HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



WV To3u nexapcTBeH NPOayKT HOJJIEKH HA JOMBIHUTENHO Habmoaenue. ToBa Ie mo3Boiu
OBP30TO yCTAaHOBSIBAHE HA HOBA HH(pOPMAIMSI OTHOCHO Oe3omacHocTTa. OT MEIUIIUHCKUTE
CIISIMAITUCTH CE U3UCKBA JIa ChOOIaBaT BCsKa MO03UpaHa HeXellaHa peakius. 3a HaunHa Ha
CHhOOIIIaBaHE HAa HEXEIIAHU PEaKIUU BIDKTE TOUKa 4.8,

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Vevzuo 120 mg uHXEKIINOHEH Pa3TBOP

2.  KAYECTBEH 1 KOJIMYECTBEH CbCTAB
Bceku dnakon chabpixka 120 mg neno3ymabd (denosumab) B 1,7 ml paztBop (70 mg/ml).

JleHo3yMab e 4OoBeNIKO MOHOKIIOHATHO aHTUTsUI0 1g(G2, mpou3Be/IeHO B KJIEThYHA JINHUS OT
003aliHUK (KJIETKU OT AHYHUK Ha KUTalcku XamcTep) upe3 pekomOunantHa JJHK texHomorus.

ITOMOIIIHO BELIECTBO C U3BECTHO ACHCTBUE
Bceku 1,7 ml paztBop chabpxa 79,9 mg copOuTtou.

3a IBIHMS CIIUCHK Ha MOMOIIHUTE BEIIECTBA BIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

WmxekunoHeH pa3TBOp (MHKEKLIHUS)
BucTbp 10 neko onanecueHTeH, 0e3BETEH 10 OJIET0XKBIT Pa3TBOP.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHHU MOKA3ZAHUS

[IpenoTepatsiBane Ha CHOUTHS, CBBP3aHU C KOCTHATA crcTeMa (TlaTojoruyHa (pakrypa,
00 TpYBaHE HAKOCTTA, IPHOHAYHOMO3bYHA KOMIIPECHS HITH OTiepaliys Ha KOCTTa) MPH Bb3PaCTHU
MAMEHTH C HallPEeIHAIN 3JI0Ka4eCTBEHH 3a00IsBaHusl, 3acsATalll KOCTUTE (BX. To4ka 5.1).

Jleuenue Ha BB3PAaCTHU U IOHOUIU CHC 3aBHPHICHO CKEJICTHO PA3BUTUC C TUTAHTOKIICTHUCH TYMOPD
HaKoCTTa, KOHTO € Heonepa6HHeH HJIN KOTr'aTO MMa BEPOATHOCT XUPYPruiHaTa pe3CKuus Ja JOBEAC
JOTCKKa 3a00JIeBacMOCT.

4.2 I[osnpomca U HAYMH HA MPUJIOKCHUE

Vevzuo Tps0Ba aa ce npuiara 1moj HaOJItoICHUETO Ha MEAMIIMHCKY CIICIIHAITUCT.

ﬂosnpomca

Benuku nanmenTH TpsAOBa Aa noidyvaBaT 1o0aBKu ¢ Hal-maiko 500 mg kammuii 1 400 [U
BUTaMHH DIHEBHO, OCBEH aKO € HAJIHUIIE XUTICPKATITUEMUs (BXK. Touka 4.4).

Ha MAalUCHTUTE, KOUTO CC JICKYBAT C Vevzuo, TpH6Ba Aa CC MpEAOCTaBU JIMCTOBKA 34 MAIUCHTA U
HallOMHsAIIAa KapTa Ha IalfuCHTa.

Ilpedomsepamssane Ha cvOumus, c6bP3anuU ¢ KOCMHAMA CUCMEMA NPU 8b3PACMHU C HANPEOHAU
370Ka4ecmeeHu 3a00aA6aHUS, 3ACA2AUU KOCIUMe

[Ipenopruntennara go3a € 120 mg, IpmwIoKeHa KaTo AHOKPATHA MTOIKOKHA WHKEKITHUS B
obxactraHa OeApoTO, KOpeMa WM TOPHATA YacT Ha PbKaTa, BEJHBXK HA BCEKH 4 CEIMUIIH.



Tueanmoxnemvuen mymop Ha Kocmma

[Ipenoprunrennara go3a Vevzuo e 120 mg, npuitoskeHa KaTo €THOKPATHA TOJKOKHA WHKEKIIUS
B oOnactTa Ha O0eAPOTO, KOpEeMa WIIM TOPHATA YacT Ha PhKaTa BEJHBXK Ha BCEKU 4 CEIMUIIH, C
IOTBJIHATETHH 1031 OT 120 mg Ha neH 8-Mu U 15-TH OT JIeYSHUETO TIPe3 IbPBHSI MECEIT OT
TepanusTa.

[ManmenTute B npoyuBane ¢asa I, konto ca npeThprienu MbIHA pe3eKIUsl Ha THTAaHTOKJIEThUCH
TyMOp Ha KOCTTa, ca IOJIy4HIu olle 6 Mecela JeueHHe ciie]l ONepaIusTa, CbIIacHO IPOTOKOJIA
Ha [IPOYYBAHETO.

[NarueHTHTE C TUTAHTOKJIEThUEH TYMOP Ha KOCTTa TPsI0Ba Ja ObIaT OlLICHIBAHU PEIOBHO, 32 Ja
Ce OIpEeIeNH JaTU MPOJIBIDKABAT J]a UMAT T10J13a OT JieueHreTo. [Ipu narnuenTy, aneto
3a00IIsBaHEe Ce KOHTPOJIHPA OT JIEHO3yMa0, e)eKThT OT MPEKbhCBAHE UK CITUPAHE Ha JICYCHUETO
HE € OIICHEH, HO OTPAHWYCHUTE JIAaHHU IPHU TE3M MAllMCHTH HE MOKa3BaT HAJIMYUE Ha pedayH/I
edeKT clie]] MpeKpaTsIBaHe Ha JICYCHUETO.

bvopeuno yepescoane
He ce Hanara kopurupaHe Ha J103aTa MpH MalUeHTH ¢ ObOPEeYHO yBpexaaHe (BXK. TOUkH 4.4 3a
MPETIOPbKA OTHOCHO TPOCIIeAsIBaHe HA KaIIUEeBUTE HABA, 4.8 1 5.2).

Yeprnoopobno ysepesicoane
bezonacHocTTa M ehrKkacHOCTTA Ha JICHO3yMal He ca M3CJeIBAaHU MPU MAMEHTH ¢ YePHOAPOOHO
yBpexxaane (Bk. Touka 5.2).

Iayuenmu 6 cmapuecka ev3pacm (8v3pacm > 65)
He ce Hanara xopurupane Ha 103aTa IIpy NAIFEHTH B CTapYeCKa BB3pacT (BXK. ToUka 5.2).

Ileouampuuna nonynayus

BezomacHocTTa M emkacHOCTTa HA JIeHO3yMab TIpH NeAnaTPUYHH ManueHTH (Bh3pacT < 18
TOAMHH) HE ca YCTAHOBEHHU, OCBEH P FOHOIIHN ChC 3aBBPILICHO CKEJIETHO Pa3BUTHE (HAa Bb3pacT
12 - 17 roguHM) ¢ THTAaHTOKJIETHYCH TyMOP Ha KOCTTA.

He ce nmpenoppuBa ymorpedarta Ha Vevzuo mpu neAnaTpuIHH ManueHTn (Bh3pact < 18 ronnHn),
OCBEH IIPH IOHOIIH ChC 3aBBPUICHO CKEIETHO pa3BUTHE (Ha Bb3pacT 12 - 17 rogunn) ¢
THTAaHTOKJIETHYCH TYMOP Ha KOCTTa (BX. Touka 4.4).

Jledenure Ha IOHOIIHN ChC 3aBBbPIICHO CKEJICTHO Pa3BUTHUE C TUTAaHTOKJICTHYCH TYMOP Ha KOCTTA,
KOHTO € HCOHCpa6I/IHeH HJIKM KOTaTO UMa BCPOATHOCT XUPYpIrUIHaATa PE3CKIMUA Ja JOBEAC N0
TeXKKa 3a00J1eBaEMOCT: J03HUpOBKaTa € ChbllaTa KaTo IIpHu Bb3PaCTHU.

[Tpu npoyuBanus mpu >kuBoTHU, nHXMOKUpaneTo Ha RANK/RANK nuranna (RANKL) e
CBBP3aHO C MHXHOHMpaHe Ha KOCTHUS pacTeX U JIUICca Ha NpoOUB Ha 3601 U TE3H IIPOMEHH ca

OWJIM YaCTUIHO OOpaTHMHU IPH IIpeKpaTsaBaHe Ha naxuOupaneto Ha RANKL (Bx. Touka 5.3).

Hauun Ha PHUIIOKCHUC

3a MOAKOYKHO MPUIIOKEHHE.

Vevzuo 120 mg/1,7 ml 6v6 praxon 3a ednoxpamua ynompeba:

[Ipunaranero Ha 120 mg/1,7 ml ¢aakoH TpsiOBa a ce U3BBPILABA CAMO OT MEIULUHCKU
CIIELIUAJIUCT.

3a yKka3aHHs OTHOCHO ynoTpeda, paboTa U U3XBBPIISHE BIXKTE TOUKA 6.6.

4.3 IIporuBomoka3zaHus



CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MM KBM HIKOE OT MIOMOIIHUTE BEIIECTBA,
m30poeHM B TOUKa 6.1.

Texxka, HelneKyBaHa XUMOKaIIMeMus (BK. Touka 4.4). HezapacHamu paHu OT CTOMAaTOJIOTUYHA
POy pa WK OpaTHa XUPYPIHsL.

4.4 CnenuajaHu npeayrnpeskaeHUs! U NPeANa3HH MePKHU NPH ynoTpeda

IIpocaenumoct

3a 5a ce mo1o0pH MPOCISTUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHU MPOIYKTH, UMETO U
MapTUIHUAT HOMEp Ha MPIJIOKEHUS IPOTYKT TPsiOBa SCHO Jja ce 3aIrncBarT.

JloGaBku ¢ kanuuii 1 BuramMud D

Bcwnuky manueHT Tpsa6Ba 1a moiyvyaBaT J0OaBKH ¢ Kaanuii u BuTaMuH D, OCBEH aKko e HaJuie
XHIIEepKaIIueMus (BxK. Touka 4.2).

XUIoKaIIUEMHS

[IpenmecTBamara XUMoKaIueMus TpOBa Ja ObJic KOPUTHPaHA MPEIU 3aTI0YBAHE HA TepanusiTa
¢ Vevzuo. XunokaaueMusi MOXKe Jia Bh3HUKHE IT0 BCSKO BpeMe B X0J1a Ha JISYeHHETO ¢ Vevzuo.
[IpocnensBane Ha KaJIIMEBUTE HUBA TPSAOBa J1a ce U3BBpIBA (1) Mpeny Hada HaTa 1032 Ha
Vevzuo, (ii) B paMKUTE Ha IBE CEAMMIIU CJIC]] HaYaJlHaTa 71034, (iii) aKo ce MmosBAT
MIpEATIoNaraéMu CHUMITTOMH Ha XUTIOKAIITueMus (BK. Touka 4.8 3a cumnromu). [lpu manmentn ¢
PHUCKOBH (PaKTOPH 32 XUIOKAIIMEMHUs TPIOBa 1a ce OOMKCIIN TOMBIHUTEIHO IPOCCAsIBaHe Ha
KaJII[UEBUTE HUBA 110 BpeMe Ha JICYSHUETO, UIIM aKO Ce HaJjlara Jpyro Bb3 OCHOBA Ha KIIMHUYHOTO
ChCTOSTHUE HA TAIMCHTA.

HaI_[I/IeHTI/ITe TpH6Ba Ja 6’LZ[aT HaCcbpUaBaHU Ja C’LO6H_[aBaT CHUMIITOMMH, IIOKA3aTCIIHU 3a
XHUITIOKAJIITUECMUI. Axo no BpEMC Ha IMMPUJIOKCHUCTO Ha Vevzuo ce nosBu XHUITIOKAJIIIMUEMUA, MOKE
Ja C€ HAJIOXXKHU OJOIMBbJIHHUTCIITHO I[OGanIHe Ha Ka.HIlI/Iﬁ 1 JOIIBJIHUTCIIHO ITPOCIICAsABAHEC.

CroOmraBa ce 3a Te)KKa CUMITOMATHYHA XUTTOKAIIUEMISI (BKIFOUUTEITHO (DaTaHU CIIydan) MPU
MOCTMapKETHHIoBaTa yrnoTpeda (Bxk. Touka 4.8), KaTo MOBEUETO CIIyYaH Ca HACTHIIMIU B IbPBUTE

CCAMHUIN OT HAYAJIOTO Ha JICUCHHUCTO, HO MOXKEC J1a CC IOABAT U ITO-KBCHO.

Br0Opeuno yBpexaane

[NanmenTH ¢ TexKa cTerneH Ha ObOPEUHO yBpeXkaaHe (KpeaTHHHHOB KinpbHC < 30 ml/min), unu
KOHUTO ca Ha AMAIN3a, ca C [MO-TOJISIM PUCK OT pa3BUTHE Ha XUIMOKaJIIHEeMusl. PUCKBT OT pa3BuTne
Ha XUIOKAIIHEMHS ¥ ChITBTCTBAIIO ITOBUIICHHUE HA MAPATUPEOUTHUSI XOPMOH C€ YBEIH4aBa C
HapacTBaHE HA CTETeHTa Ha ObOPEYHOTO yBpexaaHe. PemoBHOTO mpociensiBane Ha KaJIIUeBUTE
HUBA € 0COOCHO BayKHO TPH TE3U MALCHTH.

Octeonekposa Ha yearocrra (OHY)

OHU ce cho0111aBa 4eCcTo MPH MAUEHTH, TIOTyJYaBalliy JeH03yMa (Bxk. Touka 4.8).

HauanoTo Ha JTeYeHHETO/HOB KypC Ha JicueHHe TPSAOBA a Ce OTI0XKH NPH MAIUCHTH C
He3apacTHAIM OTKPHUTH JIE3UHM HAa MEKUTE ThKaHU B ycTarta. [Ipeau jgeueHue ¢ 1eHo3ymad ce
IpernopbyuBa CTOMATOJIOTHYCH TIPETIiel ¢ MPOPHITAKTHYHO 3500JICUCHIE U HHAMBUIYaTHA OIICHKA
Ha CHOTHOIIICHUETO IM0JI13a/PHUCK.

CnenHuTe pUCKOBU (PakTOpH TPsIOBa Ja ce UMaT MPEIBU/I IIPH OICHABaHE HA PUCKa 32 MAI[eHTa
ot pasputre Ha OHY:
. AKTUBHOCT Ha JICKAPCTBEHUS MPOAYKT, KOWTO MHXHMOUpPA KOCTHATA Pe30pOLus (II0-BHCOK



PHCK NIPH BUCOKOAKTHBHHU CHEJIMHEHHUS), HAUWH Ha TPHIIOKEHHE (ITO-BUCOK PUCK TIPU
MapeHTEePATHONPUIIOKEHHUE) ¥ KyMYJIATHBHA /1032 Ha KOCTHO-PE30POTHUBHATA TEpaITHsl.

. pax, IpuapysKaBaIiy 3a00Ji1BaHus (HAIIP. aHEMHUS, KOAr'yJI0naTHH, HHPESKIUH ),
TIOTIOHOMYIIICHE.

. CBITBTCTBAIIH JICYCHHSI: KOPTHKOCTEPOUIH, XUMHUOTEPAIsl, HHXUOUTOPH Ha
AHTHUOTeHE3aTa,IbUYeTEPaIvs Ha TJIaBaTa v IIHsITa.

. JIOIIA YCTHA XUTHEHA, Tapo0HTO3a, JIOIIO TOCTAaBEHH MTPOTE3H, aHAMHE3a 32
CTOMATOJIOTUYHO3a00 IsIBaHe, MHBA3WBHU CTOMATOJIOTHYHH MPOLEAYPH (HAMp. eKCTPaKIus
Ha 350).

[To BpeMe Ha JICUESHHETO C JICHO3YMad BCHUKH MAaIlMEHTH TPsAOBa Jja ObJaT HaChpUaBaHU JIa
MOAIBbPKAT J00pa YCTHA XUTHEHA, J1a CE MOJAJIaraT Ha PyTHHHH CTOMATOJIOTHYHU TPErICIH U
He3a0aBHO J]a ChOOIIaBaT 3a BCHYKH CUMIITOMH OT CTpaHa Ha yCTHATa KyXWHA, KaTo KJIaTeHe Ha
360UTe, 00JKa WU MOAyBaHe, WM He3a3/IpaBsaBallly s3BH win cekpenus. [1lo Bpeme Ha
JICYCHUETO, MHBA3UBHU CTOMATOJIOIMYUH MPOLICAYPH TPsIOBa Ja ce U3BBPIIBAT CaAMO CJIS]
BHUMATEJIHA MPEIeHKa 1 TPAOBA Ja ce N30srsa M3BBPIIBAHETO UM B HEMTOCPEICTBEHA OJIM30CT C
MPHIJIO’KEHUETO Ha Vevzuo.

[TnanbT 3a IeyeHne Ha manueHTUTe, Kouto pazsuat OHY, TpsOBa na Ob/Ie U3rOTBEH B TSCHO
CHTPYAHUYIECTBO MEKIY JIEKYBALIHs JIEKap U CTOMATOJIOT MJIH JIMLEBO-YEIIOCTEH XUPYPT C OIUT
B OHY. TpsOBa 1a ce 0OMHUCITN BpEMEHHO NPEKbCBAHE HA JICUCHUETO ¢ Vevzuo, T0KaTo
CBHCTOSIHUETOOTIIYMH U TOTIPHHACSIIIUTE PUCKOBH (aKTOpH OBAAT HAMAJIEHH, aKO € Bh3MOXKHO.

OcTeoHEKpO3a Ha BHHIIHUS CIIYXOB IIPOXOJ]

Nma cpoOmieHns 3a OCTEOHEKPO3a Ha BHHIITHUS CIIYXOB ITPOXO/] IPH JISYCHUE C IEHO3YMao.
Bb3moxHUTE prCKOBU (haKTOPH 33 OCTEOHEKPO3a Ha BHHIIHUS CITYXOB IMPOXO/] BKIFOYBAT
ynoTtpe6a Ha CTEPOUIH U XMMUOTEPAITUS H/WITH JIOKAITHA PHCKOBH (DaKTOpH, KaTO HAIIPUMED
WH(EKINA WK TpaBMa. BeposSTHOCTTa OT pa3BUTHE HA OCTEOHEKPO3a Ha BHHIIHHSA CIIyXOB
MPOXOJ] TPSOBA J]a Ce UMa TMPEABU]I IPU MAIMECHTH, PUEMAIIU IeHO03yMa0, KOUTO Pa3BUBAT
CHUMIITOMH OT CTPaHa Ha yXOTO, BKIFOYUTEITHO XPOHUYHU HHEKIINH HA yXOTO.

ATunnyan dJDaKTVDI/I Ha 6CZ[D€HaTa KOCT

Nwma crobiieHns 3a aTHIHIHT GPakTypy Ha OepeHaTa KOCT IPH MAIHEeHTH, TTOJTyIaBallH
neHo3ymab (Bxk. Touka 4.8). Atunmanute GhpakTypu Ha OeapeHaTa KOCT MOXKE J1a C€ TIOSIBAT TIPH
MHUHHMMAaJHA TpaBMa Win 0e3 TpaBMa B CyOTpoXaHTepHHUTE U Anadu3HUTE 00JacTH Ha OeapeHara
KocT. Te3u ChOUTHS ce XapaKTepH3UPaT ChC CICIUPHIHA PEHTTEHOIOTUYHN HAXOIKH.
ATtunuuHu GppakTypH Ha OefpeHaTa KOCT ¢ ChOOIAaBaT ChIIO MIPH MAIUSHTH C ONPEACIICHU
CBIIBTCTBAILM ChCTOSHUSA (HAIp. ASUIUT Ha BUTAMHH D, peBMaTOM/ICH apTpHT,
xurnodocdarasus) v Ipu ynoTpeda Ha HIKOU JIEKapCTBEHH NPOLyKTH (Hamp. Oudochonatu,
TIIFOKOKOPTHKOUIM, HHXUOUTOPH Ha NMPOTOHHATA TToMITa). Te3u chONUTHS ca HACTBIHIHN 0e3
aHTupe3opOTuBHA Tepanus. [lono6uu ¢ppakTypu, cboOIIEeHN BB Bpb3Ka ¢ OudochoHaTH, 4ecTo
ca OuyaTepaiHu; OPaay TOBA PH MALUEHTH, JEKYBaHH C I€HO3yMal, KOUTO ca MPEeThpIenn
(dpakTypa Ha TSUIOTO Ha OeipeHaTa KocT, TpsIOBa J1a ce U3ciieBa KOHTpajJaTepaiHaTa OeapeHa
kocT. TpsiOBa a ce oOMUCTH pEeKpaTsIBaHe HA TepanusaTa ¢ Vevzuo NpH NanueHTH, 3a KOUTO e
MO03Mpa, Y€ MMaT aTUIHYHA (PpakTypa Ha OepeHaTa KOCT B O4aKBaHE Ha OLICHKATa Ha
MalyeHTa Bb3 OCHOBA Ha UHIUBHIyaJTHO ONPEAEICHOTO ChOTHOIICHHUE MOJ3a/PUCK.

ITo Bpeme Ha jedeHNETO C JeHO3yMab, MaleHTuTe TpsAOBa na ObAaT MOCHBETBAHHM Ja ChOOIIaBaT
3a HOBa MJIM HeoOHWJaiiHa 0oika B 6epoTo, Ta3o0enpenara crapa uin ciadbunute. [lamuentu c
TakMBa CHMIITOMH TPsIOBa Jia Ce M3CJIEABAT 3a HEeNbJiHA (PpakTypa Ha OepeHara KOCT.

XurepkalmueMHus cjie/l IPpeKpaTsIBaHe Ha JSYCHUESTO IIPHU IMAIUCHTH C TUTAaHTOKJICTHYEH TYMOD
HAKOCTTa M IPpU MalIMCHTH C HC3aBbPIICH KOCTCH PACTCXK.

C’BO6H_IaBa CC 3a KIIMHUYHO 3HaUYMMa XUTICPKAJINUCMUA, U3UCKBAIlla XOCIIUTAJIN3alus U



YCIIO)KHEHA OT ocTpa Ob0peyHa HeJOCTaThUHOCT, IIPH IMAIIMEHTH C TUTAaHTOKJIEThYEH TyMOp Ha
KOCTTa, JIEKYBaHH C JIEHO3yMa0, CEIMULIM 10 MECELIN CIIe]] TPEKpaTsIBaHe Ha JICYEHUETO.

Crnen mpekpatsiBaHe Ha JICUCHUETO, Ha0IItoIaBaliTe MaIUeHTUTE 32 TIPU3HAIIM ¥ CHMITOMH Ha
XHIEPKATIMEMUs], 0OMUCIIeTe TIEPHOINYHA OI[EHKA HA CEPYMHHUS KU U HAIIpaBeTe MOBTOPHA
OTICHKA Ha HYXKIUTE Ha MMallHeHTa OT M00aBsHe Ha Kanmuid 1 BuTaMuH D (BX. Touka 4.8).

Vevzuo He ce mpenopbyBa NPy MAUEeHTH ¢ HE3aBbPILIEH PacTeX Ha cKeJeTa (BX. Touka 4.2).
Cpo0mraBa ce 3a KIIMHAYHO 3HAYMMa XUTIEPKAIITUEMUs U B Ta3u TPyTa MAIMEHTH, CEAMHITH 10
MeECEIH cIIe/l IPEKPaTIABAaHE Ha JICUEHHUETO.

[NaruenTu, nekyBanu ¢ Vevzuo, He TpsOBa J1a ObAAT JIEKYBaHU €IHOBPEMEHHO C IPYTH
JIEKApCTBEHHU MTPOTYKTH, ChIIBPIKAIIN JCHO3YMa0 (3a TIOKa3aHUETO OCTEOTIOP03a).

HaI_II/IeHTI/I, JICKYBaHH C VCVZUO, HC TpSI6Ba Ja 6’I>,I[EIT JICKYBaHH CIHOBPEMCHHO C 6I/I(I)OC(1)OH8.TI/I.

3J10Ka4eCTBEHOCT MIPH THTAaHTOKJIEThYEH TyMOP Ha KOCTTA MIIM IPOTPECHS O METACTA3UPAIIO
3a00JIsIBaHE € PSIIKO ChOUTHE M M3BECTEH PUCK IPH MALMEHTH C TUTAaHTOKJIETHYEH TyMOp Ha
koctra. [lanuenTure TpsdBa na ObaaT HAOMIOAaBaHH 32 PEHTIEHOJIOTUYHU IPU3HALIM Ha
37TI0Ka4€CTBEHOCT, HOBM OTHHINA HAa PAJIMOPEAKTUBHOCT MM OcTeosn3a. Hanmnyanre KiInHIYHI
JaHHM He TOKa3BaT MOBUILIEH PUCK OT 3JI0Ka4E€CTBEHOCT MPHU MAllMEHTH C TUTaHTOKJIEThUEH
TyMOp Ha KOCTTa, JIeKYBaHH C I€HO3yMal.

IIpenynpexacHus 3a IOMOITHUTE BEIICCTBA

To3u nekapcTBeH NMPOAYKT chABpKa copouton. TpsadBa aa ce nMa MpeaBUI aIUTHBHUAT e(eKT
Ha CHITBTCTBAIIO MPWJIATaHN MPOAYKTH, ChIBPIKAIIH COPOUTON (MK (PPyKTO3a), KAKTO U
XPaHUTEIHUSAT IPUEM Ha COpOUTON (WK PPYKTO3a).

To3u ekapCcTBEH NPOAYKT ChIbprKa Mo-Majiko oT 1 mmol Hatpuii (23 mg) Ha q03a oT 120 mg,
T.€. MOXKE JIa C€ Kaxke, Ye MPAKTHUECKU HE ChIbpika HATPHUH.

To3u exkapcTBeH NpoaAyKT chabprxa 0,17 mg nmonucopodar 20 BB Bceku (uakod ot 120 mg/1,7
ml, koero e ekBuBasieHTHO Ha 0,1 mg/ml. [ToarcopbaTute Morar 1a NPUUUHAT AIEPTHYHH
peakuu. [lanmenTs1/00MHOIENAYBT TPsAOBa Aa ObAC MHCTPYKTHPAH Ja KaXke Ha CBOS JIeKap,
aKo TOW MJIM JETETO My UMaT YCTaHOBEHH aJIepruu.

4.5 BzamMmopeiicTBHe ¢ APYI'H JIEKAPCTBEHHU NPOAYKTH U APYrH ¢gopmMu Ha
B3auMojelicTBHe

He ca npoBexxnanu npoy4yBaHus 3a B3aUMOJEHCTBUATA.

B knMHUYHY M3MUTBaHMS JeHO3yMal € mpujlarad B KOMOMHAIMS ChC CTaHAAPTHO
MPOTHBOPAKOBO JICYEHHUE U MPH MAIMESHTH, KOUTO ca rnoiy4yasanu oudocdonaru. He ca
Ha0Jro1aBaHU KJIMHUYHO 3HAYMMU IPOMEHH B HAl-HUCKUTE CEPYMHU KOHLUEHTPALUH U BbB
(apMakoIuHaMUKaTa Ha J€HO3yMal (KOPUTUpaH CIpsIMO KpeaTnHHHA ypuHEH N-TeJI0NenTusa,
uNTX/Cr) npu chIIbTCTBAIA XUMUOTEPAITUS W/WIIH XOPMOHAIIHA TEPAITUs, WK TIPH
MpeIecTBaIla eKCIO3UIHs Ha UHTPAaBEHO3HU OUdochOoHaTH.

4.6 @epTHaMTET, OPEMEHHOCT M KbpPMeHe

Bpemennoct

JlumcBat WM ¥Ma OTPaHMYCHU JaHHU OT ynoTpebaTa Ha IeHo3yMal 1pyu OpeMEeHHH KEHH.
[IpoyuBanusTa nMpu >KUBOTHH MOKa3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. ToUKa 5.3).



Vevzuo He ce mpenopbyBa 3a yrnorpeda mpu OpeMeHHH KEHHU U TIPH KESHH C IeTEPOIeH
MOTEHIIAN, KOUTO HE U3IOJI3BAT KOHTparenius. JKenure TpsiOBa 1a Ob/IaT ChBETBAHU J1a HE
3a0peMeHsBaT 10 BpeMe Ha, M Hali-Malko 5 Mecena ciies ieueHueTo ¢ Vevzuo. Edekrute Ha
Vevzuo e BeposATHO Ja ca MO-TOJIEMH TT0 BpeMe Ha BTOPHS U TPETUS TPUMECTHp Ha
OpEeMEHHOCTTA, ThH KATO MOHOKJIOHAJTHUTE aHTHTENA IIPEMHHABAT MPe3 IUIAlleHTaTa M0 JINHECH
MOJIeTI C HamnpeBaHe Ha OPEMEHHOCTTA, KaTO HA-rOJIIMO KOJIMYECTBO IPEMUHABA MPE3 TPETHUS
TPUMECTBD.

Kospmene

He e u3BecTHO nanu JieHO3yMab ce eKCKpeTHpa B kKbpMaTa. He Moxe Jja ce M3KITIOUH PUCK 32
HOBOpoOJieHUTe/KbpMaueTaTa. [IpoyuBanus npu ,.knockout MuImku” mokaspar, 4e JuIicaTa Ha
RANKL no Bpeme Ha OpeMEHHOCTTa MOJKE JIa TIOBIIUSC BBPXY Ch3PSBAHETO HA MIICYHUTE JKIIC3H,
BOJICIIIO J0 HapyIIeHa JIAKTAITHS ClIe pakaaHe (Bk. Touka 5.3). TpsOBa na ce B3eMe penieHue
JIali Jla ce TPEYCTaHOBH KbPMEHETO WIIX JIa CE TIPEYCTAaHOBH JICUSHHETO ¢ Vevzuo, Kato ce
B3eMart MpeBU/I IMoJI3aTa OT KbPMEHETO 32 HOBOPOJICHOTO/KhPMAadeTO U TMOJI3aTa OT TepanusTa 3a
JKEeHaTa.

deprunurer

Hsima nannu 3a edexra Ha JeHO3yMald BbpXy (epTrianuTeTa npu xopa. [IpoydBanus npH KUBOTHH
HE MOKa3BaT JUPEKTHHU WM UHAUPEKTHU BpeAHU eeKTr BbpXY (peprunureTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy cCocOOHOCTTA 32 MIo(pupaHe U padoTa ¢ MAIIUHI

Vevzuo He MoBNusBa WU IIOBIUSIBA npeHe6pe>i<HMo CITOCOOHOCTTA 32 H_IO(l)I/IpaHe nu pa60Ta C
MalIruHH.

4.8 Hexenanu JeKapcTBeHH peaKIMA

O0001menre Ha npoduia Ha 6€30IMacHOCT

OOmusaT npoduin Ha 6€30MACHOCT € B ChOTBETCTBUE C BCHUKM OA0OPEHU TOKa3aHHs 32 Vevzuo.

XHTTOKAIIUEMHUS C€ ChOOIaBa MHOTO YECTO CIIE]] IPUIOKCHHUE Ha ACHO3YMa0, IIPETUMHO Tpe3
IBPBUTE 2 CeAMHUIIM. XHUITOKATIMEMHUATA MOXKE J]a € TEeKKa U CUMIITOMAaTHYHA (BXK. Touka 4.8 —
OlMcaHue Ha N30paHN HeXKENaHU peakiuu). HamansBaneTo Ha cepyMHHUSI KalI[Uii OOMKHOBEHO Ce
OBJIAJISIBA [0 MOAXOISI HAYMH € IIOMOIITa Ha 100aBKH ¢ Kaiauuii 1 suramMud D. Hail-uectara
HEeXellaHa peakius Ha JeHo3yMab € MyCKyITHO-cKelleTHa Oomka. City4an Ha OCTEOHEKpO3a Ha
yemoctTa (BXK. Touku 4.4 u 4.8 — onvicaHre Ha U30paHN HEXKEJIaHHW PEaKIIiK) ca HaOIIt0JaBaHU
YECTO MPH MAIUSHTH, IPUEMAIIH IeH03yMa0.

TabauueH CIIMCHK HA HEXKCIAHUTE PCAKIINN

Wznon3saHa e crienHaTa KOHBEHIHS 3a Kilacu(UKaIHs Ha HEXKEITaHUTE JICKAPCTBEHH PEaKIIUU B3
OCHOBA Ha YeCTOTATa B YETUPU KIMHUYHY npoyuBanus (aza I1l, 1Be KITUHUYHU POYyIBAHHS
(baza Il KTUHUYHY U3NUTBAHUS U TIOCTMAPKETUHTOBHUS ONUT (BXK. Tabnwmia 1): MHOTO yectu (>
1/10), gectu (> 1/100 no < 1/10), veuectu (> 1/1 000 mo < 1/100), pexku (> 1/10 000 o < 1/1
000), maoro penxu (< 1/10 000) u ¢ Hen3BecTHA YecTOTa (0T HAIMYHKUTE JJAHHU HE MOXKeE Ja ObJie
HarpaBeHa orieHka). [Ipu BCsIko rpynupaHe B 3aBUCHUMOCT OT YECTOTaTa U CUCTEMO-OpTaHHHUS
KJIaC, HeXEJIaHUTE PEaKIK ce U30pOsiBAT B HU3XO/IAII PEJI 110 OTHOIIICHUE HA TAXHATA
CEpUO3HOCT.



Taoauna 1. He:xenanu Pe€aKkuuu, CHOOIIEeHU NP MANHCHTH ¢ HANIPECIHAIHA 3JI0KAYECCTBCHH
3360J'IHB21HI/[5[, 3acdAraimm KOCTUTe, MHOKECTBCH MHUEJIOM WJIH C THTAHTOKJICTBYECH TYMOP Ha

KOCTTA
Cucremo-opranes kinac no | Kareropus 4ecrora Hexenanm peakuuu
MedDRA
Heomnazmu Yectu HoBo mbpBUYHO 3J10KaYECTBEHO
JNO0OPOKAaYECTBCHH, 3abosBane!
3710Ka4E€CTBEHU U
HEOIIpeeICHU(BKIIOUUTETHO
KHUCTH U
TIOJIUIIN)
Hapymenns Ha uMmyHHata Penxu JlexapcTBeHa
cucremMa CBPBXYYBCTBHTEIHOCT'
Penxu AnadunakTvyHa peakuus’
Hapymenus Ha Metabonu3ma | MHoro yecTu Xunokanumemus '
HUXpaHEHETO Yectn Xunodocharemus
Heuectn XumnepkanuueMus ciaea
IpeKpaTsBaHe Ha JICYEHUETO [IPU
HAIUEHTH C TUTaHTOKJIEThUYEH
TYMOD Ha KOCTTa’
Pecniuparophuu, rppaau n MHoro gyectu Hucnnes
MEIMACTUHAIHU HAPYIISHUS
CroMantHo-4peBHI MHoro yectu Huapust
HapyIICHUS Yectn Excrpakius Ha 360
Hapymienust Ha koxaTa u UecTtn Xunepxuaposa
MOJIKO’KHATa ThKaH Hewectn JIuXeHOUIHY JIEKapCTBEHU
peakuyn’
Hapymenus na MHoro gyectu MycKyJHO-CKeNeTHa Gouka!
MYCKYJHO-CKEJIETHaTa Yectn OcreoHekpo3a Ha yenmocTTa!
CUCTEMaU CbCIMHUTETHATA Heuectn ATHnuvHa QpakTypa Ha
ThKaH Oenpenara KocT!
C HensBecTHaA 4ecToTa OcTteoHekpo3a Ha BbHIIHUSA
CIIyX0B mpoxox>?

! Bukte Touka ,,Onucanue Ha u30paHy HexKeTaHU Peakiun”
2 BukTe TouKa ,,JIpyry crienUaiHy HOIy/Ialun’

3 Bwkre Touka 4.4

* EhekT Ha Ki1aca JeKapcTBa

Onucanne Ha W30paHN HEKEIIAaHU PEAKITUU

Xunoxanyuemus

B KJIMHUYHKTE M3MUTBAHUS 3a IPEIOTBpaTsIBaHEe HAa CHOUTHS, CBbP3aHH C KOCTHATa CHUCTEMa
(CCK) enabmojaBaHa 1Mo-BHCOKA Y€CTOTA HA XUTOKAIIIHUEMHS TP YIACTHUIIH, JICKYBaHU C
JIEHO3yMa0, B CpaBHEHHUE ChC 30JICAPOHOBA KUCEIIMHA.

Haii-Bucokara yectoTa Ha XHITOKaIMEMus € HaOo/laBana B KIIMHUYHO u3nuteaHe daza I1I mpu
MalMeHTH ¢ MHOKeCTBeH MuenoM. CholOmasa ce 3a xunokanuuemus npu 16,9% ot nanuenTure,
neKkyBaH# ¢ AeHo3ymad u 12,4% ot manueHTuTe, JIeKyBaH! ChC 30JIEJpOHOBA KHCEIHHA.
HamansiBane Ha HMBaTa Ha CEPYMHUS KaJILKMH cTereH 3 ce HaOmoaaBa npu 1,4% ot naiueHTure,
JIeKyBaHU ¢ 1eHo3yMad u 0,6% OT manmeHTHTe, JEKyBaHH ChC 30JIeIPOHOBA KUCEIIHHA.
HamansBane Ha HEBaTa Ha CEpyYMHUS Kanmuii cTerneH 4 ce Habmronasa mpu 0,4% OT manueHTuTe,
nexyBaH# ¢ geno3ymad u 0,1% oT manueHTHTe, IEKyBaHHU ChC 30JI€IPOHOBA KHCEIHHA.

B tpu knmanvHM u3nutBanus ¢aza 1, koHTpoIMpaHu ¢ aKTHBHO BEIECTBO MPH MAI[USHTH C
HaIpeIHaIM 3JI0KaYSCTBCHU 3a00JIIBaHUs, 3aCsralll KOCTUTES, XUITOKAIIUEMHS € ChOOIIECHA TPU
9,6% oT manmeHTHuTe, JCKyBaHU C 1eH03yMad u 5,0% OT marueHTuTe, IEKyBaHU ChC




30JICAPOHOBA KHUCCIINHA.

HamansBane Ha cepyMHHUTE HUBA Ha KalUui cTeneH 3 ca umanu 2,5% OT nanueHTUTe, JeKyBaH!
¢ neno3ymab u 1,2% oT marpeHTuTe, JeKyBaHH ChC 30JICIPOHOBA KcennHa. HamansBane Ha
CepyMHHTE HUBA Ha Kanuii ctener 4 ca umanu 0,6% OT manyeHTHTe, JIEKyBaH! ¢ JeHO3yMab u
0,2% oT manueHTuTe, JeKyBaHU ChC 30JIEIPOHOBA KHCEIHHA (BXK. Touka 4.4).

B aBe knmuanyan u3nurBanus $asa Il ¢ egHo paMo npu NanueHTy ¢ TIraHTOKJIETHYSH TYMOp Ha
KOCTTa, XHITOKaJIAIMeMusl € chobIieHa rnpu 5,7% ot nanueHtute. HUTO eJHO OT HexkenaHuTe
CHOUTHS HE CEe CUMTA 33 CEPUO3HO.

CroO1mraBa ce 3a Te)KKa CUMIITOMaTHYHA XUTIOKAIIUEMHS (BKIIOYUTETHO JIETATHU CIIydan) IpU
MOCTMAapKETHHIOBaTa yrnoTrpeda, KaTo MOBEYETO CIIyYaH Ca HACTHIIUIN B IbPBUTE CEAMULH OT
HA4aJI0TO Ha JedeHueTo. [Ipumepn 3a KITMHUYHY MIPOSBU Ha TEXKKA CUMIITOMaTHYHA
XHUIOKAJIIMeMHs BKIIOYBAT yAbbKkaBane Ha QT-uHTepBaa, TeTaHus, 'bpUYOBE U HAPYIICHO
MICUXUYHO CHCTOSTHHE (BKIIOYUTETHO KoMa) (BK. Touka 4.4). CHMOTOMUTE Ha XUITOKAIIUEMUS B
KJIMHUYHNATE IPOYYBaHMS BKJIIOUBAT MAPECTE3NH WM MYCKYJIHAa CKOBaHOCT, TIOTPETIBAHUS,
CIa3MHu M MyCKYJTHU KPaMITH.

Ocmeonexposa Ha yentocmma (OHY)

B ximanvHMTE M3nuTBanud, yectorata Ha OHY e Onia mo-Bucoka mpu mo-TrossiMa
MPOIBIDKUTEIHOCT Ha ekcnoszunusata; OHY e quarHocTuiiupana v ciie/i CIUpaHe Ha JICUSHUETO C
JICHO3yMa0, KaTo MO-TOJIsIMATa YacT OT CIYYauTe ca HACTHITUIIM B PAMKHTE Ha 5 Mecela cie[
nocsenHara jo3a. [lanueHTn ¢ mpeaxoxkaamnia anamaesa 328 OHY uiar 0CTEOMUENTUT Ha YeloCTTa,
AKTHUBHO 3200JIIBaHE Ha 3bOUTE WM YCSIIIOCTTA, M3UCKBAILIO XUPYPrUYHa HHTCPBEHIIMS B yCTHATA
KyXHMHa, He3a3/paBsijia paHa CJe]l XMpypruiHa MHTEPBEHIIMS Ha 3b0UTe/yCTHATA KyXHUHA, HITH
BCsIKa TUIAHWPAaHa WHBA3MBHA CTOMATOJIOTHYHA TIPOIICAYPa, ca OUIIH U3KITFOUCHH OT KITMHUYHUTE
W3MTUTBAHUS.

B ximanvHMTE m3nuTBaHusA 3a ipenotBpatsaBaHe Ha CCK e HabmogaBaHa 1mo-BHCOKa 9e€CTOTa Ha
OHY mpu ygacTHUIH, TEKyBaHU C IEHO3yMal, B CPaBHEHHE ChC 30JIEIpOHOBA KrcennHa. Haii-
Bucokara yecrora Ha OHY e HaOmogaBana B kiimHUYHO m3nuTBaHe ¢aza Il npu manuentu c
MHOXeCTBEH MuesioM. B BoitHOcsimarta ¢asa Ha neueHne Ha ToBa m3nutBane OHY e
MOTBBPACHA IpH 5,9% OT ManueHTHTe, JIeKyBaHH ¢ AeHO3yMal (MeanaHa Ha excrio3uuusaTa 19,4
Mecena; rpanuiu 1 — 52) u npu 3,2% OoT narueHTuTe, IeKyBaHU ChC 30JICIPOHOBA KUCETUHA.
[Ipu 3aBbpIIBaHe Ha ABOIHOCHAMNATA (a3a Ha JeUueHHE Ha TOBA M3MUTBAHE KOPUTHpaHaTa 3a
MAIUeHTOTOAMHA YecToTa Ha moTBbpAeHa OHY B rpymaTa Ha nerozymab (MennaHa Ha
excriozumuATa 19,4 mecena; rpanuty 1 - 52) e 2,0 3a 100 manueHTOTOAMHM 110 BpeMe Ha ITbpBaTa
TOJIMHA OT JieueHuneTo, 5,0 mpe3 BTopaTa roguHa u 4,5 cieq ToBa. MeanaHaTa Ha BpeM  €TO J0
OHUY e 18,7 mecena (rpaaumm: 1 - 44).

[Ipu ocHOBHUTE (ha3u HA JICUCHNE HA TPU KIMHUYHK U3nuTBaHus ¢asa I1l, konTponupanu ¢
AKTHUBHO BEIIECTBO NP NAIIMESHTH C HANIPEIHAIIN 3JI0KAYECTBCHU 3a00JsIBAaHUS, 3aCSTaIlH
koctute, OHY e nmotBbpaeHa npu 1,8% oT manueHTHTe, JIEKYBaHU C JeHO3yMab (MennaHa Ha
excriosurusTa 12,0 mecera; rpanunum: 0,1 —40,5) u 1,3% ot nanueHTuTe, ICKyBaHU ChC
30JIeIPOHOBA KHcenuHa. KITMHNYHUTE XapaKTePUCTUKH Ha TE€3H CIydau ca O eTHAKBU MEXKITY
rpynure Ha nedenne. Cpen manuenTture ¢ notebpaecHa OHY, noseueto (81% mpu nBete rpymnu
Ha JICYCHHE) ca MMaJIM aHaMHEe3a 3a eKCTPaKIUs Ha 360, JIola YCTHA XUTMeHa W/WiIH 3b0HI
KOHCTpYKIuH. [loBedeTo OT MarueHTuTe ca MmoJryq4aBaiy Wil IM0JIy4aBaT XUMUAOTEPAIIHSL.

W3nuTBanusTa P MallMEHTH C PaK HA T'hpJaTa WU MPOCTaTaTa BKIFOYBAT (a3a Ha MPOABIKEHO
JIYeHUE C JIeHo3yMao (MeanaHa Ha obma ekcriozunus 14,9 mecena; rpanunu: 0,1 — 67,2). Ilo
BpeMe Ha (azaTta Ha npoabnkeHo JeueHrne OHY e noteepreHa npu 6,9% oT maueHTuTe ¢ paxk
Ha I'bpJlaTa M PaK Ha MpocTaTara.

Kopurupanara 3a manuenToroquau odmia yectora Ha norsspaesa OHY e 1,1 3a 100
MalMeHTOTOUHY TIpe3 MbpBaTa ToJMHa Ha JICUCHUETO, 3,7 mpe3 BTopaTa roauHa u 4,6 cien Tosa.



Mennanata Ha Bpemeto 10 OHY e 20,6 mecena (rpanunu: 4 - 53).

HepanmomusupaHo, peTpOCIeKTUBHO, 00CEPBAIMOHHO MPOoyYBaHe mpu 2 877 MalueHTH ¢ PakK,
JISKYBaHU ¢ JACHO3yMal WK 30JIeJpoHOBa KucenuHa, B [lIBerms, lanus u HopBerus nokassa, ue
5-romuITHATA YeCTOTa Ha MeauImHCKkH moThpaera OHY e 5,7% (95% CI: 4,4, 7,3; Mmequana Ha
BpeMeTo Ha npociensBane 20 mecena [rpanuru 0,2 — 60]) B KoX0opTa MalydeHTH, MOTydaBaIii
neHozymao, u 1,4% (95% CI: 0,8, 2,3; mequana Ha BpeMeTo Ha mpociensBane 13 mecena
[rpanuim 0,1 — 60]) B oTe1HA KOXOpTA MAIMEHTH, ITOTy4YaBaIly 30JIeIPOHOBA KHCEIHHA.
[etroaumuusT n51 Ha 3a0o1eBaemocTTa 0T OHY nipu narueHTuTe, MpeMHUHAIM OT 30JI€IPOHOBA
KHCEIMHA Ha JIeH03yMao, e 6,6% (95% CI: 4,2, 10,0; mequana Ha BpeMeTo Ha mpocieasBane 13
Mmecena [rpanuim 0,2 — 60]).

B xinmmanvHO m3nutBane ¢asza Il mpu manmeHTH ¢ HEeMeTacTazupal pak Ha IpocTaraTa
(Tmomymarus manueHTH, 3a KOUTO JIGHO3yMal He € TI0Ka3aH), C MO-TPOIbIDKUTETHA SKCIIO3UITUS
Ha JICYCHHE 10 7 TOAMHH, KOPUTHPAHATA Y€CTOTA 3a MaIlieHTOroAnHu Ha moTebpaecHa OHY e 1,1
3a 100 manueHTOroAMHHY Mpe3 IThpBaTa roAnHa Ha Jedenue, 3,0 mpe3 BToparta roguHa u 7,1 cien
TOBA.

B abJrocpoYHO OTKPUTO KIMHUYHO u3nuTBaHe (asa Il nmpu mamueHT ¢ TMraHTOKJIETHYCH TyMOP
Ha KocTTa (mpoyuBane 6, BX. Touka 5.1) OHY e norBppaena npu 6,8% OT nanueHTure,
BKIJTFOUMTEITHO €I1H I0HOIIA (MeuaHa Ha Opost Ha 34 no3u; rpanuny 4 - 116). [Ipu 3aBbpriBane
Ha U3MUTBAHETO MEIUaHaTa Ha BPEMETO B U3IUTBAHETO, BKIIFOUUTEIIHO (pa3ara Ha MpoCieasBaHe
3a Oe3omacHOCTTA, € 60,9 Mecena (rpanumm: 0 - 112,6). Kopurupanara gecrora 3a
nanueHTorognan Ha moTebepAeHa OHY e o6mro 1,5 3a 100 mamuentoroannu (0,2 3a 100
MalMeHTOTOUHY Tpe3 MbpBaTa ToJMHA Ha JISYCHHETO, 1,5 mpe3 BTopaTa roauna, 1,8 mpe3
TpeTaTa roauHa, 2,1 mpe3 4eTBbpTaTa roguHa, 1,4 mpes neraTa roauHa U 2,2 Ciell TOBA).
Mennanara rHa Bpemero 1o OHY e 41 mecena (rpanumu: 11 - 96).

Ceévp3anu c 1ekapcmeomo peakyuil Ha CPvX4y8CMEUMENHOCH

[Ipu mocTMapkeTHHrOBaTa ynoTpeda ca choOIaBaH! ChOUTHS HA CBPBXYyBCTBHTEIHOCT,
BKJIFOUMTEITHO PEJIKH CITydan Ha aHA(DMIAKTHYHN PEaKINH P MAUESHTH, ITOTyYaBaIH
JIEeHO3yMa0.

Amunuunu ¢hpaxmypu Ha bedpenama Kocm

B nporpaMaTa OT KIMHUYHYU U3MUTBAHUS, AaTUITMYHN (GPaKTypH Ha OeApeHaTa KOCT ce ChoOmaBar
HEYECTO MPH MAIMEHTH, JIEKyBaHHU C JICHO3yMal, U PUCKBT C€ YBEINYaBa IpH MMO-ToJsiMa
HPOIBIDKUTEIHOCT Ha JledeHneTo. ChONTHATA ce TOABSIBAT 110 BpeMe Ha JISYeHHETO H 10 9
Mecelia ciex MpeKkpaTsIaBaHe Ha JIedeHHeTo (BXK. Touka 4.4).

Myckyano-ckenemuna 6oaxa

[Ipu mocTMapkeTHHTOBaTa yoTpeba MMa ChOOIIEHHUS 32 MYCKYITHO-CKeJIeTHa 00JIKa,
BKJIFOUUTEITHO TEXKKU CITydau, PH MAIUCHTH, T0Ty4aBaiy JeHo3yMa0. B kimHu4HN
W3MUTBAHUS, MyCKYJIHOCKEJIETHa 0OJIKa ce ChOOIaBa MHOTO YECTO U B JBETE IPYIH HA JICUCHHUE
— ¢ IeH03yMal W 30JICHPOHOBA KHcennHa. MycKyITHO-cKeneTHa 00JKa, BOJIEIa JI0
MPEYCTAaHOBSBaHE HAa M3MUTBAHOTO JICUYCHHE, CE ChOOIIIaBa HEUYECTO.

Hoeo nvpsuuno snoxkauecmeeno 3abonsasare

IIpu ocHOBHHUTE IBOMHOCIEIH a3y Ha JICUCHUE HA YSTUPH KIMHUYHU u3nuTBanus dasa I11,
KOHTPOJIMPAHH C aKTUBHO BEIIECTBO, IIPH MAIUCHTH C HANIPETHAIH 3JI0Ka4eCTBEHH 3a00JIIBaHNUS,
3acsiraniy KOCTUTE, HOBO ITBPBUYHO 3JI0Ka4eCTBEHO 3a00MsBaHe ce choOmana mpu 54/3 691
(1,5%) ot manmeHTHTE, JEKYBaHH C JIeHO3yMa0 (Menuana Ha ekcriozumusta 13,8 mecena;
rpanuty: 1,0 —51,7), u ipu 33/3 688 (0,9%) ot narnuieHTUTE, JEKyBaHHU ChC 30JI€IPOHOBA
KrcennHa (MenuaHa Ha ekcriosunusrTa 12,9 mecena; rpanur: 1,0 — 50,8).

KymynaTuBHara 4ectoTa 3a eiHa ToJnHa € ChoTBeTHO 1,1% 3a nenozymab u 0,6% 3a
30JICIPOHOBA KMCEIHHA.
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He ce naOronaBa sicHa, CBbp3aHa C JICUCHUETO TCHACHITUS TIPH OTACITHUTE OHKOJIOTUIHHU
3a00JIIBaHUS WM TPYIIHTE OHKOJIOTHYHHU 3200 ISIBAaHUS.

Jluxenouonu nexapcmeenu peakyuu
Cro01aBa ce 3a TUXSHOUTHY JICKAPCTBEHU PEaKIMy (HAlpUMep peakiuy, MoJ00H Ha JTNXEH

IUTAaHYC) MPH MAIUEHTH B TOCTMAaPKETHHIOBH yCIIOBHSL.

IlemaTpuyHa nonyJialus

JleHo3yma0 e u3ciieIBaH B €JHO OTBOPEHO M3MUTBAHE, KOSTO BKIIFOYBA 28 IOHOIIHU ChC
3aBBPILCHO CKEJIETHO Pa3BUTUE C THTAHTOKJIETHYEH TYMOP Ha KOCTTa. B3 ocHOBaA Ha Te3u
OrpaHUYeHH JaHHU, TPOQHIBT Ha HEXKEIAHUTE PEAKINU € CXOZCH C TO3H MPU Bb3PaCTHH.

Cpob1maBa ce 3a KIMHUYHO 3HaYMMa XUTMePKaIIUeMHs CIIe] IPeKpaTsaBaHe Ha JICYEHHETO MPU
MOCTMAapKETHHIOBaTa yrnoTpeba npu neInaTpruuHy MarueHTH (BxK. Touka 4.4).

I[DVFI/I CliCMaJIHU ITOMMyJdalnu

bvbpeuno yspeacoane

B knMHAYHO M3MUTBaHE NPH MALMEHTH 03 HalpeaHal PaK ¢ TeXKa CTeneH Ha ObOpedHo
yBpexaaHe (KpeaTHHUHOB KIUpBHC < 30 ml/min) nim KOUTO ca HA Iualu3a, UMa MO-TOJISIM PUCK
OT pa3BUTHE Ha XUIIOKAJILMEMUS, aKO HE ce 100aBs Kalluil. PUCKBT OT pa3BuTHE Ha
XHITOKAIIIUEMUS TI0 BpeMe Ha JICUYeHHE C JICHO3yMab € MMo-ToJIsIM C HapacTBaHE Ha CTEIEHTa Ha
0bOpeuHo yBpekaaHe. B KMMHUYHO M3NUTBaHE NPH MAUEHTH 03 HampeaHam pak, 19% ot
MaIMEHTHTE C TEXKa CTETeH Ha ObOpEeYHO yBpexkIaHe (KpeaTHHUHOB KiupbHC < 30 ml/min) u
63% OT maIMeHTUTe, KOUTO Ca Ha JMajin3a, ca Pa3BUIIM XUIOKAIIUEMUS BBIIPEKH 100aBSIHETO Ha
kanuid. O01aTa 4ecToTa Ha KIMHUYHO 3HAYMMa XUIIOKaIueMus € 9%.

Ha6momaBaHo € chI0 U ChIBTCTBAIIO MTOBHUILIABAHE HA MAPATUPEOUIHNS XOPMOH MPH MallUEHTH
C TeXKa cTerneH Ha ObOpeyHo yBpeKaaHe Wi Ha JUajin3a, KOUTO MOJTyvaBaT IeHO3yMal.
[IpocnensBaneTo Ha KaILMEBUTE HUBA U NOCTATHYHUAT IPUEM HA KAl 1 BUTaMHH D e
0Cc00EHO Ba)KHO MPH MalMEHTH ¢ ObOPEUYHO yBpekaaHe (BXK. Touka 4.4).

CroO1aBade Ha [OIO3UPAHN HEXKENAHU PEAKIINU

Cpo01IaBaHeTo Ha TIOIO3UPAHH HEXKETIaH! PeaKITuH clie] pa3pelaBaHe 3a ynorpedba Ha
JICKapCTBEHUATIPOYKT € BXKHO. TOBa IMO3BOJISIBA J]a POJIBIIKH HAOIIIOICHUETO Ha
CHOTHOIICHHUETO I0JI33/PUCK 32 JICKAPCTBEHUS MPOAYKT. OT METUITMHCKUTE CISIIMATTUCTH Ce
W3UCKBA J1a ChOOIIaBaT BCSAKA MOJ03MPaHa HeXellaHa Peakins Ype3 HAIMOHAIHA CHCTeMa 32
choOIIaBane, mocovyeHa B [punoxenue V.

4.9 Ilpeno3upane

Hsima omuT ¢ ipeno3upane npy KIMHAYHUTE MPOoy4YBaHus. [[eHo3yMal e mpuiaran npu
KJIMHAYHU TIpoy4BaHus B 1031 10 180 mg Ha Bceku 4 cenmunu 1 120 mg cenmMuyHo 3a 3
CEJIMUIIH.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®dapmakoguHAMUYHH CBOMCTBA

dapmakoTepareBTuuHa rpyma: JlekapcTsa 3a JeueHHe Ha KOCTHU 3a0oisiBanus — Jpyru
JIEKapCcTBa, MOBIUABAIIM KOCTHATA CTPYKTypa 1 MuHepanuzanud, ATC xox: MO5BX04

Vevzuo e 6uomnomo0eH JiekapcTBeH MpoayKT. [logpoOHa nHpopmaliis e HaluYHa Ha yeOcaiita Ha
EBpomnelickaTa areHius no JiekapctaaTa https://www.ema.europa.eu.
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MexaHU3bM Ha JeHCTBUE

RANKL chiectByBa KaTo TpaHcMeMOpaHeH uiH pa3tBopuM npoterH. RANKL e kpaiiHo
Heo0XoanM 3a 00pa3yBaHeTo, (YHKIIMOHUPAHETO U MPEKUBSIEMOCTTA Ha OCTEOKIIACTHTE,
€IMHCTBEHUST BUJ KJIETKH, OTTOBOPHU 3a KOCTHaTa pe3opOuust. IloBuiieHaTa akTHBHOCT Ha
octeoknactute, ctumyiarpanu oT RANKL, e kirouoB MeauaTop 3a KOCTHaTa AECTPYKIHS IPH
METAaCTaTUYHU KOCTHH 3a00JIsIBaHUSI U MHOXKECTBEH MHUENIOM. J[eHo3yMal e 4OBeIKo
MoHOKJIoHaIHO aHTHTsI0 (IgG2), KoeTo TapreTpa U ce CBbpP3Ba C BUCOK apUHUTET U
cneunguanoct ¢ RANKL, karo npenorepatsBa nosigara Ha Bzaumozaerictsuero RANKL/RANK
W BOAM 10 HaMasieH Opoil OCTEeOKJIacTH M HaMaJIeHHe Ha TsIXHaTa (QYHKIUS, KaTo 10 TO3U HAYUH
HaMaJsiBa KOCTHAaTa pe30pOuus M KOCTHATa JECTPYKIHS, MHAYIIUPaHa OT PAaKOBU 3a00JIsIBaHHUS.

['MraHTOKJICTHYHUTE TYMOPH Ha KOCTTa CE XapaKTEePU3UpaT C HEOTUIACTUYHH CTPOMATHHU KIICTKH,
excrpecupaitd RANK nurann v mogo0HN Ha OCTEOKIACTH TMTAaHTCKH KIICTKH, €KCIIPECUPAIIH
RANK. Ipu manueHTy ¢ THraHTOKJIETHYCH TYMOP Ha KOCTTa, JIeHo3yMad ce cBbp3Ba ¢ RANK
JIUraH/1a, KaTo 3HAYUTEITHO HAMANSIBA WK STUMUHUPA MOJTOOHUTE HA OCTEOKIIACTH TUTaHTCKH
KJIETKU. B pe3ynraT Ha TOBa, OCTEOIM3aTa HaMaIsiBa U MposMdepaTUBHATa TYMOPHA CTpOMa Ce
3aMecTBa C HenpojudepaTBHa, AUdepeHIpana, ITbTHA HOBOOOPa3yBaHa KOCT.

dapmakoguHaAMUYHU €(DEKTH

B xnuanunn m3nutBanud ¢asza Il npu nanueHTH ¢ HanpeaHa H 3J0Ka4eCTBEHN 3a00IIIBaHMS,
3acsArany KOCTUTE, TOAKOXKHOTO (S.C.) IPWIOKEHHE Ha AeH03yMab Ha Bceku 4 ceaqmuiu (Q4W)
win 12 ceaMuiiy Boau 10 Obp30 HamMallsiBaHE Ha MapKepuTe 3a KoctHa pe3opoius (UNTX/Cr,
cepymen CTx), c MenaHa Ha HamalieHue oT npuoim3nTerHo 80% 3a uNTX/Cr, mosBsiBaio ce B
paMkuTe Ha | cenMuIla, HE3aBUCUMO OT MpEeIIecTBalla Tepanus ¢ OuGpochoHaTH WU OT
n3xoaHoTo HUBO Ha UNTX/Cr. B knmuanynan msnursanus ¢aza Il npu naumentu ¢ HanpeaHaim
37I0KaYeCTBEHH 3a00JIsIBAHUS, 3acsATallll KOCTUTE, cpeiHoTo Hamanenne Ha UNTX/Cr ot
npubnusutento 80% ce e 3aabpxkano npes 49-te ceqMULM Ha JieueHue ¢ neHo3ymad (120 mg na
BCEKH 4 CeIMUIIN).

HNmyHOreHHocT

Mo BpeMe Ha JIeYEHUETO ¢ AeHO3yMabd MOTrar Jia ce Pa3BHAT aHTH-JCHO3yMal anTurena. He e
HaOJro/1aBaHa sIBHA BPh3Ka MEX/Ty Pa3BUTHUETO HA aHTUTENA U (apMaKOKHHETHKATA, KITHHIIHUS
OTTOBOP WJIM HEXKETAHU CHOUTHS.

Knananana e@I/IKaCHOCT 1 0€30IMacHOCT IIpY Maly¥EeHTU ¢ KOCTHHU METACTAa3u OT COJIMAHU TYMOPH

Eduxacnocrra n 6e3onacHoctTa Ha 120 mg neHo3ymal, mpuiiarad s.C. Ha BCEKU 4 CEIMHIN HITH
Ha 4 mg 30JIeIpOHOBA KHCeIHA (KOpUTHUPAHEe Ha J03aTa IMPU HamaieHa 0p0pedHa QyHKIwms),
[IpUjaraHa i.v. Ha BCEKH 4 CeIMUIIM, Ca CPAaBHSIBaHU B TPU PAHIOMU3UPAHU, IBOMHOCIIECIIH
MPOYYBaHUs, KOHTPOJIMPAHU C aKTUBHO BEILIECTBO MPH NAlMEHTH, KOUTO HE ca MMOJy4yaBajH 1.v.
oudocdonaty, c HapeJHANN 3JI0KAYECTBEHH 3a00IIBaHNU, 3acsTalld KOCTUTE: Bb3PACTHU
MaIMEHTH C paK Ha rbpaata (nmpoyuBaHe 1), Ipyry CONMIHN TYMOPH HITH MHOYKECTBEH MUEIIOM
(mpoyuBaHe 2) 1 pak Ha IpocTaraTta, pe3UCTeHTEH Ha KacTpauus (npoyusane 3). Ilpu te3n
MPOYYBaHUs, KOHTPOJIMPAHU C aKTUBHO BEILIECTBO, O€30MacHOCTTA € oLeHeHa pH 5 931
naruenTy. [lanmmenTtu ¢ npenmectaina anamHe3a 32 OHY ninm octeoMuenuT Ha 4enocTTa,
aKTHBHO 3a00JIsiBaHe Ha 3bOUTE WIIH YETIOCTTA, N3UCKBAILO XUPYPruiHa HHTEPBEHIINS B YCTHATA
KyXHHa, HeM3JICKyBaHO 3a00JIsIBaHe clie]l ICHTaJIHa/XUPYpruiHa HHTEpBEHIMS B YCTHATa KyXUHa
WJIM KaKBaTo M Ja € TUIaHUpaHa WHBa3UBHA JICHTAIHA TPOLIEAYpa, He ca OMIH OAXOISIIH 32
BKITIOYBAHE B T€3W NMPOYyYBaHHA. [[bpBUYHHUTE M BTOPHYHHUTE KPalHU TOYKH OIICHSBAT MOsBaTa Ha
€/IHO WJIM TIOBeue chOuTHs, cBbp3aHu ¢ kocTHata cucteMa (CCK). Ilpu npoyuBanusita,
MOKAa3Bally IPEBB3X0ACTBO Ha ICHO3yMad CIIPSIMO 30JICHIPOHOBA KUCETHHA, HA MTALUCHTUTE €
MPEIOKEHO OTKPUTO NPUIIaraHe Ha JieHo3yMal B MpeIBapUTENTHO OIpeiesieHa 2-roauiiHa ¢asa
Ha MPOABIDKEHNE Ha edeHneto. CrOuTue, CBbP3aHO C KOCTHATa CUCTEMA C€ ONPeAesl KaTo
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BCSIKO €7THO OT CJICTHHUTE: TMATOJOrHYHA (pakTypa (NpelicHHa WM HelpenuIeHHa),
JpUETEpaIis Ha KOCTTa (BKIIIOYUTETHO yIoTpeda Ha paJron30TOIHN), OTIepalysi Ha KOCTTa HIN
IpHOHAYHO-MO3bYHA KOMIIPECHSL.

Jeno3ymab HamansBa pucka ot nosisara Ha CCK u mosiBata Ha MHOrokpatan CCK (rspBUYHM H
MOCJICBAIIIN ) TIPH MALMEHTH ¢ KOCTHU METACTa3! Ha COJIMIHHU TyMOpH (BXK. Tabuia 2).
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Tabanna 2. Pe3yiaraTn 3a epuKacHOCT NPH NANMEHTH ¢ HATIPEAHAIHN 3JI0KAYeCTBEHH 3200JIIBAHMSA, 3aCATAIN KOCTHTE

IIpoyuBane 1 pak Ha

IIpoyuBaHe 2 Apyru coJIMIHH

IIpoyuBaHne 3 pak Ha

Kom0nHupaH aBaHcHpaJI pak

repaara TYMOPH™** WJIM MHOKECTBEH npocrarara
MHEJI0M
JIeH03yMa0 30J1eIpO-HOBa JaeHo3yma0 30J1eJpO-HOBA JIeH03yMa0 30J1eApO-HOBA JIeH03yMa0 30J1eApO-HOBA
KHCEJIHHA KHCEJIHHA KHCeJIHHA KHCeJIHHA
N 1026 1020 886 890 950 951 2 862 2 861
IspBo CCK
MenuaHa HaBpeMeTO (Meceln) NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
Paznuka B Menuanara Ha NA 42 3,5 8,2
BpeMeTo (Meceln)
HR (95% CI) /RRR (%) 0,82 (0,71,0,95) /18 0,84 (0,71,0,98) / 16 0,82 (0,71,0,95) /18 0,83 (0,76, 0,90) / 17
He mo-manka epukacHoct/ <0,0001%/0,01017 0,00077/0,0619% 0,00027/0,0085% <0,0001 /<0,0001
[peBBb3XOACTB O P-CTORHOCT
Jlsun Ha yuactanumre(%) 30,7 | 36,5 314 | 36,3 35,9 | 40,6 32,6 | 37,8
IbpBo u nocaeasamu CCK*
Cpenen Gpoii/manment 046 | 0,60 044 | 0,49 052 | 0,61 048 | 0,57
CBOTHOIIIEHUEHA YECTOTUTE 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
(95% CI) / RRR (%)
IIpeBB3X0ACTBO P-CTOMHOCT 0,00127 0,14477 0,00857 <0,0001
SMR 3arozuHa 045 | 0,58 0,86 | 1,04 0,79 | 0,83 0,69 | 0,81
bspBo CCK nau HCM
Mennana HaBpemeto (vecemn) | NR | 25,2 190 | 14,4 203 | 17,1 266 | 19,4
HR (95% CI) /RRR (%) 0,82 (0,70, 0,95) / 18 0,83 (0,71,0,97) / 17 0,83 (0,72, 0,96) / 17 0,83 (0,76, 0,90) / 17
[TpeBB3X0JACTBO P-CTOHHOCT 0,0074 0,0215 0,0134 <0,0001
ITbpBO 00.1BYBaHE HA KOCTUTE
Menunana HaBpeMETO NR NR NR NR NR 28,6 NR 33,2
(Mecerm)
HR (95% CI) / RRR (%) 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
[TpeBB3X0ACTBO P-CTOHHOCT 0,0121 0,0256 0,0071 <0,0001

NR = ne mocrurnato; NA = Henpunoxxumo; HCM = xumnepkanuueMus B pe3ysTaT Ha 3I0KadecTBeHO 3a0omsBane; SMR = yecToTa Ha ckeneTHa 3a6oieBaemoct; HR =
Koepumuent na puck; RRR = OTHOCHTETHO HaMaseHne Ha pucka 'Kopurupanu p-cTOHHOCTH ca IpejcTaBenH 3a npoyusanus 1, 2 u 3 (mepBo CCK u kpaifHUTOUYKH 32 IBPBO U

nocnensamm CCK);

*Bbpoit Ha BCUUKH CHOWTHS, CBBP3aHH C KOCTUTE 32 Nepro/ia; OpOeHH ca caMo ChbOMTHS MOSBIIIN c€ > 21 JHU Cliesl IpeIXOIHHTE.
** BKITIOUMTENHO HeJpeOHOKIIEThYEH pak Ha Oerus Apob, pak Ha ObOpeKa, KOJIOpeKTaJeH pak, ApeOHOKIEThYEHPAK Ha Oeiust 1pod, pak Ha MMKOYHUS MEXYp, paK Ha riiaBara u
mmsTa, pak Ha [ IC/muKkovo-mosoBaTa cUCTEMa U IpYTH, U3KITIOYBAKY paK Ha I'bpjaTa U pocTaTata.
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Dan Ha yacTHAUMTE Be3 CCK

®urypa 1. Kpusu Ha Kaplan-Meier 3a BpemeTo 10 nspBoto CCK mo Bpeme Ha
NMPOYYBAHETO

Mpotiecke 1 Mpoy-eaHe 2% Mooyeare 3

Drak: (M = 1 026 Dimak (W = 885) Dl (N = 950)
0 ZA N =1 020) ZA [N =380) ZA [N =1951)
' ey
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0,8 '\'\o—_e\__-_ N .

e S, 2,
0,6 e i S—_—_
04 e
0,2
0,0
Dmab |1026 697 514 306 99 4 ||88s 387 202 6 28 0|93 3582 3H1 168 T 18 ;

4 |1 ﬂIEIII 676 498 EIEE 4 2 ||8%0 3ITE 194 B 20 2|93 §44 0 240 140 B 25

T T T T T T T T T T

o [ 12 % 24 ;W a [ 12 18 4 w0 1] 2 18 24 ]

Necel o NpoyMBIHETD
Dimab = Oesoaymab 120 mg C4W
ZA = Boneaposoea mcenia 4 mg CW
M = Gpoi FIaomMA SADaHN VPLICTHILM
¥ = CTOTMCTMHECKH IHTHMMO X1 NPREEIXNOOCTED; " = CTITHCTHHECHN IKTEMD 30 HE NO-MINKD eHKICHOCT

HDOI‘DCCI/ISI Ha 3a00JIIBaHETO U o61ua NPEKHUBACMOCT C KOCTHHM METACTa3u Ha COJIMAHHN TYMOPH

[porpecusiTa Ha 3a00SBAHETO € CXOHA MEXKTY JIEHO3yMal U 30JIe[pOHOBA KHCEINHA IIPH
BCHUYKHTE TPH MPOYYIBAHUS U TIPU MPEIABAPUTEITHO OMPECICHUS aHAIN3 Ha KOMOMHAIIUATA OT
TPUTE MPOYYBAHUS.

B nmpoyuBanus 1, 2 u 3, obI1ara IpeXUBsIEMOCT € OalaHCHpaHa MEXKAY ACHO3yMal 1
30JIEAPOHOBA KHCEIMHA MTPU MALMEHTH C HalpeIHAIN 3JI0KaYeCTBEHH 3a00JIsIBaHus, 3acATaiii
KOCTHUTE: MAIMEHTH C paK Ha rbpjaTa (koepuiueHTbT Ha puck u 95% Cl e 0,95 [0,81, 1,11]),
MaIMeHTH ¢ paK Ha mpocraTara (koeduiueHTsbT Ha prck U 95% Cle 1,03 [0,91, 1,17]) n
NAaIMEHTH C IPYTU COIUIAHN TYMOPH HJIM MHOKECTBEH MUENIOM (KOe(hUIIMEHTHT Ha pUCK U 95%
Cl e 0,95 [0,83, 1,08]).

Post hoc ananu3 B npoyuBaHne 2 (MALUEHTH C IPYTU COJIUAHNA TYMOPH HWJIM MHOKECTBEH MHEJIOM)
n3cneaBa o0miara NpeXUBsIEMOCT 32 TPUTE BUIA TYMOPH, U3MIOJI3BaHH 33 CTpAaTHOUKALMS
(HeapeOHOKIIETHYCH pak Ha Oenus Ipo0, MHOKECTBEH MHENIOM H apyrn). O0mara
MPEXHUBSIEMOCT € MO-bJIra 33 ACHO3yMal Npu HeJPeOHOKIIETHYCH paK Ha Oenust Ipod
(xoedumment Ha puck [95% CI] ot 0,79 [0,65, 0,95]; n = 702) u mo-abira 3a 30JIeIPOHOBA
KHCeJMHA ITPH MHOXKECTBEH MHeJIoM (KoedunueHT Ha puck [95% CI] ot 2,26 [1,13, 4,50]; n =
180), cxomHa MEeXIy JeHO3yMa0 U 30JIePOHOBA KUCEIIMHA NP IPYTUTE BUIOBE TYMOPHU
(roedumment Ha pruck [95% CI] ot 1,08 (0,90, 1,30); n = 894). ToBa npoyuBaHe He € 3a
KOHTPOJIUPaHe Ha IPOTHOCTUYHHUTE (PaKTOPH ¥ aHTUHEOIUTACTUIHUTE JieueHus. [Ipu
KOMOMHMpaH, MpeIBapUTEIHO OIpeIeeH aHallu3 OT IpoyuBanus 1, 2 u 3, obmara

MPEXHUBSIEMOCT € CXO/IHA MEXy JICHO3yMal 1 30JIeJpOHOBA KHcenrnHa (KOeQUITMeHT Ha PUCK U
95% C1 0,99 [0,91, 1,07]).

EdexT Bbpxy OosiKaTa

BpemeTo 10 obnekuaBane Ha OoskaTta (T.€., > 2 TOYKH HaMajsBaHe OT U3XOIHOTO HMBO Ha CKOpa
3a Hali-cuiiHa 6osika o ckajiara Ha BPI-SF) e cxomuo Mexay neHo3yMal u 30J1eJpOHOBa
KHCEIMHA MTPH BCAKO MPOYYBaHE U B MHTETPUpAHUTE aHaU3U. B post hoc aHanu3 Ha
KOMOMHHMpaHU Ha0OpH OT JAaHHH, MEIMaHaTa Ha BPEeMETO JI0 BIIoIaBaHe Ha Ooskara (CKop 3a
Hal-cuiaHa 00JIKa > 4 TOYKHM) MPH IAIMEHTH ¢ JeKa 00Jika nin 0e3 OoJiKa Ha U3XOAHO HUBO €

3a0aBeHa 3a IeH03yMald B CpaBHEHHE ChC 30Je1poHoBa kucenuHa (198 crpsimo 143 gam) (p =
0,0002).
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Kanangna CSbI/IKaCHOCT IIpY MaUuEHTU ¢ MHOKCECTBCH MUCITIOM

Jleno3ymab e oreHsABaH B MEXIyHapOIHO, paHxoMu3upano (1:1), IBOHHOCIANO, KOHTPOIUPAHO
C aKTHBHO BEIIECTBO MPOYyYBaHEe, CPaBHIBAIIO ACHO3YMa0 ChC 30J€APOHOBA KHCENHHA IIPH
HAlMEHTH ¢ HOBOAMArHOCTUIIMPAH MHOXKECTBEH MHUEIIOM, IPOYyUYBaHe 4.

B toBa mpoyuBane, 1 718 nanueHT ¢ MHOXKECTBEH MHUEIIOM U C TIOHE €HA KOCTHA JIe3us, ca
paHgoMu3upanu na moxydasar 120 mg neHo3ymabd moakoxkHo Ha Bceku 4 cenvun (Q4W), win
4 mg 30JIeIPOHOBA KMCEJIMHA HHTPaBEHO3HO (1.v.) Ha BCeKHU 4 ceMUIIN (KOPUTHPaHa 1032
cnopen 0b0peuHara GyHKIws ). M3Mepuren Ha MbpBUYHUS PE3yTaT € JI0Ka3BaHe Ha He M0-MaJiKa
e()MKacHOCT 1O OTHOIIIGHHE Ha BPEMETO JI0 IThPBa IOsIBa B MPOYYBAHETO HA CHOUTHE, CBBP3aHO C
koctHata cuctema (CCK), B cpaBHEHHE ChC 30JICIpOHOBA KHcennHa. 3MepuTenuTe Ha
BTOPUYHHUTE PE3YJITATH BKIIOUBAT MPEBB3XOACTBO MO OTHOLIEHUE HA BPEMETO J0 MOsIBA Ha
nspBo CCK, npeBb3X0ACTBO MO OTHOILIEHHUE HA BPEMETO J0 MOsBa Ha bpBo U cnensamo CCK u
oOmia npexuBseMoct. ChOUTHE, CBhP3aHO C KOCTHATA CUCTEMA, CE OIPEIENs KaTO BCSIKO €HO OT
CJICTHUTE: MATOJOTUYHA (ppakTypa (MpelicHHa WK HENPelUIeHHA), TbYeTepanus Ha KOCTTa
(BKITIOUHTENHO YIIOTpeda Ha paJoON30TOIIHN ), OTIepallys Ha KOCTTa WIIH TPhOHAYHO-MO3bYHA
komrpecu. B aBete rpynu Ha ipoyuBaHeTo 54,5% OT ManueHTUTe ca TUIAHUPAHU 3a aBTOJIOKHA
TpaHCIUIaHTaus Ha nepudepau KpbBHU cTBONOBHU KiteTku (PBSC), 95,8% ot nanmentute ca
M3IIOJI3BAIM/ TUIAHUPAHY J]a H3TI0JI3BAT HOBO aHTUMHEIIOMHO CPEACTBO (HOBUTE TEPAIUN
BKITFOUBAT O0PTE30MHO, JICHAIUJOMHU/] WITH TaJTHIOMHUT) TIPH ITbpPBa JIMHUS Ha jeueHne, a 60,7%
ot nmanuenture ca umanu npeaumao CCK. bpost Ha manueHTuTe B ABETE TPYIH HA TIPOYIBAHETO
¢ ISS craamii I, crapuii I u ctaguii 11l npu nocraBsiHETO HA AUAarHo3ara € CbOTBETHO 32,4%,
38,2%, u 29,3%.

CpenHusT Opoii Ha MPUIIOKEHUTE 103U € 16 3a 1eHo3yMald u 15 3a 30J1eJpOHOBa KUCEIHHA.
Pesynrarute 3a euxacHOCT OT Mpoy4uBaHe 4 ca mpeacTaBeHu Ha (Gurypa 2 u Tabmura 3.

®urypa 2. Kpusu na Kaplan-Meier 3a BpemeTo 10 nbpso CCK npu nanuenTu ¢
HOBOIMATHOCTHIMPAH MHOKECTBEH MHUEJI0M

Oenozywad 120 mg Q4W (N = 859)
donenpoHoaa sucenkHa 4 mg Q4W (N = §58)

08 |
05 \L‘_\-—

0.4

Dan Ha y4acTHaweTe Ge3 CCK
g

02 4

0.0

Oeqoaymzf 120 mg Q4W | BSO 583 453 370 303 243 197 160 127 99 77 50 35 n
Soneapokoea krcennka 4 mg O4W 5 1|9" ‘.? 12|5 95: 6§| 4IS 2|" i3 18

0 3 B 9 12 18 1@ 2 2 7w 3 w38

Mecey ot npay-eaneTo
N = GpOd PIHICMEINPIHA PIZCTHALA

Tadmuua 3. Pe3yaTaTu 3a epUKacHOCT Ha 1eHO3YyMad B CPaBHEHHE ChC 30J1€IPOHOBA
KHCEJTHHATIPH MAIHEHTH ¢ HOBOJHATHOCTHIIMPAH MHOKECTBEH MHEJIOM

Heno3zymad (N = | 3osenpoHoBaKuce/JnHa
859) (N=2859)
[Ispeo CCK
Bpoii Ha manmenTute, kouto ca nMamnCCK 376 (43,8) 383 (44,6)

(%)

Mennana Ha Bpemeto g0 CCK(Mecemm)

22,8 (14,7; NE)

23,98 (16,56; 33,31)

Koeduuuent Ha puck (95% CI)

0,98 (0,85; 1,14)
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IspBo u caensamo CCK

Cpenen Opoii ChbOUTHS/TALIMEHT 0,66 ‘ 0,66
CrotHomenue Ha yecrotute (95% CI) 1,01 (0,89; 1,15)

YecToTa Ha cKeaeTHA 3a00J1€BaEMOCT 0,61 0,62

3a TOIMHA

speo CCK niim HCM

Menauana Ha BpeMeTO (MECEITH ) 22,14 (14,26; NE) ‘ 21,32 (13,86; 29,7)
Koegwuruent Ha puck (95% CI) 0,98 (0,85; 1,12)

H'pra JbUYeTEpanusd HA KOCTTAa

Koegwumuent Ha puck (95% CI)

0,78 (0,53; 1,14)

O011a npeXUBIEMOCT

Koeduuuent Ha puck (95% CI)

0,90 (0,70; 1,16)

NE = He e onteHnMO
HCM = xunepkanueMus B pe3yTaT Ha 3JI0Ka4eCTBEHO 3a00sIBaHE

Kiananana e@I/IKaCHOCT u 0€30MacHOCT ITPY BE3PACTHU U FOHOIIHU CHC 3aBHPIICHO CKCJICTHO

Pa3BUTHECC T'MTAHTOKJIICTHYCH TYMOP HAa KOCTTA

BezonacHoctTa M eprkacHOCTTa Ha JIeHO3yMab € u3cie/[BaHa B JIBE OTKPUTH KIMHIUYHU
mnutBaHus ¢dasa Il ¢ emno pamo (mpoyuBanus 5 u 6), BKIIOYBAITN 554 MaliueHTH C
TUTaHTOKJIEThUEH TYMOP Ha KOCTTa, KOMTO € HeomnepaOuiIeH WilK IIPH KOWTO orepanusra ou ouna
CBBP3aHa C TeKKa 3a0onmeBaeMocT. [larmenTure momy4asat 120 mg neHo3ymMald MOJKOKHO BCEKU
4 cenmuny ¢ HaToBapBaia mo3a ot 120 mg Ha aed 8 u 15. [lanmenTruTe, KOUTO ca MPEKPaTHIIH
JIEHO3yMa0, CJie]] TOBa BIM3aT BB (hazara Ha MPOCiIesIBaHe Ha Oe30MmacHOCTTa 3a Hal-Malko 60
Mmecena. [loBTOpHO JieueHne ¢ IeH03yMal IpHU MPOCIIeAsIBAHETO Ha OE30IIaCHOCTTA € MTO3BOJICHO
3a y9aCTHHUIIMTE, KOUTO IMbPBOHAYAIHO IIOKAa3BaT OTIOBOP KbM JICHO3yMa0 (Harp. B CiTydaid Ha
penuauBUpaio 3a00IsBaHe).

[IpoyuBane 5 BKiIrOUBa 37 BH3pACTHH NAIMEHTH C XHCTOJIOTHYHO TIOTBHPJICH HEOTIEpaOHIICH HITH
PELHIMBHPAIL TUTAHTOKJIEThUCH TYMOp Ha KOcTTa. MI3MepuTemnsIT Ha OCHOBHHS pe3yJNTaT Ha
W3MUTBAHETO € YeCTOTaTa Ha OTTOBOP, AeuHUpPaH Kato none 90% enuMuHupane Ha
TUTAaHTCKUTE KIJIETKH CIPSMO U3XOIHOTO HUBO (MJIH ITBJTHO €TMMUHUPAHE HA TUTAHTCKUTE KIICTKH
B CIIy4auTe, KOTaTO TUTAaHTCKUTE KJIETKH MpeaCcTaBisiBaT < 5% OT TYMOPHHUTE KIJIETKH) UIIH
JIMIICaTa Ha MpOrpecHs Ha LefieBaTa JIe3us Upe3 peHTreHorpad)CKu U3MEpBaHusl, KOTaTo HiIMa
HQJINYHU XUCTOMNATOJOTMYHU H3cieaBanus. OT 35-Te maunMeHT, BKIIIOYCHU B aHAJIN3a 3a
edukacHocTt, 85,7% (95% CI: 69,7, 95,2) ca uManu TepaneBTHYECH OTIOBOP KbM JICYCHHETO C
neno3ymab. Benukure 20 nmanmenty (100%) ¢ XHCTOIOTUYHN OLEHKH OTTOBApST HA KPUTEPUUTE
3a otroBop. Ot octananute 15 manuenty, npu 10 (67%) peHTreHorpadckure U3MEpBaHUs HE
[TOKAa3BaT MPOTpecHst Ha TapreTHaTa Je3usl.

[IpoyuBane 6 BkIt0YBa 535 BB3paCTHU WU IOHOIIM ChC 3aBbPIICHO CKEJIETHO Pa3BUTHE C
TUTAHTOKJIETBYEH TyMOpP Ha KocTTa. OT Te3u nauueHTu 28 ca Ha Bb3pact 12 - 17 rogunu.
[NanmenTure ca pa3npeesieHd B €1Ha OT TPU KOXOPTH: KOXOpTa | BKIIIOUBA MAI[UEHTH C
XMPYPTrU4HO HEBH3CTAaHOBUMO 3a00JisiBaHe (HAIp. CaKpaJIHU, IPbOHAYHN WM MHO>KECTBEHU
JIe3UH, BKIIOUUTETHO Oe0IpoOHN MeTacTasn); KOX0opTa 2 BKJIIOYBA MALMEHTH C XUPYPIUIHO
BB3CTAaHOBHMO 3a00JIsIBaHe, YUATO [UIAHUPAHA ONEpalHs ce CBbP3Ba C TEXKKa 3200J1eBa€MOCT
(Hamp. pe3eKuus Ha CTaBa, aMITyTalusl Ha KPalHUK WM XEMUTIEIBEKTOMUS ); KOXOPTa 3 BKITIOUBA
MAlMEHTH, Y4acTBAJIM IIPEeIy TOBA B IPOYYBaHE 5 ¥ IPEMHUHAIM B TOBA poyuBaHe. OcHOBHATa
el € J1a ce OLieHU NpoduIbT Ha 6€30MacCHOCT HA JICHO3yMal MPU YYaCTHULIM C THTAaHTOKJIEThYEH
TyMOp Ha KocTTa. Mi3Mepurennre Ha BTOPUYHHUTE PE3YyIATATH Ha MPOYYBAHETO BKIIIOUBAT BpEMeE
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IO TIPOTPECHS Ha 3a00JIIBaHETO (BH3 OCHOBA Ha OIICHKA Ha M3CJIeIoBaTes) 3a KoxopTa | u msma
Ha TareHTuTe 6€3 KakBaTo U JAa OMjIo omepanus Ha Mecell 6 3a KoxopTa 2.

B xoxopta | mpu okoHuaTenHus ananus npu 28 ot 260 nexyBanu nauuentu (10,8%) ce
Ha0rofaBa mporpecus Ha 3adoisBaneTo. B koxopta 2, 219 ot 238 (92,0%; 95% CI: 87,8%,
95,1%) nmanueHTy ¢ BB3MOKHOCT 32 OIEHKA, JIEKyBaHU C IEHO3yMal, He ca MOJI0KEHH! Ha
onepauus 10 mecell 6. Ot 239 yyacTHUIM B KOXOPTa 2, C MSCTO HA U3XOJIHATA LEJeBa JIe3Us UIn
MSICTO Ha JIE3Us B MPOYYBAHETO U3BBH OelnuTe APoOOBE MM MEKUTE ThKaHH, ITPH 001110 82
yuactaUIM (34,3%) e n3bernara onepamnus 1o Bpeme Ha npoyuBanero. Kato 1151510, pe3ynrature
3a e()MKaCHOCTTA MU IOHOIIHN ChC 3aBBPIICHO CKEIETHO Pa3BUTHE Ca CXOJHU C HAOIIIOIaBaHUTE
P BB3PaCTHH.

EdexT Bppxy OoJIKaTa

[Tpu okoHUATETHNS aHATIN3 HA KOXOPTH | ¥ 2 KOMOWHUpaHH, KIIMHUYHO 3HAYMMO HaMalsiBaHE Ha
Hali- citHaTa 0oJka (T.e. > 2 TOYKH HaMaJsiBaHe OT M3XOAHOTO HUBO) € choormeHo mpu 30,8% ot
MAIUCHTHUTE C PUCK (T.€. Te3U, KOUTO MMAT CKOP 3a Haii-CHITHA O0JIKa > 2 Ha U3XO0JTHO HUBO) B
pamkuTe Ha | cenmuIia ot JieueHuero u > 50% Ha cenmuna 5. Te3u nogodpeHus Ha Oonkara ca
Cce 3ara3uin Py BCHYKH CJIeBAIIN OICHKH.

HGZ[I/IaTDI/ILIHa nonyJianus

EBpomneiickaTa areHIus no JiekapcTBaTa 0CBOOOXKIaBa OT 3aABIDKCHUETO 32 MPEJOCTaBsIHE Ha
pe3yaTaTUTe OT MPOYUBAHHATA C ACHO3YMad BbB BCHUKH MOATPYITH Ha MeJuaTpuyHaTa
HOMyJTAIKs IPH TPEeJOTBpaTsABaHE Ha CHOUTHSA, CBbP3aHM C KOCTHATA CUCTEMA IPH MALMEHTH C
KOCTHH METacTa3H U MOATPYyNHU Ha MeANaTPUYHATA TOIyJIAlKs Ha B3pacT oA 12 roauHu npu
JieueHHe Ha TMTaHTOKJIEThYEH TYMOP Ha KOCTTa (BK. Touka 4.2 3a nuHpopMauus OTHOCHO
ynotpeba B eauaTpusTa).

B npoyuBane 6, neH03yMal € OLeHsIBaH IpH MOArpyIa OT 28 NalMeHTH B IOHOILIECKa Bb3pacT (Ha
BB3pacT 13-17 roquHm) ¢ THTaHTOKJIEThYEH TyMOP Ha KOCTTa, KOMTO Ca JIOCTUTHAIIM CKeJIeTHA
3pAIOCT, ONpeieNieHa OT HaJTMYKMEeTO Ha Hai-Manko 1 3psita apiara KocT (Hamp. 3aTBOpeHa
enudr3zapHa pacTexHa TUIOYKA Ha paMEHHATa KOCT) M TeJIeCHO Teryio > 45 kg. [pu equn
YYacCTHHK B IOHOIIECKA Bb3PACT ¢ XUPYpPrUIHO HEBB3CTaHOBUMO 3a0osiBane (N = 14) ce
HabMro/1aBa peluIuB Ha 3a00IIIBaHETO MO BpeMe Ha MbPBOHAYANHOTO JeueHue. [Ipu TpuHanecer
0T 14-Te y4acTHUIM ¢ XUPYPTUIHO HEBH3CTAHOBUMO 3a00JIsIBaHe, YUATO TUIAHUPAaHA XUPYPTUIHA
oIepaLus ce CBhp3Ba ¢ TeXkKa 3a00J1eBa€MOCT, HE € HallpaBeHa olepanus 10 Mecel 6.

5.2 ®apmakoKMHETHYHM CBOWCTBA
AOcopbuus
Crnen moIKOXXKHO MPUIIOKEeHNE, ONOHATMYHOCTTA € 62%.

Buorpanchopmarnus

Kato ecTectBen I/IMYHOFJ'IO6YJ'II/IH, ,Z[eHO3yMa6 ChAbpiKa CaMO aMUHOKHCCIIMHA U BBIVICXUAPATU U
€ MAJIKO BEPOATHO Oa 6’LI[€ CJIIMMUHUPAH 4YpeC3 qepH0ﬂp06eH MeTaboau3beM. OUakBa ce HETOBUST
MeTabOJIN3bM U CJIIMMUHHUPAHE Aa CJICABAT IbTUIIATAa Ha KIIMPBHC Ha I/IMYHOFJIO6YHI/IHI/ITC,
BOACIIN O0 pa3rpaxiaaHe A0 MaJIKU NCNTUAU U OTACITIHU aMUHOKHUCCINHU.

Enumunupane

HpI/I ManyeHTH C HAIIPpEAHAJ paK, KOUTO Ca MOJIydaBaJid MHOTOKPAaTHU JO3U OT 120 mg Ha BCCKU
4 CCAMUIIU CC Ha6mo;1aBa HpI/I6J'H/I3I/ITCJ'IHO 2—KpaTHO YBCIN4YaBaHC HAa CCPYMHHUTEC KOHLICHTpAIUN
Ha I[CHO3YMa6 " CTAlITMOHAPHO CHCTOSIHHUE CE€ JOCTHUTIa 3a 6 MECCla, KOCTO CbOTBCTCTBA Ha
HE3aBUCHUMaA OT BPEMCTO (bapMaKOKI/IHeTI/IKa. HpI/I yY4aCTHUIIKM C MHOKECTBCH MUCJIIOM, KOUTO Ca
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nosrygaBain 120 mg Ha Bceku 4 ceMUITH, MeIMaHaTa Ha Hal-HUCKUTE HIUBA BapHpa ¢ IT0-MajIko
oT 8% mexnay 6-us u 12-us mecen. [lpu manueHTH ¢ TUTaHTOKIJIETHYEH TYMOP Ha KOCTTa, KOUTO
ca nony4aBanu 120 mg Ha Bceku 4 ceIMUIM ¢ HaTOBapBalla 103a Ha 8-Mu U 15-Tu AeH,
CTaIlIOHAPHU HUBA Ca JOCTUTHATH B PAMKUTE Ha IBPBUS MECEIl OT JeueHueto. Mexay 9-ta u
49-ta cenqmuIia, MeIaHaTa Ha Hall-HUCKUTE HUBA BapHpa C Mo-Majko oT 9%. [Ipu manuenTw,
KOWTO Cca MPeyCTaHOBWIN A03ata oT 120 mg Ha BCEKH 4 CEIMUITH, CPESTHUAT MOTY>KUBOT € 28
nHY (rpanui| 14 mo 55 nan).

[MomynanuoneH GpapMakOKUHETHYCH aHAIM3 HE TI0Ka3Ba KIIMHUYHO 3HAYUMHU [TPOMEHH B
CHCTEMHAaTa eKCIO3UIHMs Ha JEHO3yMald B CTAIMOHAPHO ChCTOSIHUE M0 OTHOLIEHUE HA Bb3pacT
(18 no 87 roguHu), paca/€THUYECKH MTPOU3XO. (M3CIEIBAHH Ca YEPHOKOXKHU, C UCTIAHCKH
MPOU3X0]I, A3UATIM 1 OEJIN), TIOJ WIIH BUJI HAa CONUIHUS TYMOP, WM NAIUEHTH C MHOXECTBEH
muenoM. [loBumaBaHeTo Ha TEIECHOTO TEIJIO € OMIIO CBBP3aHO C HaMaJIsIBaHE HA CUCTEMHATa
excro3uuus 1 oopatHo. [I[poMeHuTe HE ca CUeTeHH 3a KIMHUYHO 3HAYHMU, Thi KaTo
(dapmakomuHaMUIHUTE eeKTH, Oa3UpaHu HA MapKepUTe 3a KOCTHA 0OMSHA, ca IOCTOSTHHH TIPH
NIMPOKU TPAHUIIA HA TEJIECHO TETIIO.

JInHellHOCT/HETUHENHOCT

JleHo3yma0 moka3Ba HellMHEHa (DapMaKOKHMHETHKA MIPH J03H B IIMPOK JI030B JTUANa30H, HO
MOBUINIABaHE Ha EKCIIO3UIUATA, KOSTO € MPUOIU3UTEITHO MPOMOPIIMOHAIHO HA J103aTa, TP 03U
ot 60 mg (uau 1 mg/kg) u no-eucoku. HenuuelHOCTTa BEPOSITHO € B PE3Y/ITAT HA HACHIIIAEM,
TapreTHO-MEAMHPaH ITbT Ha SIMMUHUPAHE, KOUTO € OT 3HAYCHHE NPYU HUCKU KOHIICHTPAIUH.

BuOpeuno yBpexaane

[Tpu npoyuBanust Ha neHo3ymMad (60 mg, n =55 u 120 mg, n = 32) npu nanueHTH O6€3 HanpeaHaI
pax, HO ¢ pa3inyHa cTereH Ha ObOpeyHa (GyHKLMS, BKIIOYUTEIHO U MAMESHTH Ha TUaiu3a,
CTeTeHTa Ha OBOpEeUHO YBpEKIaHEe HE TOBNIHIBA (hapMaKOKMHETHKATa Ha IEHO3yMa0; Taka ue He
ce M3MCKBa KOPUTUpaHe Ha Jo3aTta npu 0b0peuHo yBpexxaane. Hama HeoOxoauMocT oT
MOHHUTOpHpaHe Ha ObOpeuHara GyHKUUS IPHU NpUiIaraie Ha Vevzuo.

YepHOAPOOHO YBPEKIAHE

He e mposexxgano ciennruyHO IpoyyBaHe MPH MallMeHTH ¢ YepHOoApoOHO yBpexaane. Kato
15710 MOHOKJIOHATHUTE aHTUTEIA HE C€ EMMMUHUPAT TIOCPEICTBOM YEPHOAPOOESH METAO0IN3HM.
He ce ouakBa apmakokuHeTHKaTa Ha IEHO3YMa0 J1a O'bjie MOBIIKSHA OT YSPHOAPOOHO
YBpEXKAAHE.

Crapyecka Bb3pacT

He ca HabmroiaBanu pa3nuku B 0€30IaCHOCTTA U €PUKACHOCTTa MEX/Ty MAallUEHTH B CTapyecKa
BB3pACT U MO-MJIau ManreHTH. KoHTponupann KIMHUYHY TPOYYBaHUS C IEHO3yMald mpu
MAIMeHTH Ha BB3PacT HaJ 65 rOJUHY C HAIPEIHAIH 3I0Ka4eCTBEHN 3200 IsIBaHMSI, 3aCATAIIN
KOCTHUTE, Ca IMOKa3ali CXOAHA e(h)UKACHOCT U 0€30MaCHOCT MPH MMO-BH3PACTHHU U TIPU TTO-MITaTH
nareHTy. He ce Hayara kopurupase Ha J03aTa Ipy NAMeHTH B CTapuecka Bh3pacT.

HGZ[I/IaTDI/I‘lHa nonyJianuvsa

[Ipu 1oHOIIH CHC 3aBBPITICHO CKEJIETHO pa3BUTHE (HA BB3pacT 12 - 17 ronuan) ¢
TUTaHTOKJIEThUEH TYMOP Ha KOCTTa, moiay4yaBaiu 120 mg Bceku 4 ceIMHIIM C HATOBapBaIla J103a
Ha 1HU 8 U 15, papmakokuHeTHKaTa Ha IEHO3YMal € CXOJ/IHA C Ta3H, HaOJI0JaBaHa MpH
BBH3PACTHH YYACTHUIIM C TUTAHTOKJIETHUCH TYMOP Ha KOCTTA.

5.3 IlpeAkJIMHMYHU JaHHH 32 0€30MACHOCT

Tbii kKaTO OMONIOrMYHATA AKTUBHOCT Ha JIeH03yMal MpH )KUBOTHH € crienuduyna 3a
HEYOBEKOMOJOOHUIIPUMATH, 32 OLICHKA Ha (hapMaKOJIMHAMUYHUTE CBOWCTBA HA IEHO3yMal MpH
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MOJICJIM Ha TpH3adH Ce TIPaBH OlleHKa Ha reHHo Mozenupanu (knockout) mumiku mmm ce
u3noy3Bar apyru ouonoruuyau naxuOuTopu Ha RANK/RANKL b1, kato OPG-Fc 1 RANK-
Fc.

ITpn My MOZAEN Ha KOCTHHA METACTA3H Ha paK Ha I'bpJaTa IIPH YOBEKa, MOJIOKUTEIICH U
OTpULATEJICH 3a ECTPOI€HEH PELENTOp, paK Ha IpocTaTaTa U HelpeOHOKIEThbUEH pak Ha Oenus
npo0, OPG-Fc namansiBa 0CTEOIUTUUHUTE, OCTEOOTACTHUTE U OCTEOTUTUYHUTE/OCTEO0NACTHUTE
ne3uw, 3a06aBs popMupaHeTo Ha de NOvo KOCTHH METacTa3d ¥ HamallsiBa pacTeka Ha KOCTHUS
tymop. Koraro npu te3u moaenun OPG-Fc ce koMOuHMpa ¢ XOpMOHaIHA Tepanus (TaMOKCH(EH)
WM XUMHUOTepanus (oueTakcen), ce Ha0moaBa JOITbIIHUTEIHO HHXUOUpaHe Ha pacTexa Ha
KOCTHHS TYMOP CbOTBETHO IIPH paK Ha I'bpAarta, mpoctaraTta win oenus apo6. [lpu mumm moaen
Ha MHIyIMpaHe Ha TYMOp Ha MiiedHata Jje3a, RANK-Fc HamansBa xopMoH-UHIyIIMpaHaTa
nposudepanys B eNUTeNIa Ha MIIEYHATa JKJie3a 1 3a0aBs 00pa3yBaHETO Ha TyMOP.

CranapTHU TECTOBE 3a U3CJI€IBAHE Ha TEHOTOKCUYHUSA ITOTEHIMAJl Ha IeHO3yMal He ca
IIPOBEXJAHU, ThH KaTo He ca MPUJIOKUMU IIPU Ta3u Moiiekyia. Ilopanu cBoeTo ecTecTBO € Malko
BEPOSITHO IEHO3yMal [1a MPUTEKaBa HAKAKBA [TEHOTOKCHYHOCT.

KaHHepOFeHHI/IHT IIOTCHIIMAJI Ha I[CHO3YMa6 HE € OLICHsABAaH B ABJTOCPOYHU NPOYUBAHUA ITPU
JKHMBOTHH.

B npoyuBanus 3a TOKCHYHOCT MPU €AHOKPATHO M MHOTOKPATHO MpUJIaraHe MpH AbATO0NAaIlaTu
MakaIl, I03uTe Ha AeH03yMa0, BoJemH ot 2,7 10 15 mbTH mo-roisiMa CUCTEMHA €KCITO3UITHS,
OTKOJIKOTO TIPEMOPhUUTENTHATA [T03a IPU X0pa, HAMAT eeKT BbPXY ChpPACYHO-ChI0BATA
(usnonorus, GepTUINTETa IPH MBKKUTE HITH KEHCKUTE, U HE ITOKa3BaT TOKCHYHOCT 3a
KOHKPETHH TapTeTHU OPTaHH.

B npoyuBane npu aparoonamary Makamy, Ha KOUTO € IPUIOKEH IeHO3yMal 1o BpeMe Ha
nepruo/ia, EKBUBAIICHTEH Ha IbPBHSI TPUMECTBD Ha OPEMEHHOCT, JO3UTE HA IEHO3yMal, BOJICIIN
70 9 IBTH MO-TOJIsIMa CUCTEMHA €KCTIO3UINSA, OTKOJIKOTO IIPENTOPBUYHUTENHATA 1032 TIPU X0pa, He
HMHAYIHMPAT TOKCHYHOCT NIPHU MaiKaTa WM yBpexIaHe Ha (peTyca 1o Bpeme Ha Iepuo/,
€KBUBAJICHTECH Ha IbPBUsI TPUMECTBD, BBIIPEKU Ue GeTamHnuTe TMM(OHHU BB3JIH HE Ca M3CIIeIBaHH.

B apyro npoy4BaHe Mpy JBITOOMNANIATH MAKaIlk, HA KOUTO € MPUIOKEH JIEHO3yMal 1Mo Bpeme Ha
OpEMEHHOCT MPU CUCTEMHA eKCIIO3UIIUs, 12 IMbTH MMO-BUCOKA OT JI03aTa P X0pa, €
Ha0JII0/ITaBaHO TTOBUINIABAHE HA MBPTBUTE PaXkJIaHUS M TOCTHATAIHATA CMBPTHOCT; HAPYIIICH
KOCTEH pacTex, BOJICII IO HaMaJieHa 37[paBUHA Ha KOCTUTE, TIOHIKEHA XeMaToIoe3a 1
HeTIpaBUJIHO TIOApeKAaHe Ha 3p0HTe; Jurca Ha repudepHr TUM(HY Bb3TH 1 3a0aBeH
HeoHaTaJieH pacTex. He e ycTaHOBEHO HHMBO, IPU KOETO ce HaOII01aBaT HEKENaHH
pEeNpONYKTUBHY eeKTH. 6 Mecela ciell paXJJaHeTO, IPOMEHHUTE CBhP3aHU C KOCTUTE ca
TTOKa3aJi 00paTHO pa3BUTHE W He € HaOmoaBad ePeKT BhpXy MOHUKBAHETO HA 3HLOUTE.
Edexture BbpXy TUM(GHUTE BB3JIM ¥ HEMPABIITHOTO MOIPESKIAHE HA 30UTE 00ade epCUCTHpaT
Y ¢ Ha0JIr0/IaBaHa MUHUMAJIHA JIO yMEpeHa MUHEPATU3aIlisl B MHOTO ThKaHU PU €THO JKUBOTHO
(BpB3Ka C JICYCHUETO HE € ycTaHOBeHa). HsMa nanHu 3a yBpekIaHe Ha MaliKaTa mpe;u
paXkIaHeTo; HeXeTaH! e()eKTH IIPU MaiKaTa Bh3HUKBAT HEYECTO IO BpEME Ha PAXKIAHETO.
PasButnero Ha MaiiunHaTa MJICYHA XKJIe3a € HOPMAJTHO.

[Ipu npe IKITMHUYHY TPOYYIBAHMS 32 KA4E€CTBO HA KOCTUTE NMPU MaMyHH Ha ABITOCPOYHO
TpeTHpaHe ¢ ACHO3yMal, HaMaIsIBaHETO Ha KOCTHHUS OOMEH ce CBbP3Ba C MIOBUIIIABAHE Ha
3IpaBUHATA HA KOCTUTE M C HOpMaJTHA KOCTHA XUCTOJIOTHSI.

[Tpu MBxKKM MUIIKH, TeHHO Moaenupanu aa ekcrnpecupat huRANKL (knock-in muiiku), kouto
ca OMJIM MOJIOKEHHU Ha TPAHCKOPTHKaIHA QpaKTypa, IeH03yMal 3a0aBsi OTCTPaHsIBAaHETO HA
XpYyIIsiIa ¥ PEMOAEINPAHETO Ha Kallyca Ha MSICTOTO Ha (pakTypaTa B CpPaBHEHUE C KOHTPOJIUTE,

HO OMOMexXaHWYHaTa 3ApaBrHa HC € Oma 3acertara HC6JIaFOHpI/I$[THO.

[Mpu npeaxnmuanunn npoy4usanus, knockout mumku 6e3 RANK win RANKL ca nmanu nurca Ha
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JIaKTauus MOpaax NOATUCKAHE Ha Ch3PSIBAHETO HAa MIIEUHATa JkJie3a (JI00y10-aJIBe0JIapHOTO
pa3BUTHE Ha KJIe3aTa 110 BpeMe Ha OpeMeHHOCTTa) U ca I0Ka3ajlu HapylleHue B 00pa3yBaHETO Ha
mumpun Bb3mu. HoBoponenn RANK/RANKL knockout Mutiku ca JeMOHCTpHUpaId HAMaJICHO
TEJIECHO TETJIO, IOHIKEH KOCTEH PacTeX, U3MEHEHHUE B PACTEKHUTE IUIOYKH U JIUTICA Ha TPOOUB
Ha 3601. HamasieH KkocTeH pacTex, U3MEHEHHUE B PaCTEXHUTE IUIOUKH U JIMIICA Ha IIPOOUB Ha
3b0H ca HAOJIIOJaBaHK U IIPU IPOYUYBAHHS MPH HOBOPOJCHH ILIbXOBE ¢ mpuiiokeHrn RANKL
WHXUOUTOPH U TE€3M NPOMEHH ca OMIIM 4aCTHYHO 0O0paTuMu, Korato npuioxenneto Ha RANKL
WHXHUOHUTOpA € OWIo npeycTaHoBeHO. FOBEHMITHY IPUMATH, HA KOUTO € MpuiiaraH jgeHo3ymao 2,7
u 15 mbrr Hax kauHruHaTa ekcro3uiust (10 u 50 mg/kg 103a), UMaT HapyILICHUE B PACTCHKHUTE
iouku. [lopaau ToBa, TEUSHUETO C IEHO3yMad MOKE []a HApyIIU KOCTHHS PAacTeX MPH Jeua C
OTBOPEHM PACTEKHH IUIOUKU M MOKE J]a TOTUCHE MpoOuBa Ha 3b0UTE.

6. OAPMAIEBTUYHU JTAHHHA
6.1 ChnucbK Ha NOMOIIHHUTE BelleCTBA
Jlenena oneTHa KHMCEITHHA

Harpues anerar tpuxuznpar

Hatpues xunpoxcug

Copburon

[Monmucopbar 20

Bona 3a nmxeknuu

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha npoy4YBaHUS 32 HECHBMECTUMOCTH, TO3H JIEKapCTBEH NMPOIYKT HE TpsOBa Aa ce
CMECBa CIIPYTH JEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha rogHoCT

3 rOAMHU.

Cren xato ce U3Baau OT XJAAHIHHUKA, VevzZuo MOXe Ja ce ChXpaHsABa Ha CTalfHa TeMIieparypa
(mo 25 °C) mo 30 qHM B OpUTHHATHATA OMAKOBKA. Tol TpsOBa J1a ce M3MOI3Ba B pAMKUTE HA TO3U
30-gHEBEH TIEPHO.

6.4 CnenuajaHM ycJI0BHS Ha CbXpaHeHHUe

Ja ce cpxpanssa B xmammiauK (2°C — 8°C). [la He ce 3ampa3ssiBa.
CrxpansBalite prakoHa B KapTOHEHATa OMAKOBKa, 32 Jla C€ Mpe/Ia3u OT CBETINHA.

6.5 Buau chabp:xaHue HA ONAKOBKATA
1,7 ml pa3tBop BBB (pr1akoH 3a eqHOKpaTHA ynoTpeda (cThkio Tum I) cbe 3amymanka
(x710p00yTHIIOBA TyMa ¢ (hIyOpOIIOIMMEPHO OKPUTHE) U O0KATKa (aIyMHUHUI) C OTUYIIBAIIIO CE

Karrayge.

Bu10BEe ONAaKOBKH 110 €IMH, TPH MJIH YeTHUPHU (IIaKOHa.
Bcenuky BuioBe ONMAaKOBKH HE MOTaT fa ObJaT MyCHATH B IPOAaK0a.

6.6 Crnenuananu npeanasHu MepKH NPH U3XBbPJIsSAHE U padoTa
. IIpenqn mnpunoxenue, pa3TBOPHT Vevzuo TpsAOBa nda ce mpoBepu Bu3yanHo. He
VMHXEKTHpANTE pa3TBOPA, aKO € MBTEH UJIU C IPOMEHEH LIBSIT.

. He pazknamaiire.
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. 3a na ce nzberne AUCKOM(pOPT Ha MACTOTO HA MHKEKTHPaHE, OCTaBeTe (PJIakoHa Jia
IIOCTHTHE cTaiiHa Temmeparypa (mo 25°C) npeny HHKeKTHPaHe U HHXKEKTHpaiTe 0aBHO.

. TpsiOBa ga ce MHXKEKTUPA ISATIOTO ChAbP)KAaHUE Ha (IaKoHA.
. 3a mpuiarane Ha 1eHo3yMa0 ce npenopbusa urina 27 G.
. Urnara He Tps0Ba Aa ce BbBEKAa NOBTOPHO BHB ()IIAKOHA.

Hewusmnon3BaHuAT JIeKapCTBEH MPOIYKT WU OTHAIbYHNATE MaTepPHaId OT HETO TPsiOBa j1a ce
M3XBBPISTB CbOTBETCTBHE C MECTHUTE U3UCKBAHUSL.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBGA

Biosimilar Collaborations Ireland Limited

Unit 35/36, Grange Parade,

Baldoyle Industrial Estate, Dublin 13,

Dublin, Upnanaus, D13 R20R

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA

EU/1/25/1945/001

EU/1/25/1945/002
EU/1/25/1945/003

9. JATA HA ITBPBO PA3BPEINABAHE/IIOJJHOBSIBAHE HA PASPELIEHUETO
3AYIIOTPEBA

[ata Ha mppBO pazpemanane: 25 ouu 2025 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[NoapoOHa nHpopManus 3a TO3M JEKapCTBEH MPOIYKT € MPeJoCTaBeHa Ha yeOcaiiTa Ha
EBpomneiickaTaareHius mo Jekapcrpara http://www.ema.europa.eu/.
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MMPUJIOKEHME 11
MPOU3BOJUTEJIN HA BUOJIOTMYHO AKTUBHOTO
BEIIECTBO U IPOU3BOJUTEJINA, OTTOBOPHU 3A
OCBOBOKJABAHE HA APTUIN
YCJIOBUSI WJIM OTPAHUUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUA U U3NCKBAHUS HAPASPELIEHUETO 3A
YIIOTPEBA

YCJIOBUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  HPOU3BOAUTEJIN HA BUOJIOT'MYHO AKTUBHOTO BEIECTBO 1
IMPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOKJIABAHE HA ITAPTU AU

Hme n aJpeC HA MPOU3BOAUTCIINTC HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Biocon Biologics Limited

Block No, B1, B2, B3, B5, Q13 of Q1 and W20 & Unit S18, 1st Floor, Block B4,
Special Economic Zone, Plot No. 2, 3, 4 & 5, Phase IV

Bommasandra - Jigani Link Road, Bommasandra, Bengaluru - 560099

Wumus (IND)

HmMe 1 ajipec Ha TPOU3BOAUTEIINTE, OTTOBOPHHM 32 OCBO60)KZIaBaHe Ha IapTHANUTC

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building,

Santry, Demesne,

.Dublin, D09 C6X, Upnanaus

b. YCJI0OBHMA NN OT'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHHAT MPOMYKT C€ OTITyCKa 110 OTPaHUYEHO JIEKapcKo npeanucanre (Bx. lpuinoxenne
[:Kpatka xapakTeprucTuka Ha IPOAYKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. Iepuoguynu akTyaan3upaHu Jokjaaau 3a 6ezonacHoct (ITAJB)

WzuckBanmsta 3a nogasane Ha [TAJIb 3a To31 IeKapCTBEH MPOAYKT Ca MMOCOYEHU B CIIUCHKA C
pedepentnute nati Ha EBponeiickus cpio3 (EURD crmcsk), npensuaen B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CJICABALIN aKTyaIU3aLUH, IIyOJUKYBaHU HA €BPOIICHCKUS
yebmopTain 3a JieKapcTBa.

r. YciaoBusi WJIM OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBAHA JIEKAPCTBEHMUSA TPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

[MpurexaTensat Ha pa3pemieHuero 3a ynorpeda (IIPY) TpsOBa na n3BbpIIBa U3UCKBAHUTE
JIEHHOCTHU U JEUCTBHSL, CBBP3aHHU C NPOCIIEAsIBAHE Ha JIEKapCTBEeHaTa 0€30MacHOCT, IIOCOYEHH B
onobpenwus [TYP, npencraBen B Moayn 1.8.2 Ha pa3penieHneTo 3a ynoTpeda, KakTo ¥ BbB
BCUYKH CJICABAIU OJJOOPEHHU akTyanu3anuu Ha [TYP,

Axtyammsupan [IYP Tps6Ba na ce momaBa:

e 1o uckaHe Ha EBporelickaTta areHius 1o JieKapcTBara,

e BHHArW, KOraTo C€ M3MEHS CHCTEeMaTa 3a YIpaBJeHHUE Ha pUCKa, 0COOEHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(pOpPMAIH, KOATO MOXKE Ja JOBEJIE 10 3HAYMMU IIPOMEHU B
CHOTHOIIIEHUETO TOJI3a/PUCK, WK CIIE]T JIOCTUTAHE Ha BaXKeH eTar (BbB BPh3Ka ¢
MpoclieAsiBaHeHa JeKapcTBeHaTa 0€30IacHOCT Wi CBEXKJaHE Ha PUCKA 10 MUHUMYM).

L4 I[OII'I)JIHI/ITGJIHI/I MEPKH 3a CBEKIAaHE HA PUCKA 10 MUHUMYM

I[Py TpH6Ba Ja OCUTYpH BBBCIKIAHCTO HAa HAIIOMHSIIA KapTa Ha MallUCHTa OTHOCHO
OCTCOHCKPO3a Ha YCJIIOCTTA.
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HNPUJIOKEHUE 111

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

KAPTOHEHA KYTUA

NME HA JIEKAPCTBEHMUS ITPOAYKT

Vevzuo 120 mg WHXEKIIMOHEH Pa3TBOP
JIEHO3yMa0

OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku daakon chabpika 120 mg neno3ymab B 1,7 ml pazreop (70 mg/ml).

CIIMCBK HA IOMOIIIHUTE BEHIECTBA

JIe/ICHAa OlIeTHA KUCEITMHA, HATPUEB alleTaT TPUXHUIPAT, HATPUEB XUAPOKCH]I, COPOUTO,
nonucop6ar 20, Boja 3a HHKEKIIHY.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/JIHA OITAKOBKA

WHXeKIMoHEeH pa3TBOp

1 hnakoH 3a egHOKpaTHa ynoTrpeda
3 (nakoHa 3a eTHOKpaTHA yHOTpeda
4 dirakoHa 3a eTHOKpaTHa yroTpeba

HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXKJIAHE

HpeL[I/I yHOTpe6a MMpOYCTCTEC J'II/ICTOBKaTa.HOI[KO)KHO MMPUIIOKCHUC
I[a HC CC pa3Kjiauia.

CIHEHUAJIHO MPEAYNPEXIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT IHOIVIEJA M JOCEI'A HA JIELIA

I[a CC ChbXpaHsABa Ha MACTO, HEAOCTHITHO 3a ACIA.

JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHNS, AKO E HEOBXOJUMO

JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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| 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpaHsBa B XJIaJUITHHK.
[la He ce 3ampa3ssBa.
CopxpansBaiite (aakoHa B KapTOHEHATa OMAKOBKA, 3 J]a CE MPEINa3y OT CBETIHNHA.

10. CIHENUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJAPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36, Grange Parade,

Baldoyle Industrial Estate, Dublin 13,
Dublin, Upnangus, D13 R20R

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1945/001 1 dnakoH 3a eJHOKpaTHA yIOTpeoda
EU/1/25/1945/002 3 dnakoHa 3a eqHOKpaTHA yrmoTpeba
EU/1/25/1945/003 4 dhnakoHa 3a eTHOKpaTHA YIIOTpeOa

13. NMAPTUJAEH HOMEP

[Maptunen Ne:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUSA 3A YIIOTPEBA

| 16. HUH®OPMAIIUA HA BPAIJIOBA A3BYKA

Vevzuo

| 17. YHUKAJIEH UWIEHTUPUKATOP — IBYU3ZMEPEH BAPKO/J{

JIByn3mepeH 6apKoJI C BKIIFOUEH YHUKAICH UACHTU(UKATOD

| 18. YHUKAJIEH UWIEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JIAKOHA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT U ITbT(MIIIA) HA BBBEXKJIAHE

Vevzuo 120 mg uHxeKkus
JIEHO3yMao
s.C.

| 2. HAYUH HA ITPUJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP:

4. NAPTUJAEH HOMEP

Lot:

5. CbABPKAHUE KATO MACA, OBEM NJIM EJUHUIIA

1,7 ml

| 6. JIPYTO
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Bb. JUCTOBKA
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JIucToBKAa: l/IH(l)OpMalII/lfl 34 ManueHTa

Vevzuo 120 mg uHKeKIMOHEH Pa3TBop
neHo3yMao (denosumab)

V' To3u nekapcTBeH MPOAYKT HOJJIEKU HA TOIBIHUTENHO HabmoaeHue. ToBa Ie no3Boiu
OBP30TO yCTAaHOBSBAHE HA HOBA MH(OPMAITUS OTHOCHO Oe3omacHocTTa. MoxkeTe Jia lajieTe CBOS
MPUHOC KaTO CHOOIINTE BCSIKA HEXKETIaHa PEaKIysl, KOATO CTe MOy, 3a HaYMHA Ha
ChOOIIaBaHE HA HEXKENIAaHW PEAKIIUH BUXKTE Kpast Ha TOUKa 4.

IIpouyeTeTe BHUMATEIHO LSLJIATA JIMCTOBKA, MPeIN 1A 3aM0YHeTe A2 U3M0J3BaTe TOBA

JIEKAPCTBO, Thil KaTO TH ChABbP:Ka BaxkHa 3a Bac nadopmanus.

- 3anazere Ta3u JUCTOBKA. MoXke J1a ce HAJIOXKHU J1a 51 IPOYETETe OTHOBO.

- AKO UMaTe HAKAaKBH JOMBJIHUTEIIHA BBIPOCH, NonuTaiiTe Bamus ekap, GapmareBT uiu
MEIUITNHCKA cecTpa.

- ToBa nekapcTBo € mpeanucano 1uyHo Ha Bac. He ro mpeorcThnBaiite Ha apyru xopa. To
MOJKeJla UM HaBPEIU, HE3aBUCHUMO Y€ MPU3HAIMTE Ha TAXHOTO 3a00JIsBaHE ca CHIIUTE KaTo
Bammure.

- AKO TIoNTyuuTe HAKAKBU HEXENaHU peakluy, yBeroMeTe Bamus nekap, papmarieBt nin
MeIUIUHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOXKHH HEXKEJIaHU PEAKLIUK, HEOIUCAHU
BTa3H JIMCTOBKA. BrokTe Touka 4.

- BammusT nexap me Bu mage HanoMHsIIa KapTa Ha TIAIIMEHTa, ChAbPKalla BayKHA
nH(GOPMAITUSIBHB BPb3Ka ¢ 0€30IMacCHOCTTA, C KOSTO TPSIOBA /1a Ce 3al03HAeTe MPEAH U TI0
BpeMe Ha JieueHueTo Bu ¢ Vevzuo.

Kakso CbAbpPiKa Ta3u JUCTOBKaA

KaxBo npencrasnsiBa Vevzuo u 3a KaKBO C€ U3I0I3Ba
Kakso TpsiOBa ma 3HaeTe, mpeau na u3noia3Bare Vevzuo

Kak ma uznonssare Vevzuo

BBb3M0KHM HEXENaHU peakliuu

Kak na cexpansiBate Vevzuo

ChpapprkaHre Ha OTTAKOBKATA W IOMBITHUTETHA WH()OPMAITUS

A e

1. Kakgo npeacrasisia Vevzuo U 3a KaKBO ce U3110JI3Ba

Vevzuo chabpxa aeH03yMa0, 0enThK (MOHOKJIOHATHO aHTUTSLIO), KOUTO JEHCTBa C TSI
HaMalsBaHepa3pylaBaHEeTO Ha KOCTUTE, MPUYUHEHO OT PaK, KOMTO ce pa3npocTpaHsIBa B
KOCTHUTE (KOCTHHM METacTa3u) WK OT THTAaHTOKJICTHYCH TYMOP Ha KOCTTA.

Vevzuo ce u3non3Ba IIpU Bb3PAaCTHU MANUCHTHU C HAIIPEAHAJI PaK 3a MPCAO0TBPATABAHC Ha
CEPHO3HH YCJIOXHEHUS, IPUINHEHN OT KOCTHU ME€TAaCTa3u (Hanp. CYynBaHE, IPUTUCKAHEC Ha
T p’B6Ha‘lHI/Iﬂ MO3BKHUIIN HeO6XOI[I/IMOCT OT JIbYCTCPAIIUA NI XUPYPTUYHO HC‘IGHI/IC).

Vevzuo ce u310:13Ba CHILO 32 JICYEHUE HA TUTAHTOKJIEThYCH TYMOpP Ha KOCTTA, KOWTO HE MOXKE Ja
CeJIeKyBa C Ollepalys WIN KOraTo oIepanusiTa He € Hail-100pUsaT BapuaHT, IPU Bb3PaCTHU U
FOHOIIIY, YUUTO KOCTH €A 3aBBPIIMIIN CBOS PACTEXK.

2. Kakso Tps0Ba 1a 3HaeTe, npeau Aa U3MoJa3Bare Vevzuo

He uznonseaiire Vevzuo

- aKo CTe aJepPrUYHM KbM JICHO3yMal MM KbM HAKOS OT OCTAaHAJIHUTE ChCTABKH HA TOBA
nexapcTBO(M30pOeHH B TOUKA 6).
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Bamust nekap Hsima ga Bu nipusioxu Vevzuo, ako UMaTe MHOTO HUCKO HUBO Ha KaJIlUM B
KpPBBTa,KOETO HE € OMIIO JIEKyBaHO.

Bammusr nexap nHsima aa Bu npuioxu Vevzuo, ako UMaTe He3apacHaId paHd OT CTOMATOJIOTUYHA
MpOILeAYypa WIH OTIepallysl B yCTHATa KyXUHA.

Ipenynpesxaenus 1 Mpeana3Hd MepPKH
T'oBopete ¢ Bamust nekap, npeau 1a u3noJssare Vevzuo.

JloGaBkH ¢ kaiaiwii ¥ BuramMud D

Bue tpsi6Ba na nmpuemare 100aBKH ¢ KaNIuii 1 BUTaMuH D, 10KaTO ce JIeKyBaTe ¢ Vevzuo, OCBEH
AKOHMBOTO Ha KaJIuii B KpbBTa Bu e Bucoko. Jlekapsr mie ro o0chau ¢ Bac. Ako HUBOTO Ha
KaJuii B KpbBTa Bu € Hucko, Jekapar Moxe na penu 1a Bu nage noGaBku ¢ kanmui, npeau aa
3aMoYHEeTe JCUCHHUE C VEVZUo.

Hucku HrBa Ha Kanuuii B KpbBTa

Mo, kaxere He3a0aBHO Ha Bamus nekap, ako umaTe Cria3Mmu, IOTPENBAHUS UIIM KpaMIli Ha
MYCKYJIUTE, ¥I/WIH U3TPBIIBaHE WIN MpaBydKaHEe Ha IPBCTUTE Ha PBIIETE, KpaKaTa WK OKOJIO
ycTaTta W/Wii IrbpUyoBe, 00BPKaHOCT WM 3ary0a Ha Ch3HAHHUE, JOKATO ce JEeKyBaTe ¢ Vevzuo.
Moxe Ja nMaTe HUCKM HUBA Ha KaJIUHK B KPBBTA.

BrOpeuno yBpexaane

Tps6Ba na kaxere Ha Bammms nekap, ako ©MaTe WM CT€ UMaJM TEKKH OBOpedHH MpodieMy,
ObOpedHa HEAOCTaTHYHOCT, WK CTE UMM HyXJa OT XEMOJUaJIN3a, KOETO MOJXKE J1a YBEJINYH
pHCKa OT IOsIBAa Ha HUCKU HUBA Ha KaJILIUH, 0COOCHO aKo He MoJlyyaBaTe J100aBKU C KaJIIMH.

[Ipob6nemu ¢ ycraTa, 350UTE UM YEIIOCTTA

Hexenana peakiusi, HapedeHa OCTEOHEKPO3a Ha YENMIOCTTa (KOCTHO YBpEXKIaHE HA YESIIOCTTA), Ce
choOIIaBa yecto (Moxe na 3acerre 0 1 Ha 10 qymmm) mpu MarueHTy, NoTyJYaBaiy HHKEKIINN
JIeHO3yMab 3a CBBp3aHH ¢ pak 3aboinsBanus. OCTEOHEKpO3a Ha YEIOCTTa MOXKE Jla CE TIOSBH U
ciemn  CIMpaHe Ha JICYCHHUETO.

BaxkHo € 1a ce HampaBH ONUT 3a MPENOTBPATABAHE PA3BUTUETO HA OCTEOHEKPO3a Ha YETIOCTTA,
ThH KaTo TOBa MOXKE 1a € 00JIE3HEHO ChCTOSIHUE, KOETO MOJKE J1a C€ OKaXe TPYJIHO 3a JICUEHHUE.
Nwma Hs1xom mpenna3Hu MepKH, KOUTO TPSAOBa J1a IpeANpHEMETe, 3a 1a C€ HaMaJld PUCKBT OT
pPa3BUTHE HA OCTEOHEKPO3a HA YENIIOCTTA!

. Ipenu na 3amouyHeTe JieueHUETO, YBeAoMeTe Balus nekap/MeIMIIHHCKA cecTpa
(MEIUITMHCKUCTICIIMATIUCT), aKO UMaTe HAKAKBH MPOOJIEMHU C yCTaTa WK 360uTe. Barmmsr
JieKap IIe OTIOKUHAYAIOTO Ha JieueHHeTo By, ako MMaTe He3apacHa W paHu B ycTaTa OT
CTOMATOJIOTHYHH MPOIICYyPH WM OTIepaIlysl B yCTHATA KyXHMHA. Bamusr iekap Moxe 1a
npernopbya CTOMATOJIOTHYUCH TPETIIel P Ja 3all0uHeTe JeUeHUe ¢ Vevzuo.

. Jlokato ce nekyBaTe, Tps0Ba 1a MOAIbpKATE 100pa YCTHA XUTHEHA U JIa CE ToJIaraTe Ha
PEIOBHH CTOMATOJIOTHYHH MIPErieid. AKO HOCHTE MPOTE3H, TPSOBA Ja CTe CUTYpHH, Ue Te
MPUJISTAT MPABUITHO.

. AKO cTe MO/TIOKEHN Ha CTOMATOJIOTMYHO JIeUeHHE Wi BU mpeacTon ctoMaToioruuHa
ormeparys (Hamp. U3BaXIaHe Ha 360), KaxeTe Ha Baus nekap 3a Barero
CTOMATOJIOTHYHOJICUCHHE U YBEIOMETE 3b00JIeKapsi CH, Y€ ce JIeKyBaTe ¢ Vevzuo.

. Ceoprkere ce ¢ Bammust nekap u 3p005ekap He3a0aBHO, aKO UMaTe POOJIEMH ¢ ycTaTa M
3h0MTE, HAPUMEp pa3KiaTeHu 350H, 00JTKa WITH OTOK, He3a3paBsABaIlH SI3BU WK
CEKPEIHS, Thil KATO TOBA MOJXKE J1a ca TIPU3HAIIM Ha OCTEOHEKPO3a Ha YEITIOCTTA.

HpI/I NMaquCHTH, MMOIJIOKEHN HA XUMUOTEPAITUA W/AITN JIpUCTEpaIuA, npueMal CTCponau nin
AHTUAHTUOTCHHU JICKApCTBa (I/ISHOJ'ISBaHI/I 3a JICUCHUC Ha paK), TOJAJIOXKCHHN Ha CTOMATOJIOrH4YHa
orepanusa, KOUMTO HE MOJIydaBaT p€O0BHU CTOMATOJIOTMYHU MPCTJICAN, UMAT 3a00J19BaHe Ha
BCHUUTCHUJIN Ca ITylIa4yu, MOKE Ja MMa IMMO-BUCOK PHUCK OT pa3BUTHUEC HA OCTCOHCKPO3a Ha
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YCJIIIOCTTA.

HeoOwyaitau dhpakTypu Ha OenpeHaTa KOcT

[Ipu HskOM XOpa MoraT Ja ce MOSBIT HeoOWYalHW (QpakTypu Ha OeApeHaTa KOCT, JOKATO Ce
JIeKyBat cieHo3yMad. CeepxkeTe ce ¢ Bamms srekap, ako MmoryduTe HOBa WM HeoOHMJaitHa 00sIKa
B Ta300epeHara cTaBa, ClIaOMHUTE WA OSAPOTO.

Bucoku HuBa Ha KaJlMil B KPbBTA CJI€] COUPaHE Ha JICUSHUETO ¢ Vevzuo
Hsxon manueHTH ¢ TITaHTOKJIETHYEH TyMOP Ha KOCTTa Ca pa3BUJIM BUCOKH HUBA Ha KA B

KpbBTAaCCAMUILIK 1O MCCCIU CJICT CIIMPAHC HA JICHCHUCTO. Bammsar JICKap mie Bu Ha6n10;[aBa 3a
Mnpu3Hal 1 CUMIITOMU Ha BUCOKHU HMBA HAa Kanunﬁ, CJIC KaTO CTC CIIPCJIM Ja IPpHUCMATC Vevzuo.

Jeua u roHomu

Vevzuo He ce pernopbuBa MPH Jiena 1 I0OHOIIHM Ha BB3pacT 1o 18 roauHu, ¢ H3KITI0UeHNE Ha
IOHOIIHX C TUTAHTOKJICTBYCH TYMOP Ha KOCTTA, YUHUTO KOCTHU Ca 3aBbPUINIIN CBOS PACTCXK.
Ynorpebara Ha eHO3yMab NpH Jela U FOHOIIH ¢ APYTU BUIOBE paK, KOHTO ce pa3npoCcTpaHsIBa B
KOCTHTE, HE € IPOoyUeHa.

JApyru nexapcrBa u Vevzuo

Tpsi0Ba na xaxxere Ha Bamms nekap uinu gapmaiieBT, ako IpreMaTe, HaCKOPO CTe MPUEMald HITH
€BB3MOXKHO J]a IpUeMare Opyru JekapcTBa. ToBa BKIIOYBA JIEKApCTBA, OTITyCKaHU O3 perenTa.
OtronsMo 3HaueHHE € Aa choOImmTe Ha Bamus nekap, ako ce JIeKyBarte C:

o JPYTO JEKapCTBO, ChbPKAIIO IEHO3yMao;

. oudochonar.

Bue ne Tps6Ba na npuemare Vevzuo eJHOBPEMEHHO C JIPYTH JEKapCTBa, ChABbPXKAIIU JEHO3yMa0
nibudocdoHaty.

BpemenHnocT n KbpMeHe

JleHo3ymab He € M3MHUTBaH Npu OpeMeHHH KeHH. BaxxHO e 1a kaxkete Ha Bamms nekap, ako cte
OpeMeHHa, MUCITUTE, Ue cTe OpeMeHHa WU IUIaHupaTe OpeMeHHocT. He ce mpenopbuBa
ynotpebaTa Ha Vevzuo, ako cte OpemeHHa. JKeHu ¢ IeTepoieH MOTSHIMA TPsOBa J1a U3M0I3BaT
e(eKTHBHU METO/IH 32 KOHTPAIETIIH, JOKATO Ce JIEKyBaT ¢ Vevzuo 1 3a Hail-Majko 5 Mecera

CJIC] ClIMPAHE HAJICYCHUECTO C Vevzuo.

Axo 3a0peMeHeeTe 10 BpeMe Ha JieueHHe ¢ Vevzuo WK Mo-MajKo OT 5 Mecela ciell ClMpaHe Ha
JIEYEHUETO ¢ Vevzuo, MoJs, yBeaomeTe Bamus nekap.

He e m3BecTHO manm neHO3ymab ce oTAens B KbpMaTa. BaxkHo e ma kaxeTe Ha Bamms jgexap, ako
KbpPMUTE WIH TUTAHApaTe Ja KbpMuTe. Bammst nexap me Bu momorae ga pemmre nanm ga
MIPEYCTaHOBUTE KbPMEHETO, UJTH J1a IPEKbCHETE MPUIIOKEHUETO Ha Vevzuo, KaTo B3eMe MPEIBU
0J13aTa 0T KbPMEHETO 3a JETETO U Moj3aTa OT Vevzuo 3a Malikara.

AKO KppMHTE IO BpEME Ha JIeUeHue ¢ Vevzuo, MoJs, yBeromere Bamms nekap.

ITocwBeTBaiiTe ce ¢ Bamms nekap win hapMareBT Ipean ynorpedara Ha KOETO U J1a € JICKapCTBO.

lodupane u padora ¢ MAalIUHU

Vevzuo He MOBIHMABA WIH MMOBIUABA MTPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe u padora ¢
MaIIWHY.

Vevzuo cbabpika coponuTo
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ToBa nekapcTBO ChABPKA 79,9 mg copOUTOI BBB BCEKH (DJIAKOH.
Vevzuo cbabpska HaTpUid

Tora sekapcTBO ChABPKA MO-MaNKo oT 1 mmol Hatpuii (23 mg) Ha go3a 120 mg, T.e. MOXe 1a ce
KaXke, 4e TPAKTHUECKH HE ChIbPKa HATPHH.

Vevzuo cbabp:ka noaucopodar 20

Tosa nexapcrBo cpabpka 0,17 mg nonmucopdat 20 BB Beeku ¢uakon ot 120 mg/1,7 ml, koeto e
exBuBasieHTHO Ha 0,1 mg/ml. [lonucopOaTuTe Morat Aa NPUUMHAT ANEPrUUHU peakuuu. TpaoBa
J1a kaxere Ha Bamus nekap, ako Bue wnu Baiero gete mmare yCTaHOBEHU aJIeprUu.

3. Kak na usnossBare Vevzuo
Vevzuo TpsOBa Ja ce mpuiara noj phbKOBOJICTBOTO Ha MEIUIIMHCKHU CIICIIUAIIKCT.

[Ipenoprunrennara go3a Vevzuo e 120 mg, npuiokeHa BeIHBX Ha BCEKU 4 CEIMUIIHU, KaTO
€IHOKpaTHA UHXKEKIM [10J] KoxKaTa (IOJKOXKHO). Vevzuo ce HHXEKTUpa B 0€poTo, KopeMa UiIH
rOpHaTa 4acT Ha pbKaTa. AKO Ce JIeKyBaTe 3a TMT'aHTOKJIEThbUEH TyMOp Ha KOCTTa, II€ MOIy4nTe
JOIIBJIHUTENHA J103a | ceaMuIla U 2 ceqMULIM cliell TbpBara J103a.

He pazknamaiite.

TpsiOBa chio Aa mpuemMarte 100aBKH ¢ KW 1 BUTaMUH D, TOoKaTo cTe Ha JeueHue ¢ Vevzuo,
OCB€H aKO HsiMaTe IIOBUIICHO KOJIMYECTBO KaIIHI/Iﬁ B KpbBTA. Bamusr JICKap 1ie O6CT))Z[I/I TOBa C
Bac.

AKO MMaTe HSKAaKBHU JOMBIHUTEIHH BBIIPOCH, CBBP3aHH € yIIoTpedaTa Ha TOBa JIEKAPCTBO,
nonutaiite Bamms nekap, papmareBT nim MEIUIIMHCKA CECTpPa.

4. BB3MOKHYT HeKeTaHW peaKkuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPECAU3BHUKAa HCKCIIAaHU PCAKIINU, BBIIPECKU UC
HE BCCKU I'M TTIOJIyUaBa.

Mouis, KaskeTe He3a0aBHO Ha Baius jgekap, ako pa3BueTe HIKOH OT T€3W CUMIITOMH, TOKAaTO

cTe HaledeHue ¢ Vevzuo (Moxxe aa 3acerrar nosede ot 1 Ha 10 gymm):

. Cra3Mu, MOTPENBaHUA, KpaMIIM Ha MYCKYJINTE, U3TPHIIBAHE WM MPaBYUYKaHE HAa MPBCTUTE
Ha pPBIETE, KpaKaTa Wik OKOJIO yCTaTa /WK I'bpUYOBe, 00hPKAHOCT HITU 3ary0a Ha Ch3HAHUE.
ToBa Moe N1a ca MpU3HALKM Ha HUCKY HUBA HA KaNIUi B KpbBTa. HUCKUAT Kanuuii B KpbBTa
MOJKe Jia ToBese A0 MPOMsIHA B ChPJIEYHHS PUTHM, HapedeHa yabiikaBane Ha QT, koeto ce
BIKJa Ha eyekTpokapauorpama (EKT).

TpsioBa 1a kaxkeTe He3a0aBHO Ha Bamus Jekap u 3600JeKap, ako MOJIYYUTE HIKOH OT TE3U

CHUMIITOMH,IOKATO CTE Ha JIEYCHHUE C VevzZuo WM cjiell CIMpaHe Ha JIeYeHHeTo (MOJKe J1a 3aCerHaT

o 1 ma 10 gymm):

. TpaiiHa 0OJIKa B ycTaTa W/HJIM YEIOCTTa W/MIIM OTOK, MJIM He3a3/IpaBsiBalll SI3BU B yCTaTa
WJIH YEITIOCTTA, CEKPEeIrs, CKOBAHOCT WIIM YyBCTBO HA TEIKECT B UEITIOCTTA, WU pa3KiIallaHe
Ha 3p0MOJKe J1a ca TIpHU3HAIM Ha KOCTHO YBpPEXIaHE Ha YEIMFOCTTa (OCTCOHEKPO3a).

MHoro 4ecTH HeKeJIaHU peaknuu (MOXKe Ja 3acerrar noseue ot 1 Ha 10 gymmm):

° 0oJKa B KOCTUTEC, CTaBUTC W/WIH MYCKYJHUTEC, KOATO IMMOHAKOIa € CUJIHA,
° 3aayXx,
° Auapus.
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YecTu HexxeJIaHU peakuuu (Moxke Aa 3acerHar jo 1 Ha 10 gymm):

. HUCKH HUBa Ha pocdartu B KpbBTa (Xunodocharemus),

° rnajgaHe Ha 350,

o OOHMITHO M3MOTSBAHE,

. MIPY TALMEHTH C HalpeJHajIo OHKOJIIOTHYHO 3a00JIsIBaHe: pa3BUTHE HA Ipyra popMa Ha
pax.

HeuecTu HexkenaHu peaknun (Moxe Aa 3acersar jo 1 Ha 100 qymm):

. BHUCOKH HHBA Ha KaJIMi B KPBBTA (XUTMIEPKAIIIUEMHUS) CIIE]] CIIUPAHE HA JICYCHUETO MPH
MaIMEHTH C TUTAHTOKJIEThUCH TYMOpP Ha KOCTTa,

. HOBa WJIM HeoOMJaitHa 0oJika B Tazo0eapeHara craBa, CltabMHUTE Wik 0epOoTO (TOBA MOXKE
Jla epaHeH NMPU3HAK Ha Bb3MOXKHA (PpaKTypa Ha OeapeHaTa KocT),

. 00pUB, KOWTO MOXeE J1a Ce TOSIBU 110 KOXKATa, HIIH S3BU B yCTaTa (JIMXCHOMTHH
JICKapCTBEHUPEAKITUH ).

Peaxu Hexxes1anu peaxkuuu (Moxke Aa 3acernar fo 1 Ha 1 000 gymm):

. QJIEPTUYHU PEaKIUU (HAIp. XPUIIOBE WM 3aTPYIHEHO TUIIAHE; IO JyBaHE Ha JIUIIETO,
YCTHHTE, €3UKa, IBPJOTO WIH JPYTH YaCTH Ha TSAIOTO; OOPUB, ChPOSK MU YPTUKAPHS 110
KokaTa (KOTIpUBHA TpecKa)). B penku ciaydan aleprudaHuTe PEakIInyd MOXKE Ja ca TEeXKKH.

C Heu3BeCcTHA YecTOTA (OT HATMYHHUTE JAaHHU HE MOXE J1a ObJic HalTpaBeHa OICHKA):
. I'oBoperte ¢ Bamus iekap, ako uMare 00JIKa B yXOTO, CEKPET OT YXOTO W/WiIK HHPEKIHS Ha
yxoto. ToBa MOXke J1a ca pU3HAIY Ha YBPEXK/IaHE HA KOCTUTE HA YXOTO.

Chol0maBaHe Ha He/KeJaHU peaKkIMu

AKO mosTyuuTe HIKaKBU HEXXEJIaH!U JIEKAPCTBEHH Peakluy, yBegoMeTe Bammus nekap, papmaneBt
WINMEIUIHCKA cecTpa. ToBa BKIIIOYBA BCHYKH BE3MOXKHU HEOIMCAHN B Ta3H JUCTOBKA
HEKeJIaH! peakuuy. MoxeTe ChII0 J1a ChoOINTE HeXETaH! PEAKIN TUPEKTHO 4pe3
HallMOHAJIHATa CHCTeMa 3achollIaBane, nocoueHa B [Ipunoxenue V. Karo cboliiaBare
HEXKEJIaHU peaKinu, MOKETe Aa AaJeTeCBOs IPUHOC 3a MOoJy4YaBaHe Ha MoBeue HHpopManus
OTHOCHO 0€30I1TaCHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cbxpansiBate Vevzuo
Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 Aella.

He m3non3Baiite ToBa JIEKapCcTBO CJIeA CPOKa Ha TOTHOCT, OTOCISI3aH BbPXY €TUKETA U
KapTOHEHaTa OIMaKOBKa, CbOTBETHO cief ,,EXP” u ,,I'onen 10:”. CpoKbT Ha TOAHOCT OTTOBaps HA
IOCJICAHUS ICH OTIIOCOYCHHMS MECEII.

Ha ce cpxpanspa B xnagmiHuK (2 °C — 8 °C). Jla He ce 3ampazsBa.
CoxpansBaiiTe prakoHa B KapTOHEHATa OMAKOBKA, 32 J]a C€ Mpe/a3u OT CBETINHA.

@D1akoHBT MOJKE /1a C€ OCTaBH M3BBH XJIAJAMIHUKA 32 IOCTUraHe Ha CTaiiHa TeMrieparypa (1o
25°C) npeny nHXeKTHpaHe. ToBa I1e HallpaBU MHXEKTUPAHETO MO-MajKo HenpusTHo. Crien KaTo
(ITakOHBT € OCTaBeH Ja JOCTUTHE cTaliHa Temmeparypa (1o 25 °C), Toii TpsOBa Aa ce U3Moi3Ba B
pamkute Ha 30 THU.

He u3xBbpiisiiTe ekapcTBaTa B KaHAIM3aLMITa WIA B KOHTEHHEpa 32 JOMAIIHH OTIAbIIH.
[MomuTaiite Bammst hapManeBT Kak Aa U3XBHPISTE JIEKapCTBaTa, KOUTO Bedye HEe U3IOJI3BaTeE.
Te3n Mepku 1ie CIIOMOTHAT 3a ONla3BaHE Ha OKOJIHATA Cpefa.

6. Chabp:kaHHe Ha ONIAKOBKATA M JONMBJHUTENHA HHpopManuaKakBo cbabpxka Vevzuo
- AKTHBHOTO BellecTBO € feHo3yMab. Beekn dnakon chabpika 120 mg nernozymad B 1,7 ml
pastBop (croTBercTBamo Ha 70 mg/ml).
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- JpyruTe chCTaBKH ca: JieJicHa OlleTHA KHCEINHA, HAaTPHUEB XUAPOKCU, HATPUEB alleTaT

TpUXHUApAT, copobuTon, monmrcopdar 20 U Bo1a 32 HHYKEKITHH.
Kak u3riie:kna Vevzuo u KakBo CbIbpKa OMAKOBKATA
Vevzuo e HHKEKIIMOHEH Pa3TBOP (MHKEKITHS).
Vevzuo e OUCThP 10 JIEKO OMajIeCIeHTeH, Oe31IBETEH 0 OJIC0KBIT Pa3TBOP.

BI/I,Z[OBG OIIAaKOBKH 110 €IUH, TPU UJIK YCTUPHU (bHaKOHa.
Bcenukn BHUOOBC OIMAKOBKHU HC MOTaT Aa 6’L,Z[aT ITyCHATU B npoz[a>i<6a.

IIpuTeskaTes Ha pa3pelIeHHETO 32 yNoTpeda

Biosimilar Collaborations Ireland Limited
Unit 35/36, Grange Parade,

Baldoyle Industrial Estate, Dublin 13,
Dublin, Upnanaus, D13 R20R

IIpousBoaure

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building,

Santry, Demesne,

Dublin, D09 C6X, Upnanaus

3a JOITBJIHUTCIIHA I/IH(bOpMa]_[I/Iﬂ OTHOCHO TOBaA JICKApCTBO, MOJIA, CBBPIKETE CC C JIOKAJTHUSA

NpEeICTaBUTEN Ha IPUTEXKATENs Ha Pa3peleHUeTo 3a ynoTpeoa:

Belgié/Belgique/Belgien
Biocon Biologics Belgium BV
Teél/Tel: 0080008250910

Bbuarapus
Biosimilar Collaborations Ireland Limited
Ten: 0080008250910

Ceska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Danmark
Biocon Biologics Finland OY
TIf: 0080008250910

Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

E)ArGoa

Biocon Biologics Greece MONOITPOXQITH
LK.E
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Lietuva
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Luxembourg/Luxemburg
Biocon Biologics France S.A.S
Tél/Tel: 0080008250910
(Belgique/Belgien)

Magyarorszag
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Malta
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Nederland
Biocon Biologics France S.A.S
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910



TnA.: 0080008250910

Espaiia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Biocon Biologics France S.A.S
Tel: 0080008250910

Hrvatska
Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 800 4316

Italia
Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvnpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Roménia
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

I[aTa Ha MMOCJICIHO MMpepasrjaekaaHe Ha JUCTOBKaTa

[MoapoOna nnpopmanus 3a TOBa JIEKapcTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara

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

ITocouenara mo-10J1y I/IH(i)OpMaIII/IH € nMpeaAHasHavYeHa caMo0 3a MEAMIMHCKH CIICIHATUCTH:

IIpenun mnpunoxenue, pa3TBOPHT Vevzuo TpsAOBa na ce mnpoBepu Bu3yanHo. He
UH)XEKTUpalTe pa3TBoOpa, aKO € MbTEH WIK C IPOMEHEH LIBAT.

He pazknamaiire.

3a ga ce m3ber"e AWCKOM(OPT Ha MSICTOTO Ha HWHXKEKTHPaHE, ocTaBeTe (akoHa Ia
JocTUrHecTaiiHa TeMmnepatypa (1o 25°C) npean WHXEKTUpaHe U MHKEKTUpaiTe OaBHO.
TpsiOBa ga ce MHXKEKTUPA ISIOTO ChAbP)KAaHUE Ha (IIaKoHA.

3a mpuarane Ha 1eHo3yMa0 ce npenopbusa urna 27 G.

Urnara He Tps0Ba Aa ce BbBEKAa NOBTOPHO BHB ()IIAKOHA.

Hewnsnon3BaHuaT npoAyKT WIK OTIAAbYHUTE MAaTEPUAIX OT HETO TPSAOBA J1a CE M3XBBPIIAT B
CHOTBETCTBUE C MECTHUTE U3UCKBAHUSI.
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