IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JIEKapCTBEH MPOJIYKT TOJICKH Ha JOITBIHUTEITHO HaOmoeHre. ToBa 11ie mo3Boiau 0bp30To
YCTaHOBSIBaHE Ha HOBa HH(OpMAaIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
W3WCKBA JIa ChOOIIaBaT BCAKa MMO03UPaHa HeKellaHa peakius. 3a HauiMHa Ha ChOoOIaBaHe Ha
HEXXEJTaHW PEaKIINH BIDKTE TOUKa 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Osenvelt 120 mg MHXEKIXOHEH Pa3TBOP

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceku duakon ceappika 120 mg aenozyma0d (denosumab) B 1,7 ml pazteop (70 mg/ml).

Jeno3ymab e 40BEeUIKO MOHOKJIOHAIHO aHTHUT:I0 1g(G2, npousBeneHo B KIEThYHA JIMHUS OT O03aliHUK
(KyIeTKH OT SMYHUK Ha KHTalicKu XaMcTep) upe3 pekomOuHanTHa JJHK Texnomorus.

Tlomomnrau B€IICCTBA C U3BCCTHO HCﬁCTBHe

Bceku 1,7 ml ot pasreopa chabpxkar 79,9 mg copouroin (E420), kouto ca ekBuBaieHTHH Ha 47 mg/ml
u 0,17 mg monucopOat 20 (E432), kouto ca exBuBanentHu Ha 0,1 mg/ml.

3a IBIHUA CIIMCHK Ha ITOMOIIHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
WHxeKImoneH pa3TBop (MHXKEKIIHS)

buctbp, Oe31BeTeH 10 Oe10XBIT pa3TBop ¢ pH 5,2.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHHU MOKA3AHUS

[IpenoTBpaTsiBaHe Ha CHOUTHS, CBbP3aHK ¢ KOCTHATA CHCTEMa (MaToJIoruuHa (pakTypa, o0IbYBaHE Ha
KOCTTa, TPHOHAYHOMO3bYHA KOMITPECHS WITH OTIepallysi Ha KOCTTa) MPH Bb3PACTHH MAIUSHTH C
HaIpeHAIM 37I0KaYeCTBeHN 3a00JIIBaHUs, 3acsralid KOCTUTe (BX. Touka 5.1).

JledeHue Ha BB3paCTHU U FOHOIIH ChC 3aBBPIICHO CKEJICTHO Pa3BUTHE C THTAHTOKJICTHYCH TYMOD Ha
KOCTTa, KOMTO € HeomepaOmiIeH Wik KOraTo HMa BEPOATHOCT XUPYPTrUYHATA PE3EKIHA Ja TOBEIE 10
TeXKa 3a00JIeBaEMOCT.

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

Jleno3ymab TpsiOBa Aa ce mpuiara moJi HabJIF0ICHUETO Ha MEIUIIMHCKH CTICTIHAIIHCT.

2031/1[3031«:1

Benuky nanuenTu TpaOBa qa monydasat 1o0aBku ¢ Haii-manko 500 mg xanuuit u 400 [U Buramun D
JHEBHO, OCBEH aKO € HAJIMIE XUIlepKaauueMust (Bx. Touka 4.4).

Ha narpieHTuTe, KOUTO CE JISKyBaT ¢ A€HO3yMa0, TpsAOBa Jia ce MPEI0CTaBH JIMCTOBKA 3a MallMeHTa 1
HATIOMHSIIIa KapTa Ha MalleHTa.



Hpeéomepamﬂearie HA c1;6umu;z, C6bP3AHU C KOCmHama cucmema npu 6vb3pacnmHu ¢ Hanpedyaﬂu
3710KA4YecmeeHu 36160]1}1661Hu}1, 3acsaeawu kocmume

HpeHOp’b‘lI/ITeJ'IHaTa J03a € 120 mg, IPUJIOKCHA KaTO €JHOKPATHA MMOAKOXXHA UHKCKIIUA B obmacTTa
Ha 6€Z[p0T0, KOpeMa W MUIIIHULIATA, BEAHBK Ha BCCKU 4 CCIAMMUIIN.

Tucanmoxnemvuern mymop Ha Kocmma

[Ipenopbuntennara no3a nerozymad e 120 mg, mpuitokeHa KaTo €THOKPAaTHA TIOJIKOKHA MHXKEKIINS B
oOjactTa Ha OeIPOTO, KOPEMa WIIM MUIIIHUIIATA BEIHBK HA BCEKH 4 CEIMUIIH, C JOINBIHUTEIHHU 1031
ot 120 mg Ha neH 8-Mu U 15-TH OT JICUSHUETO MPE3 TBPBHUS MECEI] OT TEPATTHSITA.

[anuenTure B npoyuBane ¢a3za II, kouto ca npeTbpriesin mbIHa pe3eKLUUs HA TUTAHTOKIEThYEH TyMOP
Ha KOCTTa, ca IIoJIy4MId olle 6 Mecella JIeueHNe ClIe/l ONlepalysiTa, ChIJIacHO IIPOTOKOJIA Ha
MIPOYYBAHETO.

[TanueHTHTE C TUTAHTOKJIETHYEH TYMOP Ha KOCTTa TPsOBa Ja ObJAT OLICHABAHU PEIOBHO, 32 Ja Ce
OTIpeIeN Ay MPOAB/DKABAT a UMAT M0JI3a OT JieueHueTo. [Ipu nanueHTy, YueTo 3a00siBaHe ce
KOHTPOJIAPA OT JeHO3yMa0, eheKThT OT MPEKhCBAHE WK CITUPaHE Ha JICUSHUETO HE € OLICHEH, HO
OTpaHMYCHUTE JaHHU NPU TE3H MALMEHTH HE TIOKa3BaT HaJIMUue Ha pedayH | eeKT ciie
MpeKpaTsIBaHe HA JICUCHUETO.

bvbpeuno yspescoane
He ce Hanara kopurupase Ha J103aTa IpH MalUeHTH ¢ ObOpeYHO yBpekIaHe (BxkK. Touku 4.4 3a
MPETOPHKH OTHOCHO TIPOCIIeAsIBaHE HA KaIIUeBUTe HABA, 4.8 1 5.2).

Yeproopobro yspedcoane
bezonmacHocTTa M eukacHOCTTa HA JCHO3yMa0 HE ca U3CJICIBAHU MPH MAIUEHTH ¢ YePHOIPOOHO
yBpexxaane (BK. Touka 5.2).

Hayuenmu 6 cmapuecka 6v3pacm (6vspacm > 63)
He ce nmanara xopurupaHe Ha J03aTa IpH MAIIEHTH B CTapYeCcKa B3PacT (BXK. TOUKa 5.2).

Ileouampuuna nonynayus

BesonacHoctTa 1 epukacHOCTTa Ha JeHO3yMad Npy MEANATPUYHHU MalMeHTH (BB3pacT < 18 rogunm)
HE ca YCTAaHOBEHHU, OCBEH NP IOHOIIHU ChC 3aBBPILICHO CKEJIETHO Pa3BUTUE (HA BB3pACT

12 - 17 roguHu) ¢ TUTAHTOKJIETHUEH TyMOpP Ha KOCTTA.

He ce mpenopsuBa ynotpedara Ha Osenvelt mpu nearaTpudHu manueHTH (Bh3pact < 18 roauHn),
OCBEH IIPH FOHOIIHN ChC 3aBBPIICHO CKEIETHO pa3BUTHE (Ha Bb3pacT 12 - 17 rogunm) ¢
TUTAaHTOKJIETHYEH TYMOP Ha KOCTTa (BX. Touka 4.4).

Jledenune Ha I0OHOIIH CHC 3aBbpPIICHO CKEJIECTHO PAa3BUTHUC C TUT'AHTOKJIICTHUCH TYMOD Ha KOCTTa, KOHNTO
€ HeOHepa6I/IHCH HJIKM KOraToO UMa BEPOATHOCT XUPYPruyHaTa pe3CKIud Ja JOBEAC N0 TCIKKaA
3a00JIEBAEMOCT: A03HUpPOBKaTa € ChbllaTa KaTO IPHU Bb3PACTHU.

[Ipu npoyuBanus npu xkuBoTHU, nHXHOUpaneto Ha RANK/RANK nuranga (RANKL) e cBpp3ano ¢
MHXUOMpaHe Ha KOCTHUS PacTEeX U JIHUICA Ha TPOOUB HA 360U U TE3H MPOMEHH ca OWIIM 4acTHYHO

oOpatuMu nipu npekpaTsiBaHe Ha nHxuOupaneto Ha RANKL (Bx. Touka 5.3).

Hauun Ha IPUITOKCHUC

3a IMMOAKOXXHO IMPUIIOKCHUC.

3a yka3aHus OTHOCHO yIIoTpeOa, paboTa U U3XBBPIISIHE BIDKTE TOUKA 6.6.



4.3 IIpoTuBOMOKA3aAHUA

CBpPBXYyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HAKOE OT IIOMOLIHUTE BEILICCTBA,
n30poeHu B Touka 6.1.

Texka, HeIeKyBaHa XUITOKAIITUEMUS (BXK. TOUKa 4.4).
HezapacHanu panu OT cTOMaTONOTHYHA MPOLIEAYPa WM OpajHa XUPYPIHsl.
4.4 ChenuajaHu npeaynpeskaeHus! U NpeANa3sHi MePKH IIPH ynorpeda

IIpocnenumoct

3a fa ce moo0pu MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MTAPTHTHUAT
HOMeEp Ha MPIIIOKEHUS MPOIYKT TPSIOBA SCHO J1a CE 3aIMCBaT.

Jlo0aBKH ¢ KaJIuii ¥ BUTaMuH D

Benuku nanuenTu Tpa6Ba fa mojydyasat 100aBKU ¢ KalILMi U BUTaMuH D, OCBEH ako € Hajuue
XHUIMepKanueMus (Bx. Touka 4.2).

XHIOKATIHUEMHUSI

[IpenmecTBaniara XunokanueMus TpsiOBa Aa ObJie KOPUTUpaHa MPeIH 3a0uBaHe Ha TEparusTa C
JIeH03yMa0. XHUIOKaIIeMHss MOXKe J1a Bb3HHUKHE 110 BCSIKO BpEME B X0O/1a Ha JICUCHUETO C JICHO3yMaol.
IIpocnensBane Ha KaIIMEBUTE HUBA TPSOBA J1a ce U3BBPINBA (1) Mpear HavaHaTa J03a Ha IeHO3yMao,
(i1) B paMKuTE Ha JBE CEAMUIIM ClIe]] HaYaIHaTa 7034, (iil) aKo ce MOSBAT MPEANoNaraéMu CUMITOMH
Ha XUIOKaNeMus (BK. Touka 4.8 3a cumnromu). [Ipu manmentu ¢ puckoBu hakTopu 3a
XUIMOKAIIUEMHUs TPSIOBa Jia ce 0OMUCITH JOITBITHUTEHO MPOCIe/IsIBaHe Ha KAHEBUTE HUBA 110 BpeMe
Ha JICYUSHUETO WIIM aKo Ce Hajlara JIpyro Bb3 OCHOBA Ha KJIMHWYHOTO CHCTOSHUE HA NAlMEHTA.

ITammentute TpsiOBa 1a ObAAT HACHPUYABAHM J]a CHOOIIABAT CUMITTOMH, TIOKA3aTETHH 3a
XUTIOKAIITEMUs. AKO TI0 BpeMe Ha IPUIIOKEHUETO Ha IEHO3yMal ce MOSBU XUIOKAIIINEMHUS, MOXKE J1a
Ce HaJIOXKU JIOIBITHUTEITHO J00aBsSHE Ha KA U TOTBIHUTEIHO IPOCIeAsIBaHe.

Cro01maBa ce 3a Te)KKa CUMIITOMATHYHA XUITOKATIHEMUS! (BKIFOUUTEITHO JICTATHY CITy4an) pH
MOCTMAapKETHHIOBaTa yrnorpeda (Bxk. Touka 4.8), KaTo MOBEYeTO Cayvar ca HACTBIIMIN B ITbPBUTE

CCAMHUIN OT HAYAJI0TO HaA JICYCHHUECTO, HO MOXXEC JJa CC MOABAT U IIO-KHBCHO.

Bu0OpeuHo yBpexmane

[TanueHTH ¢ TEXKA CTENEH Ha OBOpEeUYHO yBpekaaHe (KpeaTHHUHOB KiIMpbHC < 30 ml/min) wiu KOUTO
ca Ha JInaJin3a ca C MO-TOJISIM PUCK OT pa3BUTHE Ha XHITOKAIIMEeMus. PUCKBT OT pa3BUTHE HA
XUTOKAIIUEMUSI U CHITHTCTBAIIO ITOBUIIICHUE HA TTAPATUPEOUTHUS XOPMOH CE yBEIIMYaBa ¢
HapacTBaHE Ha CTENeHTa Ha OLOPEeUHOTO yBpexkaaHe. PejoBHOTO npociensiBaHe Ha Kall[MeBUTE HUBA
€ 0COOCHO BaXKHO MPH TE3H MAIIHCHTH.

Ocreonekposa Ha yearocrra (OHY)

OHUY ce cro0111aBa 4ecTo Npy MANKUEHTH, MOTyYaBaIiy AeHo3yMab (Bk. Touka 4.8).

HauanoTo Ha j1e4eHneTo/HOB KypC Ha JieueHHe TPSOBa Ja e OTIIOXKH MPU MAalMeHTH ¢ He3apacHaH
OTKPWTH JIe3UH Ha MEKHUTE ThKaHM B ycrata. [Ipenu neuenne ¢ reHo3ymal ce MmpernopbhyBa
CTOMATOJIOTHYCH TIperiie]] ¢ MPO(MIaKTHYHO 3500JICUSHIE U UHIUBHTyalTHA OIICHKA Ha
CHOTHOIIIEHUETO TOJI3a/PUCK.



Crnemaute puckoBH GakTopu TPsAOBA Ja ce UMAT MPEABH/I PH OIICHSABAaHE HAa PHCKA 3a MAIMeHTa OT

passutre Ha OHY:

o AKTUBHOCT Ha JICKAPCTBEHUS MPOAYKT, KOUTO HHXHOHMPa KOCTHATA pe30pOIHst (TI0-BHCOK PUCK
MIPH BUCOKOAKTHBHH ChEIWHEHYSI ), HAUWMH Ha MPIIIOKEHUE (IT0-BUCOK PUCK MIPU MAPESHTEPATHO
MIPUJIOKEHUE) U KyMYJIaTUBHA /1032 Ha KOCTHO-PE30pOTUBHATA TEPAIIHSL.

o pak, mpuapy>KaBaly 3a00sIBaHus (HATp. aHEMHS, KOAryJIONaTHH, HH(EeKuun),
TIOTIOHOTYIICHE.

. CBITBTCTBAIIIY JICYEHUSI: KOPTUKOCTEPOUIH, XUMUOTEpAIHs, MHXUOUTOPH HAa aHTMOTEHEe3aTa,
JpUETEpAITus Ha IJ1aBaTa M MIusTa.

o JIOIa YCTHA XUI'MEHa, IapOJIOHTO3a, JIOLIO IIOCTABEHH [IPOTE3H, aHAMHE3a 32 CTOMATOJIOTUYHO

3a6OH${BaHC, HWHBAa3WBHU CTOMATOJIOTUYHU NPOLCAYPHU (Hanp. CKCTpPAKIHA HA 3"[»6).

ITo BpeMe Ha JIEUESHUETO C JIeHO3yMad BCHYKH MAIlMEHTH TPsAOBa 1a ObJaT HaChpUaBaHU Jia
MOJIBPKAT A00pa yCTHA XUTHEHA, J1a ¢e To/araT Ha PyTHHHH CTOMATOJOTHYHHU TIPETIIeIU 1
He3a0aBHO Ja ChOOIIaBaT 32 BCHYKH CHMIITOMU OT CTPaHa Ha yCTHAaTa KyXHHa, KaTo KJIaTeHE Ha
3p0uTe, OOJIKA WITH MOyBaHEe, UM He3a3/IpaBsaBaIllH S3BU WK cekpelus. [1o Bpeme Ha JICYCHHUETO
WHBA3WBHH CTOMATOJIOTHYHH MPOIIEAYPHU TPSIOBA Ja Ce M3BHPIIBAT CaMO CJIe/l BHUMATETHA MPEICHKA
U TpsiOBa J1a ce 305rBa U3BBPIIBAHETO MM B HEMOCPEICTBEHA OJIM30CT C PUIIOKEHHETO Ha
JIEHO3yMa0.

[TnanbT 32 IeueHNe Ha ManueHTuTe, KouTo pazsuBar OHY, Tpsa6Ba na 6bae U3rOTBEH B TACHO
CBTPYAHUYECTBO MEXIY JIEKYBaLIUs JIEKap U JIeKap 10 JCHTAIHA MEAUIIMHA WU JIMLIEBO-YEIIFOCTEH
xupypr ¢ onut B OHY. Tps0Ba na ce 0OMUCIIN BpeMEHHO MPEKbCBaHE Ha JICYCHHUETO C JCHO3yMao,
JIOKAaTO ChCTOSIHUETO OTIIYMH M AONPUHACALINTE PUCKOBH (pakTopu ObIAT HaMaJleHH, aKo €
BB3MOKHO.

OcTeoHeKpo3a Ha BHHIIHUS CIYXO0B IPOXOI

Mma cpobmieHus 3a OCTEOHEKPO3a Ha BHHIITHUS CIYXOB MPOXOJ] IPH JISYEHHE C IEHO3yMao.
Bb3moxHuTE prICKOBH (haKTOPH 32 OCTEOHEKPO3a Ha BHHIIHUS CIIyXOB IPOXO]T BKIIOYBAT yHOTpeOa
HA CTEPOUIN U XUMHOTEPANVsI U/UIH JIOKATHU PUCKOBU (PAKTOPH, KaTO HAIIpUMEp HH(EKITHS UITH
TpaBMa. BeposaTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BHHITHHS CIYyXOB ITPOXO TPsiOBa Ja ce umMa
TPEJBU TIPH MAIIMEHTH, IPHEMAIIIH JIeH03yMa0, KOUTO pa3BUBAT CUMIITOMHU OT CTPaHa Ha YXOTO,
BKITFOUUTEITHO XPOHUYHU HH(EKIIMH HA YXOTO.

ATnnuyan dJDaKTVDI/I Ha 6ezmeHaTa KOCT

Nma crolbmenns 3a aTunuuHu QpakTypu Ha OepeHara KOCT MpH MalMeHTH, ToTyYaBally 1eH03yMa0
(Bk. Touka 4.8). ATunuuHute GpaKTypH Ha OeIpeHaTa KOCT MOJKE J1a Ce MOSBAT P MHUHUMaIHA
TpaBMa Wik 0e3 TpaBMa B CyOTpOXaHTepHUTE U Auadu3HuTe 001acTH Ha OeapeHara KocT. Te3u
CBHOUTHSA Ce XapaKTEPU3UPAT ChC CIeUUPUUHN PEHTITCHOJIOIMYHN HaXOAKU. ATHIINYHU QpaKTypH Ha
OenpeHaTa KOCT ce ChOOIIaBaT CHIIO MPH NALMEHTH C ONPEACICHH ChITBTCTBALIM CHCTOSHUS (HAIp.
JnegunuT Ha BUTaMuH D, peBMaTouieH apTpuT, xunodocdarazus) u npu ynorpeda Ha HIKOU
JIeKapCTBEHU NMPOAYKTH (Harp. oudocdoHaTy, rIIOKOKOPTUKOUIN, UTHXUOUTOPH Ha IPOTOHHATA
nomna). Te3u ceOuTHS ca HacThIMIK Oe3 aHTHpe30pOTHBHA Tepanus. [lonoOHu ¢ppakTypu, cHOOLIIEHN
BBB Bpb3Ka ¢ OudochonaTtn, gecto ca bunaTepanHy; IOpaay TOBA MPH MAIMEHTH, JIEKYBaHH C
JICHO3yMa0, KOUTO ca MPEThPIean PpakTypa Ha TAJI0TO Ha OeapeHaTa KoCT, TpsOBa Ja ce u3cjenBa
KOHTpajiaTepaiHara OepeHa kocT. TpsOBa qa ce 0OMHUCTH MpeKpaTsIBaHEe Ha TepanusiTa ¢ IeH03yMal
NPY TIALMEHTH, 32 KOUTO Ce MOI03Upa, Ye MMaT aTUIHa QpakTypa Ha OeJjpeHara KOCT B OUaKBaHEe
Ha OIICHKAaTa Ha MMallMeHTa Bb3 OCHOBA HAa WHIWBUIYAITHO OIPEENICHOTO ChOTHOLICHHUE MOJI3a/PHCK.
[lo Bpeme Ha Je4eHHETO C AeHO3yMad ManueHTUTe TpsOBa 1a ObIaT MOCHBETBAHH J1a ChOOIABAT 32
HOBa WM HeoOMYaiiHa OoJika B OeapoTo, Ta3o00eqpeHaTa craBa win ciadunure. [lanmenTty ¢ Takusa
CUMIITOMH TPsAOBa J1a Ce U3CJISABAT 33 HEMbJHA (PpakTypa Ha OeapeHara KocCT.



XunepKaJlueMus e/l IpeKpaTsIBaHe Ha JICYSHUETO TP MAIMEHTH C TUTAaHTOKJIEThYEH TYMOD Ha
KOCTTa U IPH NATMCHTHU C HC3aBbPIICH KOCTCH PACTCXK.

Cro0mraBa ce 3a KIMHIUYHO 3HAYMMa XUIEPKAIIIMEeMUsl, H3UCKBAIIA XOCITUTAIN3AIUS U YCIIOKHEHA OT
octpa 0BOpedHa HeIOCTaThYHOCT, TIPY TAIMEHTH C TUTAaHTOKIJIEThUEH TYMOpP Ha KOCTTa, JIEKYBaHU
C IEHO3yMal, CEMUIIM JIO MECEIIH CJIe]l IPeKpaTsIBaHe Ha JIEYCHUETO.

Crnen mpekparsiBaHe Ha JIEUeHUETO, HaOII01aBaiTe MallMeHTHTE 33 IPU3HALM M CHMIITOMHU Ha
XUTIEPKATITHEMUS, OOMHUCIIETE TTIEPUOINIHA OIICHKA Ha CEPYMHISI KM W HaIpaBETe TTOBTOPHA
OIICHKA Ha HYX/IMTE Ha MaIlMeHTa OT Jo0aBsHe Ha Kaluii ¥ BUTaMuH D (BxkK. Touka 4.8).

JeHo3ymab He ce mpemnopbyBa MpH MalMEeHTH ¢ HE3aBBPIIEH PacTeX Ha CKeJeTa (BK. Touka 4.2).
Cro01maBa ce 3a KIIMHUYHO 3HaYUMa XUIIEPKAJIIUEMHs U B Ta3U rpyna NalueHTH, CEAMHLN 10 MECEeln
cle]l IpeKpaTsIBaHe Ha JIEUYEHHUETO.

ITanmenTyn, TeKyBaHU C IEHO3yMa0, HEe TPsOBa Ta OBAAT JEKYBaHU €THOBPEMEHHO C IPYTH
JIEKapCTBEHU MPOIYKTH, ChIBPKAIIH ICHO3YMa0 (3a TIOKa3aHUETO OCTEOIOPO3a).

[NammenTw, NekyBaHH ¢ JeHO3yMal, He TpAOBa Ja ObJaT JeKyBaHH €IHOBPEMEHHO ¢ OHdocdoHaTH.

3/10KaueCTBEHOCT NPU FMTAaHTOKIEThUEH TYMOP Ha KOCTTA WM MPOTPECHUs JO METAaCTa3upaio
3a00JIBaHe € PAIKO CHOUTHE M U3BECTEH PUCK IPH MAIMEHTH C TUTAHTOKJIETHYEH TYMOp Ha KOCTTA.
ITanmmentute TpsiOBa na ObaAT HAOIOMABAHY 32 PEHTTCHOJIOTUYHH TIPU3HAIM HA 3JI0KaYECTBEHOCT,
HOBH OTHHIIA Ha PaIUOPEAKTUBHOCT WIIH OCTEONM3a. HamnyanTe KIMHUYHU TaHHHA HE TTOKa3BaT
MOBUIIEH PUCK OT 3J0KAYE€CTBEHOCT IIPU MALMEHTU C TUTAHTOKJIEThYEH TYMOP Ha KOCTTa, JICKYBaHU
C IeHO3yMa0.

HDG)IVHDG)K}IGHI/ISI 3a IOMOIIHHUTE BCIICCTBA

To3u nekapcTBeH MPOAYKT ChAbpKa 79,9 mg copOUTON BEB BcekH (DIaKOH, KOUTO Ca eKBUBAJICHTHU
Ha 47 mg/ml. TpsOBa na ce nMa npeABUA ATUTUBHUAT €(EeKT Ha ChITBTCTBAINO NPHJIAraH! MPOAYKTH,
ChIbpKaly copOuTon (i GpyKTo3a), KAKTO M XPAHUTESITHHUAT IIpUEM Ha copouTon (mim Gpykrosa).

To3u nekapcTBEH NPOAYKT ChIbprka Mo-Majako oT 1 mmol HaTpuii (23 mg) Ha qo3a 120 mg, T.e. MOXKe
Jla ce KaXke, 4e MPAKTUIECKH HE ChIIbpKa HATPHIA.

To3u sekapcTBeH MpoaAyKT chabpxa 0,17 mg monmucopdar 20 BbB BcekH (1akoH, KOUTO ca
exBuBaneHTHU Ha 0,1 mg/ml. IlonucopOaTure MoraT a MPUUYMHAT aJIepPrHYHH PEAKLIIH.

4.5 Bs3amMmopeiicTBHE ¢ IPYrH JeKAPCTBEHH MPOAYKTH M APYTrH (JOpMH Ha B3auMojeiicTBHe

He ca npoBexxnanu mpoy4YBaHus 3a B3aUMOJICHCTBHATA.

B knmuHUYHM M3NUTBAHKS JICHO3yMal € Tpuiiarad B KOMOWHAINS ChC CTaHAAPTHO POTHBOPAKOBO
JIeYeHHE M MIPH yYaCTHHUILIHM, KOUTO ca noixydaBanu 6ugochonaru. He ca HabmogaBanu KIMHUYHO
3HaYMMU IPOMEHH B Hali-HUCKUTE CEPYMHU KOHLEHTPALUH 1 BbB (papMakoanHaAMUKaTa Ha 1€HO3yMal
(xopurupas crpsMo kpeatuHuHa ypuHeH N-tenonenti, uNTX/Cr) npu chIrbTCTBAIA XUMUOTEPAITUS
W/WIIM XOPMOHAJTHA Tepanus, WK MPY NpeALIecTBalla eKCIIO3UIKS Ha MHTPaBeHO3HH oudocdonaru.
4.6 dDepTUaAUTET, OPEMEHHOCT U KbpPMeHe

Bbpemennoct

JIuncBaT Wiy ¥Ma OrpaHUYEHH JaHHH OT yHoTpebara Ha JeH03yMal 1mpu OpeMEeHHH JKEHH.
[IpoyuBanusiTa Mpu >KUBOTHH MOKA3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).



Jleno3ymab He ce mpernopbhuBa 3a yrmoTpeda npu OpeMEHHH KSHU U TIPH KEHU C IeTePOIeH
MOTEHITUAII, KOUTO HE U3IOJI3BAT KOHTpareniys. JKennre TpsOBa 1a ObJ1aT ChBETBAHU J1a HE
3a0peMeHsBaT M0 BpeMe Ha M Hali-Mallko 5 Mecella ciel JIeueHHeTo ¢ AeHo3ymad. Edekrure Ha
JIEHO3yMal € BEpOSITHO J1a ca MO-TOJIEMH 10 BpeMe Ha BTOPHS U TPETUSI TPUMECTHP Ha OPEeMEHHOCTTa,
THI KATO MOHOKIIOHATHUTE aHTUTEJIA PEMUHABAT TIpe3 TUIAIeHTATa 110 IMHEEH MOJICN C HallpeBaHe
Ha OPEMEHHOCTTA, KaTO HA-TOJIIMO KOJIMYECTBO IIPEMUHABA MPE3 TPETUS TPUMECTHD.

Kspmene

He e u3BecTHO manu neHO3yMab ce eKCKpeTHpa B KbpMmaTa. He Moxke J1a ce U3KIIIouu pUCK 3a
HOBOpOJeHUTE/KbpMaueTaTa. [IpoyuBanus npu ,.knockout Muiku’ mokaspar, 4e jumcata Ha RANKL
0 BpeMe Ha OpEMEHHOCTTa MOKE J1a TTOBJIMSAC BbPXY Ch3PSIBAHETO HA MIICUHUTE XKIIE3H, BOJIEIIO JI0
HapYIICHA JIAKTAIUs ClIe]] paxkaaHe (Bx. Touka 5.3). TpsaOBa ma ce B3eMe pelIeHre Iaiu J1a ce
NpeyCcTaHOBU KBPMEHETO WJIH J]a Ce MPEYCTaHOBH JICYEHUETO C JICHO3yMa0l, KaTo ce B3eMaT MpeIBUI
1oj3aTa OT KbpMEHETO 332 HOBOPOJACHOTO/KbPMAUETO H TI0JI3aTa OT TepaIusTa 3a JKeHara.

DepTunurer

Hswma nannu 3a edexra Ha neHo3ymal BbpXy depTunutera npH xopa. [IpoyuBanust npu >KHBOTHHU HE
MOKAa3BaT AUPEKTHU WM WHAWPEKTHHU BpenHU e(eKTH BBpXyY (depTunuTera (BX. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTA 32 WIoupaHe u padoTa ¢ MAIIUHA

JleHO3yMa0 He TOBJIUsIBA WU MOBJIHMSIBA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a 1o upaHe U padoTa ¢
MallnuHH.

4.8 Hexenanu JeKapCTBEHH PeaKINU

O0600611eHMEe Ha ipodiia Ha OE30IIaCHOCT

O6muaT mpod I Ha 6€30MTaCHOCT € B ChOTBETCTBUE C BCUYKHU OJI0OPEHHN TTOKA3aHUA 3a ICHO3yMao.

XunokajluueMus ce cho0IaBa MHOTO YECTO clie]l IPUIIOKEHHE Ha JeH03yMal, MPeTMMHO Mpe3
IBPBUTE 2 CEAMUITH. XHUIMOKAIIINEMHATAa MOXKE J1a € TEKKA ¥ CHMITTOMaTH9IHA (BXK. Touka 4.8 —
omHcaHue Ha W30paHu HEKEIIaH! peakiun). HamansBaneTo Ha cepyMHUS KalIinii 0OMKHOBEHO ce
OBJIAJISIBA TIO TIOJIXO/ISIII HAYMH C TIOMOIIITa Ha 00aBKU ¢ Kanmuid U ButamuH D. Hali-uectara
HE)KeJlaHa peaklys Ha AeH03yMab e MycKyJIHO-ckejleTHa Ooska. Ciiydan Ha OCTEOHEKpo3a Ha
YemocTTa (BXK. Touku 4.4 1 4.8 — onricanne Ha N30paHH HEXKETaHU PEaKIlii) ca HAOI0aBaH! YeCcTo
MIpH MAIUEHTH, IPUEMAIly JIeH03yMa0.

TabauyeH CIUCHK Ha HEXETAHNUTE pCaKnnu

W3non3Bana € ciemHaTa KOHBEHIMS 32 KiIacu(hUKaNUs Ha HeXKEIIaHUTE JICKaPCTBEHU PEaKIUU Bh3
OCHOBA Ha YECTOTaTa B YCTHPHU KIMHUIHH npoyuBanus (aza I1l, nBe xmmamann npoyusanus ¢aza 1
KJIMHUYHU U3IUTBAHMS U TIOCTMApKETUHIOBUS ONMHUT (BK. Tabnuma 1): MHoro yectu (> 1/10), yectu
(= 1/100 mo < 1/10), meuectu (= 1/1 000 go < 1/100), peaxu (> 1/10 000 go < 1/1 000), MHOTO penKu
(< 1/10 000) u ¢ Hem3BecTHa YecTOTa (OT HAJTMYHUTE JAHHU HE MOXeE J]a Ob/Ie HalpaBeHa OIEHKA).
[Ipu BCsiko rpynupaHe B 3aBUCUMOCT OT YECTOTaTa M CHCTEMO-OPTaHHUS KJlac, HEeKEJIaHUTE PeaKIIUU
ce u30posiBaT B HU3XO/IAIIL PEJT IO OTHOIIICHUE Ha TAXHATA CEPHUO3HOCT.



Taoauna 1. Hexxenanu Pe€aKIuu, CHOOIIeHH NPpHA NMANUECHTH C HAIIPCIHAIH 3JI0KAYECTBCHHU
3360.]15[33}[]/15[, 3acHAralmim KOCTUTe, MHOKCCTBCH MHUEJIOM WM C THTAHTOKJICTBYECH TYMOP Ha

KOCTTa

CucremMo-opraHeH Kjiac 1o
MedDRA

KaTeropml qyecToTa

Hexenanu pP€aKuumn

Heommasmu nobpokauectBenu, | Yectu HoBo mbpBHYHO 3710Ka4€CTBEHO
3710Ka4E€CTBEHU U 3abounsBane’
HeoTpeaeneH: (BKIIOYUTETHO
KHUCTH M TIOJIHIIH )
Hapymenns Ha uMmyHHarta Penxu JlexapcTBeHa
cucTema CBPBXYYBCTBHUTEHOCT |
Penxu ABadunakTiyHa peakius’
Hapymienns Ha Metabonmusma u | MHOTO 9ecTu Xunokammemus ' 2
XpaHEHETO Yectn Xunodocharemus
Heuectn XumnepkanuueMus ciaea

NpeKpaTsBaHe Ha JIEYEHUETO
TpYU NAlUEHTH C
TUTaHTOKIIEThYEH TyMOD Ha
KocTTa’

PecniupaTopuu, rpbaHU U MHoro dyectu JucnHes
MEINACTHHAIHN HapyIIEeHUs
CromamrHo-4peBHHU HapyleHuss | MHoOro uectu Huapus

Yectn ExcTpakimst Ha 360
Hapymienust Ha koxaTa u Yectu Xunepxuaposa
MOJIKO’KHATa ThKaH Hewectn JInxeHOnHY JIEKapCTBEHU

peakuyn!

Hapymenuns na
MYCKYJIHO-CKEJIETHAaTa CUCTEMa
U ChbEIUHUTETHATA ThKaH

MHoro uectu

MyckynHo-cKeneTHa 6onka'

Yect

OcTteoHekpo3a Ha yeaocTTa'

Heuectn

AtunuyHa GppakTypa Ha
OexpeHara Koct!

C HeHn3BecTHA YECTOTA

OCTeOHEKPO3a HA BHHIIHUS
cIyXxoB npoxox™*

! Buxre Touka ,,Onrcanne Ha n36paHu HeXeETaHH PEAKIUN”
2 BukTe TOUKa ,,J[pyrH CHENHUAIHH HOMyIauun’

3 Bmxkre Touka 4.4
4 EdbexT Ha Ki1aca JgexapcTpa

Onrcanve Ha 30paHN HEXKETAHU PEaKITHH

Xunoxanyuemus

B kiuHMYHNTE M3NUTBAHUS 3a mpeaAOTBpaTIBaHC HA C’B6I/ITI/I}I, CBBbpP3aHU C KOCTHATA CUCTCMaA (CCK) €
Ha6JIIO,IIaBaHa IIO-BUCOKA YCCTOTA HAa XUIIOKAJIOIUEMHUS ITIPH IMALIMCHTH, JICKYBaHU C ,Z[eHO3YMa6, B
CpaBHCHUEC CHC 30JIEAPOHOBA KUCCIIMHA.

Haii-Brucokara yectoTa Ha XHITOKAIIHEeMus € HaOmrolaBaHa B KIIMHUYHO u3nuTBaHe dasa I1I mpu
MAIMeHTH C MHOXeCTBEH MuesioM. Cho0II[aBa ce 3a XxumokanuueMus npu 16,9% ot nanueHTuTe,
JIeKyBaHH ¢ eHo3yMal u 12,4% oT manueHTure, IeKyBaHU ChC 30JIeJpOHOBA KucennHa. HamansBane
Ha HUBaTa Ha CEPyMHUS KU cTeneH 3 ce Habmoaasa npu 1,4% oT mauueHTuTe, JIeKyBaH!

¢ neno3ymab u 0,6% ot malreHTuTe, JCKyBaHH ChC 30JICIPOHOBA KrcenuHa. HamansBaHne Ha HUBaTa
Ha CepyMHHUs KLUl cTeneH 4 ce Habmoaasa npu 0,4% oT mauueHTuTe, JIEKyBaHU ¢ IEHO3yMad U

0,1% OT MAaUCHTUTC, JICKYBAHU CBHC 30JICAPOHOBA KHUCCIINHA.

B Tpu xnmHuaHM n3nuTBanus ¢asa 11, KoHTponrpaHu ¢ aKTUBHO BEIIECTBO MPH NAIUEHTH C
HanpeaHalM 3JI0Ka4eCTBEHH 3a00JIsIBaHMs, 3acrally KOCTUTE, XUIIOKAIIHEeMus € cboO1ieHa npu 9,6%
OT MAIMEHTHUTE, JICKYBaHHU ¢ AeH03yMao0, u 5,0% OT malueHTuTe, JIEKyBaHH ChC 30JI€IPOHOBA

KHUCCIINHA.




HamansBaHe Ha cepyMHUTE HUBA Ha KaJILUH cTeneH 3 ca uMaiu 2,5% OT HallueHTUTe, JIEKyBaHH

¢ neHozymab u 1,2% ot mauueHTuTe, JeKyBaHH ChC 30JIeIpOHOBa KicennHa. HamansgBane Ha
CepyMHHUTE HUBA Ha Kainuii creneH 4 ca umanu 0,6% OT mauueHTuTe, JIeKyBanu ¢ Aeno3ymao, u 0,2%
OT MAIMECHTHTE, JICKyBAaHU ChC 30JICAPOHOBA KHUCEIMHA (BXK. Touka 4.4).

B nBe xnmuanuHM m3nutBanus ¢aza Il ¢ enHo pamMo Npy NaMeHTH ¢ TUTaHTOKIEThYEH TyMOp Ha
KOCTTa, XMITOKaJIalueMus € ChoOIIeHa pu 5,7% oT manueHTuTe. HUTO €1HO OT HEeXeaHUTE ChOUTHS
HE CE CUMTa 33 CEPUO3HO.

Cpob1uaBa ce 3a Te)XKa CUMITOMAaTHYHA XUITOKAJIMEMUs! (BKIIOUUTEIHO JIETAJIHU CITyyau) Ipu
MOCTMapKETHHIOBaTa yrnoTpeda, KaTo MOBEYETO CIyYan ca HACTHIMIN B ITbPBUTE CEAMHUIIN OT
HA4aJoTo Ha JieueHneTo. [IpruMepu 3a KITMHUYHM TPOSBU HA TE€XKKA CUMIITOMATHYHA XUIIOKAIIMEMHUS
BKJIIOUBAT yAb/DkaBaHe Ha QT-MHTepBaa, TETaHUs, IbPYOBE U HAPYIIEHO NICUXUYHO ChCTOSIHHE
(BxITIOUMTENHO KOMa) (BK. ToUKa 4.4). CHMOTOMUTE Ha XUMOKAILHUEMHUS B KIIMHUIHATE TPOYUBAHHS
BKJIFOYBAT MMAPECTE3UH WIM MYCKYJTHA CKOBAaHOCT, TIOTPETIBAHMUS, CTIa3MH U MYCKYJIHH KPaMIIH.

Ocmeonexposa na yemrocmma (OHY)

B xnuamaHMTe M3nuTBaHus, yectorara Ha OHY e 6mia mo-Bucoka mpu 1o rojisiMa mpoabDKUTETHOCT
Ha excnio3unusaTa; OHY e quarHocTuipana u ciejl CupaHe Ha JISYSHHETO ¢ JeH03yMal, KaTo
MO-TOJIIMATA YacT OT CIy4YauTe ca HaCThIIWIM B pAMKUTE Ha 5 Mecela ciie]] HoCiaeIHaTa J03a.
[ManmenTn ¢ npenxoxaama aHamHae3a 32 OHY wiii ocTeOMUENNT Ha YeNIoCTTa, aKTUBHO 3a00JIsIBaHe
Ha 360WTE WK YeNFOCTTa, M3UCKBAIIO XUPYPTUIHA HHTEPBEHINS B YCTHATA KyXHWHA, He3a3/IpaBsiia
paHa cien XupypruyHa HHTEPBEHIINS Ha 3b0MTe/yCTHATAa KyXHWHA, FITH BCSKA TUIAHNpPaHA HHBa3UBHA
CTOMATOJIOTHYHA TIPOIIEypa, ca OMIIN U3KITIOYCHU OT KIMHHUYHUTE W3ITUTBAHUS.

B xnmmanvHATE M3nuTBaHuA 3a penorspatsaBane Ha CCK e HaOmomaBana mo-srcoka yecrora Ha OHY
NP MAaLKEHTH, JIEKYBaHH C IeHO3yMa0l, B CPaBHEHHE ChC 30JI€APOHOBA KrcenruHa. Haii-Bucokarta
yectora Ha OHY e HabmoaaBaHa B KITMHUYHO M3NUTBaHe ¢a3a Il mpyu manueHTH ¢ MHOKECTBEH
muenoM. B neoiiHocnsnaTa ¢aza Ha nedenne Ha ToBa nznutBane OHY e notswpuena npu 5,9% or
MAIMEeHTUTE, JIEKyBaHH ¢ IeH03yMal (Menuana Ha excriozumusita 19,4 mecena; rpaannu 1 — 52), u pu
3,2% oT malnMeHTuTe, JeKyBaHU ChC 30JIeApOHOBA KHceinuHa. [lpy 3aBppiiBaHe Ha ABOWHOCANATA
(haza Ha eyeHne HA TOBa U3MTUTBAaHE, KOPUTHPAHATA 3a MAIMEHTOTOAMHH YeCTOTa Ha TIOTBBpACHA
OHUY B rpynara Ha neHo3ymab (MennaHa Ha excrio3urmsra 19,4 mecena; rpanuim 1 - 52) e 2,0 3a

100 marueHTOroIMHU MO BpEME Ha IIbpBaTa roANHA OT JIedeHueTo, 5,0 npe3 BTopaTta roauna u 4,5
cinen ToBa. Menuanara Ha BpemeTo 10 OHU e 18,7 mecerna (rpanunu: 1 - 44).

IIpu ocHOBHHTE (Da3u Ha JIeUCHHUE HA TPU KIMHUYHA M3NUTBaHUA ¢aza I1I, KoHTpoaupaHu ¢ aKTHBHO
BEIIECTBO NPH MAMEHTH C HAallPeHAIH 3JI0Ka4eCTBEHH 3a00saBanmsl, 3acsramu kocture, OHY e
noTBbpAeHa npu 1,8% OT manmeHTHTe, IEKyBaHH ¢ AeH03yMal (MennaHa Ha eKCIO3HIINATA

12,0 mecera; rpaaumm: 0,1 — 40,5) u 1,3% oT manmeHTHTE, IEKYBaHU CHC 30JIEAPOHOBA KUCEIHHA.
KimHn4HMTE XapaKTepUCTUKY Ha TE3U CIIyyau ca OWITM €THAKBU MEX]ly rpynurte Ha jnedeHnue. Cpen
nanueHTute ¢ norebpaeHa OHY, moseueto (81% npu aBeTe rpyIu Ha JieueHNEe) ca UMajd aHaMHE3a
3a eKCTpaKIus Ha 350, JIOIa YCTHA XUTHEeHA W/ 360HU KOHCTpYKIuH. [loBedero oT manmeHTuTe ca
TIOJTy9aBaji WU MOJTy4aBaT XUMHUOTEPATIHSL.

W3nuTBaHuATa MPH NALMEHTH C paKk Ha IbpJaTa WIX MPOocTaTaTa BKIIOYBAT (a3a Ha MPOIBIKECHO
JIieUeHue ¢ JeHo3yMab (MenuaHa Ha oO1ia ekcriosuius 14,9 mecena; rpanunu: 0,1 — 67,2). [To Bpeme
Ha Qazarta Ha npoab/bkeHo edenne OHY e notbpaeHa npu 6,9% OT MalMeHTHTE ¢ Pak Ha rbpAaTa u
pakK Ha mpocraTara.

Kopurupanara 3a manuenToroquau o0mia yectora Ha norebpaeHa OHY e 1,1 3a 100 manmeHTOrOqMHA
npe3 IbpBaTa roAnHa Ha JICYeHUETO, 3,7 mpe3 Bropara roauHa u 4,6 cien Topa. MeauanaTta Ha
Bpemeto 1o OHY e 20,6 mecena (rpanury: 4 - 53).

Hepanmomusupano, peTpoCreKTUBHO, 00CEPBAIIMOHHO MPOyYBaHe Mpu 2 877 MalueHTH ¢ pakx,
JICKyBaHM ¢ JICHO3yMal WK 30JIe[ipOHOBa KucenuHa, B [lBenus, Jlanus u Hopeerus nokasea, ue



S-romumTHaTa 9ecToTa Ha MeauItnHCKH moTespaeaa OHY e 5,7% (95% CI: 4,4, 7,3; MmenuaHa Ha
BpeMeTo Ha npocnensasane 20 mecerna [rpanuim 0,2 — 60]) B KoxopTa MaIEHTH, TOTy4YaBalTi
neHozymao, u 1,4% (95% CI: 0,8, 2,3; memuaHa Ha BpeMeTo Ha IpociiesiBane 13 mecena [rpaHunu
0,1 — 60]) B oTaeIIHA KOXOpTa MAMEHTH, TTOTyYaBaIH 30JICIPOHOBA KUCENHHA, [IeTroMUIIHAAT s
Ha 3a0oseBaemoctTa 0T OHY mpu marueHTuTe, MpeMUHAIHN OT 30JICIPOHOBA KHCEIWHA Ha ICHO3yMao,
e 6,6% (95% CI: 4,2, 10,0; meauana Ha BpeMeTO Ha npociensBane 13 mecena [rpanutm 0,2 — 60]).

B ximangnO m3nuTBane ¢aza Il mpu manpeHTH ¢ HeMeTacTa3upan pak Ha mpocTarara (TMomyanus
MANUEHTH, 3a KOUTO A€HO3yMal He € MOKa3aH), ¢ MO-IPOIbKUTENIHA eKCIIO3ULIUS Ha JIEYEHHE /10
7 TOOWHY, KOPUTHpaHaTa yecToTa 3a MallMEHTOroANHY Ha notBbpaeHa OHY e 1,1 3a

100 manmeHTOroAMHM Npe3 IbpBaTa roflHa Ha JieueHue, 3,0 mpe3 Bropara roauHa u 7,1 cien Tosa.

B npnrocpoyHo OTKpUTO KIMHUYHO u3nuTBaHe (pasa Il mpu manueHTH ¢ THTaHTOKJIETHYSH TyMOD Ha
KocTTa (IpoyuBaHe 6, BK. Touka 5.1) OHY e nmotBwpaeHa npu 6,8% OT MarueHTUTe, BKIFOYUTEITHO
€JIVH IoHoIIIa (MeIuaHa Ha Opos Ha 34 mo3u; rpanui 4 - 116). I[1pu 3apbpiiBaHe Ha U3MUTBAHETO
MeJMaHaTa Ha BpEMETO B M3IMTBAHETO, BKIIOUUTENHO (ha3ara Ha MpocieasBaHe 3a 0€30MacHOCTTa, €
60,9 mecemna (rparunu: 0 - 112,6). Kopurupanara 4ectoTa 3a nanueHTOroAnHA Ha moTebpAeHa OHY e
0610 1,5 3a 100 manmentoroauau (0,2 3a 100 marueHTOr0AMHA MIPE3 IIbpBaTa roIMHA HA JICUEHUETO,
1,5 npe3 Bropata roauHa, 1,8 npes Tperata roguHa, 2,1 npe3 4eTBbpTaTa roauHa, 1,4 mpes nerata
rojauHa u 2,2 cnenx ToBa). Menuanara Ha BpemeTo 10 OHY e 41 mecena (rparunu: 11 - 96).

[IpoyuBane 7 € MPOBENCHO C e MPOIBKABAHE HA MTPOCIICASIBAHETO HA YIACTHHUIIU C
TUTaHTOKJIEThUEH TYMOpP Ha KOCTTA, KOUTO Cca JIEKyBaHU B TIPOYYBaHe O, 32 TOMMBIHATEITHH 5 UITH
noseue rognan. OHY ce cpobmaBa npu 6 maruenty (11,8%) ot 51 maruieHTH ¢ eKCIo3uIus, KaTo
MeraHaTa Ha o0uuTe 1031 AeHo3ymao e 42. Tpu ot Te3u cirydan Ha OHY ca MenmuimHCKu
MOTBBP/ICHH.

Ceévp3sanu ¢ 1eKkapcmeomo peakyuu Ha C8PbXUYECMEUMeTHOCM
[Tpu mocTMapkeTHHTOBaTa ynorpeda ca cho0IaBaHu CHOUTHS Ha CBPBXUYBCTBUTEIHOCT,
BKJTFOUHMTEITHO PEJIKU CITydad Ha aHaQMIAKTUYHU PEAKIUX TIPH HAllUEeHTH, TTOJy9YaBaIly JeH03yMal.

Amunuunu ¢hppaxmypu na b6edpenama Kocm

B mporpamata oT KIMHUYHH HU3MHUTBAHMSA, KaTO LIAJI0, aTUIIMYHU (PaKTypH Ha OeipeHaTa KoCT ce
ChOOIIaBaT HEYECTO MIPU MALUEHTH, JEKYBaHH C IEHO3yMal, ¥ PUCKBT CE yBeJIH4YaBa IIpH MO-Tojsma
NPOIBIDKUTEIHOCT Ha JiedeHrueTo. ChOUTHsITA ce TIOSBSABAT [0 BpeMe Ha JICUCHUETO U 10 9 Mecena
ClIe]] MpeKpaTsaBaHe Ha JIeYeHHeTo (BK. Touka 4.4).

B nporpamMara 3a KIMHUYHA U3MUTBAHMS MIPH rUTanToxierpueH Tymop Ha koctTa (I'KTK) atnmmann
¢paktypu Ha 6eapenara kocT (ADBK) ce chobmiaBar uecTo npu naueHTH, JIEKyBaHU C JJeH03yMao. B
npoyuBaHe 6 yectorara Ha moTBbpaeHn ADBK e 0,95% (5/526) npu nanmentu ¢ [ KTK. B

Mpoy4BaHe 3a mpocieasBane 7 yectorara Ha oTBbpAeHN ADPBK e 3,9% (2/51) ot mammenTure ¢
€KCIO3ULHUS Ha IeHO3yMa0.

Myckynno-ckenemua 601xa

[Ipu mocTmMapkeTHHroBaTa ynorpeda uMa ChOOIIECHHUS 32 MYCKYJIHO-CKeJleTHa 00JIKa, BKIFOUUTEITHO
TEXKH CITydau, PH MalueHTH, Tody4YaBallly JeH03yMa0. B KIMHUYHY H3NUTBaHUS,
MYCKYJIHOCKeJIeTHa 00JIKa ce choO0IIaBa MHOTO YeCTO U B JIBETE TPYIH HA JICUEHHE — C ICHO3yMad H
30JICHIPOHOBA KHcennHa. MyCKyITHO-cKelleTHa 00JKa, BOJIEIa 0 IPEyCTaHOBSIBaHE HAa U3ITUTBAHOTO
JieyeHue, ce cho0IIaBa HEYECTO.

Hoeo nvpsuuno snoxawecmaeno 3abonasane

[Ipu ocHOBHUTE NBOHHOCHENH (ha3y HA JIeUCHUE HA YETHPH KIMHWYHU M3nuTBaHus ¢asza 11,
KOHTPOJIMPAHH C aKTUBHO BEIIECTBO, IIPH MAIUEHTH C HAMIPETHAIH 3JI0KaYeCTBEHU 3a00IsIBaHUS,
3acsraiy KOCTUTE, HOBO IbPBUYHO 3JI0KaYeCTBEHO 3a00isBaHe ce chobmana mpu 54/3 691 (1,5%) ot
MAaIMeHTUTE, JIKYBaHH ¢ JeHo3yMal (MeauaHa Ha ekcrozumusTa 13,8 mecena; rpanunu: 1,0 —51,7), u
ipu 33/3 688 (0,9%) ot manmeHTuTe, JeKyBaHH ChC 30JICIPOHOBA KHCEINHA (MeIhaHa Ha
ekcrozunuaTa 12,9 mecena; rpanunu: 1,0 — 50,8).
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KymynatuBHata yectoTa 3a eHa roguHa € cboTBeTHO 1,1% 3a neHosymab u 0,6% 3a 30meapoHOBa
KHCEJINHA,

He ce HabnronaBa sicHa, CBbp3aHa C JICYCHUETO TCHACHIUS MPH OTACIHUTE OHKOJOTHYHHU 3200 IIBAaHHUS
WU TPYTIATE OHKOJIOTHYHH 3200 ISIBaHUA.

B nmpoyuBane 6 nipu MalMeHTUTE C TUTAaHTOKJIEThUSH TYMOP Ha KOCTTa YeCTOTaTa Ha HOBO
3JI0KQ4eCTBEHO 3a00IIABaHe, BKIIOUYNTEIHO 37I0KAUYeCTBEHNU 3a00IBaHMs, 3aCATAINN KOCTTa, M TAKUBA
U3BBH KOCTTA, € 3,8% (20/526). B npoyuBane 3a npocnenssane 7 uectotara € 11,8% (6/51) ot
NAaMEHTUTE ¢ EKCIIO3ULHS Ha JEHO3yMal.

Jluxenouonu rexapcmeenu peakyuu
Cpob1maBa ce 3a TUXEHOUIHY JICKApPCTBEHU Peaky (HaIpuMep peaky, Tog00H! Ha TUXEH

HJ'IaHyC) IIpyY MalqUCHTHU B TIOCTMAPKETHUHIOBU YCJIOBUA.

[lenuarpuyna nomnyJanus

Jleno3ymab e n3ciieIBaH B €JHO OTBOPEHO M3IMUTBAaHE, KOETO BKIIOYBA 28 IOHOIIH ChC 3aBBPIIICHO
CKEJICTHO Pa3BHUTHE C TUTAHTOKIIEThUEH TYMOpP Ha KOCTTa. B3 OCHOBa Ha Te3W OrpaHUYCHU JIaHHH,
mpOo(UITBT Ha HEXKEIIAHUTE PEAKIUK € CXOJICH C TO3U IPU Bh3PACTHHU.

Cpob1maBa ce 3a KIIMHUYHO 3HAYMMa XUTMEPKaIIUEMHUs CIIe ] IPEeKpaTsBaHe Ha JICYCHHETO pU
NOCTMAapKETHHIOBaTa yrnoTpeda Mpy neIuaTpyuyHy NalyueHTH (BX. Touka 4.4).

HDVI‘I/I CrienaJIHy IMOIyJIartun

bvbpeuno yspeocoane

B KIMHWUYHO U3MHATBAHE MPH MAITMEHTH 0€3 HAIpeaHA pak ¢ TSKKO 0BOpedHO yBpeKIaHe
(kpeatnHUHOB KiIMpBHHC < 30 ml/min) uiu KOUTO ca Ha JUaNM3a, UMa MO-TOJISIM PUCK OT Pa3BUTHE HA
XUTMOKAIIUEMHs, aKO He ce 100aBs Kanuii. PUCKBT OT pa3BuTHE HA XUIIOKAIIMEMHUs IO BpeMe Ha
JeYeHHE ¢ IeH03yMab € Mo-ToJIsIM ¢ HapacTBaHE Ha CTEMeHTa Ha ObOpedHo yBpexkaane. B KIIMHNIHO
W3MUTBaHE MPH NMalMeHTH 0e3 HanpeaHaAT pak, 19% OT malnueHTuTe ¢ TeKKO OhOpEevHO yBpeKIaHe
(kpeatnauHOB KIMpBHHC < 30 ml/min) u 63% OT ManMeHTUTe, KOUTO ca Ha JUainu3a, ca Pa3BUIIN
XUIOKAJIIUEMHsI BIIPEKH J00aBAHETO Ha Kaiui. O0Iara 4ecToTa Ha KIMHUYHO 3HaYuMa
xunoxkaiuemus € 9%.

HabmtomaBaHo € ChILO U CHIIBTCTBALIO OBUILIABAHE HA MAPAaTUPEOUAHUS XOPMOH IIPH NALUEHTH C
TEXKO OBOPEUHO YBpEkKIaHe WK Ha JUajin3a, KOUTO MojTy4aBaT neHo3ymao. [IpocnensBanero Ha
KaJIHMEBUTE HUBA U JOCTATHYHUAT IIPUEM Ha KLU U BUTaMUH D € 0c00eHO BayKHO NPH MALUEHTH C
0B0peyHo yBpexaaHe (BXK. Touka 4.4).

C’bO6HIaBaHe Ha ITOJ03MPaHU HCXKCJIaHU PCaKIINH

Cp0o011aBaHETO HA MOI03UPAHU HEIKEIAHN PEaKIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaskHO. TOBa IM03BOJIsABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBeHUS NPOoAyKT. OT MEIUIIMHCKUTE CIICUAIMCTH CE U3MCKBA J]a ChoOIIaBaT BCAKA
M0T03UPaHa HEXKEIaHa PeaKius Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Hsima onut ¢ mpeno3upase npu KIMHAYHUTE IPOYUYBAHUS. JEHO3yMal € Ipularad Npyu KIMHAYHU
npoyuBaHus B 103U 10 180 mg Ha Bceku 4 ceqmuny 1 120 mg ceaMuyHO 3a 3 ceAMULA.
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5. ®APMAKOJIOTUYHA CBOMCTBA
5.1 ®dapmakoguHAMWYHH CBOMCTBA

dapmakoTepareBTHIHa Tpyna: JlekapcTpa 3a IedeHNEe Ha KOCTHH 3a00siBaHUS — JpyTH JIekapcTsa,
MTOBJIMSIBAIIYM KOCTHATA CTPYKTypa U MuHepanuzanusi, ATC kox: M05SBX04

Osenvelt e 6uonoruyno moxo0eH nekapcTBeH NpoAyKT. [TogpodHa nHbopMaIys € mpeJocTaBeHa Ha
yeOcaiita Ha EBponeiickaTa areHius 1o jiekapcTeaTa https://www.ema.europa.eu.

MexaHU3bM Ha NEWCTBUE

RANKL cpbiiecTByBa kato TpaHcMeMOpaHeH win pa3rBopuM npoterH. RANKL e kpaiiHo HeoOxoaum
3a 00pa3yBaHeTo, PYHKIHOHHUPAHETO U MPEKUBSIEMOCTTA Ha OCTEOKIACTUTE, CAUHCTBEHUST BH
KJIETKH, OTTOBOPHH 32 KOCTHaTa pe3opOuus. [loBumenaTa akTHBHOCT Ha OCTEOKJIACTHUTE,
ctuMynupanu or RANKL, e k11040 MeanaTop 3a KOCTHATa AECTPYKLHUS IIPU METACTaTUYHHU KOCTHH
3a00JsIBaHUsI 1 MHOXXECTBEH MUeNoM. JleHo3ymal e yoBemko MoHOKIOHaIHO anTuTsIo (1gG2), koeTo
TapreTupa u ce cBhp3Ba ¢ BUcok apuuutet u cnenupuanoct ¢ RANKL, kato npenorsparsiBa mosiara
Ha B3aumoeicTeueTo RANKL/RANK u Boiu 10 HamasieH Opoii OCTEOKIIACTH U HaMaJleHUE Ha
TAXHATa QYHKIHKSA, KaTO [0 TO3W HAYMH HaMaJlsiBa KOCTHATa Pe30pOLys U KOCTHATA IECTPYKLUS,
MHIyLHpaHa OT PaKoBHU 3a00JIsIBaHMS.

I'uranTokIeThYHUTE TYMOPH Ha KOCTTA C€ XapaKTEPU3UPAT C HEOIIACTUYHU CTPOMAJIHU KIIETKU,
excripecupaimi RANK nurass 1 mogoO0HA Ha OCTEOKIIACTH TUTAaHTCKU KJIETKH, eKkcrpecupant RANK.
[Ipu manueHTH ¢ THTAaHTOKJICTHYCH TYMOP Ha KOCTTa JIeHO3yMal ce cBbp3Ba ¢ RANK nurannga, kato
3HAYUTEIIHO HaMaJlsiBa WK SJIMMHHNPA [TOJ00HUTE Ha OCTCOKIIACTH TUTAHTCKH KIICTKU. B pesynraT Ha
TOBa OCTeOJHM3aTa HAMAIIsBa U IposMepaTuBHATA TYMOPHA CTPOMA CE 3aMECTBa C
HenponrdeparuBHa, TudepeHnrpana, IUTbTHA HOBOOOpa3yBaHa KOCT.

dapmakogHAMUYHA €(DEKTH

B ximmanyan n3nuTBaHus ¢asa Il mpu manyeHTH ¢ HanpeaHaIN 3710KaveCTBeHN 3200 IsIBaHuS,
3acsTamy KOCTUTE, TIOJKOKHOTO (S.C.) IPIIOKeHHE Ha AeHo3yMab Ha Bcekn 4 cenvunn (Q4W) wim
12 cenmunu Bosu 10 OBp30 HaMalsiBaHE Ha MapkepuTe 3a koctHa pe3oporus (UNTX/Cr, cepymen
CTx), ¢ Mmenuana Ha HamaseHue npuonmsnTenHo 80% 3a uNTX/Cr, mosBsBaIo ce B pAMKHTE Ha

1 ceaMuIia, HE3aBUCHUMO OT TIpeIIecTBalla Tepanus ¢ OnpocHoHATH WM OT U3XOTHOTO HUBO HA
uNTX/Cr. B xnmuanunn u3nutBanus ¢asza [l npu nanuenT ¢ HanpegHamu 310Ka4yeCTBEHH
3a00JIABaHus, 3acsTalni KocTuTe, cpeaqHoro HamaneHne Ha UNTX/Cr ot npubnmsurenHo 80% ce e
3axbpikano npes 49-te ceamuiiy Ha Jedenue ¢ qeHo3ymab (120 mg Ha Bceku 4 ceqMuIm).

HUmyHorennoct
ITo Bpeme Ha sredeHHE ¢ IeH03yMab MOXKE /1a ce Pa3BUAT aHTH-ICHO3yMa0 anTuTena. He ce
HaOITI0/1aBa SIBHA BPh3Ka MEXK]Ty PA3BUTHUETO Ha aHTUTENA U (DapMaKOKUHETUKATA, KIIMHUYHUS OTTOBOP

W HEeXKEJIaHUTE CHOUTHSL.

Knnanyna e(bI/IKaCHOCT 1 0€30IMacHOCT OpH NanrMCHTH ¢ KOCTHHU METACTa3u OT COJIMAHH TYMOPH

EdukacHoctra u 6e3omacHocTTa Ha 120 mg neHo3yMal, mpujiaraH S.C. Ha BCEKU 4 CeIMHIIN HIIK Ha

4 mg 307eIPOHOBA KUCENMHA (KOpUTHpaHe Ha J]03aTa Py HamalieHa ObOpedHa (yHKIHS), IpuiiaraHa
1.V. Ha BCEKH 4 CEIMUIIH, Ca CPABHSABAHU B TPH PaHJIOMHU3UPAHH, IBOMHOCIICIIH IPOYYBAHUS,
KOHTPOJIMPAHU C aKTHBHO BENIECTBO MPH MAIIMEHTH, KOUTO HE ca MoyvaBai i.v. OudocdonaTu, c
HalpeHAIM 3JI0KAUYeCTBEHH 3a00JIsIBaHMS, 3aCSTaId KOCTHTE: Bh3PACTHH MAIEHTH C paK Ha IbplaTa
(npoyuBane 1), ApyTy CONMIHU TYMOPH MU MHOXKECTBEH MEENIOM (TIpoy4YBaHe 2) U pakK Ha
MpocTarara, pe3UuCTEHTEH Ha KacTpalus (mpoyuBaHne 3). [Ipu Te3u nmpoyyBaHus, KOHTPOJIHUPAHH C
aKTHBHO BEIECTBO, O€30MMacHOCTTa € oreHeHa mpu 5 931 manuentu. [lamuenTy ¢ mpemecTana
anamHe3a 3a OHY unm ocTeoMuenuT Ha 4elocTTa, aKTUBHO 3a00JIIBaHe Ha 3b0UTE T YEIIOCTTa,
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W3UCKBAIIIO XUPYPTrUYHA HHTEPBEHIINS B YCTHATA KYXHWHA, HEM3IIEKYBaHO 3a00JsIBAHE CIIE]T
JICHTAJTHA/XAPYPriYHa HHTEPBEHITUS B yCTHATA KyXHHA MM KaKBaTO U Jia € IIaHUpaHa WHBa3HMBHA
JICHTAJTHA MPOIICypa, He ca OMIIM TOXO/AIIH 32 BKIIFOUBAHE B T€3U MMPOy4YBaHUs. [[bpBUYHNTE
BTOPUYHUTE KPAHU TOYKHU OLICHSBAT MOSBATa HA €HO WU MIOBEYE ChOUTHUS, CBBP3aHU C KOCTHATA
cucrema (CCK). Ilpu mpoyuBaHusTa, TOKA3BaITH IPEBH3X0JICTBO HA IEHO3yMab CIIPsSMO
30JICHAPOHOBA KHCEITNHA, Ha TIAIIMEHTUTE € TIPE/IJIOKEHO OTKPHUTO MpHJIaraHe Ha JeHO3yMal B
MpeIBAPUTEITHO OIpeieieHa 2-rouiiHa ¢a3a Ha MPOoAbIDKeHNE Ha JedeHueTo. ChOUTHE, CBBP3aHO C
KOCTHATa CHCTEMa Ce OTPEJIeNsl KaTO BCSIKO €JIHO OT CIIJHUTE: MATOJIOru4Ha (ppakTypa (MpenuieHHa
WJIM HENPEIUIEHHA), JIbYeTEepanus Ha KOCcTTa (BKJIIFOUUTEIIHO yIoTpeOa Ha PaliOM30TOIHN ), OIIepaIns

Ha KOCTTa UJIn Fp’B6HaLIHO-M03’L"IHa KOMIIpECHUsl.

Jenozymab HamansBa pucka ot nosisata Ha CCK u nosiBata Ha MHOrokpaTHi CCK (mbpBUYHH U
MoCTIeIBaIlM) IIPU NALMEHTH ¢ KOCTHU METacTa3u Ha CONUIHU TYMODPH (BXX. Tabnuma 2).

Tabauua 2. PesyaraTu 3a epMKacCHOCT NP NAIHEHTH C HANIPEIHAJM 3JI0KAYEeCTBEHHN
3a00JIIBaHMSA, 3ACATAINM KOCTUTE

IIpoyuBane 1 IIpoyuBane 2 IIpoyuBane 3 Kom0nnupan
Pak Ha rbpaaTa APYTHU COJTHIHH Pak Ha mpocTaTaTa aBaHCHPaJ paK
TYMOpPH™** WK
MHOKeCTBeH
MHEJI0M
JICHO- | 30JIe1po- JICHO- 30J1eApo- JICHO- 30J1€/1po- JICHO- 30J1eApo-
3ymad HOBa 3ymab HOBa 3ymab HOBa 3ymab HOBa
KHCEJINH KHCENNH KHCEJINH KHACENNH
a a a a

N 1 026 1020 886 890 950 951 2 862 2 861
spBo CCK
Mennana Ha NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
BPEMETO
(mecern)
Paznuka B NA 42 3,5 8,2
MearaHaTa Ha
BpPEMETO
(mecenn)
HR (95% CI)/ 0,82 (0,71,0,95)/ 10,84 (0,71,0,98)/16 | 0,82 (0,71,0,95)/18 | 0,83 (0,76, 0,90) / 17
RRR (%) 18
He no-manka <0,00017/0,0101% 0,00077/0,0619% 0,00027/0,0085% <0,0001 /<0,0001
eukacHocT/
IIpeBb3x0ACTBO
p-CTOMHOCT
Jsin Ha 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
YYaCTHHLIUTE
(%)
IbpBo u nocaeapamu CCK*
Cpenen 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
Opoii/nanueHT
CroTHOLICHHE 0,77 (0,66, 0,89)/ | 0,90 (0,77, 1,04)/10 | 0,82 (0,71, 0,94)/18 | 0,82 (0,75, 0,89)/ 18
Ha 23
gecroTata(95%
CI) /RRR (%)
IIpeBB3X0ACTBO 0,00127 0,14477 0,00857 <0,0001
p-CTOMHOCT
SMR 3a roguna 0,45 0,58 0,86 1,04 0,79 0,83 0,69 0,81
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IIpoyusane 1
Pak Ha rppaaTa

IIpoyuBane 2
APYTH COTUAHHA
TYMOpPH™** WJIH

IIpoyuBane 3
Pak Ha mpocTaTaTa

Kom0nnupan
aBaHCHpaJ paK

MHOKeCTBEH
MHEJ0M
JIEHO- | 30JIe1po- JICHO- 30J1€ApO- JICHO- 30J1€/1po- JICHO- 30J1e1po-
3ymad HOBa 3ymab HOBa 3ymab HOBa 3ymab HOBa
KHCEIIHH KUCEITHH KHCEIIHH KUCEITHH
a a a a

N 1026 1 020 886 890 950 951 2 862 2 861
spBo CCK nan HCM
Menuana Ha NR 25,2 19,0 14,4 20,3 17,1 26,6 19,4
BpPEMETO
(mecern)
HR (95% CI) / 0,82 (0,70, 0,95)/ 10,83 (0,71,0,97)/17 | 0,83 (0,72, 0,96)/17 | 0,83 (0,76, 0,90)/ 17
RRR (%) 18
[IpeBb3X0ACTBO 0,0074 0,0215 0,0134 <0,0001
p-CTOMHOCT
II'bpBO 06JbYBaHE HA KOCTHTE
Menuana Ha NR NR NR NR NR 28,6 NR 33,2
BpPEMETO
(mecenn)
HR (95% CI)/ 0,74 (0,59,0,94)/ | 0,78 (0,63,0,97)/22 | 0,78 (0,66, 0,94)/22 | 0,77 (0,69, 0,87) / 23
RRR (%) 26
IIpeBB3x0ACTBO 0,0121 0,0256 0,0071 <0,0001
p-CTOMHOCT

NR = ne gocturnaro; NA = nenpuinoxumo,; HCM = xunepxainueMus B pe3yJITaT Ha 3JI0KauecTBEHO 3a00IIBaHe;

SMR = gecrora Ha ckenerHa 3aboneBaemoct; HR = Koedumment Ha puck; RRR = OtHOCHTENHO HamManeHne Ha pHUcKa
TKopurupanmu p-cTOHHOCTH ca MpejcTaBen 3a mpoy4sanus 1, 2 u 3 (mbpeo CCK u kpaifHu TOUKH 32 THPBO M MOCIIEIBAIIHA
CCK); *bpoit Ha BcH4KH CHOUTHSI, CBBP3aHH C KOCTHTE 3a MepHo/ia; OPOSHHU ca caMO ChbOMTHS MOSIBUIH ce > 21 Hu cieq

MPEAXOJHUTE.

** BKIIIOYUTENHO HeAPEOHOKIIEThYCH pak Ha Oenust 1pob, pak Ha ObOpeka, KOJOpEKTalleH pak, APeOHOKIEThYCH paK Ha
Oennst 1po0, pak Ha MMKOYHUS MEXYp, PaK Ha IJ1aBaTa M muATa, pak Ha ['IC/muko4o-nonoBara cuCTeMa 1 JpyTH,
M3KITIOYBAlKY pak Ha IbpJaTa U IpocTarara.

®urypa 1. Kpusu na Kaplan-Meier 3a BpemeTo 10 nspeoto CCK mo Bpeme Ha Npoy4YBaHeTO

MpoyyBaHe 1* MpoyyBaHe 2** MpoyyBaHe 3*
Dmab (N =1 026) Dmab (N = 886) _ Dmab (N =950)
10d — -ZAN=10200 || ——— ZAN=890) || ——— ZA (N =951)
o )
[}
< 0,81
8
2 0,6
=
B
5 0,4
g
e 0,21
& 004
Dmab |1026 697 514 306 99 4 [|886 387 202 9% 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 |z
T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30
Meced, 0T npoy4BaHETO

Dmab = [leHozymab 120 mg Q4W
ZA = 3oneppoHoBa kucennHa 4 mg Q4W
N = Bpoit paHgoMmUavpaHm y4acTHULM

* = CTaTUCTMYECKM 3HAUMMO 3a NPeBb3X0ACTBO; ** = CTaTUCTMYECKM 3HAYMMO 3a He No-Marka ednkacHoCT
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H[}OI‘Q@CI/I}I Ha 3200JIIBaHETO U o6ga MPEKUBACMOCT € KOCTHU MCTACTa3W Ha COJIMIHU TYMOPHU

[Iporpecusta Ha 3a00JSBAHETO € CXOIHA MEXKIY ACHO3yMal U 30JICIPOHOBA KUCEIUHA MTPU BCHUKUTE
TPH MPOYYBAHUS U MPU MPEABAPUTEIHO ONPEACICHIS aHAIN3 Ha KOMOMHAIUATA OT TPUTE
MIPOyYBaHUSI.

B npoyuBanus 1, 2 u 3, o0miara npexxuBsIeMOCT € OallaHCUpaHa MeXKAY JCHO3yMal U 30JIeIPOHOBA
KHCEJIMHA ITPH MAIMSHTH C HAIIPEIHAIM 3JI0KAUeCTBECHH 3a00JIIBaHMs, 3aCsATalli KOCTUTE: MAIUCHTH C
pak Ha repjara (koe@uuueHTbT Ha puck u 95% Cl e 0,95 [0,81, 1,11]), nanuenTu ¢ pak Ha
npocrarara (koeunueHThT Ha puck u 95% Cl e 1,03 [0,91, 1,17]) u nanueHTy ¢ qpyru COMUAHA
TYMOPH WJIM MHOXECTBEH MUesIoM (KoepuueHThT Ha puck u 95% Cl e 0,95 [0,83, 1,08]). Post hoc
aHaJIu3 B MpoyuBaHe 2 (MalUeHTH ¢ APYTH COJIMIHU TYMOPH MM MHOYKECTBEH MHEJIOM) H3CIIeBa
o0IaTa mpeXUBsSEMOCT 3a TPUTE BHJIA TYMOPH, H3TIOI3BaHU 32 cTpatudukanys (HeapeOHOKIeThUeH
pak Ha Oemnust poO, MHOKECTBEH MUEIOM U Jipyru). O0IIaTa mpeXuBIEMOCT € IO-IbJITa 32
JICHO3yMa0 MpH HeJApeOHOKICThYCH pak Ha Oenus ApoO (koeduuueHT Ha puck [95% CI] ot 0,79 [0,65,
0,95]; n = 702) u mo-apra 3a 30JeIPOHOBA KUCETMHA P MHOXKECTBEH MUEIIOM (KOS(UIIMEHT Ha
puck [95% CI] ot 2,26 [1,13, 4,50]; n = 180), cxomHa Mex Ty JeHO3yMa0 U 30JIeAPOHOBA KUCEINHA
IIpH JpYTUTE BUA0BE TyMOpH (KoeduimeHT Ha puck [95% CI] ot 1,08 [0,90, 1,30]; n = 894). Tosa
MPOYyYBaHE HE € 32 KOHTPOJIUPAHE HA MPOrHOCTHYHUTE (DAKTOPU U AaHTUHEOIIACTUIHHUTE JICUCHHMS.
[Ipu koMOMHMpaH, MPeIBapUTEITHO ONPEIeIIeH aHAIHu3 OT npoy4Banusd 1, 2 u 3, oOmrara
MIPEKUBIEMOCT € CXOJIHA MEXKIY AeHO3yMal U 30JIeIPOHOBA KUCeNnHa (KoeUITMEeHT Ha pucK U 95%
C10,99 (0,91, 1,07]).

Edekr Bppxy OonkaTta

Bpemeto no obrekuaBane Ha 6oKkara (T.€., > 2 TOYKH HaMaJIIBaHE OT U3XOIHOTO HUBO Ha CKOpa 3a
Haif-cuiHa 6oJka o ckanata Ha BPI-SF) e cxoqHo Mexny neHo3yMab u 30JeIpOHOBa KHCEIHHA MPH
BCSIKO MTPOYYBaHE U B MHTETPUPAHHUTE aHANU3U. B post hoc ananu3 Ha KoMOMHUpaHU HAOOPH OT
JIaHHW, MEAMaHaTa Ha BpEMETO JI0 BJIOIIaBaHe Ha OoykaTa (CKOp 3a Hal-cruTHa OOJKa > 4 TOYKH) IIPH
NalMEHTH C JieKa 0oJKa uin 0e3 60JKa Ha M3X0JHO HUBO € 3a0aBeHa 3a JeH03yMad B CpaBHEHHUE ChC
3ojenpoHoBa kucenuHa (198 crpsimo 143 gan) (p = 0,0002).

Knnangnaa ed)I/IKaCHOCT IpHU TalMEeHTH C MHOXKCECTBEH MUCIIOM

Jleno3ymab e oreHsIBaH B MEXIyHapOIHO, paHaomm3upano (1:1), 1BOHHOCISIIO, KOHTPOIHPAHO C
AKTHUBHO BEIECTBO MPOYYBAHE, CPABHABAIIIO JIEHO3yMad ChC 30JICIPOHOBA KUCEITMHA TIPH MMAITUCHTH C
HOBOJIMAarHOCTUIIMPAH MHOXKECTBCH MHUEJIOM, POYYBaHE 4.

B toBa npoyusane, 1 718 nmarueHTH ¢ MHO)KECTBEH MHUEJIOM U C TIOHE €Ha KOCTHA JIe3Hs, ca
panaoMu3upanu Aa noirydasat 120 mg aeHo3ymad moKoxHO Ha Beeku 4 cenmun (Q4W), unu 4 mg
30JIeIPOHOBA KUCEITMHA NHTPAaBEHO3HO (i.v.) Ha BCeKH 4 ceIMUIIN (KOPUTHUPAHA 1034 CIIOPE]T
0b0Opeunara GyHKIMs). Vi3Meputen Ha MbpBUYHMS PE3YJITAT € JOKa3BaHE Ha HE MO-MaJjiKa e(prUKacHOCT
3a BPEMETO JI0 IIbpBa 110sBa B IIPOYYBAHETO Ha ChOMTHE, CBBp3aHo ¢ KocTHaTa cuctema (CCK), B
CpaBHEHHE ChC 30JICIPOHOBA KUCENHMHA. M3MepuTennTe Ha BTOpUYHHUTE PE3yITaTH BKIFOYBAT
MPEBB3X0JICTBO 3a BpeMeTo 10 nosiBa Ha mbpBo CCK, mpeBbh3X0CTBO 32 BPEMETO [0 [TOsiBa Ha IIbPBO
u cnenpamo CCK u obmia npexuBsemoct. CrOUTHE, CBEP3aHO C KOCTHATA CUCTEMA, CE OIPeIes KaTo
BCSIKO €/THO OT CIISJIHUTE: aTOJIOTUYHA (hpakTypa (MpEeluUIeHHA I HEeTIPEIIeHHA), IbUeTeparis Ha
KOCTTa (BKIIIOUHUTEITHO YIOTpeda Ha paJron30TOIHN), Olepalysi Ha KOCTTa WM TPhOHAYHO-MO3bYHA
KOMITPECHSL.

B nBete rpymu Ha ipoyuBaHeTo 54,5% OT MaIMeHTUTE ca TUIAHUPAHU 33 aBTOJIOYKHA TPAHCIUIAHTAIINS
Ha niepudepHu KpbBHH cTBOJIOBY KileTkH (PBSC), 95,8% oT nanueHTuTe ca u3noa3Bajiu/ IiiaHupaHu
Jla U3I0JI3BaT HOBO aHTUMHUEIIOMHO CPEJICTBO (HOBUTE TEPANUU BKIIIOYBAT OOPTE30MUO, JICHATUIOMUL
W TATAOMUN) TIPY IThPBa JIMHUSA Ha JieueHnune, a 60,7% ot nanuenTure ca nmanu npeaurao CCK.
BposT Ha nanyeHTHTE B IBETE TPy Ha MpoyuBaHeTo ¢ ISS cramnii I, ctannii II u craguii I npn
MOCTaBSIHETO Ha AMarHo3ara ¢ cboTBeTHO 32,4%, 38,2%, u 29,3%.
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Cpenuusat Opoit Ha MPUIIOKEHUTE 03K ¢ 16 3a meHo3ymab u 15 3a 30epoHOBa KUCETMHA.

Pesynrarute 3a epuxacHOCT OT npoyyBaHe 4 ca npeacTaBeHu Ha gurypa 2 u tabnuna 3.

®@urypa 2. Kpusu na Kaplan-Meier 3a BpemeTo 10 nbpBo CCK npu manueHTH ¢

HOBOAUATHOCTULHUPAH MHOKECTBCH MU EJI0OM

[eHosymab 120 mg Q4W (N = 859)
3oneppoHosa kucenuHa 4 mg Q4W (N = 859)
1,0
>
g 08
&
=
5 06 1
z
8
gx 0 4 -
g O
&
(=
0,2
0,0
[Jlenosyma6 120 mg Q4W 859 583 453 370 303 243 197 160
3oneppoHosa kucenuHa 4 mg Q4W [859 595 450 361 288 239 190 152

0 3 6 9 12 15 18 21

127 99 77 50 35 22
125 95 69 48 31 18

24 21 30 33 3/ 39

GRH0466v3

Meced, 0T npoy4BaHETO

N = 6poit paHgOMNU3MpaHU y4acTHNLM

Tabanna 3. PesyiaraTn 3a epukacHOCT Ha JeHO3yMa0 B CpaBHEHHE ChC 30JIeAPOHOBA KHCETHHA

NP MAMUEHTH ¢ HOBOAHATHOCTUIIMPAH MHOKECTBCH MU EJI0OM

JAeHo3yMao 3oneapoHoBa
(N =859) KHUCEeJIUHA
(N =859)

spBo CCK
Bpoii Ha manmenTute, kouto ca nmamu CCK 376 (43,8) 383 (44,6)
(%)
Menunana Ha Bpemeto g0 CCK (mecenn) 22,8 (14,7; NE) 23,98 (16,56; 33,31)
Koedwumuent na puck (95% CI) 0,98 (0,85; 1,14)

IspBo u caenamo CCK

CpeneH Opoii ChOUTHS/TIAITECHT 0,66 | 0,66
CrotHomieHue Ha yectorarta (95% CI) 1,01 (0,89; 1,15)
YecToTa Ha cKeJieTHa 3a00JIeBaeMOCT 3a 0,61 0,62
roJIMHa

speo CCK muimm HCM

Menauana Ha BpeMeTo (Meceln)

22,14 (14,26; NE)

| 21,32(13,86;29,7)

Koeduuunent na puck (95% CI)

0,98 (0,85; 1,12)
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JAeHo3yMao 3oneapoHoBa
(N = 859) KHCeJIHHA
(N =859
[I'spBa TBYeTEpanusa HA KOCTTA
Koegwumuent na puck (95% CI) ‘ 0,78 (0,53; 1,14)

O61a npexuBsIeMoCT
Koeduuunent na puck (95% CI) ‘ 0,90 (0,70; 1,16)

NE = He e orileHUMO
HCM = xunepkanuyemMus B pe3yJTaT Ha 3JI0Ka4eCTBEHO 3a00JsIBaHe

Knnanyna e(i)I/IKaCHOCT 1 0€30IMacHOCT OpHW BE3PACTHHU W IOHOIIH CHC 3aBBPIICHO CKCJICTHO PA3BUTHUC
C THIaHTOKJICTHYCH TYMOP Ha KOCTTa

BezomacHoctTa 1 ehrkacHOCTTa Ha IEHO3yMa0 € U3CiIe/[BaHa B IBE OTKPUTH KIIMHUYHU U3MTUTBAHUS
(aza II ¢ exno pamo (poydBanus 5 u 6), BKIOYBAIIK 554 MAIMEHTH C TUTAHTOKJIEThYECH TYMOD Ha
KOCTTa, KOMTO € HeonepaOMIICH WiIN IPU KOWTO orepanusaTa Ou Omia CBbp3aHa ¢ TeKKa
3a00J1eBaeMOCT, ¥ MPOCIEKTUBHO, MHOTOIICHTPOBO, OTKPUTO MpoyuBaHe ¢a3za [V (mpoyusane 7),
MPETOCTABSIIO TBITOCPOYHO MIpOCTeAsIBaHe Ha 6€30IMaCHOCTTA IPH MAITUEHTHTE, KOUTO Ca 3aBbPIIIIH
npoy4uBane 6. [larmentute momydasar 120 mg aAeHO3yMa0 TTOIKOKHO BCEKH 4 CEIMUITH C
HaToBapBaiia g03a ot 120 mg Ha neH 8 u 15. [larmenTuTe, KOUTO ca MPEKPATHITU IEHO3YMa0, Cie
TOBa BIIM3AaT BBB (ha3zaTa Ha MpocCIiessBaHe Ha Oe30MmacHOCTTa 3a Hal-maiko 60 mecera. [ToBropHo
JICYEHHUE C ICHO3yMal IpH MPOCIIeAABaHETO Ha OS30MaCHOCTTA € MI03BOJICHO 3a MAlUEHTUTE, KOUTO
IbPBOHAYATTHO TIOKA3BaT OTTOBOP KbM JIEHO3yMal (Harmp. B ciydail Ha penuIuBUpaIio 3a00siBaHe).

IIpoyuBane 5 BximouBa 37 Bb3pacTHH MALMEHTH C XUCTOJIOTHYHO MOTBBPACH HeollepaOuiIeH Win
pEIHIMBUpAIll TUTAHTOKJIETHYEH TYMOP Ha KocTTa. VI3MepUTeNnIT Ha OCHOBHUS pe3yJsiTaT Ha
M3IIMTBAHETO € YeCTOTaTa Ha OTroBop, AehuHUpaH Kato moHe 90% enmMHUHUpaHe Ha TUTAHTCKUTE
KJIETKHU CIIPSAMO U3XOJIHOTO HUBO (WJIH ITBJIHO €TMMUHHUpAaHe Ha TUTAHTCKUTE KJIETKH B CIy4auTe,
KOTaTo TUTaHTCKUTE KJIETKU MPeACTaBIaBatT < 5% OT TyMOpHUTE KJIETKH) WM JIUIICATa Ha IPOTPECHS
Ha TIeJieBaTa JIe3us Upe3 peHTTeHOrpad)CKU H3MEPBaHHs, KOTaTO HsIMa HAJTMYHU XUCTOMATOJIOTHYHU
uscnenBanus. Ot 35-Te manueHTy, BKIIOYSHN B aHAIM3a 3a epuKacHoCT, 85,7% (95% CI: 69,7, 95,2)
ca UMaJy TepareBTUYEH OTIOBOP KbM JieueHHneTo ¢ qeHo3ymab. Bemukure 20 mammentu (100%) ¢
XUCTOJIOTHYHU OIEHKH OTTOBapsT HA KpUTepuHTe 3a oTroBop. OT ocTananure 15 manueHTy, npu

10 (67%) pentrenorpadcKkuTe H3MEPBaHHA HE [TOKAa3BaT NPOrpecHs Ha TapreTHaTa Je3HsL.

IIpoyuBane 6 BkitouBa 535 BB3pacTHU WM IOHOIIH ChC 3aBBPIIEHO CKEJIETHO Pa3BUTHE C
TUTaHTOKIIEThYEH TyMOp Ha KocTTa. OT Te3u nauueHtu 28 ca Ha Bb3pacT 12 - 17 rogunu. [lanmenture
ca pas3npenesieHH B €JHa OT TPU KOXOPTH: KOXOpTa | BKIIIOYBA MALMEHTH C XUPYPTUIHO
HEBB3CTAHOBUMO 3a00JIsiBaHe (HAIp. CAKPaIHU, TPHOHAYHY WIIM MHOKECTBEHH JIE3UH, BKIFOUUTEITHO
OerropoOHN MeTacTa3m); KOXopTa 2 BKIIIOYBA MAIMEHTH ¢ XHPYPrHIHO Bh3CTAHOBUMO 3a00IIsIBaHe,
YHSTO IUTAHUPAHAa OIEpalLusl ce CBbP3Ba C TeXKKa 3a00JieBaeMOCT (HaIp. pe3eKLus Ha CTaBa,
aMITyTalus Ha KpalHUK WM XEMHUTIEIBEKTOMUS); KOXOPTa 3 BKIFOUBA MALMEHTH, YU4aCTBaIH MPEH
TOBa B TIPOY4YBaHE 5 ¥ MpEeMUHAIN B TOBa npoyyBaHe. OCHOBHATA LM € Jla C€ OLEHHU NPOQUIbT Ha
0e30macHOCT Ha AeHO3yMab Ipy MalMEeHTH ¢ TUIAaHTOKIIEThYEH TYMOp Ha KocTTa. Mi3mepurenure Ha
BTOPUYHHTE Pe3yJTaTH Ha POYYBAHETO BKIIOYBAT BpeMe JI0 Mporpecus Ha 3a00sBaHeTo (Bb3
OCHOBA Ha OIICHKa Ha W3CJIeAOBaTENs ) 3a KoXopTa | U [s1a Ha nauMeHTuTe 0e3 KakBaTo U aa Ouiio
omeparys Ha Mecer 6 3a Koxopra 2.

B koxopra 1 npu okoH4aTenHus aHanu3 npH 28 ot 260 nexyBanu nanuentH (10,8%) ce Habnronasa
mporpecus Ha 3abosBaneTo. B koxopra 2, 219 ot 238 (92,0%; 95% CI: 87,8%, 95,1%) manueHTH ¢
BBH3MOXKHOCT 32 OLIEHKA, JIEKYBaHHM C ICHO3yMa0, He ca MOAJI0KEHH Ha omepanus a0 mecen 6. Ot

239 mauueHTH B KOXOPTa 2, ¢ MSCTO HA M3XOJHATA IIeJIeBa JIE3Us MITU MSCTO Ha JIe3Us B IPOYYBAHETO
U3BBH OenuTe Apo0OBe MM MEKUTE ThKaHu, pu oo1mo 82 yyactaunu (34,3%) e usbernata onepauus
10 BpeMe Ha Ipoy4BaHeTo. Karo 1110 pe3ynaraTute 3a epuKacHOCTTa IIPH IOHOIIH ChC 3aBBPIICHO
CKEJIETHO Pa3BUTHE ca CXOAHU ¢ HaOII0JaBaHUTE NP BH3PACTHH.
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B npoyuBane 7 ca BKIIIOYEHH 85 BH3paCTHH MAIMEHTH, KOUTO IPEIN TOBA Ca yJacTBAU U ca
3aBBPIIIIM poyyBaHe 6. Ha manueHTHTe € pasperieHo aa noayyasar jiedenue ¢ geHosymad 3a 'KTK
Y BCUYKH MAIMEHTH ca MpociefieHy 3a 5 roguau. OCHOBHATA IIell € Ja e OLIeHU NMPOQUIbT Ha
0e30MmacHOCT Ha IEHO3yMal B ABJITOCPOYCH IUIAH MPHU MAUEHTH C THTAaHTOKJICThYEH TYMOp Ha KOCTTA.

EdexT Bbpxy OosikaTa

[Ipu OKOHYATEIHUS aHAJIN3 HAa KOXOPTH 1 ¥ 2 KOMOMHHMpaHH, KIMHUYHO 3HAYMMO HaMaJIsBaHe Ha Hal-
cwiHaTta Oosika (T.e. > 2 TOYKU HaMalsBaHE OT M3XOJHOTO HHUBO) € choOmieHo mpu 30,8% ot
MAIMCHTUTE C PUCK (T.€. Te3W, KOUTO UMAT CKOp 3a Hal-CrutHa O0JiKa > 2 Ha U3XOJHO HUBO) B PAMKUTE
Ha 1 cenMuna ot siedennero u > 50% na ceamuna 5. Te3n momoOpeHus Ha O0JIKaTa ca ce 3ama3min
IIPY BCHYKY CJICBAIIN OIICHKH.

TlequaTpuuna IomyJaanus

EBpomneiickaTta areHIus 1o JieKapcTBaTa 0CBOOOXKIaBa OT 3aAbKEHHETO 32 MPEeOCTaBsIHE Ha
pe3yJITaTuTe OT MPOYYBAHMATA C JEHO3YMad BbB BCUUKH MOATPYIHN HA IEAUATPHYHATA TOIyJIAIHS
IPH [IPEAOTBPATABAHE HA CHOUTHS, CBBP3aHU ¢ KOCTHATA CHCTEMA P MAIMEHTH ¢ KOCTHU METACTa3!
Y TMIOATPYNH HA IeIuaTprUyHaTa IMOMyIalus Ha Bb3pacT 1o 12 ToauHu Npu JIeYeHHe Ha
TUTAHTOKJIETBYEH TYMOP Ha KOCTTa (BXK. Touka 4.2 3a nH(opManus OTHOCHO ynorpeda B
TIEANATPHATA).

B npoyuBane 6 neHo3yma0 e oueHsBaH Mpy NOArpyna oT 28 MareHTH B I0HOIIeCKa Bb3pacT (Ha
BB3pacT 13-17 ronvHu) ¢ THTAHTOKJIEThYEH TyMOP Ha KOCTTa, KOUTO Ca JOCTUTHAIIM CKEIEeTHA
3pAIIOCT, OMpe/eNieHa OT HATMYUETO Ha Haif-Manko 1 3psiia apira KocT (Hamp. 3aTBopeHa enuduzapHa
pacTexHa IJI0YKa Ha paMEHHATa KOCT) M TeJIeCHO Teryio > 45 kg. [Ipu enqun nanueHT B I0HOLIECKa
BB3PACT C XUPYPrUUHO HeBB3CcTaHOBUMO 3a0omsBane (N = 14) ce HabmronaBa pequInB Ha
3a00JISIBAHETO TI0 BPEME Ha IbpPBOHAYAIHOTO JiedeHue. [Ipu TpuHageceT ot 14-Te maluenTy ¢
XUPYPTUYHO HEBB3CTAHOBUMO 3a00JIIBaHe, YHATO TUIAHUPAHA XUPYPrUYHa ONEpalysi ce CBbp3Ba ¢
TEXKa 3a00J1eBaeMOCT, HE € HallpaBeHa oIepanus 10 Mecel 6.

5.2 ®apmakokMHETUYHH CBOWCTBA
AOGcopOuus
Criet MOKOXHO NPUIIOKEHHE OMOHATMYHOCTTA € 62%.

BbuorpancdhopMmarus

Karo ectecTBeH HMYyHOTJIOOYIIHH, IEHO3YMal ChAbpKa CAMO aMUHOKHUCEITMHH U BBIIICXUAPATH U €
MAaJIKO BEPOSATHO J1a OBb/Ie STUMUHUPAH Upe3 YepHOApOoOeH MeTabomn3bM. O4JakBa ce HETOBHSIT
MeTa00IM3bM H SNUMUHHUPAHE J1a CIIeIBaT IIBTHIATA HA KIIUPHHC HA UIMYHOTJIO0YJIMHUTE, BOJICIIH JI0
pasrpaxaane 10 MaJIKH MENTUIN U OT/ISITH aMUHOKHCEIIHHY.

EnumMunupane

[Ipu nauyeHTH C HaNpeAHAN PaK, KOUTO ca Moy4YaBajdl MHOTOKpAaTHH 1031 oT 120 mg Ha Bceku

4 ceqmuIy, ce HAOJIOIaBa MPUOM3UTEIIHO 2-KPaTHO YBENYaBaHe Ha CEpyMHUTE KOHIICHTPAIIUY Ha
JeHO3yMal 1 CTAIIMOHAPHO ChCTOSHHUE Ce JOCTHTa 3a 6 Mecela, KOeTO ChOTBETCTBA HA HE3aBUCUMa OT
BpeMeTo apMakoKHHETHKa. [Ipy manueHTH ¢ MHOKECTBEH MUEJIOM, KOUTO ca monyyaBand 120 mg Ha
BCEKH 4 ceMUIIN, MeIMaHaTa Ha Hail-HUCKUTE HUBA BapHpa C IMO-MaJKo OT 8% Mexay 6-usg u

12-ns mecen. [Ipu manyeHTH ¢ THTAHTOKJIETHYEH TyMOP Ha KOCTTa, KOWTO ca noiry4aBanu 120 mg Ha
BCEKH 4 CEIMHILIM C HATOBapBalla /103a Ha 8-MU U 15-Tu eH, cTallMOHApHU HHUBA Ca JOCTUI'HATH B
paMKHUTe Ha IbPBUS MEcell OT JieueHueTo. Mexay 9-ta u 49-ta ceqmuia, MeinaHaTa Ha Hali-HUCKUTE
HUBA Bapupa ¢ mo-Manko ot 9%. [Ipu manueHTn, KOUTO ca MpeycTaHoBwIM fo3ara ot 120 mg Ha
BCEKHU 4 CeIMHIH, CPETHHUAT IOTYKUBOT € 28 nHu (rpanuuu 14 go 55 nHn).
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[MomynanuoHeH papMaKOKHHETHYCH aHATIN3 HE TIOKa3Ba KIIMHUYHO 3HAYMMH ITPOMEHHU B CUCTEMHATa
EKCIIO3UITUS Ha IEHO3yMal B CTAIIMOHAPHO ChCTOSIHUE MO OTHOIIIEHHE Ha BB3pacT (18 mo 87 roaunn),
paca/eTHHUYECKH MPOU3XO0 (M3CIIEIBAHN Ca YCPHOKOKH, C UCTIAHCKH TPOM3XO/T, a3UATIH 1 OEJTH), TOJT
WM BUJI Ha COJMTHUS TYMOP, WX TAIIMEHTH C MHOXECTBEH MUeNIoM. [[oBHIIaBaHETO HA TEJIIECHOTO
TETJI0 € OMII0 CBBP3aHO C HAMaJIsIBaHe Ha CUCTEMHATa eKCIo3uius 1 oopatHo. [IpomenuTe He ca
CUCTCHH 3a KIIMHUYHO 3HAYUMH, Thil KaTo (papMakoanHAMUYIHNUTE e(heKTH, Oa3upaHn Ha MapKEpHTE 3a
KOCTHa 06M$[Ha, Ca MOCTOSAHHU IIPH INHPOKU I'PaAaHUIIA HAa TEJICCHO TETJIO.

JInHeiiHOCT/HETUHENHOCT

Jleno3ymab noka3Ba HelMHEIHA (papMaKOKWHETHKA MIPU 03U B MIMPOK JO30B AHATA30H, HO
MOBHUIIIaBaHE HA EKCIIO3UIMATA, KOETO € IPUOIM3UTEIHO MPOMOPLUUOHAIHO Ha J03aTa, IPU 03U OT
60 mg (umu 1 mg/kg) n no-sucoku. HemuuerHoCTTa BEPOSITHO € B pe3yJTaT Ha HACUILIAEM,
TapreTHO-MeIUUpaH IIbT Ha €JITMMUHHUPAaHE, KOWTO € OT 3HaU€HHE IPU HUCKU KOHLEHTPALIUY.

B’L6DCHHO YBPCXKAAHC

IIpu npoyusanus Ha neHozymad (60 mg, n =55 u 120 mg, n = 32) npu naruenTn 6e3 HapeaHaI pak,
HO C pa3lryYHa CTENeH Ha ObOpevHa QYHKIM, BKIIOUYNTEIHO U MAllMEHTH Ha J1ajn3a, CTeIeHTa Ha
0BOpeuHo yBpexxaaHe He MOBJHsIBa (hapMaKOKMHETHKATa Ha JEHO3yMal; Taka 4e He ce M3HCKBa
KOpHTHpaHe Ha J03aTa Ipu 0b0peyHo yBpexkaaHe. Hama HeoOXoauMOCT OT MOHUTOpPHPAHE Ha
O0bOpeuHaTa GyHKUUS NPH MIpUIaraHe Ha AeH03yMad.

YepHoapoOHO YBpEKIaHE

He e mpoBexxnano cienuduyHO MpoyyBaHe MPH MAMEHTH ¢ YePHOPOOHO yBpexkaane. Karo 1siio
MOHOKJIOHAJTHHTE aHTHTENA HE CE SIMMMUHUPAT TIOCPEICTBOM YepHOIpoOeH MeTabonmm3bM. He ce
ouakBa (hapMaKOKHMHETHKATa Ha JIcHO3yMal Ja Objie MOBIKIHA OT YEPHOAPOOHO YBPEKIAHE.

CTapquKa BB3pacT

He ca nabmronaBanu pa3nuky B 0€30MaCHOCTTA U €(PUKACHOCTTA MEXKIY MAIUSHTH B CTapuecKa
BB3paCT U MO-MJIa U manueHTH. KoHTpomupany KIMHUYHY MIPOYYBAHUS C ICHO3yMal MpU MalueHTH
Ha BB3PACT HaJl 65 rOAVWHYU ¢ HANIPETHAIIN 37I0KaYECTBEHH 3a00JIIBaHU, 3acCsralii KOCTUTE, ca
MOKAa3alii CX0/1Ha e(pUKacHOCT U 6E€30MaCHOCT MPH MO-BB3PACTHU U MPH MO-MJIaau maiuenty. He ce
HaJiara KOpUrMpaHe Ha J1o3aTa [pH MalueHTH B CTapYecKa Bb3PacT.

IlenuaTpuuHa IOImyaanus

[Ipu roHOIIM ChC 3aBBPIICHO CKENETHO pa3BUTHE (Ha Bb3pacT 12 - 17 TOANHU) C THTaHTOKJIEThYECH
TyMOp Ha KOCTTa, moxydaBanu 120 mg Bceku 4 ceIMHUITU C HaTOBapBaIia J103a Ha JHU 8 1 15,
(hapMaKOKMHETHKATa Ha AEHO3yMal € CXOJHa C Ta3H, HAOJIo1aBaHa IIPU B3PACTHHU MAIMEHTH C
TUTaHTOKJIEThYEH TYMOpP Ha KOCTTa.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

Tbit KaTO OMOJIOrMYHATa aKTUBHOCT HA JIEHO3yMal MPH *KUBOTHU € clieln()UYHA 32 HEUOBEKOIIOJOOHH
NPUMATH, 32 OIIeHKa Ha (apMaKoIMHAMUYHUTE CBOWCTBA HA JICHO3yMal P MOJICITH Ha TPH3a4H Ce
NpaBy OLIEHKa Ha reHHO Mojenupanu (knockout) MUIIKK MK ce U3MOM3BAT APYTH OMOIOTUYHI
naxubutopn Ha RANK/RANKL mets, karo OPG-Fc 1 RANK-Fec.

[Ipu My MOAeNTM Ha KOCTHH METAcTa3| Ha pakK Ha I'bpJaTa MpH YOBeKa, MOJIOKUTENICH U
OTpHLIATEIICH 32 ECTPOr€HEH PELENTop, paK Ha MpocTaTata U HeIpeOHOKIEThUEH pak Ha Oenus Apoo,
OPG-Fc HamansBa 0CTEONUTHYHHUTE, OCTEO0IaCTHUTE U OCTECOIMTUYHUTE/OCTEO0IACTHUTE JIE3HH,
3a0aBs popMHpaHETO Ha de noVo KOCTHU MeTacTa3H M HaMasBa pacTeka Ha KOcTHHS TyMmop. Korato
npu te3u mogenu OPG-Fc ce komOnHMpa ¢ XopMoHalIHa Tepanus (TaMOKCH(EH) WM XUMHOTEpanus

19



(momerakcen), ce HaOMIOAaBa JOMIBITHUTEITHO HHXHOMPAHE HA PacTeka Ha KOCTHUS TYMOP ChOTBETHO
NPY pak Ha IbpJiaTa, mpocTarata win oeius ApoO. [Tpy My MoJien Ha UHTyIMpaHe Ha TYMOp Ha
mieuHaTa xie3a RANK-Fc HamansBa XopMOH-UHIyIMpaHaTa npoiud)epanys B enuTeia Ha MIeYHaTa
JkKIe3a u 3a0aBsi 00pa3yBaHETO Ha TyMOP.

CraHmapTHH TECTOBE 3a U3CJICIBAHE HA TCHOTOKCHYIHUS TIOTCHIIMA Ha IEHO3yMald HE ca OICHSIBAHU,
THU KaTO HE ca MPUJIOKUMU IpU Ta3u MoseKyna. [lopaau cBOETO eCTECTBO € MaJIKO BEPOSITHO
JleHo3yMab J1a IPUTEKaBa HAKaKBa T€HOTOKCHYHOCT.

KaHHepOFeHHI/IHT NOTCHI KA Ha Z[GHOSYM36 HC € OLCHABAH B AbJTOCPOYHU IPOYUBAHUS ITPU
JKHBOTHH.

B npoy4Banus 3a TOKCUYHOCT NPU €AHOKPATHO M MHOTOKPATHO MpUJIaraHe Mpy AbIT00NaIlaTH
Makal, I03UTe Ha AeHo3yMa0, Bogeuy ot 2,7 10 15 mbTH NO-rojsiMa CUCTEMHA €KCTIO3ULIHS,
OTKOJIKOTO TPETOPBUMTENHATA 1032 [IPH X0Pa, HAMAT ePEeKT BbPXY ChPJICUHOCHI0BATA (PHU3HOJIOTHS,
(depTuinTeTa IPU MBKKUATE WIH )KEHCKUTE, M HE ITOKA3BaT Crenn(UIHA TOKCHYHOCT 38 KOHKPETHH
TapreTHU OPraHu.

B npoyuBane npu IbIATOONANIATH MaKally, Ha KOUTO € MPHUJIOKEH IeH03yMal 1o BpeMe Ha Iepuo/ia,
€KBUBAJICHTECH Ha IbPBUS TPUMECTHP Ha OPEMEHHOCT, JO3UTE Ha AeHO3yMal, BOACIIH A0 9 MbTH
MO-TOJISIMA CHCTEMHA €KCITO3ULIYSI, OTKOJIKOTO IMPEeNopbUnTENIHATA J03a IPH X0pa, HE UHyLIUpaT
TOKCHYHOCT MIPY MaliKaTa WX YBpeKAaHe Ha GeTyca o BpeMe Ha MepHo/I, CKBUBAJICHTEH Ha TbPBUS
TPUMECTBD, BBIIPEKH U€ (peTamHnuTe TUM(HU BB3JIH HE Ca U3CIIEABAHHU.

B apyro npoyuBaHe npu IBAT0ONanaTi Makalu, Ha KOUTO € MPUJIOKEH IeHO3yMal 1Mo BpemMe Ha
OpEMEHHOCT MPH CUCTEMHA eKCIO3UIHS, 12 mbTH MO-BUCOKA OT 03aTa MPH X0pa, € HabJIro1aBaHo
MOBHIIIABaHE HA MBPTBUTE PAXKAAHUS U IOCTHATAIHATA CMBPTHOCT; HAPYIIIEH KOCTEH PacTeX, BOACTI]
JI0 HaMaJIeHa 37[paBUHA Ha KOCTHUTE, IOHMKEHA XeMAaTOI0e3a M HETIPABIITHO MOIPEKJaHe Ha 3h0UTE;
Jurca Ha nepudepHy TUM(HU B3I U 3a0aBCH HEOHATAJICH pacTek. He € ycTaHOBEeHO HUBO, NpU
KOETO ce HaOJIF0/1aBaT HeXKENaH! PeNpOAYKTUBHU eeKTH. 6 Mecena cliel] pakJaHeTO IIPOMEHNTE,
CBBP3aHH C KOCTHUTE, Ca TIOKa3aJId 00paTHO pa3BUTHE U HE € HaOMoaBaH e(peKT BbpXy MOHUKBAHETO
Ha 30uTe. Edextrre BbpXYy MMM(GHUTE BB3IIM U HEMPABUIHOTO MOAPEKIaHE Ha 30uTe 00aue
NEepCUCTUPAT U € HAOJI0AaBaHa MUHIMAITHA 10 YMEPEHA MUHEPAIU3alisl B MHOTO ThKaHH MIPH €THO
JKUBOTHO (BpB3Ka C JICYCHUETO HE € yCTaHOBeHa). Hsama maHHM 3a yBpexaaHe Ha MalKaTa Ipeau
paXIaHeTo; HeXeNaHu e(eKTH PU MallkaTa Bb3HUKBAT HEUECTO 110 BpEMe Ha PasKAaHETo.
PasButreTo Ha MaluMHAaTa MJIEUHA XKJI€3a € HOPMAJIHO.

[Ipu npeaKIMHUYHN TPOYYBAHUS 32 KA9eCTBO HA KOCTUTE TPY MalMyHH Ha ABJITOCPOYHO TPETUPAHE C
JICHO3yMa0 HaMaJsIBAHETO Ha KOCTHHS 0OMEH Ce CBhP3Ba C MMOBHUINIABAHE Ha 3/[PaBHHATA HA KOCTUTE U
C HOpMaJTHa KOCTHA XHUCTOJOTHSL.

[Tpu MBxKKM MULIKH, TeHHO Moaenupanu aa ekcnpecupat huRANKL (knock-in mumikm), kouto ca
OWIIM MOJVIO’KEHH Ha TPAHCKOPTHKaIHA (ppakTypa, AeH03yMad 3a0aBs OTCTpaHIBAHETO HA XPYIIsia U
pPEMOJIETTMPAHETO Ha Kalyca Ha MACTOTO Ha (hpakTypaTa B CpaBHEHHE ¢ KOHTPOIUTE, HO
OnoMexaHWYHATA 3paBUHA HEe € OWJiia 3acerHaTa HeOIaronpusITHO.

[Ipu npenxnuununau npoyuanus knockout muriku 6e3 RANK unn RANKL ca umanu nurca Ha
JIaKTaIMs TOpay MOATHCKAaHEe Ha Ch3PsIBAHETO Ha MyIedHaTa xJie3a (JIo0yno-aaBeoapHOTO Pa3BUTHE
Ha jKJIe3aTa 1o BpeMe Ha OpEMEHHOCTTa) U ca MOKa3alld HapylleHHe B 00pa3yBaHeTo Ha TUMQpHH
BB31u. HoBopomenn RANK/RANKL knockout Muiliku ca 1eMOHCTPUPAIH HAMAJIEHO TEJIECHO TErJIo,
MTOHIKEH KOCTEH PacTeX, I3MEHEHNE B PACTE)XHUTE TIOYKHU U JIUTICA HAa IpoOuB Ha 360u. Hamanen
KOCTEH pacTeX, U3MEHEHHE B PACTEKHUTE IJIOUYKH U JIUICa Ha MpoOMB Ha 3601 ca HaONro1aBaHu U
IIPY POY4BaHUS IPH HOBOPOJIEHH TUIbX0Be ¢ npuioxenn RANKL naxuburopu u Te3u MpoMeHu ca
OMJIM YaCTUYHO 00paTHUMHM, Korato npuiokenueto Ha RANKL unxuburopa e O1iio npeycTaHOBEHO.
IOBeHwITHN IprMaTH, Ha KOUTO € TpWiIarad JieHo3ymat 2,7 u 15 mbTH Ha/l KIMHAYHATA EKCTIO3UITHSI
(10 u 50 mg/kg no3a), UMaT HapyLIeHHE B PACTEXHUTE TUI0UKU. ClleI0BATEIHO, JIEICHUETO C
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JIEHO3yMad MOJKe JIa HApYIIU KOCTHHS PACTEXK MPH JIeTla C OTBOPEHH PACTEKHU IUIOYKH U MOXKE J1a
MOTHCHE MPOOHBa HA 3p0UTE.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

OrnerHa kucenuHa*

Hatpues anerar tpuxunpar (3a kopekuus Ha pH)*

Cop6wuTton (E420)

ITomucop6at 20 (E432)

Bopa 3a nmxexnun

* IIpn cMecBaHe Ha OLIETHA KUCENIMHA C HATPUEB alleTaT TPUXUAPAT ce 00pasyBa anerareH 0ydep.

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha MpoyYBaHHs 32 HECHBMECTUMOCTH, TO3H JIEKapCTBEH MPOIYKT HE TPsOBa Ja ce cMecBa ¢
JIPYTH JEKapCTBEHH MPOTYKTH.

6.3 Cpok Ha roaHOCT

4 ronuHU.

Crnen kato ce u3Baau OT XJaawianka, Osenvelt Moxe 1a ce chXpaHsBa MPU TEMIIEPATypa J0
MakcumyM 30°C 3a emHOKpaTeH nepuo 1o 63 THH, B OpUTHHAIHATA KapTOHEHA OMaKOBKa, HO 0e3 Jaa
ce HaJIBUIIIaBa CPOKBT Ha TOJHOCT, OTIeYaTaH BbpXy onakoBkaTa. [Ipu HeoOxoammocT Osenvelt moxe
Jla C€ BbPHE B XJIQJAMITHUKA €THOKPATHO B PAMKHUTE Ha Te3u 63 JHU U Ja Ce ChXpaHsIBa TaM JI0
HN3TUYaHE Ha CpOKa Ha TOAHOCT, OTII€CYAaTaH BbPXY OIIaKOBKarTa.

UzxBwpnere Osenvelt, ako He ce U3MOI3Ba B pAMKHUTE HA SHOKPATHHS MEPHOA OT 63 JHU U3BHH
XJIAJJUITHAKA WIH 0 U3THYaHE Ha CPOKA HA TOHOCT, OTIIEYaTaH BbPXY OMAKOBKATA, B 3aBUCHMOCT OT
TOBAa KOE OT JIBETE HACTBITU ITO-PAHO.

6.4 CrhenuanaHu ycI10BHs HA CbXpaHeHHe

Ha ce cexpansasa B xnamwiauk (2°C — 8°C).

Jla He ce 3ampazsBa.

CoxpansBaiiTe (1akoHa B KApTOHEHATa OMAKOBKa, 32 JIa ce MPEANasu OT CBETJINHA.

6.5 Buau chabp:kaHue HA ONIAKOBKATAa

1,7 ml pa3TBOp BBB (pJIaKOH 3a €THOKpaTHA yHoTpeda oT cThkio Tul 1 ¢ (OyTruinoBa) rymMeHa
3amyIIanka ¥ AfyMHHHAEeBa 00KaTKa ¢ OTYYIBAIIO CE Karaye.

BuioBe onakoBKY 10 €IMH, TPU WK YeTUPH (hIaKOHA.
He BcHuYkM BUOBE OMAKOBKH MOT'aT jJa ObJIAT MyCHATH Ha masapa.

6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa

o [Mpeau npunoxxenue pa3rBopbT Osenvelt TpsaOBa qa ce mpoBepu BU3yaiHo. He nmkekTupaiite
Pas3TBOPA, aKO ChABPKa BUJUMHU YACTHLIM UM € MBTEH, I € C IPOMEHEH LIBAT.

. He pasknamaiire.

o 3a n1a ce u3berue AUCKOM(OPT Ha MACTOTO HA MHXKEKTUpPAHE, OcTaBeTe (DIakoHa a JOCTUrHE

craitaa Ttemnepatypa (1o 30 °C) npean HHXEKTHPaHe U WHXXEKTHpaiiTe 6aBHO.
. TpsabBa ma ce HHXKEKTHpPA ISUTOTO ChABPXKAHUE Ha (IIakoHa.
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. 3a npunarane Ha AeHo3yMa0 ce mpenopbusa uria 27 G.
o Urnata He TpAOBa 1a ce BbBEX/IA MOBTOPHO BBB (PIIaKOHA.

Hewnsnon3BaHuAT 1eKapCTBEH MPOIYKT WM OTHAIBYHUTE MAaTepPHAIN OT HETO TPsiOBa 1a ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE H3HCKBAHHSI.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest,

Vici ut 1-3. WestEnd Office Building B torony

VYHrapus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1904/001

EU/1/24/1904/002
EU/1/24/1904/003

9. JATA HA ITbPBO PA3ZPEINABAHE/IIOJHOBSABAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA

Jara Ha rEpBO pazpemasane: 14 dpespyapu 2025

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

ITonpoOHa mH(pOpMAanHs 3a TO3H JeKapCTBEH MPOAYKT € MpeocTaBeHa Ha yebcaiita Ha EBponeiickara
areHIus 1o JieKapcTBaTa https://www.ema.europa.eu.
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IMPUJIOKEHHUE IT

MHPOU3BOJUTEJIN HA BUOJIOIT'MYHO AKTUBHOTO
BEHIECTBO U NTPOU3BOJAUTEJIN, OTTOBOPHH 3A
OCBOBOXKJIABAHE HA ITAPTUAN

YCJOBUA NN OT'PAHUYEHMUSA 3A TIOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUSA U UBNCKBAHUSA HA
PASPEHIEHUMETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA IEKAPCTBEHUA
IHPOAYKT
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A. NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
MNPOU3BOJUMTEJIN, OTTOBOPHU 3A OCBOBOKJIABAHE HA ITAPTU/IA

Hme n aapeC HAa MPOU3BOAMTCIIA HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

CELLTRION, Inc.

20, Academy-ro 51 beon-gil,
Yeonsu-gu, Incheon, 22014
Penyonuka Kopes

Hme n aJpeC HAa MPOU3BOAUTCIINTE, OTTOBOPHH 34 0CB060)K,Z[aBaHe Ha IapTUuauTe

Nuvisan France S.A.R.L
2400 Route des Colles,
06410 Biot,

®paHuus

Midas Pharma GmbH
Rheinstrasse 49, West,
55218 Ingelheim Am Rhein,
Rhineland-Palatinate,
T'epmanus

Kymos S.L.

Ronda de Can Fatjo, 7B
Parc Tecnologic del Vallés,
Cerdanyola del Vall¢s,
08290 Barcelona,

Hcnanus

[levyaTHaTta IMCTOBKA Ha JIEKAPCTBEHHS MPOLYKT TPAOBA Ja ChABPKA UMETO U aJipeca Ha
IPOU3BOJUTEINS, OTTOBOPEH 32 OCBOOOXK/1aBaHETO HA CbOTBETHATA APTHJIA.

b. YCJI0OBUA NWJIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexapCTBEHUSAT MPOLYKT CE OTITyCKa 10 OrPaHUUEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTeprcTika Ha TPOAyKTa, TOUKa 4.2).

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. IleproguyHy aKTyaJu3upaHM Jokjaaau 3a 0ezonacHoct (ITA/IB)
M3uckBanusTa 3a nonasane Ha [TAJIb 3a To31 JeKapCTBEH NPOAYKT Ca IOCOUYEHU B CIIUCHKA C
pedepentnute natu Ha Epponetickus cbto3 (EURD cruchk), npeasuzacH B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, n BbB BCUUKH CIICABAIIN aKTyaJIN3allH, ITyOJIUKYBaHU HA €BPOIEHCKHS
yeOropTai 3a JeKapcTBa.

. YCJI0OBUsA NI OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA TPOJAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

IIputexatenar Ha pa3pemrenreTo 3a yrmorpeda (IIPY) tpsoBa na u3BbpIIBa H3UCKBAHUTE IEHHOCTH H
JICHCTBYSI, CBBP3aHH C TIPOCIEAsIBaHE Ha JIEKApCTBEHATa O€30I1acHOCT, mocoyeHu B o1o0penus [1YP,
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npeacraBed B Moy 1.8.2 Ha pa3penieHneTo 3a yrnorpeda, KakTo U BB BCHUKH CJICIBAIIHA OJT00PECHH
aktyanuzauuu Ha [TYP.

Axtyanusupan [IYP tps6Ba na ce mopasa:

o 1o “ckaHe Ha EBpornelickaTta areHIus 1o Jekapcrnara;

o BUHArd, KOraTo ce M3MEHsI CUCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0COOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OPMAIHs, KOATO MOXKE Ja JOBEJIE 10 3HAYMMH IIPOMEHU B
CHOTHOIIEHHUETO T10J13a/PUCK, HIIH CJIe]T IOCTUI'aHEe Ha Ba)KEH eTall (BbB BPb3Ka C MPOCIIEASIBaHEe
Ha JIEeKapCTBEHaTa 0€30MaCHOCT WJIM CBEXJaHe Ha PUCKA 10 MUHUMYM).

o JlobJIHUTEJIHM MEePKH 32 CBeKIaHe HA PUCKA 10 MUHUMYM

1Py TpSI6Ba Ja OCUT'YPH BBBCIKIAHCTO Ha HAIIOMHSIIA KapTa Ha MallUCHTAa OTHOCHO OCTCOHCKPO3a Ha
YCIIIO0CTTa.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA ®JIAKOH

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Osenvelt 120 mg HHXEKITMOHEH Pa3TBOP
JleHO03yMao

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

Bceku duakon ceappika 120 mg aerozyma0 B 1,7 ml pastop (70 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomnTHM BetiecTBa: OIETHA KUCEIMHA, HATPUEB arleTaT Tpuxuapart, copouron (E420),
nonucop6at 20 (E432), Boxa 3a HHXEKIHU.
BmxTe nucToBkaTa 3a JONBIHHUTENIHA HHPOPMALIUSI.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

HnxeKuoHeH pa3TBop.

1 ¢rakoH 3a emHOKpaTHA yIIoTpeoa.
3 (makoHa 3a eqHOKpaTHA yIOTpeoOa.
4 ¢urakoHa 3a €THOKpaTHA yHoTpeoa.
120 mg/1,7 ml

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJAHE

[Ipenu ynotpeba npoyerere JINCTOBKATA.
TlonkoxHO MpUTOXKEHUE
Ha ue ce pasknaina.

6. CIIEIMAJIHO NPEAYHPEXKXKIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTVIEJJA 1 IOCEI'A HA IELTA

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

‘ 7. JAPYI'U CHEHNUAJIHM IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampassiBa.
CrxpaHsBaiiTe (prakoHa B KapTOHEHATa OMIAKOBKA, 32 Jla C€ Mpe/a3u OT CBETINHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Celltrion Healthcare Hungary Kft.

1062 Budapest,

Vaci ut 1-3. WestEnd Office Building B torony
VYHrapus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1904/001 1 dpnakon
EU/1/24/1904/002 3 ¢nakona
EU/1/24/1904/003 4 ¢nakoHa

13. HAPTHUJIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH WIEHTUOPUKATOP — IBYU3MEPEH BAPKOJ

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTUHPUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JTAKOHA

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Osenvelt 120 mg uHXEKIUs
JIEHO3yMao
s.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WU EJUHUIA

120 mg/1,7 ml

6. JIPYTO
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Bb. IHCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Osenvelt 120 mg uHkKeKIMOHEH Pa3TBOP
neno3zymab (denosumab)

vTO3I/I JICKapCTBEH MPOIYKT MOJICKH Ha AOMBIHUTEIHO HaOMoqeHNe. ToBa Iiie Mo3BOIH OBP30TO
yCTaHOBSIBaHE HA HOBA HH(OPMAIIUs OTHOCHO Oe30macHocTTa. MoXeTe /1a 1ajieTe CBOs PUHOC KaTo
CHOOIIUTE BCSKA HEXETaHa Peakilys, KOSATO CTE MOJTYYMIH. 3a HAYMHA Ha ChOOIIIaBaHEe HA HEeXETaH!
peaKInu BIDKTE Kpast Ha Touka 4.

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, PEAH 1A 3all04YHETe 1A H3I10J13BaTe TOBA

JIEKapCTBO, Thil KATO TH ChABbP:Ka BakHa 32 Bac undopmanus.

- 3amazere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXkKH J1a 5 POYETeTe OTHOBO.

- AKO UMaTte HAKaKBH JOIBJIHUTETHN BBIIPOCH, TONUTaiiTe Bammus ekap, hapMarieBT wim
MEAMIHMHCKA CECTpa.

- ToBa nexapcTBO € mpeanucano JngHo Ha Bac. He ro mpeotcremnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpe.ld, He3aBUCHMO Y€ TIPU3HAIMTE Ha TSIXHOTO 3a00JIsIBaHe ca ChIIUTe KaTo Bammre.

- AKO MoJTyunTe HAKaKBU HEXXEJIaHU peaklyy, yBeaomere Bamms nekap, hapmanest win
MeIUIMHCKA cecTpa. ToBa BKIIIOUBA U BCUYKH Bb3MOXKHH HEKEJIAHU PEAaKLHU, HEONHCAHH B
Ta3u JUCTOBKA. BinkTe Touka 4.

- Bamust nexap e Bu najie HanoMHsIIIa KapTa Ha HAallMeHTa, ChAbpiKallla BakHa HH(OOpMaLIUs
BbB BPb3Ka C O€30M1aCHOCTTA, C KOSATO TPSIOBa Aa ce 3al03HaeTe MPEIH U 110 BpeMe Ha
neuenuneto Bu ¢ Osenvelt.

Kakso ChbAbpPiKa Ta3u JIUCTOBKA

Kakgo npencraensaBa Osenvelt 1 3a KakBO ce U3ION3Ba
Kaxso Tps6Ba na 3Haere, npean na m3non3Bate Osenvelt
Kak na n3nonssate Osenvelt

BBb3M0OKHM HEXEIaHU pPEaKLUU

Kak na cexpansiBate Osenvelt

ChbabppkaHue Ha ONIaKOBKATa M JOIBIHUTEIHA UH(POPMALIUS

Sk L~

1. Kakso npeacrasasiea Osenvelt u 3a KakBo ce U3110J13Ba

Osenvelt chabpka 1eHO3yMa0, OSNITHK (MOHOKIIOHATHO aHTHTSJIO), KOWTO JICHCTBAa KaTO HaMasiBa
pa3pylaBaHeTo Ha KOCTHTE, IPUIMHEHO OT paK, KOWTO ce Pa3lpoCTpaHsBa B KOCTUTE (KOCTHU
METacTa3M) WIHA OT THTAaHTOKJIEThYeH TyMOp Ha KOCTTA.

Osenvelt ce U3mo3Ba py B3pacTHHU MALMEHTH C HAIIPEIHAJ PaK 3a MPeJOTBpaTsIBaHE Ha CEPUO3HU
YCIIOKHEHUS, MPUYNHEHN OT KOCTHU METacTa3u (HaIlp. CaynBaHe, MPUTHCKaHe Ha TPBOHAYHIS MO3BK
WA HEOOXOAMMOCT OT JIBUETEPAITNs MIIN XUPYPTUIHO JICUCHHE).

Osenvelt ce m3M0I3Ba CHINO 32 JeUEHNE HA THTAHTOKJIETHYCH TyMOD Ha KOCTTa, KOWTO HE MOXeE J1a Ce
JIEKyBa C OTepaIysi Wik KOraTo olepanysiTa He € Hail-qo0prs BapuaHT, IPU Bb3PACTHH U IOHOIIIH,
YUHUTO KOCTHU Ca 3aBBbPIIMIH CBOS PACTEK.

2. Kakso TpsadBa na 3Haete, npeau Aa usnoassare Osenvelt

He u3noassaiite Osenvelt

- aKo CTe aJleprMYHU KbM JIeHO3yMal MM KbM HSKOSI OT OCTaHAJINTE ChbCTABKM Ha TOBA JIEKAPCTBO
(1306poenu B TOUKa 6).
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Bammsr siekap HiMa 1a Bu nmpunosku Osenvelt, ako ©MaTe MHOTO HECKO HMBO Ha KaJIUi B KPHBTA,
KOETO HE € OMIIO JICKYBaHO.

Bamust nexap vama qa Bu npunoxku Osenvelt, ako uMate He3apacHa M paHH OT CTOMAaTOJIOTHYHA
MIPOIEypa WK OTIepaIys B yCTHATA KyXUHA.

Ipexynpexnaenust ¥ Mpeana3Hu MePKU
T'oBoperte ¢ Bamus Jiekap, npean na uznoJssate Osenvelt.

Jlo0aBKH ¢ KaJuuii ¥ BUTamMud D

Bue tps6Ba qa npuemare 700aBKHU ¢ Kalmui u BuTamuH D, qokaTo ce nekyBate ¢ Osenvelt, ocBeH ako
HUBOTO Ha KaJIIUil B KpbBTa Bu e Bucoko. JlekapsT me ro oochau ¢ Bac. Ako HUBOTO Ha KaJIuii B
KpbBTa Bu € HUCKO, TekapsAT Moxe Jia pern Ja Bu nage 100aBKu ¢ KaIUi, MPeIy 1a 3alI09HETe
neuenne ¢ Osenvelt.

Hucku HMBa Ha KaJIIIUHA B KPBBTA

Mo, kaxeTe He3abaBHO Ha Bamms jgekap, ako UMaTe CIia3MH, IMTOTPETIBAHMS FIIK KpaMITd Ha
MYCKYJIUTE, W/WIK U3TPBIIBAHE MJIM MpaByYKaHe Ha MPBCTUTE HA PhLIETE, KpaKaTa MU OKOJIO ycTaTa
W/WH ThPYOBE, 00OBPKAHOCT WM 3ary0a Ha Ch3HAaHUE, TOKaTo ce JiekyBaTe ¢ Osenvelt. Moxe na
MMaTe HUCKU HHBA Ha KaJIUH B KPBBTA.

Bbr0Opeuno yBpexxaane

Tps6Ba ga kaxere Ha Bammms nexap, ako ©MaTe WIH CTE€ UMaJH TeXKU OBOpeuHH mpobiemu,
O0bOpeuHa HEZOCTATHUHOCT, WK CTE€ UMaIM HyX/la OT XeMOAXaIN3a, KOUTO MOIaT Jla yBeJIM4aT pucKa
OT II0s1Ba Ha HUCKM HUBA Ha KaJIL[UH, OCOOEHO aKo He MoJlyyaBaTe J00aBKU C KLU,

IIpoGnemu ¢ ycTaTa, 3501MTE WK YETIOCTTA

Hexenana peakius, HapedeHa OCTCOHEKPO3a Ha YEMIOCTTa (KOCTHO YBpPEXKIaHE HA YEIFOCTTA), Ce
ch0oOIIaBa 4ecTo (Moxke ja 3acerre 70 1 Ha 10 qymm) mpu nanueHTH, NoayJYaBaliyd HHKESKIIHN
JICHO3yMa0 3a CBBp3aHu ¢ pak 3aboisaBanus. OCTEOHEKPO3a Ha YEITFOCTTa MOXKE J1a CE TIOSIBH U CJIET
CIIMpaHe Ha JICYCHHUETO.

Baxno e Ja CC HaIlpaBH OMUT 3a MPEAO0TBPATABAHC PAa3BUTHUCTO HA OCTCOHCKPO3a Ha YC/IFOCTTA, ThH
KaTo TOBA MOX€E Ja € 00JIe3HEHO CBCTOSTHUE, KOETO MOXKE 1a C€ OKaXXC€ TPYAHO 3a JICUCHHC. HNma msaxon
ImpearnasHu MEpPKHU, KOUTO TpH6Ba Ja IpeanprueMeTe, 3a Ja C€ HaMaJIi pUCKBT OT Pa3BUTUC Ha
OCTCOHCKPO3a Ha YCIIOCTTA:

o [Ipenu na 3amouHeTe IeYeHNETO, yBeIoMeTe Barmvist Jexap/MeTuIIHCKa cecTpa (MEeTUIITHCKU
CHeHI/IaHI/ICT), aKO UMaT¢€ HAKAaKBH HpO6JIeMI/I C ycTaTta uiin ST)GI/ITe. Bamusar JICKap e OTI0KHA
HAYaJIOTO Ha JIeueHHeTo By, ako mMare He3apacHAIH PaHU B yCTaTa OT CTOMATOJIOTUIHH
MIPOIEAYPH WIIH OTIepallysl B yCTHATa KyXvuHa. BammsT nekap Moxke Ja mpernopbya
CTOMATOJIOTHUYEH TIPETJIe, IpeIu J1a 3anovneTe jgedenue ¢ Osenvelt.

o Jlokaro ce jekyBate, TpsAOBa Ja MOJAbpKaTe 100pa YCTHA XUTHEHA U JIa Ce TOJIaraTe Ha
PEAOBHU CTOMATOJIOTHYHU Mperiiean. AKO HOCUTE TIPOTE3H, TPsiOBa Ja CTE CUTYPHH, Y€ T
NPWISTAT IPABUITHO.

o AKO cTe MOJI0KEeH! Ha CTOMATOJIOTMYHO JIeUueHe WK Bu mpeacTon ctoMaTroioruyHa
omepanus (Harp. U3BaXxAaHe Ha 360), KakeTe Ha Bamus jgekap 3a Baieto cToMaToI0ruaHO
JieueHHE M yBEeIOMETe JIeKapsl CHU 10 JIeHTalHa MEeJUIMHA, e ce JeKkyBaTe ¢ Osenvelt.

o CewpikeTe ce ¢ Bamus nekap u jiekap 1o JeHTaiHa MEAUIUHA He3a0aBHO, aKo UMaTe MpooIeMu
C ycTaTta Win 350MTe, HalpUMep pasKiIaTeHH 350U, 00Ka HITH OTOK, He3a3paBsIBallH SI3BH WK
CEeKpeIys, Thii KaTO TOBA MOJKE JIa ca TMPU3HAIM Ha OCTEOHEKPO3a Ha YeF0CTTA.

HpI/I MalMUEeHTH, MMOMJIOKEHU Ha XUMUOTEPAITHA W/WITH JIpUCTEpanusA, NpueMaliy CTCporuan Uiin
AHTUAHTHUOTCHHHU JICKAapCTBa (I/I3HOJ'13B21HI/I 3a JICYCHHC Ha paK), IMOAJIOKCHH Ha CTOMATOJIOTHYHa
ornepanus, KOMTO HE NOJy4aBaT p€AOBHHU CTOMATOJIOTUYHU IIPETII€aAn, UMaT 3a00J1BaHe Ha BCHIIUMTC
HJIK Ca IMynuia4yuv, MOKE a MMa IO-BUCOK PUCK OT pa3BUTHUEC HAa OCTCOHCKPO3a HA UCIIIOCTTA.
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HeoOuyaitiu dhpakTypu Ha OeapeHaTa KOCT

[Ipu HAKOM XOpa MOTaT J1a ce MOSBAT HeoOnUaitHu (pakTypH Ha OeIpeHaTa KOCT, IOKATO Ce JISKYBaT C
neHo3yMab. Ceepikere ce ¢ Bamms nekap, ako MoJryduTe HOBa WM HeoOnuaiiHa 0oJika B
Tazo0eapeHara cTaBa, CJIabuHUTE WA OEIPOTO.

Bucoku HHBaA Ha KaJluil B KpBBTA CJIE] CIIMPAHE HA JICYUCHHETO ¢ ICHO3YMAa0

Hsixon manuieHTH ¢ TUTAHTOKJICTHUCH TyMOpP Ha KOCTTa Ca Pa3BUJIM BUCOKH HUBA Ha KaJIUil B KPHBTA
CEIMUITH 10 MECEITH CJIC]T CIUPaHE Ha JICUCHUETo. BammaT nekap e Bu HabmomaBa 3a mpu3HAM U
CUMITOMH Ha BUCOKHM HHBA Ha KaJIHii, CIIe/] KaTo cTe cnpeiu aa npuemare Osenvelt.

Jlena v roHOIIM

Osenvelt He ce mpenopbYBa MPH Jela U IOHOIIN Ha BB3pacT 1o 18 ToAnHY, ¢ U3KITFOUEHUE Ha IOHOIIN
C THTAHTOKJIETHUEH TyMOP Ha KOCTTa, YMUTO KOCTH Ca 3aBBPIIMIN CBOSI pacTeX. YIoTpebdara Ha
Osenvelt ipu fie11a U FOHOIIM ¢ APYTH BUAOBE PaK, KOHTO ce pa3lpoCTpaHsaBa B KOCTUTE, HE €
mpoydeHa.

Jpyru nexapcerBa u Osenvelt

Tps6Ba 1a kaxere Ha Baims nekap uin GpapManeBT, ako MpueMate, HACKOPO CTE PUEMAITH UITH ¢
BB3MOJKHO JIa TpUeMaTe APYru JiekapcTBa. ToBa BKIIFOYBA JIEKapCTBa, OTMycKaHu 0e3 perenta. Ot
roJIIMO 3HaYEeHHE € Ja ChoOIuTe Ha Bamms jiekap, ako ce JIeKyBaTe C:

o JPYTO JICKapCTBO, ChABPIKAIIO ACHO3YMa0;

o oudocdonar.

Bue ne Tpsi6Ba na npuemate Osenvelt €THOBPEMEHHO ¢ IPYTH JICKAPCTBA, ChBPIKAIIH AEHO3yMal
i 6ugochonaru.

BpemeHnHocT 1 KbpMeHe

Osenvelt He e n3NUTBaH Npu OpeMeHHN keH!. BaxkHo e na kakere Ha Bammms nekap, ako cre
OpeMeHHa, MUCIIHTE, Ye cTe OpeMeHHa WiH IlaHupare OpeMeHHocT. He ce mpenoppuBa yrnorpebara
Ha Osenvelt, ako cte OpemenHa. JKeHu ¢ leTepojieH oTeHIral TpsiOBa 1a U3MoI3BaT ePeKTHBHU
METO/H 3a KOHTpaLENLus, 10KkaTo ce jeKysaT ¢ Osenvelt u 3a Hali-manko 5 Mecena ciel] CIMpaHe Ha

segennero ¢ Osenvelt.

Axo 3abpemMeneeTe 110 BpeMe Ha jedenue ¢ Osenvelt nim no-manko ot 5 Mecela ciieji CiupaHe Ha
nedenueto ¢ Osenvelt, Mmomsi, yBegomere Bamms nekap.

He e uzBectno manu Osenvelt ce otaens B kbpMaTa. BaxkHo e na kakeTe Ha Bamms nekap, ako
KbPMHUTE WIH TUTAHUpaTe Aa KbpMuTe. Bammsar nekap me Bu momorae ga pemure nanm ga
MIPEYCTAaHOBUTE KbPMEHETO, WM JIa MpeKbCHETE MpuioxkeHneTo Ha Osenvelt, KaTo B3eMe IpeaBua
noj3aTa oT KbpMEHETO 3a IeTeTo U nonzara oT Osenvelt 3a Maiikara.

Ako xppMHuTE TIO Bpeme Ha Jieuenne ¢ Osenvelt, mons, yBegomere Bamms nexap.

[ocwBeTBaiite ce ¢ Bamms nexap win gpapmaneBT npean ynorpedarta Ha KOETO U Aa € JIEKapCTBO.

Ilodupane u paéoTa ¢ MAIIMHH

Osenvelt He MOBJIMsIBA W [TOBJIHSBA TPEHEOPEIKUMO CIIOCOOHOCTTA 3a 1o upaHe 1 padoTa ¢
MAIHH.

Osenvelt cbabp:xa copouTo (E420)
ToBa jekapcTBO ChABPKA 79,9 mg COpOUTOI BHB BCEKH (PJIAKOH.
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Osenvelt cbabp:ka HATPU
ToBa jekapcTBO ChABPKA MO-Mako oT 1 mmol Hatpuii (23 mg) Ha go3a 120 mg, T.e. MOXe 11a ce
Ka)Ke, 4e MPAKTUIECKH HE ChIbpKa HATPUH.

Osenvelt coabp:xa noaucopoar 20 (E432)

Toga nexapctBo chabpka 0,17 mg mommcopbar 20 BEB Bceku UIaKOH, KOUTO ca €KBUBAJICHTHH HA
0,1 mg/ml. [lonucopbaTute MOraT 1a MPUUUHAT aJleprHYHM peakuuu. TpsOBa ga kaxere Ha Bamms
JIeKap, ako MMaTe YCTAaHOBEHH allepTyu.

3. Kak na n3nmoasBare Osenvelt
Osenvelt TpsiOBa ga ce mpuiara 1moja pbKOBOACTBOTO HA METUITMHCKH CIIEITHAITUCT.

[penoppunrtennara no3a Osenvelt e 120 mg, npuokeHa BETHEXK HA BCEKH 4 CEJIMUIIHA KaTO
€IHOKpaTHa WHXKEKIU oJ] Koxara (1mokokHo). Osenvelt ce nmkektupa B 6e1poTO, KOpeMa M
MUILIHUIATAa. AKO ce JIEKyBaTe 3a THIAHTOKJIEThYEeH TYMOP Ha KOCTTA, LIE MOJIYUYHUTE TOMbIHUTEIHA
no3a 1 cemMuIia 1 2 CeIMUITA CJIE]T TbpBaTa 103a.

He paszknamaiite.

TpsiOBa chIIO Ja MpueMare J00aBKHU ¢ Kaluii u ButamuH D, nokato cte Ha eueHue ¢ Osenvelt,
OCBEH aKo HJAMAaTe MOBHIIEHO KOJIMYECTBO KAIIHUKA B KpbBTa. Bammsr iekap e o0chau ToBa ¢ Bac.

AKO MMaTe HSKAKBU JOIBIHUTEIHHA BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKAPCTBO, TOMHUTANTE
Bamms nekap, ¢papManeBT WM MEAUIUHCKA CECTPA.

4. Bb3MOKHH HexKeJTaHH pe€aKkuumn

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IMTPEAN3BUKA HEXKECIIAHU PCAKIIUU, BBIIPEKU Y€ HE
BCCKH I' TOJTy4aBa.

MouJsi, ka:keTe He3a0aBHO Ha Bamnusi jiekap, ako pa3BHeTe HIKOH OT T€3W CUMITTOMH, TOKATO CTE Ha

neuenue ¢ Osenvelt (Moxe na 3acernar noseye ot 1 Ha 10 gymm):

. CIa3sMH, IOTPENBaHUs, KpaMIIM Ha MYCKYJIUTE, U3TPBIIBAHE WM MPaByUKaHe Ha IPbCTUTE HA
pbLeTe, KpakaTa Wik OKOJIO YCTaTa H/WiH I'bPUYOBe, 00BPKaHOCT WM 3ary0a Ha ch3HaHue. ToBa
MOJKE []a ca MPU3HALM Ha HUCKU HUBA Ha KaJIIMH B KpbBTAa. HUCKUAT Kanuii B KpbBTa MOXKeE Ja
JI0BEJIEe JI0 TIPOMSIHA B ChP/ACUHUS PUTHM, HapedeHa yabpkaBane Ha QT uHtepBana, koeto ce
BUKJIa Ha enekTpokapaunorpama (EKID).

TpnaodBa 1a kaxeTe He3a0aBHO Ha Bamus Jiexkap u Jiekap 1Mo AeHTaJHAa MeAUIMHA, aKO TIOIYJIHTe

HSKOHU OT T€3M CUMIITOMH, IOKATO CTe Ha yieueHue ¢ Osenvelt vy ciie criupaHe Ha JICUSHUETO (MOXKE

na 3acerHat o 1 Ha 10 gymm):

. TpaifHa 0OJIKa B yCTaTa W/WIX YEIFOCTTa W/UIN OTOK, WIX He3a3paBsIBaIlY S3BU B yCTaTa WU
YeI0CTTa, CEKPEIHsl, CKOBAHOCT FJTM YyBCTBO Ha TEXKECT B YENIOCTTA, WIIH pa3KiamiaHe Ha 350
MOJKeE JIa ca MPU3HAIY Ha KOCTHO YBPEXKJIaHE HA YEIOCTTa (OCTEOHEKPO3a).

MHOro YecTH HeKeJaHU peakunu (Moxe 1a 3acerrar mosede ot 1 ma 10 mymm):

. 00JIKa B KOCTUTE, CTABUTE U/HIIM MYCKYJIUTE, KOSTO MOHAKOI'a € CUIIHA,
. 3a1yX,
. JIUapusl.

YecTu HexeTaHu peaknun (Moxe aa 3acerrar Ao 1 Ha 10 gymm):
. HUCKH HUBA Ha Qocdaru B KpbBTa (Xxunogpocharemus),
° najgaHe Ha 350,
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L4 00HITHO H3II0TABAHEC,
L IIpU MauCHTHU C HAIPEAHAJIO0O OHKOJOTUYHO 3a00/sBaHe: Pa3BUTHUC HaA JIpyra (bopMa Ha pak.

HeuecTn Hexxkenanu peakinuu (Moxe aa 3acernar o 1 ma 100 gymm):

o BUCOKH HHBA Ha KaJIUi B KPHBTA (XUIEPKAIIUEMUS) CIIe]] CTUpaHe HA JICUCHUETO TPU
MAIMEHTH C TUTAHTOKJIEThYEH TYMOp Ha KOCTTa,

. HOBa WJIM HeoOM4aiiHa 0oJika B Ta300epeHaTa cTaBa, CrabuHUTE Wik 0eApoTo (TOBA MOXKE Ja €
paHeH Mpu3HaK Ha Bh3MOXKHA (hpaKTypa Ha OepeHaTa Kocr),

o 00pHB, KOWTO MOXKE JIa CE TOSBY 110 KOXKaTa, WIIH SI3BU B ycTaTa (JINXCHOWIHU JICKApCTBEHU
MOy THHH).

Peaxu Hexxenanu peakuuu (Moxxe aa 3acertat a0 1 Ha 1 000 xymm):

o AJepPrUYHU peakuu (Hamp. XpUIOBE WM 3aTPYAHEHO AUIIAaHe; TOLyBaHE Ha JIMLETO, yCTHUTE,
€3WKa, TbPJIOTO WM JAPYTH YaCTH Ha TAJIOTO; OOPUB, ChPOEK HITH YPTHKAPHS IO KOXKaTa
(kompuBHa Tpecka)). B penku ciydan aJepruaHUTE PEaKInd MOXKE J1a Ca TEXKKH.

C Heu3BeCcTHA 4ecTOTa (OT HAIMYHUTE TaHHU HE MOJXKe J1a ObJIe HallpaBeHa OICHKA):
o T'oBopere ¢ Bamus siekap, ako umare 00JIKa B YXOTO, CEKPET OT YXOTO W/MIH MH(EKIHS Ha
yxoto. ToBa MOe J1a ca MpU3HALIM Ha YBPEXKJIAaHE HA KOCTUTE HA YXOTO.

Cpo0maBaHe Ha HesKeJIaHU peaKIun

AKO IOJIyYHTe HAKaKBU HEXKEJIaHHU JICKAPCTBCHH PEaKIMK, yBemoMmere Barvs nekap, hapManeBT Hid
MEIMIMHCKA cecTpa. ToBa BKIIFOUYBA BCHYKU BH3MOXKHH HEOIMCAHU B Ta3H JIUCTOBKA HEXEIIaHU
peaknun. MoXKeTe ChITO Ja ChOOIINUTE HEXKEITAHN PEaKIny JUPEKTHO Upe3 HAI[HOHATHATa CUCTEMa 3a
choOIaBane, mocoucHa B [Ipunokenue V. Kato cho0OIaBaTe He)KEIaHN PEaKIMU, MOXKETE Ja JaIeTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€30TaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na cexpansiBate Osenvelt
[la ce cpxpaHsBa Ha MSICTO, HEJIOCTBITHO 32 JAeLa.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKaA Ha TOHOCT, OTOENA3aH BEPXY €TUKETa U KapTOHEHAaTa
OTIaKOBKa, ChOTBETHO cien ,,EXP” u ,,l'onen no:”. CpoKbT Ha TOITHOCT OTIOBaps HA TOCIEIHUS JICH OT
IMOCOYEHHS MECEII.

Ja ce cpxpansBa B xnaquHUK (2 °C — 8 °C).
[a He ce 3ampassiBa.
CoxpansBaiiTe (prakoHa B KapTOHEHATa OTIAKOBKA, 32 Jla C€ Mpe/a3u OT CBETINHA.

®DaKOHBT MOXKE J1a CE OCTABU M3BHH XJIAAMIIHUKA, 32 1a JOCTUTHE CTaiHa TemmepaTypa (1o 30°C)
npeau uHKeKTupane. Tosa Iiie HanpaByu HHKEKTUPAHETO MO-MaKo HenpusatHo. Cielx KaTo (PJIaKOHBT
Ce OCTaBM Jla JIOCTHUTHE cTaiiHa Temrieparypa (1o 30°C), Toit MOXke a ce ChXpaHsBa Ha cTaiiHa
TeMIIepaTypa 3a eTHOKpaTeH rmepuo 1o 63 qHu, HO Oe3 J1a ce HaJBUIIaBa CPOKHT HA TOIHOCT,
OTIIeYaTaH BhPXY OmnakoBkara. [Ipu HeoOXoauMOCT (DJIAaKOHBT MOXKE JIa C€ BbPHE B XJIaIMJIHUKA
€HOKPATHO B paMKHTE Ha Te3W 63 THU U J1a ce ChXPaHsIBa TaM JI0 H3THYaHE Ha CPOKa Ha TOJTHOCT,
OTIIeYaTaH BhPXY OMAaKOBKATa.

N3xBbpraere (hakoHa, ako HE Ce M3MOJI3BA B PAMKUTE Ha €HOKPATHHS MEPHOJ OT 63 JHU U3BBH
XJIAJUITHAKA WK 0 U3THYaHe Ha CPOKa Ha TOHOCT, OTIIEYaTaH BbPXY OMAKOBKATa B 3aBUCHUMOCT OT
TOBa KO€ OT JBETE HACTBIIU O-PaHO.

He uzxBbposiite nekapcTBaTa B KaHATU3AIMATA WIH B KOHTEHHEPA 3a TOMAITHHU OTIIa IbITH.

[lonwmraiite Bamms apmareBT kKak Ja H3XBHPIATE JIEKapCTBAaTa, KOWTO Beue He u3noiseare. Te3un
MEPKH 1I€ CIIOMOTHAT 32 OIIa3BaHE HA OKOJIHATA CpeJia.
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6. Cumpmarme Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

Kakso cbabp:xa Osenvelt

- AKTHBHOTO BeIIECTBO ¢ JeHo3yMab. Beeku dnakon chbpxka 120 mg neno3ymabd B 1,7 ml
pa3tBop (croTBeTcTBaIO Ha 70 mg/ml).

- Jlpyrurte cbCTaBKH Ca: OLICTHA KMCEIMHA, HATPUEB aleraT TpUxuapart, copouton (E420),
nonucop6ar 20 (E432) u Boja 3a MHXKEKINY.

Kak u3rie:xxna Osenvelt 1 KAKBO ChABP:KA ONMAKOBKATA
Osenvelt € HHXEKIIMOHEH Pa3TBOP (MHXKEKLHS).

Osenvelt e OucTbp, Oe31BETEH 10 0JICIOKBIT Pa3TBOP.

Bcesika omakoBka chIIbpiKa €IUH, TPH WIHM YeTHPH (PIIakoHa 32 eTHOKpaTHa yrnorpeoa.
He Bcuuku BUIOBE ONAKOBKK MOTraT Ja ObJaT IMyCHATH Ha Ia3apa.

IIpuTe:kaTesn Ha pa3pelleHUETO 32 yoTpeda
Celltrion Healthcare Hungary Kft.

1062 Budapest,

Vici ut 1-3. WestEnd Office Building B torony
YHrapus

IMpousBoauTe
Nuvisan France S.A.R.L
2400 Route des Colles,
06410 Biot,

OpaHuus

IIpousBoauren

Midas Pharma GmbH
Rheinstrasse 49, West,
55218 Ingelheim Am Rhein,
Rhineland-Palatinate,
T'epmanus

ITpousBoauTen

Kymos S.L.

Ronda de Can Fatj6, 7B
Parc Tecnologic del Vallés,
Cerdanyola del Valles,
08290 Barcelona,

Hcnanus

3a mombHATETHA WHPOPMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
TIPEJICTABUTEI Ha MIPUTEKATEIIS Ha pa3penIeHUeTo 3a ynorpeoda:

Belgié/Belgique/Belgien Lietuva

Celltrion Healthcare Belgium BVBA Celltrion Healthcare Hungary Kft.
Tél/Tel: +32 1528 7418 Tel: + 36 1231 0493
BEinfo@celltrionhc.com

bbarapus Luxembourg/Luxemburg

Celltrion Healthcare Hungary Kft. Celltrion Healthcare Belgium BVBA
Ten.: +36 1 231 0493 Tél/Tel: +32 1528 7418

BEinfo@celltrionhc.com
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Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Danmark

Celltrion Healthcare Denmark ApS
TIf.: +45 3535 2989

contact dk(@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 303 464 941 50
infoDE@_celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

contact fi@celltrionhc.com

E)ALGoa
BIANEZ= ALE.
TnA: +30 210 8009111

Espaiia

CELLTRION FARMACEUTICA (ESPANA)
S.L.

Tel: +34 910498478
contact_es@celltrion.com

France
Celltrion Healthcare France SAS
Tél: +33 (0)1 71 2527 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1223 4026

enquiry ie(@celltrionhc.com

island

Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493
contact_fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247927040
celltrionhealthcare italy@legalmail.it

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741741
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Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: +31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
contact no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL LDA
Tel: +351 21 936 8542

contact pt@celltrion.com

Romania
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o0.
Tel: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
contact_se(@celltrionhc.com
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Latvija
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

I[aTa Ha IOCJCIHO NMpepasrjackaaHe HA JIUCTOBKaTa

IMonpoOHua nHpOpMaIHs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
10 JIeKapcTBara: https://www.ema.europa.eu.

ITocouenara mo-a0J1y I/lH(l)OpMaIll/Ifl € NMpeaAHasHaYeHa caMo 3a MEAUIIUHCKU CIICHMUAJIUCTH:

. [Ipenu npunoxenue pa3tBopbT Osenvelt TpssOBa na ce npoeepu BU3yanHo. He uHxkeKkTupanTe
pa3TBOpa, aKO ChIbPKa BUIUMU YACTHUILIM UM € MBTEH, WM € C IPOMEHEH LIBSIT.
. He pasknamaiite.

. 3a na ce nzberHe AUCKOMGOPT Ha MACTOTO HA MHKEKTHpaHe, OCTaBeTe (hjlakoHa J1a JOCTUTHE
craifna tremneparypa (10 30°C) npeau HHXEKTHpaHe U HHKEKTHpaiTe OaBHO.

o Tps0Ba na ce MHXEKTUPA ISUIOTO ChIbpKaHUe Ha (iaKoHa.

. 3a npunarane Ha geHo3yMma0 ce npenopbusa uria 27 G.

o Urnara He TpsiOBa 1a ce BbBEXa IOBTOPHO BbB (PIIaKoHA.

Heusnomn3panusr MNPOAYKT WM OTHaABYHUTC MAaTCPUATIN OT HETO Tpﬂ6Ba Ja C€ U3XBBPJIAT B
CBbOTBETCTBHEC C MCCTHUTC N3HUCKBAHUA.
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