKAa3BaHE HA HE MO-MajiKa e(PUKACHOCT
3a BPEMETO JIO ITbPBa MOsBa B MPOYYBAHETO HAa ChOUTHE, CBBp3aHO ¢ kocTHaTa cuctema (CCK), B
CpPaBHEHHE ChC 30JICJIPOHOBA KHUCENHNHA. V3MepuTennuTe Ha BTOPUYHHUTE PE3YITaTH BKIFOYBAT
MPERB3XOJICTBO 32 BpeMeTo 0 nossa Ha bpBo CCK, nperb3x0ACTBO 32 BpEMETO JI0 T0sIBa Ha TbPBO
u cineapaito CCK u o6ima npexussiemoct. CbOUTHE, CBBP3aHO C KOCTHATAa CUCTEMA CE OIPEILIIs KaTo
BCSIKO €IHO OT CJICAHUTE: MATONOTUYHA QpakTypa (MpeluleHHa WK HeMPEUUIeHHA), TbUeTepanus Ha
KOCTTa (BKITFOUNTEITHO yIIOTPeOa Ha PaIHON30TOIH ), OTIEpaITis Ha KOCTTa WIH TPhOHAYHO-MO3bUHA
KOMIIPECHSI.

B nBere rpymnu Ha nmpoyuBaHeTo, 54,5% OT manueHTUTe ca TNIaHUPaH! 3a aBTOJIO0XHA TPAHCIUTAHTAIUS
Ha niepudepHn KpbBHE cTBONOBH KiteTkH (PBSC), 95,8% oT manueHnTHTe ca M3M0a3Bai/IIIaHUpaHu
Jla M3T0JI3BaT HOBO aHTUMHEIIOMHO CPECTBO (HOBUTE TEPAIIUU BKIHOYBAT OOPTE30MHUO, JTCHATUIOMUT
WJIY TAJIMJOMU) IPU TbPBA JIMHUS Ha JedeHue, a 60,7% ot nanuentute ca umanu npeaumiHo CCK.
BposT Ha nanueHTUTe B ABETE TpyIK Ha npoyuBaHeTo ¢ ISS craguii I, ctaguit I u crapumit 111 mpu
MOCTaBSIHETO Ha AUarHosara € cboTBeTHO 32,4%, 38,2%, u 29,3%.

Cpennusar Opoii Ha npuiIoKeHNUTe 1034 € 16 3a neHo3ymal u 15 3a 30meapoHOBA KHUCETUHA.

Pesynrarute 3a epukacHOCT OT nMpoyuBaHe 4 ca npeacTaBeHu Ha Gurypa 2 u Tadbauna 3.
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®urypa 2. Kpusu na Kaplan-Meier 3a Bpemero 10 nspBo CCK npu nauuenTtu ¢
HOBOJMATHOCTHIMPAH MHOKECTBEH MHUEJIOM

[leHo3yma6120 mg Q4W (N = 859)
3onenpoHoBa kucenvHa 4 mg Q4W (N = 859)
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Aerosymab 120 mg Q4W| 859 583 453 370 303 243 197 160 127 99 77 50 35 22
3oneapoHosa kucenvHa 4 mg Q4W| 859 595 450 361 288 239 190 152 125 95 69 48 31 18
T

T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Mecew, oT npoy4BaHeTo

N = 6poit paHLOMM3MPaHI NaLMeHTH

Ta6auna 3. Pe3yaTaTu 3a epuKacHOCT HAa JeHO3yMa0 B CpaBHEHHE ChC 30/1eJPOHOBA KHUCETUHA
NP NAIMECHTH ¢ HOBOJAMATHOCTHIMPAH MHOKECTBEH MHEJIOM

Jdenozymat 3oaenpoHoBa
(N =859) KHCeJIHHA
(N =859)

IbpBo CCK
Bpoit Ha manmenture, kouto ca umanun CCK 376 (43,8) 383 (44,6)
(%)
Menuana Ha Bpemerto 10 CCK (mecenn) 22,8 (14,7; NE) 23,98 (16,56; 33,31)
Koegunuent Ha puck (95% CI) 0,98 (0,85; 1,14)
spBo u caeasamo CCK
Cpenen Opoif chONTHS/TIAITHEHT 0,66 | 0,66
CrotHomenue Ha yecrorara (95% CI) 1,01 (0,89; 1,15)
YecroTa Ha cKeJaeTHA 3a00J1I€eBaeMOCT 3a 0,61 0,62
TOJIMHA
HspBo CCK unn HCM
Menunana Ha BpeMeTo (MeCeIn) 22,14 (14,26; NE) | 21,32 (13,86; 29,7)
Koedwumment Ha puck (95% CI) 0,98 (0,85; 1,12)
[Ibpra AbYeTEpanusA HA KOCTTA
Koedurnuent Ha puck (95% CI) ‘ 0,78 (0,53; 1,14)
O01ma npexuBseMOCT
Koedwumuent Ha puck (95% CI) ‘ 0,90 (0,70; 1,16)

NE = He e onteHUMO
HCM = xunepkaiuuemus B pe3yiiTaT Ha 3JI0KaueCTBEHO 3a00JsiBaHe

Knnangna ed)I/IKaCHOCT 1 0€30IMacHOCT IIpH BB3PaCTHH W FOHOIIHW CHC 3aBbPIICHO CKCJICTHO PA3BHUTHUC
C TMTaHTOKJICTHYCH TYMOP Ha KOCTTa

BeszomnacHocTTa 1 ehrkacHOCTTa HA IeHO3yMal € M3CieIBaHa B IBE OTKPUTH KIIMHUYHU U3MTUTBAHHUS
(aza Il c enHO pamo (IpoyuBanHus 5 U 6), BKIIOYBANTN 554 MAIMEHTH C TUTAHTOKJICTHhUCH TYMOD Ha
KOCTTa, KOWTO € HeonepaOuJICH WK IIPHU KONTO omnepanusTa Ou Oujia CBbp3aHa ¢ TeKKa
3aboneBaemoct. [lanmenture momyuasat 120 mg geH03yMad MOAKOKHO BCEKH 4 CSIMUIIU C
HaToBapBaina g03a ot 120 mg Ha neH 8 u 15. [lanmenTrTe, KOUTO ca MPEKPATUIH IEHO3yMao, Ciie]
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TOBa BIIM3aT BBB (pa3aTa Ha MpOCIeAsiBaHe Ha 0€30MacHOCTTa 3a Hal-manko 60 mecera. [ToBTopHO
JICUCHHUE C JICHO3yMal MpH MPOCIE/SIBAHETO Ha OE30MACHOCTTA € TIO3BOJICHO 3a MAI[HCHTHTE, KOUTO
I'FPBOHAYAITHO MTOKA3BaT OTTOBOP KBM JCHO3YMa0 (HAIp. B CIIydail Ha perUuANBUPAIIO 3a00JIsIBaHE).

[IpoyuBane 5 BkitouBa 37 Bb3paCTHH MAIUSHTH C XUCTOJIOTHYHO MOTBHP/ICH HEONepaOuIeH HITH
PEIMINBUPAI TUTAHTOKJIETHYEH TYMOp Ha KOcTTa. MI3MepHuTessT Ha OCHOBHHS pe3yJiTaT Ha
M3IUTBAHETO € YecToTaTra Ha OTroBOp, AedrHUpaH kaTo nmoue 90% enuMuHUpaHe Ha TUTAHTCKUTE
KJIETKHU CTIPSAMO U3XOJHOTO HUBO (MJIU ITBJIHO €TMMUHUPAHE Ha TUTAHTCKUTE KIIETKH B CIIy4YauTe,
KOTaTO TUTaHTCKUTE KJIETKH MPeACTaBiIsIBaT < 5% OT TyMOpPHHUTE KJIETKH) WK JIMIICATa HA IIPOTPecHs
Ha IIeJieBaTa Jie3usl Ype3 peHTreHorpa( ek n3MepBaHus, KOraro HsMa HaTMYHU XUCTOMATOIOTHIHI
usciensanus. Ot 35-Te manyeHTy, BKIOYCHU B aHalu3a 3a eukacHocT, 85,7% (95% CI: 69,7, 95,2)
ca UMaJli TepareBTHYCH OTTOBOP KbM JIEUEHHETO ¢ AeHo3yMa0. Benukure 20 nanuentu (100%) ¢
XHUCTOJIOTUYHHU OIEHKH OTTOBAPAT HAa KPUTEPUUTE 32 0TroBop. OT octaHanute 15 namuenTy, npu 10
(67%) pentreHorpadckuTe U3MEPBaHUS HE MOKA3BaT MIPOrPECHUS HAa TApreTHATA JIC3USI.

IIpoyuBane 6 BKiItOUBa 535 Bb3pacTHU MJIM IOHOIIN ChC 3aBBPIIEHO CKEJIETHO Pa3BUTUE C
TUTAHTOKJIETHYCH TyMOp Ha KocTTa. OT Te3n nmarueHT 28 ca Ha Bb3pact 12 - 17 rogunau. [lanuentrre
ca pasIpe/ielIeHH B e/1Ha OT TPU KOXOPTH: KOXopTa 1 BKJIIOUBA MAIUEHTH C XUPYPTUIHO
HEBBH3CTAaHOBHMO 3a00IIBaHe (HAIP. CAaKpaJIHU, TPhOHAYHU HITH MHOKECTBEHH JIE3UH, BKIFOUUTEITHO
OenmopoOHM MeTacTas3m); KOXOpTa 2 BKIIIOYBA IMAIMEHTH C XUPYPTHYHO BH3CTAaHOBUMO 3a00IIIBaHE,
YHUATO IUTAHUpAHA OTIEpaLusl ce CBbP3Ba C TeKKa 3a00JieBaeMOCT (Hamp. pe3eKIHs Ha cTaBa,
aMITyTalus Ha KPaiHUK WM XEMUIIEIIBEKTOMIS ); KOXOpTa 3 BKIIIOYBA MAIIMEHTH, YIaCTBAIN TIPEIU
TOBa B IIPOYYBaHE 5 U MPEMUHAIIM B TOBa IpoyuyBaHe. OCHOBHATA IIEJI € JIa Ce OI[eHH MPOQUITBT Ha
0e30macHOCT Ha JieH03yMal TpH MAIMeHTH ¢ TUTaHTOKJIeThbUeH TyMOp Ha KoctTta. M3mepurenure Ha
BTOPUYHHTE PE3YJITATH Ha MPOYYBAHETO BKIIFOYBAT BpEeMe JIO Mporpecus Ha 3a00siBaHeTo (Bb3
OCHOBA Ha OIIEHKA Ha M3CJIeI0BATENs ) 32 KoXopTa | U [s7a Ha marpeHTuTe 0e3 KakBaro u Ja Ouio
orepanys Ha Mecerl 6 3a Koxopra 2.

B koxopra 1 mpu okoHuaTenHus anaiaus npu 28 ot 260 nexyBanu nauueHtu (10,8%) ce Habmonasa
nporpecus Ha 3abomsBaneTo. B xoxopra 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) manueHnTtu ¢
BB3MOXKHOCT 32 OIIEHKa, JIEKYBaHU C JIEHO3yMal, He ca MMOAJI0kKEeHH Ha onepanus 1o mecen 6. Ot

239 manueHTH B KOXOPTa 2, ¢ MACTO Ha M3XOJIHATA IEJIeBa JIe3MUs WU MICTO Ha JIe3Us B IPOYYBAHETO
W3BBH OenmuTe IpoOoBe WM MEKUTE ThKaHH, pH oomo 82 yuactaunu (34,3%) e n3dernara onepamus
10 BpeMe Ha mpoyuBaHeTo. KaTo 1510 pesynratute 3a e(hukacHOCTTa IIPH IOHOIIHN ChC 3aBBPIICHO
CKEJIETHO pa3BUTHE Ca CXOIHU C HAOII0JaBaHUTE MPU BH3PACTHH.

[IpoyuBane 7 BkitouBa 85 Bb3pacTHH MAIIMEHTH, KOUTO TPEAH TOBA ca OWJIM BKIIIOUEHH U ca
3aBBPUIMIIM IIpoyuBaHe 6. Ha manueHTuTe € M03B0JICHO J1a 0JIy4yaBar JISYEHUE ¢ AeH03yMal 3a
TUTaHTOKJIEThUEH TYMOpP Ha KOCTTa M BCUUKH MAIMEHTH ca pocieleH! 3a 5 roaunu. [IspBuuHaTa nen
€ OLICHKa Ha Ipoduiia Ha IBJIroCpoyHa 0e30MacHOCT Ha AEHO3yMal NPy MAlMeHTH ¢ TUTaHTOKJIEThYeH
TyMOp Ha KOCTTa.

Edexr Bppxy OosiKaTa

[Ipu oxoHUATENHUS aHATU3 HA KOXOPTH | U 2 KOMOMHHMpaHH, KIMHHYHO 3HAYMMO HaMallsiBaHe Ha Hali-
cuiHaTa 0ornka (T.e. > 2 TOYKH HaMaJsiBaHe OT U3XOIHOTO HHUBO) € choOmeHo mpu 30,8% oT
MAIMEHTUTE C PHUCK (T.€. TE3U, KOUTO UMaT CKOp 3a Hal-CriiHa OoJika > 2 Ha U3XOJHO HUBO) B paMKHUTE
Ha | cenmuna ot yiedennero u > 50% Ha ceamuna 5. Te3u mogoOpeHus Ha OOIKaTa ca ce 3arma3min
IIPY BCUYKH CIICABAIIHN OLEHKH.

HeI[I/IaTDI/I‘-IHa TIOITyJIarus

EBporelickara areHmus 1o JiekapcTBara 0cBOO0XK/1aBa OT 3aIbIDKEHUETO 33 PEJAOCTaBsSHE Ha
PEIYITATUTE OT NPOYyUBAHUATA C I[eHO3yMa6 BBHB BCUYKU IIOATPYIH HAa NI€AXMATpUYIHATA IMOITyJIalius
MY TIPEIOTBPATIBAHE HA CHOUTHS, CBBP3aHH C KOCTHATA CHCTEMA TIPH MAIHEHTH ¢ KOCTHH METACTa3H
U MOATPYIH HA TIeIUATPUYHATA MOMYJIAIMS HA Bh3pacT Mo 12 roJuHU NpH JcUeHHEe Ha
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TUTaHTOKJIEThUEH TYMOP Ha KOCTTa (BK. Touka 4.2 3a uH(pOopMaIusi OTHOCHO ynorpeda B
TIeINATPHUATA).

B npoyuBane 6 neHo3ymMab € OleHsIBaH MU MOArpyIa OT 28 MalueHTH B IOHOIIIECKa Bh3pacT (Ha
BB3pacT 13-17 ronuHM) ¢ TUTAHTOKJIETHYECH TYMOP Ha KOCTTa, KOUTO Ca IOCTUTHAIN CKelleTHA
3pSIIOCT, OTpeieNieHa OT HaJTMIMeTOo Ha Hai-Manko | 3psiia apira KOcT (Hamp. 3aTBopeHa enuduzapHa
pacTexHa IIoYKa Ha paMeHHAaTa KOCT) U TelecHO Terno > 45 kg. IIpu equH manuenT B IOHOIIECKA
BB3pacT C XUPYPTUYHO HEBB3CTaHOBUMO 3a0oisBaHe (N = 14) ce HaOmr01aBa pelUINB Ha
3a00JIIBAHETO 1T0 BpeMe Ha MbPBOHAYAITHOTO JieueHue. [lpu TpuHagecer oT 14-Te marueHTH ¢
XUPYPrUYHO HEBH3CTAHOBUMO 3a00JIsIBaHe, YMATO IJIAHUPAHA XUPYPriUyHa ONEpPalis Ce CBbP3Ba C
TeXKa 3a00JIeBaeMOCT, HE € HalpaBeHa oreparus 10 Mecell 0.

5.2 dapmakoKMHETHYHHU CBOHCTBA
AGcopbuus
Cren moaKOXKHO MPIIOKEHUE OHOHATHMYHOCTTA € 62%.

Bbuorpanchopmarms

Karo ecrecTBeH HMYHOIIIOOYIJIMH, IEHO3YMad ChAbPKa CAMO aMUHOKHCEIMHU U BBIIICXUAPATH U €
MAaJIKO BEPOSTHO Ja ObJie SNMMUHUPAH Ype3 YepHoApoOeH MeTabonn3bM. O4akBa ce HErOBUAT
MeTa0OJM3bM U SITMMHUHHPAHE Ja CJISABAT IPTHINATA Ha KIMPHHC HA IMYHOTIJIOOYIMHHUTE, BOJCIIH 110
pasrpaknaHe 10 MajJKy MENTUAN U OTACITHNA aMUHOKUCCIIMHH.

Enumunupane

IIpu nanueHTH ¢ HaNpeAHAN paK, KOUTO ca MOoJy4aBalld MHOTOKpaTHHU 1034 OT 120 mg Ha Bceku

4 cemmuIy, ce HaOIrO1aBa MPUOIM3UTETHO 2-KPaTHO YBEINUaBaHe Ha CEpYMHUTE KOHIICHTPAINH Ha
JIeH03yMab U CTAIMOHAPHO CHCTOSHUE CE IOCTUTA 3a 6 MeceIra, KOeTO ChOTBETCTBA Ha HE3aBUCHUMA OT
BpeMeTo apMakoKuHeTHKa. [Ipy ManueHT ¢ MHOXXECTBEH MHEIIOM, KOUTO ca royrydaBaiu 120 mg Ha
BCEKH 4 ceAMUIM, MEIMaHaTa Ha Hall-HUCKUTE HUBA BapHupa ¢ HO-MajKo oT 8% Mexny 6-us u

12-ns mecen. [Ipu marueHT ¢ THTAHTOKIIETHYCH TyMOpP Ha KOCTTa, KOUTO ca rmorydaBaiu 120 mg Ha
BCEKH 4 CEeMUITU C HaTOBapBaIla J103a Ha 8-Mu U 15-TH JIeH, CTaIlMOHAPHU HUBA Ca JJOCTUTHATH B
paMKHTe Ha IEPBUS Mecel] OT JeueHuero. Mexay 9-ta u 49-ta cenMuiia, MeuaHaTa Ha Hali-HUCKUTE
HWBa Bapupa ¢ mo-Maiko ot 9%. [Ipu manmeHTH, KOUTO ca MpeycTaHoBWIH fo3ara ot 120 mg Ha
BCCKH 4 CEAMUITH, CPEAHUST MOTYKUBOT € 28 muu (Tpanuru 14 go 55 gam).

[NonynannoneH hapMakOKHHETUYEH aHAIIM3 He MMOKa3Ba KIMHUYHO 3HAYMMU MIPOMEHHU B CHCTEMHATa
EKCITO3HIIHSI Ha JIEHO3yMab B CTAIIMOHAPHO CHCTOSIHUE IO OTHOIIIEHNE Ha BB3pacT (18 mo 87 rogwnm),
paca/eTHUYECKH MPOU3X0. (M3CIEABAHH Ca YSPHOKOXKH, C HCIIAHCKHU MPOU3XO0/I, a3UATIH U OCITH), TIOJ
WJIM BH]] Ha CONUAHUS TyMOD, WIX NAIIMEHTH C MHOXKECTBEH MuesoM. [loBHIIIaBaHEeTO HA TEIIECHOTO
TerJo € 6o CBBP3aHO C HaMaJsIBAHE HA CHCTEMHATa eKcIo3uIys u ooparHo. [IpomenuTe He ca
CYETEHH 3a KIIMHUYHO 3HAYUMH, ThH KaTo (hapMaKOIMHAMUIHUTE eEKTH, Oa3upaHy Ha MaPKEPHUTE 3a
KOCTHa 06MHH3, Ca MOCTOSIHHU MPU IHUPOKU I'PAHULIA HA TEJICCHO TETJIO.

JIMHEHHOCT/HEIMHEHHOCT

JleHo3ymab moka3Ba HelMHEiHa (papMaKOKWHETHKA TP JO3U B MIMPOK JJO30B AMAIA30H, HO
THIOBHIIIABAaHE HA EKCIIO3UIUATA, KOETO € MPUOIM3UTETHO MPOIOPIMOHAIHO Ha 103aTa, IPH 103K OT
60 mg (wm 1 mg/kg) u mo-Bucoku. HenmHeitHOCTTa BEPOSATHO € B pe3yJITAaT HA HACHIIAEM,
TapreTHO-MEUUpPaH IIbT Ha eIMMUHUPAHE, KOHUTO € OT 3HAUYCHUE MTPU HUCKH KOHIICHTPAIINH.

BrOpeuno yBpexmane

[Ipu npoyuBanus Ha neHO3yMao (60 mg, n = 55 u 120 mg, n = 32) npu nanueHTn 6e3 HaIpeaHAT pak,
HO C pa3JInvHa CTETeH Ha ObOpevHa QyHKIMS, BKIIOUYUTEITHO U AMEHTH Ha JHaln3a, CTEIICHTa Ha
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0BOpedHO yBpeKIaHEe He OBIHABA (hapMaKOKMHETHKATa Ha AeH03yMal; Taka 4e He ce M3HCKBa
KOpHTHpaHe Ha J103aTa pH 0bOpedyHo yBpexkaane. Hama HeoOX0IMMOCT OT MOHHUTOPHPAHE Ha
O0bOpedHaTa GyHKIUS MPH MIpHUIaraHe Ha JeH03yMao.

YepHoAPOOHO YBpEXKIaHE

He e npoBexaano cniennpuIHO IpOyUYBaHe MPH MAIMSHTH ¢ YePHOAPOOHO yBpexkaane. KaTo 110
MOHOKJIOHATHUTE aHTUTEJIA HE CE SIIMMUHUPAT TOCPEIICTBOM YepHOIpoOeH MeTabonm3sM. He ce
odJakBa apMaKOKMHETHKATa Ha JeH03yMal Ja ObJie TOBIUSIHA OT YePHOIPOOHO YBPESKIaHe.

CTaD‘IeCKa BB3pacT

He ca naGronaBanu pasauku B 0€301TaCHOCTTa U ¢(PUKACHOCTTA MEXKAY MAIMEHTH B CTapYecKa
BB3pacT U MO-MJIau nanueHTH. KOHTpoIupaHu KIMHUYHH TPOYYBAHUS C JICHO3YMAO MpH MaIUCHTH
Ha BB3pacT HaJl 65 TOJWHY C HAMTPEIHAIH 37I0KAYeCTBECHH 3a00JIIBaHUsI, 3aCATAIN KOCTUTE, Ca
MOKAa3aJIM CX0J1HA e(hUKACHOCT U 0€30MacHOCT MPH MO-Bb3PACTHU M IPH MMO-MJIa Iy narueHT. He ce
HaJiara KOpUrupaHe Ha J103aTa MpH MAIl[MeHTH B CTapUecka Bb3pacT.

IlenquarpuanHa momyanus

[Ipu roHOIIHM ChC 3aBBPIICHO CKEJIETHO pa3BUTHE (HAa Bh3pacT 12 - 17 TOJuHM) C TUTaHTOKIICThUCH
TyMOp Ha KOCTTa, nony4aBanu 120 mg Bceku 4 ceAMHUIM C HaTOBapBalla 103a Ha AHU § U 15,
(hapMakOKHHETHKATa Ha IEHO3yMab e CXOJIHa C Ta3u, HaOJIojaBaHa MpH Bh3PACTHH ITAIIUEHTH C
TUTAHTOKJIETHYCH TYMOp Ha KOCTTA.

5.3 IlpeakJuHUYHU JAHHH 32 0€30MACHOCT

Toii kKaTo OMOJIOrMYHATA aKTUBHOCT Ha JIEHO3yMal MpH )KUBOTHU € crieln(UYHa 38 HEUOBEKONOJO0HN
IpUMarTy, 3a OlleHKa Ha (hapMaKOJMHAMHUYHHUTE CBOMCTBA Ha JCHO3yMad NPy MOJAEIH Ha IPU3adu ce
MIPaBH OIIEHKa Ha TeHHOo Moaenupanu (knockout) Mumky mmm ce n3mon3BaT Apyru OMOIOTHIHU
nnxuobutopu Ha RANK/RANKL mw1s, kato OPG-Fc 1 RANK-Fec.

[Ipyu Myt MoIeM Ha KOCTHH METAcTas3! Ha pak Ha I'bpJaTa MpH YOBeKa, MOJOKUTENICH H
OTPHIIATEIICH 33 €CTPOTEHEH PELENTop, paK Ha pocTaTaTa U Hel[peOHOKIeThUeH pak Ha Oenust 1poo,
OPG-Fc namainsiBa OCTCOIMTHYHHTE, OCTEO0IACTHUTE U OCTCOIMTHYHUTE/OCTEOOIACTHUATE JIC3HH,
3a0aBsi popmupaneTo Ha de NOVO KOCTHH MeTacTa3y U HaMallsiBa pacTeka Ha KOocTHHs Tymop. Koraro
npu Te3u moaenu OPG-Fc ce komOnHupa ¢ XopMoHaiHa Tepanus (TaMOKCH(eH) Ui XUMHOTEepaIus
(mouerakcen), ce HabMO1aBa JOMBITHUTEIHO HHXMOMPAHE Ha pacTeXa Ha KOCTHUS TYMOP ChbOTBETHO
MIPH paK Ha I'bpJAaTa, mpocraTara win oenus apoO. [Ipu Mumm Moaen Ha HHAYIMpPaHe Ha TyMOp Ha
Miednara xie3a RANK-Fc HamansaBa XopMOH-HHIyITpaHaTa Ipoaudepays B eIUTeNIa Ha MIedHaTa
JKie3a U 3a0aBs 00pa3yBaHETO Ha TYMOD.

CraHmapTHH TECTOBE 3a M3CIICIBaHe HAa TEHOTOKCHYHIS MOTEHITHAT Ha IeHO3yMab He ca OICHSIBaHH,
TBHH KaTo HE ca MPWIOKUMH IIPH Ta3u MojeKya. [lopamu CBOETO eCTECTBO € MaJTKO BEPOSITHO
JleHo3yMab J1a MpUTeKaBa HAKAKBa FT€HOTOKCUYHOCT.

KaHHepOFeHHI/ISIT IIOTCHIIMAJ Ha ):[eH03YMa6 HE € OLICHABAH B ABJII'OCPOYHU IPOYUBAHUA ITPU
JKHUBOTHH.

B npoy4BaHus 3a TOKCHYHOCT MPH €IHOKPATHO ¥ MHOTOKPATHO IIpHJIaraHe MpH IBJITO0NaIaTH
MakKary, JO3UTe Ha IeH03yMal, BoAemu OT 2,7 10 15 mbTH mo-rojisiMa CUCTEMHA €KCIIO3HITHS,
OTKOJIKOTO TPENOPhUUTENIHATA 1032 IIPH X0Pa, HAMAT €EeKT BbPXY ChPACYHOCHI0BATA (DU3HOIOTHSA,
(hepTrHTETa TIPH MBKKHUTE WIIH )KCHCKUTE, M HE TTOKA3BaT Crieln(pUIHa TOKCHIHOCT 32 KOHKPETHH
TapreTHU OpTaHHU.

B npoy4BaHe npu ABATOOMNAIIATH MaKally, HA KOUTO € MPUJIOKEH JeHO3yMab Mo BpeMe Ha IIeproa,
SeKBUBAJICHTCH HA ITHPBUS TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha JeHO3yMa0, BOJCIIHN 10 9 mbTH
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MO-TOJIIMA CUCTEMHA EKCIIO3ULIMSL, OTKOJIKOTO IIPENOPBbUUTENHATA 1034 IIPU XOpa, HE UHAyLUPAT
TOKCHYHOCT IIPY MalKaTa WX YBpeKAaHe Ha eTyca M0 BpeMe Ha IEePHUOJl, CKBUBAJICHTCH Ha IIbPBUS
TPUMECTBD, BBIIPEKH 4e (eTatHnuTe TMM(HU BB3IIH HE ca 3CIIeIBaHU.

B nmpyro npoy4Bane mpu JBITOOMANIATH MAKaIli, HA KOUTO € MPIIOKEH IeH03yMal 1o BpeMe Ha
OpeMEeHHOCT MPHU CHCTEMHA eKCIIO3UITHS, 12 MBTH MMO-BUCOKA OT /I03aTa MPH X0pa, € HabIIIoJaBaHo
IMMOBUIIABAHC HA MBPTBUTEC pAXKAaHHA U IIOCTHATAIHATA CMBPTHOCT,; HAPYHICH KOCTCH PACTECXK, BOACIIL
JI0 HaMaJIeHa 3jpaBUHA HAa KOCTHUTE, TIOHWKEHA XeMaTOI0e3a M HEMPABUITHO NOJPEkKAaHEe Ha 3HOUTE;
nuTica Ha eprudepHu JTUMGHE BB3IH 1 3a0aBeH HeoHaTaleH pacTex. He e ycTaHOBeHO HUBO, ITPH
KOETO Cc€ HaOJIIoAaBaT HEXKETIaH! PEIIPONYKTUBHH e(PeKTH. 6 Mecela Ciiel pakKIaHeTO MPOMECHHUTE,
CBBbP3aHU C KOCTUTE, Ca TIOKa3aJli 00paTHO Pa3BUTHE U HE € HAOII0JaBaH e(DEeKT BbPXY MOHUKBAHETO
Ha 3p0uTe. Edexture BEpXy TMMGHUTE BB3IU U HEMPABUIIHOTO MOAPEKIaHE Ha 30UTE 00ade
MIEPCUCTHUPAT U € HalOJroJaBaHa MUHIMAITHA JI0 YMepeHa MHHEpaN3allis B MHOTO THKaHH MIPH €IHO
JKUBOTHO (BpPbB3Ka C JICUYCHUETO HE € ycTaHOBeHa). Hsima nanHM 3a yBpex/1aHe Ha Malkara npeau
paXIaHETO; HeXKEIaH! ePeKTH MPU MalikaTa Bh3HUKBAT HEUECTO M0 BpeMe Ha pa)IaHEeTo.
Pa3ButreTo Ha MailunHaTa MIIEYHA JKJI€3a € HOPMAJIHO.

IIpu npeKIIMHUYHYU IPOYYBAHUS 3@ KAYECTBO HA KOCTUTE IPU MalilMyHU Ha JIbIATOCPOYHO TPETUPAHE C
JeH03yMad HaMaJsIBAHETO Ha KOCTHUSI OOMEH ce CBbP3Ba C IIOBUIIABAHE HA 3paBHHATA HA KOCTUTE U
C HOpMaJlHa KOCTHA XUCTOJOTHSL.

[Tpu MBxKKM MUIIKH, TeHHO MoAenupanu aa ekcrpecupaT huRANKL (knock-in mumiku), kouto ca
OWIH TOITTO’KCHH Ha TPAHCKOPTHKATHA (DpakTypa, IeHo3yMad 3a0aBs OTCTPAHIBAHETO HA XPYIIsUIa U
peMoieMpaHeTo Ha Kajdyca Ha MACTOTO Ha (pakTypaTa B CpaBHEHHE C KOHTPOJIUTE, HO
OnoMexaHWYHATa 3paBUHA HE € Ouia 3acerHara HeOIaronpusITHO.

[Ipu npenknuanann npoyusanust, knockout mumku 6e3 RANK mmu RANKL ca nmanu nunca Ha
JaKTalys Mopajau MOATUCKAHE Ha Ch3PSBAHETO HA MJleuHaTa jkjie3a (JIoOyJ0-aJBeoIapHOTO pa3BUTHE
Ha KJie3aTa 1o BpeMe Ha OpeMEHHOCTTa) U ca IMoKa3ail HapylleHne B 00pa3yBaHETO Ha TUMGHU
BB3. HoBoponenn RANK/RANKL knockout Mumiku ca qeMOHCTpUpaIyd HaMaJIeHO TEIECHO TETIIO,
MIOHMKEH KOCTEH pacTe’X, U3MEHEHUE B pacTeKHUTE IJIOYKHU U JIUICa Ha MpoOuB Ha 360u. Hamanen
KOCTEH pacTeX, N3MCHECHHE B PACTSIKHUTE IJIOYKHU U JIUTICA HA TIPOOUB Ha 3601 ca HaOJII0IaBaHU
IIPH IPOYYBAHUS P HOBOPOIECHH TUTEX0BE ¢ MpmiiokeHn RANKL nHXHOUTOpH 1 Te€3W MPOMEHH ca
Own 9aCTUIHO oOpaThMHU, KoraTo npmioxeHneTo Ha RANKL uaxubuTopa ¢ O1io mpeycTaHoBEHO.
IOBeHwIHYN MpUMaTH, Ha KOUTO € pUJIarad AeHo3yMad 2,7 u 15 mbTH Hall KIIMHUYHATA eKCIIO3UIIHS
(10 1 50 mg/kg mo3a), *MaT HapyIIeHHEe B pacTeXKHUTE TI0YKHU. [lopany ToBa, Te4eHNETO C
JIeHO3yMab MOJKe J1a HapyIId KOCTHHS PacTexX MPH Jiella C OTBOPEHU PACTEXHU TUIOYKH U MOKE J1a
MOTHCHE MpoOMBa Ha 3bOUTE.

6. DPAPMAIIEBTUYHU JAHHU

6.1 Chnucbk Ha IOMOULIHUTE BelleCTBA

Jlenena oueTHa KUcenrHA*

Hatpues xunpokcun (3a kopekuust Ha pH)*

Cop6wuton (E420)

[Mosmucopbar 20 (E432)

Bopa 3a umxexuun

* [Ipn cMecBaHe Ha OLIETHA KHCEIIMHA C HATPUEB XUAPOKCHUI ce 00pa3yBa amerateH oydep.

6.2 HecbBMecTUMOCTH

[Ipu nurca Ha MpoyYBaHUS 32 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOIYKT HE TPAOBA /1a Ce CMECBa C
JIPYTH JIEKapCTBEHH MPOIYKTH.
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6.3 Cpok Ha rogHocT

18 mecena

Cren kato ce U3Baau OT XJaauiHuKa, Bilprevda moxe na ce chxpaHnsBa Ha craiiHa Temmepatypa (10
25 °C) no 30 naM B OpUTHHATHATA OITAKOBKA, JIa HE C€ TIOCTaBs OOPaTHO B XJIaMIHUKA. ToH TpssOBa
Jla Ce M3I0JI3Ba B paMKUTE Ha To3u 30-THEBEH MEPHOT.

6.4 CrhemuajHu yCJI0BHUS HA CbXpaHeHHe

Ha ce cpxpansiBa B xsnaauiaauk (2°C — 8°C).

Jla He ce 3ampa3sBa.

CoxpansBaiite prmakoHa B KapTOHEHATa OTIAKOBKa, 32 J]a C€ Mpera3d OT CBETINHA.

6.5 Bwuau cbabpKaHue HA ONMAKOBKATA

1,7 ml pa3rBop BBB (priakoH 3a eJHOKpaTHA ymoTpeda (0T CTHKIIO THIT 1) ChC 3aITymanka OT
OpoMoOyTHIIOBa I'yMa U KallayKy OT alyMHHUH M IUIacTMAaca.

BuoBe onakoBk# 1Mo eAWH (IIAKOH.
6.6 CneuuaJHu npeanasHu MepKH NPH U3XBbPJIsiHEe U padoTa
o Ipenu mpuioxkenue, pa3tBopsT Bilprevda tps6sa ma ce nposepu Bu3yanHo. Pa3TBOpbT MOKe

Jla ChIBPKA CIEAH OT TPO3PATHH /10 OCTTH IMPOTEHHOBY YacTUIU. He mHkeKkTupaiTe pa3TBopa,
aKO € MBTCH, WIU € C TPOMEHEH IIBST.

° He pazknamaiite.

o 3a na ce uzberne TMCKOMOPT Ha MACTOTO Ha MHIKEKTUPaHEe, OcTaBeTe (pilakoHa J1a TOCTUTHE
craitna Temmeparypa (o 25 °C) npeau HHKEKTUpaHe U HHXEKTHpaiiTe 0aBHO.

. Tps0OBa ma ce MHKEKTUPA ISLTIOTO ChABPKaHKe Ha (pirakoHa.

. 3a mpuiaraHe Ha AeHO3yMal ce mpemnopruBa uria 27 G.

. Hrnara He TpsAOBa na ce BbBEXa MIOBTOPHO BB (DIIaKoHA.

Hewusnon3sa"nust JICKApPCTBCH NPOAYKT WM OTHAABYHUTE MATCPUATIA OT HETO TpH6Ba Aa CC U3XBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3HCKBAHUA.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Henlius Europe GmbH

Sternstralle 67

40479 Dusseldorf,

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1979/001

9. JATA HA I'BPBO PASPEIIABAHE/IIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hara Ha mbpBO pa3peliaBaHe:
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10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

[MonpoGHa nHDOpMAaIUs 32 TO3U JIEKAPCTBEH MPOIYKT € MpejocTaBeHa Ha yeOcaiita Ha EBpomnelickara
areHIus 10 JieKkapcTBaTa https://www.ema.europa.eu.
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INPHUJIOKEHHUE 11

MNPOU3BOJUTEJ HA BUOJOTI'NMYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJUTEJL, OTTOBOPEH 3A
OCBOBOXJIABAHE HA ITAPTUIN

YCJIOBUSA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUS U UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUSA WX OT'PAHUYEHMUSA 3A BE3OITACHA U

EDOEKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUA
HPOAYKT
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A. TIPOU3BOJIUTEJI HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJUTEJIL, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTUIN

HwMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTHYHO aKTHUBHOTO BCIICCTBO

Shanghai Henlius Biologics Co., Ltd.
Building 1,

No. 182 Wenjun Road,

Songjiang District, Shanghai,

Kuraii

Me 1 asipec Ha IPOU3BOAUTENNTE, OTTOBOPHU 3a OCBOOOK/IaBaHE Ha IMAPTHUIUTE

Cilatus Manufacturing Services Limited
Pembroke House, 28-32 Pembroke Street Upper
Dublin 2,

D02 EK&4,

Hpnangus

ITeuaTHaTa TUCTOBKA HA JIEKAPCTBEHUS MPOIYKT TPsOBA Ja ChIBPKa UMETO U ajapeca Ha
MIPOU3BOIUTEIIsI, OTTOBOPEH 32 OCBOOOXK/IaBaHETO HA ChOTBETHATA MAPTHU/IA.

b. YCJOBUSA NN OI'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUST MPOLYKT CE€ OTIIyCKa 10 OrPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpatka xapakTepucTika Ha MpOAyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUS U UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu akTyaJau3upanu aokaanau 3a 6ezonacuoct (ITAIB)

NsuckBanusTa 3a nogasane Ha ITAJIb 3a To3u nekapcTBEH MPOAYKT ca IOCOUYEHH B CITUCHKA C
pedepentauTe natu Ha EBponefickus cpio3 (EURD cnuchk), mpenasuaex B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCHUKH CIIeIBAIIN aKTyaJlU3allH, yOJIUKYBaHH Ha €BPONEHCKUS
yeOTopTal 3a JieKapCcTBa.

r. YCJI0BUsA NWJIN OIT'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (IIYP)

[IpurexarensaT Ha pa3pemienneTo 3a ynotpeda ([IPY) tpsOBa ga n3BbpIIBa N3NCKBAHUTE AEWHOCTH U
JIEHCTBHSA, CBBP3aHHU C IPOCIEAIBaHE Ha JIEKapCTBeHaTa 0€30IacHOCT, Moco4YeH! B onoOpenns [1YP,
npezacraBed B Moayn 1.8.2 Ha pa3pelieHrero 3a yrnorpeda, KakTo ¥ BbB BCHUKH CIIe/IBAIIX OJOOpEHH
aktyanuzauuu Ha ITYP.

Axryammsupan [1YP Tpsa6Ba na ce monasa:

° 1o uckaHe Ha EBpomnelickaTta areHius 1o JeKapcTBara;

. BUHAT'H, KOTATO CE U3MEHS CHCTEMaTa 3a yIpaBJICHUE Ha PUCKa, 0COOCHO B Pe3ysITar Ha
MoJTyYaBaHe Ha HOBAa MH(POPMAITHS, KOSTO MOXE J1a JOBEJIE 10 3HAYUMH IMPOMEHU B
CHOTHOIIICHUETO TOJI3a/PUCK, WITH CJIeI JOCTUTAaHE Ha Ba)KCH eTall (BbB BPB3Ka ¢ MpocieaIBaHe
Ha JIeKapcTBeHaTa 0€30IMaCHOCT WK CBEXIAHE HAa PUCKA JO MUHUMYM).
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° JIOH’LJ'IH]([TCIIHI/I MEPKH 3a CBEK/IaHE HA PUCKA 10 MUHUMYM

I1Py TpH6Ba Ja OCUTYPH BBBCIKAAHCTO HAa HAIIOMHSIIA KapTa Ha MAallTUCHTA OTHOCHO OCTCOHCKPO3a Ha
YCIICTTA.
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IMPUJIOKEHME 111

JAHHMU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA ®JIAKOH

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Bilprevda 120 mg uHXeKIIMOHEH Pa3TBOP
JleHo3yMab

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

Bceeku dmakon ceappika 120 mg nero3ymad B 1,7 ml pastBop (70 mg/ml).

| 3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

JIeZICHA OIeTHA KUCEIMHA, HaTpueB Xuapokcua, copouroi (E420), momucop6bat 20 (E432), Boma 3a
HHXXCKIINN

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHXEeKIIMOHEH pa3TBOP
1 dnaxoH 3a egHOKpaTHa yrmoTpeda

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXXJIAHE

IToaxoXHO MPHUIIOKEHHE
[Ipenn ynoTpeba mpoverere TMCTOBKATA.
Ja He ce paskiaimia.

6. CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'JIEJA 1 JOCEI'A HA JELIA

Ja ce cexpaHsiBa Ha MSICTO, HEJOCTHITHO 32 JEIIa.

‘ 7. APYI'N CHEHNUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

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

Ja ce cpxpaHsBa B XJIQAMITHUK.
Ja He ce 3ampassiBa.
CoxpaHnsiBaiiTe (1akoHa B KapTOHEHATa OMAKOBKA, 32 JIa e MpeJlna3u OT CBETIHHA.

10. CHEIUAJIHHU IIPEANIASHU MEPKU NPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Henlius Europe GmbH
Sternstrafle 67

40479 Disseldorf,
T'epmanust

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1979/001

13. TTAPTHJAEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

Bilprevda

‘ 17. YHUKAJIEH HAEHTU®PUKATOP — JIBYU3MEPEH BAPKOJ

JBynaMmepeH 0apKoJ ¢ BKIIOUEH YHUKAICH UIACHTH(MHUKATOP

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Bilprevda 120 mg urkeKIus
JleHo3yMab
s.C.

‘ 2. HAYHMH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, IHAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

1,7 ml

| 6. JIPYTO
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b. JUCTOBKA
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JIucroBka: uH(popManud 32 NaHeHTa

Bilprevda 120 mg un:keKIiMoHeH pa3TBoOp
neHo3ymab (denosumab)

vT03I/I JICKapCTBEH MPOIYKT MOJICKH Ha JIOMBIHUTEIHO HabmoeHne. ToBa 111e mo3Boiau 0bp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30macHOCTTa. MoKeTe /1a Ja/ieTe CBOsl MPUHOC KaTo
CHOOIITUTE BCSAKA HEXKETaHA PEaKIns, KOATO CTE IMOTYUIIH. 3a HAYWHA Ha ChOOIIaBaHe Ha HEeXKEITaHH
PeaKIuu BIKTE Kpasi Ha TOYKa 4.

IIpoyereTe BHUMATEIHO HAJIATA JHMCTOBKA, IIPEAH 1A 3alI0YHETE 1A H3110JI3BaTe TOBA

JIEKAPCTBO, Thil KATO TH ChAbpP:Ka Ba:xkHA 32 Bac nundgopmanus.

- 3amasere Ta3u IUCTOBKAa. MoKe /1a ce HaJ0XkHU Ja sl MPOYETETe OTHOBO.

- AKO MMaTe HSIKaKBH JIONIBJIHUTEIHN BBIIPOCH, IoNUTalTe Bammus ekap, GpapmaneBT uin
MEIUIMHCKA CEeCTpa.

- Tosa sekapcTBO € npeanucaHo Ju4Ho Ha Bac. He ro npeorcrsnBaiite Ha apyru xopa. To moxe
Jla UM HaBpeIH, He3aBHUCUMO Y€ IPU3HALKUTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bammure.

- AKO NosTyunTe HSIKaKBH HEXXEJIaHU peakluu, yBeroMmere Bamms nekap, papManenT wiu
MEIUIMHCKA cecTpa. ToBa BKIIOUBA U BCUUKH Bb3MOKHU HEXEIIAHU PEAKLUU, HEOIMCAHU B
Ta3u JUCTOBKa. BukTe TOouka 4.

- Bammust nexap e Bu nane HanoMHsIma kapTa Ha NAMeHTa, ChIbprKallla BakHa HHPopManus
BBB Bpb3Ka C 0€30MMaCHOCTTA, C KOSATO TPsiOBa Ja ce 3amo3HaeTe Mpean 1 10 BpeMe Ha
neuenneTo Bu ¢ Bilprevda.

Kakso CbAbpPiKa Ta3u JIMCTOBKaA

1. Kakso npencrasnssa Bilprevda u 3a kakBo ce n3mnon3pa

2. Kakso TpsibBa 1a 3HaeTe, npeau Aa usnonssare Bilprevda

3. Kak na nznomnssare Bilprevda

4, BB3MOKHH HEKETaHU PEaKIiu

5. Kak ma coxpanssare Bilprevda

6. CpapprkaHre Ha OMaKOBKaTa U JOIBIHUTETHA HH)OpMALUs
1. Kaxgo npencrasisBa Bilprevda u 3a kakBo ce u3noJizBa

Bilprevda ceabpika meHo3yma, 6enThk (MOHOKIOHATHO aHTUTSLIO), KOHTO eiicTBa C 1elT HaMalsiBaHe
pa3pylIaBaHeTo Ha KOCTHUTE, MPUINHEHO OT PaK, KOWTO C€ pa3lpOCTPaHsBa B KOCTHTE (KOCTHU
METAaCTa3’) WIH OT TUTAaHTOKJIETHYCH TYMOP Ha KOCTTA.

Bilprevda ce u3mnon3Ba npu Bb3pacTHHU MAIMEHTH C HAIPEIHA PaK 3a MPEJOTBPATIBAHE Ha CEPUO3HU
YCIOXXHEHUA, IPUINHCHN OT KOCTHU METACTa3u (Hanp. CUyIIBaHE, IPUTHCKAHE HA Fp’b6HaT-IHI/ISI MO3BK
WM HEOOXOIUMOCT OT IFUYETEPaIusl WIN XUPYPTHUHO JICUCHUE).

Bilprevda ce usmnon3Ba chio 3a jJeyeHHe Ha THTAHTOKICThUCH TYMOP Ha KOCTTa, KOWTO HEe MOXKE J1a Ce
JICKYBa ¢ Oleparys Wik KOraTto ornepalysara He € Hal-100pus BapUaHT, IPH Bb3PACTHH U IOHOIIIH,
YHHUTO KOCTH Ca 3aBBPIIUIHN CBOSI PACTEXK.

2. KaxBo TpsaoBa n1a 3Haete, npeau Aa usnoJssare Bilprevda

He u3non3paiite Bilprevda

- aKO CT€ AJICPTUYHH KbM JICHO3yMal MM KbM HSKOS OT OCTAHAIIMTE ChCTABKH HA TOBA JICKAPCTBO
(n30poeHu B TOUKa 0).
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Bammsit nexap Hama aa Bu npunoxu Bilprevda, ako iMate MHOTO HUCKO HUBO Ha KU B KPBBTa,
KOETO He € OMJIO JIEKYBaHO.

Bammsir nexap Hama na Bu npunnoxu Bilprevda, ako nMate He3apacHaIu paHd OT CTOMATOJIOTHYHA
OTIepaLysl WM OTIEPaLisl B yCTHATA KyXHHA.

IpeaynpexaeHus 1 NPeINasHd MEPKH
T'oBopere ¢ Bamms nekap, npean aa usmnonssare Bilprevda.

JlobGaBKHU ¢ Kaaiuii U BuTamMud D

Bue Tps0OBa 1a npuemate 1006aBKH ¢ Kanui u ButaMuH D, nokato ce jgekysate ¢ Bilprevda, ocsen
aKo HUBOTO Ha KaJIui B KphBTa Bu e BUCoKo. JlekapsT mie ro o6chau ¢ Bac. Ako HUBOTO Ha KaJIuit
B KpBbBTa Bu e HUCKO, JIekapsT Moxe J1a pemu ga Bu gane 700aBKu ¢ Kanluii, Ipeau 1a 3arovyHeTe
neuenue ¢ Bilprevda.

Hucku HYBa Ha Kalluil B KpbBTa

Moust, kaxere He3abaBHO Ha Baruust jiekap, ako HMaTe Cria3Mu, TIOTPEBaHUs WIIH KPaMITH Ha
MYCKYJIHTE, H/UIH U3TPBIIBAHE WM MpaByYKaHe Ha NPBCTUTE HA PBIETE, KpaKaTa Ml OKOJIO yCTaTa
W/WJIK ThpUOBE, 00BPKAHOCT WM 3ary0a Ha Ch3HAHME, J0KaTo ce jJekysare ¢ Bilprevda. Moxe na
MMaTe HUCKU HMBA HA KAIIUI B KPHBTA.

brbOpeuHo yBpexaaHe

TpsabBa na kaxxete Ha Bamus inexkap, ako uMaTe Wi CTE UMaJN TeXKH OBOpedHH mpobiemu,
O0BOpedHa HeAOCTaTHYHOCT, WIIM CTE MMM HY)KJa OT XeMOIHalN3a, KOUTO MOTaT Jja yBeJIn4aT PHCKa
OT I0sIBa Ha HUCKU HMBA Ha KaJIKH, 0COOEHO aKo HeE MoJiyyaBaTe 100aBKU C KaIluH.

[pobaemu c ycraTa, 350UTE WIK YETIOCTTa

Hesxenana peakiusi, HapedeHa OCTEOHEKPO3a Ha YEIFOCTTa (KOCTHO YBpEXKIaHe Ha YEIIOCTTa), Ce
cho0I1aBa yecto (Moxke a 3acerne A0 1 Ha 10 aymmm) mpu ManueHTH, MoTydaBailyd HHKEKIUU
JeH03yMab 3a CBBbp3aHHu ¢ pak 3abonsBaHug. OCTEOHEKPO3a Ha YEIIOCTTa MOXKE Ja Ce MOSBH U CIIe]
CTIMpaHe Ha JICYCHHETO.

BaxxHo e 1a ce HampaBH OMUT 3a NMPEIOTBPATABAaHE PA3BUTHETO HA OCTEOHEKPO3a Ha YEIOCTTa, Thi
KaTo TOBa MOXeE Jla € 00JIE3HEHO ChCTOSIHUE, KOETO MOXKE J]a CE€ OKaXKe TPYIHO 3a JeueHue. Mima Hiakou
Mpeana3Hu MepKH, KOUTO TPsOBa Ja MpearprueMere, 3a /la c€ HaMaJld PUCKBT OT pa3BUTHE Ha
OCTEOHEKPO03a Ha YeNoCTTa!

° [Ipenu na 3anmouHeTe JCUCHUETO, YBeAoMeTe Bamus jiekap/MeuiuHCcKa cectpa (MeAUIMHCKA
CIIEIUAIIKCT), aKO UMAaTe HAKAKBH NPOOJIEMH C yCTaTa WK 350uTe. Bammusar jiekap 1mie oTaoxu
HAYaJI0TO Ha JieYeHHeTo By, ako nMaTe He3apacHaM paHH B ycTara OT CTOMATOJIOTHYHH
IIPOLIEyPH UM Ollepalys B yCTHATa KyxuHa. Bamuar nekap Moxe Aa npenopbya
CTOMATOJIOTHYEH MPETJIE, PEIH J1a 3aro4HeTe jieuenue ¢ Bilprevda.

. JTokaro ce jeKyBarte, TpsAOBa Ja Mo rbpkare go0pa yCTHA XUTHEHA U J1a Ce MojjIaraTe Ha
PEIOBHYU CTOMATOJIOTHYHH MPETIen. AKO HOCHTE TIPOTE3H, TPSAOBA J1a CTE CUT'YPHH, Y€ TE
nmpujAraT nMpaBUIHO.

o AKO CTe MOJUIOKEHN Ha CTOMATOJIOTMYHO JICYUCHHE WIIM BY NpeIcTOM CTOMATOIOMMYHA
orneparus (Harp. M3BaXkIaHe Ha 360), KaxkeTe Ha Barus jiekap 3a BareTo cToMaToaornaHo
JIeYeHNe ¥ YBEIOMETE JIeKaps CH I10 JeHTalHa MeJuInHa, 9e ce jJekyBaTe ¢ Bilprevda.

. Cebpikere ce ¢ Bamms jekap u Jiekap 110 JeHTalHa MeIUIMHa He3abaBHO, aKO MMare MpooIeMu
C ycrara WM 360MTe, HAapUMEp pasKilaTeHH 360U, 00JIKA WM OTOK, HE3a3APaBABAIH A3BU WIH
CeKpeLHs, Thil KaTO TOBA MOJXKE JIa Ca MPU3HAIM Ha OCTCOHEKPO3a Ha YEITIOCTTa.

HpI/I MaoruEHTH, ITOIJIOKECHU Ha XUMUOTEPpAIIUA H/WITH JIpYETCpanus, IpueMamlu CTCpouan Ui
AHTUAHTHUOT'CHHU JICKapCTBa (I/I3HOJ13BaHI/I 3a JICYCHUEC Ha paK), IMOJJIOKCHH Ha CTOMATOJIOIrMYHa
orepanusa, KOUTO HE MoJIydaBaT pEAOBHU CTOMATOJIOITMYHU NIPCTICAN, UMAaT 3a00IIgBaHE Ha BCHIIMTC
WK Ca myniadr, MOKE a UMa IO0-BUCOK PHCK OT Pa3BUTHEC Ha OCTECOHEKPO3a Ha 4Y€JIFOCTTA.
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HeobOunuatinu dpaktypu Ha OeapeHara KOCT

[Ipu HKOM XOpa MoOTaT Jia Ce MOSIBAT HeOOWYaiHu (paKTypH Ha OeapeHaTa KOCT, TOKATO Ce JICKYyBat ¢
neHo3ymab. CBepikeTe ce ¢ Bamms nekap, ako mosydyuTe HOBa WM HeoOMUaitHa 0oka B
Tazo0eqpeHaTa craBa, ClabMHUTE WU OeapoTo.

Brcoku HUBA Ha KaJIIMii B KPBBTA ClIe/l CIMpaHe Ha jgedenneTo ¢ Bilprevda

Hsikou manueHT! ¢ TAraHTOKJIEThYEH TYMOP Ha KOCTTa Ca Pa3sBHJIM BUCOKH HHBA Ha KaJIUi B KPbBTA
CEJIMUIIA JI0 MECEIIN CIEJT CITMpaHe Ha JieueHneTo. Bammsat jiexap e Bu Habonasa 3a npu3HAIN 1
CHMITTOMH Ha BUCOKH HHMBA Ha KaJIIHH, CIIe/l KaTO CTe Crpeiu aa npuemare Bilprevda.

Jeua u roHomu

Bilprevda ue ce npenopbuBa npH Aela U FOHOLIM Ha BB3pacT 1o 18 roauHu, ¢ U3KI0YCHHE Ha
IOHOILY C TUTAHTOKJIETHYECH TYMOP Ha KOCTTa, YAMTO KOCTH Ca 3aBBPILIIM CBOS pacTek. Ymorpebara
Ha JIeHO3yMa0 TIpH Jielia U FOHOIIH C PYTU BUIOBE paK, KOMTO ce pa3poCcTpaHsBa B KOCTUTE, HE €
IpOYYeHa.

Jpyru nexapcrBa u Bilprevda

TpsbBa na kaxere Ha Bamus nekap wim apManesT, ako IprueMaTe, HACKOPO CTE IMpUeMalld WU €
BB3MOXKHO JIa TIpUeMare JIpyTH JieKapcTBa. ToBa BKIIFOYBA JIEKapCTBa, OTIyCcKaHu Oe3 perenra. Ot
roJISIMO 3HAaYCHUE € Jia choOInTe Ha Bammus nekap, ako ce JiekyBare c:

o JPYTO JIEKAPCTBO, ChIIBPKAIIO IEHO3yMa0;

. oudochonar.

Bue e Tps6Ba 12 npuemare Bilprevda emHoBpeMeHHO ¢ ApyrH IeKapcTBa, ChABPIKAIIY JEHO3yMa0
i oudocdonary.

BpemenHocT U KbpMeHe

Jeno3ymab He e U3NMUTBAH MpU OpeMeHHN KeHu. BakHo e 1a kakere Ha Bamus jgexap, ako cre
OpemMeHHa, MUCTIHTE, 4e cTe OpeMeHHa WiIH IuTaHupaTe OpemeHHocT. He ce mpemoppuBa ynorpebara
Ha Bilprevda, ako cre 6pemenna. JKeHu ¢ neTepo/icH NOTEHIMAT TPsOBA 1a U3MON3BAT e(PEKTHBHU
METO/TH 3a KOHTpAIEIIIHsI, J0KaTo ce jiekyBaT ¢ Bilprevda u 3a naii-manko 5 Mecera cies cipane Ha

neuenneTo ¢ Bilprevda.

Ako 3a0pemeHeeTe 110 BpeMe Ha jedenue ¢ Bilprevda wmm mo-manko or 5 Mecena ciiest crimpane Ha
neuenwneto ¢ Bilprevda, mons, yeemomere Barmms nekap.

He e usBecTHO namu eHo3yMab ce oTaeNs B KbpMara. BaxkHo € Ja kaxere Ha Baius nekap, ako
KbPMHTE WK TIAHUpATe J1a KbpMuUTe. Bammust iekap me Bu moMorse na penmre aaim aa
MpeyCcTaHOBUTE KEPMEHETO, WITH J1a PeKbCHETe TpritokerueTo Ha Bilprevda, kato B3eme npeasua
moJi3aTa OT KbPMEHETO 3a JIeTeTo U non3ara ot Bilprevda 3a maiikara.

AKO0 KbpPMHTE TT0 BpeMe Ha jiedenue ¢ Bilprevda, mosst, yBegomere Barmus nekap.

IMocbBeTBaiiTe ce ¢ Barmus nekap win hapmareBT npean ynorpebara Ha TOBa JICKapCTBO.

Hlodupane u padora ¢ MAIIMHU

Bilprevda se mosnusiBa vtk moBiMsiBa MPEHEOPESIKUMO CIIOCOOHOCTTA 3a modupaHe U paboTa ¢
MAIlluHH.
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Bilprevda cbabp:ka copourtona u mosucopdar 20

ToBa ekapcTBO chabpka 78,2 mg copouton u 0,17 mg nosucopdar 20 BB Bceku (hiakoH
[MonmcopbaruTe Morar fa MPUUYUHAT aJepriuuHu peakiuu. TpsaOBa ga kaxkeTe Ha Barmms nekap, ako
UMaTre YCTAHOBCHH aJiepTHu.

Bilprevda cbabpixa HaTpuii

ToBa ekapcTBO ChABPKA MO-MayIko OT 1 mmol HaTpwmii (23 mg) Ha mo3a 120 mg, T.e. MOXKe 11a ce
Ka)Ke, Y€ MPAKTUYECKU HE ChAbpXKa HATPUH.

3. Kaxk na u3nosizBate Bilprevda
Bilprevda tps6Ba na ce mpuiara moj pbKOBOJACTBOTO HA MEAUIIUHCKH CTICIIHAITUCT.

IMpenoppunrtennara qo3a Bilprevda e 120 mg, npuiioxeHa BeIHBXK Ha BCCKH 4 CEAMUIIM KaTO
eTHOKpaTHa MHKEKIHS 101 Koxkara (11o1kokHo). Bilprevda ce umxekrupa B 6eapoTo, Kopema Hiin
MHIIHHLATA. AKO Ce JISKyBaTe 3a THIAHTOKIEThYEH TYMOP Ha KOCTTA, Ile MOJYyYHUTE JObIHUTEIHA
mo3a 1 cemmuIia M 2 CEAMUITH CIIEe]T ITbpBaTa J03a.

He pazknamaiite.

Tps0Ba chITl0 1a MpHeMaTe J00aBKY C KalIMii 1 BUTaMiH D, 10KaTo cre Ha jeuenue ¢ Bilprevda,
OCBEH aKO HSIMATE MOBUIIICHO KOJINYECTBO KANIKil B KpbBTA. Barusr siekap e o6¢hau ToBa ¢ Bac.

AKO mMate HIKaKBH JOIBIHUTEIHN BBIPOCH, CBBP3aHHU C yIIoTpedaTa Ha TOBA JIEKapCTBO, MOMMUTANTE
Bamms nekap, ¢papManeBT WM MEAUIIUHCKA CECTPA.

4, Bb3MOKHH HeXeJTaHU peakuumn

Kakro Bcuuku JIEKapCTBaA, TOBA JICKAPCTBO MOXE Jia IIPCAU3BHUKA HEXKCIIaHNU pCaKIUU, BBIIPEKH Y€ HE
BCCKHU I' ITIO0JTy4aBa.

Mous, ka:keTe He3a0aBHO Ha Bamms jekap, ako pa3BueTe HIKOH OT TE3W CHMITOMH, JIOKaTo CTE Ha

neuenne ¢ Bilprevda (moxe ma 3acernar moseve ot 1 Ha 10 mymrn):

o CIia3smMu, IMOTpENBaHud, KpaMIIi Ha MYCKYJIUTC, U3TPHIIBAHC UJIU MPaBYYKaHC HAa IPHCTUTE Ha
pBleTe, KpaKaTa Ml OKOJIO YCTaTa H/WiIH I'bPYOBe, 0OBPKAHOCT WM 3ary0a Ha ch3HaHue. ToBa
MOJKE J1a ca MPU3HALM HAa HUCKH HHMBA HA KaJIWil B KpbBTa. HUCKMAT Kanuii B KphBTA MOXKE 1
JI0BeJIe JI0 IPOMSIHA B CHPJICYHHS pUTHM, HapedeHa yabiokaBane Ha QT mHTepBana, KoeTo ce
BIDKJa Ha enekTpokapauorpama (EKI).

TpsaoBa 1a kaxere He3a0aBHO Ha Bamusi Jiekap v jJekap 1o AeHTAJIHA MeJUIUHA, aKO IIOJy4YUTe

HSAKOM OT T€3M CHMITTOMH, JJOKATO CTe Ha jeuenue ¢ Bilprevda wim crien crimpane Ha nedeHneTo

(moxe ma 3acernar o 1 Ha 10 mgymm):

J TpaiiHa 0oJKa B ycTara U/MiI YeJII0CTTa H/WIK OTOK, WIIM He3a3[[paBsBallld SI3BU B yCTaTa WIH
YEI0CTTa, CEKPEIHsl, CKOBAHOCT MITM YyBCTBO HA TEKECT B YEINIOCTTA, WM Pa3KJallaHe Ha 350
MOJKe /1a ca MPU3HAIM Ha KOCTHO YBpPEXK/IaHEe Ha YETIOCTTa (OCTEOHEKPO3a).

MHoro yecTH HexKeJaHU peakunu (Moxe 1a 3acertar noseye ot 1 Ha 10 gymmn):

) 00JIKa B KOCTUTE, CTABUTE WU/WIIH MYCKYJIUTE, KOSTO TIOHSAKOTa € CHJTHA,
° 3a1yXx,
) Japusi.

YecTu HexxkeTaHU peakumu (Moxke Aa 3acerHar o 1 Ha 10 gymmm):
. HHUCKH HUBa Ha pocdaru B KpbBTa (XUMOpochaTeMusi),
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. IajaHe Ha 350,
. OOMJIHO M3IIOTSIBAaHE,
. MY MAIUSHTH C HAITPEIHAIO OHKOJIOIMYHO 3a00JIsIBaHe: pa3BUTHE Ha Apyra ¢popMa Ha pak.

Heuectn Heskenanu peaknuu (Moxxe 1a 3acersar jo 1 Ha 100 gymm):

o BHCOKY HHMBA Ha KaJIUH B KPHBTA (XUMEPKATIHEMHS) CIIE/] CIUPaHe Ha JICUCHUETO TIPU
ManyeHTHU C TUTAHTOKIICTHYUCH TYMOP Ha KOCTTa,

. HOBa WM HeoOm4aiiHa 00JIKa B Ta300€ApeHaTa CTaBa, CIIA0MHUTE WK OeApOTO (TOBA MOXKE /1a €
paHeH MpHU3HaK Ha Bh3MOXKHA (hpaKTypa Ha OepeHaTa KocrT),

o 00pHB, KOWTO MOXKE JIa CE MOSBYU 10 KOXKATa, HJIH SI3BU B ycTaTa (JINXCHOUIHU JICKAPCTBCHU
MOy THHH).

Penxu Hexenanu peaxium (Mosxxe aa 3acerrar a0 1 Ha 1 000 gymm):

. aJIepTUYHH PeaKInH (Hap. XpUIIOBE WK 3aTPyAHEHO IUINAHe; TOyBaHe Ha JUIIETO, YCTHHUTE,
€3HKa, ThPJIOTO WIIH JPYTH YaCTH Ha TSUIOTO; OOPHUB, ChPOEK MM YPTHKAPHS 110 KokaTa. B
PEIKH CIIydaH alepIHYHITE PEAKIIHI MOXKE Ja Ca TEXKKH.

C Hen3BeCTHA 4ecTOTa (OT HATMYHUTE JAHHU HE MOXE /1a Ob/ie HallpaBeHa OILICHKA):
. roBopere ¢ Bamus nekap, ako umare 60J1Ka B yXOTO, CEKPET OT YXOTO W/HiM HH(EKIHs Ha
yxoto. ToBa MOke J1a ca MpU3HAIM Ha YBPEXKIaHe Ha KOCTUTE Ha YXOTO.

Chol0maBaHe Ha HeJKeJIAHM PeaKINHU

AKO TIOTy4YnTe HSIKAaKBH HE)KEJIaHU JICKAPCTBEHH peakIny, yBeaoMere Bamms nexap, GpapmarneBT uiu
MCOUIINHCKA ceCTpa. TOBa BKJIFOYBA BCUYKU BB3MOKHHU HCOIIMCAHU B Ta3U JIMCTOBKA HCXKCIIAHU
peakiy. MoXeTe ChIIo /1a ChbOOIIUTE HeXellaH! PEakIuy TUPEKTHO Ype3 HallMOHATHATA CUCTEMa 32
crobmIaBane, mocodcHa B Ilpunoxkenne V. Kato cr001maBare HeXXeTaHH PEaKInK, MOXKETE Jla TaIeTe
CBOSI PUHOC 3a T0JIyYaBaHe Ha MoBeYe MH(OPMAIUs OTHOCHO 0€301MacHOCTTa Ha TOBA JISKAPCTBO.

5. Kaxk n1a coxpansBare Bilprevda
Jla ce chXxpaHsBa Ha MSICTO, HETOCTHITHO 32 JIela.

He n3mon3Baiite ToBa JIEKapCTBO CIE CPOKa HAa TOJHOCT, OTOCIA3aH BhPXY €TUKETa U KapTOHEHaTa
OMaKoBKa, chOTBETHO cien ,,EXP” u ,,['ogen no:”. CpokbT Ha TOJHOCT OTIOBapsl HA TMOCICAHUS ICH OT
ITOCOYCHHS Mecell.

[a ce cpxpansBa B xyaauiaHuk (2 °C — 8 °C).
[a He ce 3ampassBa.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OIIAKOBKA, 3a Jla Ce Mpeana3y OT CBETINHA.

@DI1akoHBT MOKE JIa C€ OCTaBH M3BBH XJIAJMIIHUKA 32 JIOCTHTaHe Ha cTaiiHa Temreparypa (1o 25°C)
Tpean HIKeKTHpane. ToBa e HanpaBu HHXKEKTHPAHETO MO-MaIKO HenpuATHO. Ciien KaTo (IaKOHBT
€ OCTaBeH J1a JOCTUTHE CcTaifHa Temiieparypa (1o 25 °C), Toii He TpsiOBa 11a ce mocTaBsi 00paTHO B
XJIAJIMITHUKA U TPsIOBa Jla ce U3I0JI3Ba B paMkuTe Ha 30 1HU.

He H3XB’BpH$II>'ITe JICKapCTBAaTa B KaHAJIM3aluATa UJIn B KOHTeﬁHepa 3a JOMalIHU OTIIaaAbIIH.

[NonuTaiite Bamus papManeBT Kak Aa U3XBBPIATE JIeKapcTBaTa, KOUTO Beue He u3mnoi3sare. Tesn
MEpPKH 1€ CIIOMOTHAT 3a OIla3BaHE Ha OKOJHATa cpefa.
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6. ChbabpikaHue HA ONMIAKOBKATA M JONBJIHUTEIHA HH(POPMANHSA

Kaxkgo cbabp:ka Bilprevda

- AKTHUBHOTO BEIECTBO € AeH03yMa0. Beeku dmakon chabpxa 120 mg nenozymad B 1,7 ml
pasTBop (croTBeTCTBAIO Ha 70 mg/ml).

- Jpyrute cbcTaBKU ca: JieJieHa OIeTHA KHCEIHHA, HaTpueB Xuapokcun, copouron (E420),
nonucop6at 20 (E432) u Boaa 3a MHXEKIUH.

Kak n3ruexxaa Bilprevda n kakBo chbabp:ka onaKkoBKaTa

Bilprevda e nmkekimoneH pa3rBop (MHKEKIIHS).

Bilprevda e 6ucThp /10 JI€KO OMANECIEHTEeH, OE31BETECH 10 JIEKO BT pa3TBOP. TOM MOXKe 13 ChIbpika
CIIEM OT NPO3PauHHM JI0 OEJIU YaCTHIIN.

Bcsika onakoBka chabpika eauH (QIIaKOH 3a eIHOKpaTHA yrmoTpeoa.

IIpuTexaresn HA pa3pelleHHETO 3a ynoTpeda

Henlius Europe GmbH
Sternstraf3e 67

40479 Dusseldorf,
I'epmanus

IIpousBoguten

Cilatus Manufacturing Services Limited
Pembroke House, 28-32 Pembroke Street Upper

Dublin 2,
D02 EK§&4,
Wpnanpus

3a JOII'BJIHUTCIIHA I/IH(l)OpMaLII/IFI OTHOCHO TOBa JICKapCTBO, MOJId, CBBbPIKCTEC CC C JIOKAJTHUA

MPpEACTAaBUTE Ha IMIPUTEKATEIA HA PA3pECIICHUETO 3a yHOTpeﬁa:

Belgié/Belgique/Belgien Lietuva

Henlius Europe GmbH Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf Sternstra3e 67, 40479 Diisseldorf
Germany Germany

europe_gmbh@henlius.com

europe_gmbh@henlius.com

Bbuarapus Luxembourg/Luxemburg
Henlius Europe GmbH Henlius Europe GmbH
Sternstrale 67, 40479 Dusseldorf Sternstrale 67, 40479 Disseldorf
Germany Germany

europe_gmbh@henlius.com

europe_gmbh@henlius.com

Ceska republika Magyarorszag

Henlius Europe GmbH Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf Sternstrale 67, 40479 Diisseldorf
Germany Germany

europe_gmbh@henlius.com
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Danmark

Henlius Europe GmbH
Sternstralle 67, 40479 Dusseldorf
Germany

europe _gmbh@henlius.com

Deutschland
Organon Healthcare GmbH

Tel: 0800 3384 726 (+49 (0) 89 2040022 10)

dpoc.germany@organon.com

Eesti

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

E\\ado

Henlius Europe GmbH
Sternstrale 67, 40479 Dusseldorf
Germany

europe gmbh@henlius.com

Espaia

Organon Salud, S.L.

Tel: +34 91 591 12 79
dpoc.spain@organon.com

France
Organon France
Tél: +33 (0) 1 5777 32 00

Hrvatska

Henlius Europe GmbH
Sternstrafle 67, 40479 Diisseldorf
Germany
europe_gmbh@henlius.com

Ireland

Henlius Europe GmbH
SternstralBe 67, 40479 Dusseldorf
Germany
europe_gmbh@henlius.com

island

Henlius Europe GmbH
Sternstralle 67, 40479 Dusseldorf
Germany
europe_gmbh@henlius.com
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Malta

Henlius Europe GmbH
SternstralBe 67, 40479 Disseldorf
Germany
europe_gmbh@henlius.com

Nederland

Henlius Europe GmbH
SternstraBe 67, 40479 Dusseldorf
Germany

europe gmbh@henlius.com

Norge

Henlius Europe GmbH
SternstraBe 67, 40479 Dusseldorf
Germany

europe gmbh@henlius.com

Osterreich

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Polska

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe gmbh@henlius.com

Portugal

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe _gmbh@henlius.com

Romania

Henlius Europe GmbH
Sternstrale 67, 40479 Dusseldorf
Germany

europe _gmbh@henlius.com

Slovenija

Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf
Germany

europe _gmbh@henlius.com

Slovenska republika

Henlius Europe GmbH
SternstralBe 67, 40479 Disseldorf
Germany

europe _gmbh@henlius.com
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Italia Suomi/Finland

Organon Italia S.r.1. Henlius Europe GmbH
Tel: +39 06 90259059 SternstralBe 67, 40479 Disseldorf
dpoc.italy@organon.com Germany

europe gmbh@henlius.com

Kvnpog Sverige

Henlius Europe GmbH Henlius Europe GmbH
Sternstralle 67, 40479 Diisseldorf SternstraBe 67, 40479 Dusseldorf
Germany Germany

europe gmbh@henlius.com europe gmbh@henlius.com
Latvija

Henlius Europe GmbH

Sternstralle 67, 40479 Diisseldorf

Germany

europe gmbh@henlius.com

JlaTa Ha mocjeHO Npepasrjie;KaaHe Ha THCTOBKATA
JApyru u3ro4yHuIM Ha HHPOpMAaLUs

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTa areHnus
1o JekapcTBata: https://www.ema.europa.eu.

ITocovenara mo-x0J1y MH(poOpManus e MpeJHAZHAYEHA CaMO 32 MeANIMHCKH CIIeIUATNCTH:

o [Ipenu npunosxxenue pa3rBopsT Bilprevda tpsiosa na ce nposepu BusyanHo. Pa3TBopbT Moke aa
CBIBbpKa CIICAN OT MPO3pavHH 40 Oenr NpOoTenHOBH yacTuly. He nHxekTupaiite pa3rsopa, ako
€ MBTEH WU C IPOMEHEH IIBST.

. He pasknamaiire.

. 3a n1a ce nzberne TUCKOM(OPT Ha MACTOTO HA MHXKEKTUPAHE, OCTaBeTe (DIaKOHA Jla JOCTUTHE
cTaiiHa Temmeparypa (1o 25°C) npean HHKEKTHpaHe U HHKEKTUpanTe OaBHO.

o Tpsi0Ba a ce MHXKEKTUPA ISUIOTO ChAbp)KaHUE Ha (prakoHa.

. 3a npunarane Ha AeHo3yMma0 ce nmpenopbusa uria 27G.

o Urnara He TpsiOBa 1a ce BbBEXIa IOBTOPHO BbB (PIIaKOHA.

HewnmnomsBaHusT MPOAYKT WK OTIIAABYHUTE MAaTEPUAH OT HETO TPSOBA J1a Ce 3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE U3UCKBAHUS.
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