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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



V' To3u nekapcTBeH MPOAYKT MOJIEKHU Ha TOIBIHUTEIHO HabmoaeHue. ToBa Ie mo3Bojiu
OBP30TO YCTAaHOBSIBAHE HA HOBA MH(OPMAIIHs OTHOCHO Oe3omacHocTTa. OT METUITMTHCKUTE
CHCIMAIIUCTH CE U3UCKBA JIa ChOOINABAT BCSAKA MOJ03MpaHa HeXellaHa peakius. 3a HauuHa
Ha choOIaBaHe Ha HEXKEJIAaH! PEaKITUU BIKTE ToUKa 4.8.

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Evfraxy 60 mg MHXXCKIUOHCH pa3TBOP B IPCABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika npeaBapuTeIIHO HaITbJIHEHA CIIPUHIIOBKA Chabpka 60 mg neHo3ymad (denosumab) B 1 ml
pa3tBop (60 mg/ml).

JeHno3ymab e 90Benko MOHOKJIOHATHO aHTHTSUIO 1gG2, mpon3BeAeHO B KIICThYHA JIMHHSI OT
003aifHUK(KJIETKY OT SHYHUK Ha KUTACKH XaMmcTep) upe3 pekomOuaanTHa JJHK Texnomorusi.

TTomMoIIHO BEIIECTBO C M3BECTHO JCHCTBHE

ToBa nexapcTBO chabpka 47 mg copOUTON BHB BCeKH ml pa3TBOp.3a MBIHUS CTUCHK HA
MTOMOIITHHUTE BEIIECTBA BIDKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

MmKeKImmoHeH pa3TBop (MHKeKus) bucTep, 6e3nBeTeH 10 6110 KBIT Pa3TBOP.

BI/ICT'Lp [0 JICKO oIlajieClupalil, 663LIBCTCH J0 JICKO 6J'ICZ[O JKBJIT pas3TBOP.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHM MOKAZAHUSA

Jledenue Ha ocTeonopo3a MpH KEHU B TOCTMEHOTIAay3a U IIPU MBKE, U3JI05KEHU Ha TIOBULIEH
puck ordpaxtypu. [Ipu xxeHu B nocrmenonaysa, Evfraxy sHaunMo HamaisiBa pucka ot
($pakTypu Ha IpeNUICHUTE, HEMPELUICHHN QpakTypH U QpaKkTypu Ha Ta300eapeHara crasa.

Jleuenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBbP3aHO C XOPMOHAaJIHA abjauus pu MbXKe ¢
KapIIMHOM HaIpocTaTaTa, M3JI0KEHH Ha MOBHIIICH PUCK OT (ppakTypu (BK. Touka 5.1). [Tpn
MBKE C KapIMHOM Ha IpocTaTara, ojy4yaBally XopMoHanHa adnanus, Eviraxy sHaunmo
HaMaJisiBa pUCKa OT (ppaKTypy Ha MPENICHUTE.

Jleuenue Ha 3ary6a Ha KOCTHO BCIICCTBO, CBbpP3aHa C IPOABILKUTCIIHA CUCTCMHA
TJIIFOKOKOPTUKOUAHATECpANNA IPU Bb3PACTHU MALIMCHTU C ITIOBUILICH PUCK OT q)paKTypa (B)K.

Touka 5.1).

4.2 Jlo3MpoBKa U HAYMH HA MPHJIOKEHHE

2031/1[2031@

[Ipenoppuntennara go3a ¢ 60 mg neHO3yMal, MPUIIOKEHA KaTo €THOKPATHA ITOIKOXKHA
WHXEKIHsI BOOIacTTa Ha O€IpOTO, KOpeMa WiIN MUIITHUIIATA, BEAHBXK Ha BCEKH 6 Mecera.



ITanmmenTrTe TpsiOBa M1a OydaBaT CHOTBETHO JOOABKH ¢ Kaiuii M BUTaMuH D (BXK. Touka 4.4).

Ha MalUCHTUTEC, KOUTO CC JICKYBAT C Evfraxy, Tp}16Ba Ja CC IMpeA0CTaBU JIUCTOBKA 3a MAllUCHTA U
HaIlOMHSIIIA KapTa Ha MalluCHTA.

OnrumManHara 00112 TPOABIKUTETHOCT Ha aHTHPE30pOTUBHATA TEpaIus Ha OCTEONOpO3a
(BrimrouBaia 1eHo3ymad u Oudochonatr) He € ycraHoBeHa. HeoOxoaumocTTa oT
MPOIBJDKaBaHE Ha JIEYEHHETO TPOBa /1a ce MPEOLeHsABA IEPHOANYHO, Bb3 OCHOBA HA MOJI3UTE U
MOTEHIIMAJTHUTE PUCKOBE, CBBP3aHH C IEHO3yMa0 IIPU BCEKH OTAENIEH MAllueHT, 0COOCHO el 5
WM TIOBeYE FOIMHM yroTpeda (Bk. Touka 4.4).

IHayuenmu 6 cmapuecka 6v3pacm (6v3pacm > 63)
He ce Hamara xopurupane Ha J103aTa Ipy MAIIUEHTH B CTApPUYECKa Bb3PacCT.

bvopeuno yepeacoane
He ce Hanara kopurupaHe Ha J103aTa IpH MalUEeHTH ¢ ObOpeuHO yBpexkaaHe (BXK. Touka 4.4 3a
MPETIOPBKH OTHOCHO MPOCIIEAsIBaHe HA KANIUEBUTE HUBA).

JluricBaT AaHHY NPH MAIKEHTH C MPOABIDKUTEIHA CHCTEMHA IIFOKOKOPTHKOWIHA TEPATHst U
TeXKa CTeleH HaObOpeUuHo yBpexxgaHe CKopocT Ha riioMepynHa ¢unrpanus (GFR < 30 ml/min).

Yepnoopobo yspedcoane
BezonacHocTTa M eUKacCHOCTTA Ha JICHO3yMal He ca MPOYYBAHU MPH MAIMEHTH C YSPHOAPOOHO
yBpexaaHe (BK. Touka 5.2).

Ileouampuuna nonynayus

Evfraxy He Tps0Ba ia ce u3mon3Ba mpu Jena Ha Bb3pacT < 18 roauHu mopaau cho0pakeHus,
CBBP3aHH C 0€30IACHOCTTA — CEPUO3HA XUIIEPKAILUEMHUS 1 TOTEHIIMATHO HHXUOUpaHe Ha
KOCTHHS pacTeX U JIWTICa Ha MpoOuB Ha 360 (BXK. Touku 4.4 1 5.3). HannuauTe noHacrosmeM
JlaHHU 3a Jie[a Ha Bb3pacT oT 2 A0 17 roauHu ca onrucanu B Touku 5.1 u 5.2.

Hauun Ha npuiioskeHue

3a IMMOAKOXXHO MMPUIIOKCHUC.

[IpunoxenneTo TpsAOBa /1a ce HApPaBH OT JIMIE, KOETO € aJJleKBaTHO 00y4eHO Ha TeXHHWKaTa Ha
UHXEKTHUPAHE.

VYkazanus 3a ynorpe6a, paboTa U U3XBBPIISIHE ca JIaJeH! B TOUKa 6.6.
4.3 TIlporuBonoka3zanus

CBpPBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIECTBO HJIM KbM HSKOE OT TIOMOIIHHUTE BELIECTBA,
n30poeHu B Touka 6.1.

XurokanueMus (BX. ToUka 4.4).
4.4 CroennaJIHU NpeAyNpeKIeHUA U NPeANa3HA MePKHU IIPH ynorpeda

IIpocnenumoct

3a ;a ce mogoOpH MPOCISTNMOCTTA Ha OMOIOTHIHHATE JICKAPCTBEHHU MPOAYKTH, UMETO U
NapTUIHUSATHOMED Ha MPIIIOXKESHHUS TIPOJYKT TPsiOBa SICHO J]a Ce 3aIuCBaT.

JloGaBKu ¢ Kaniwmii 1 BuTaMud D

A,I[eKBaTHI/ISIT IIpueM Ha KaJ'ILII/If/’I u BuTaMuH D e BakeH 32 BCUYKU IIannuCHTH.



IIpennasuu MepkH Ipu ynorpeda

Xunoxanyuemus

BaxxHo e 1a ce uaeHTUDHUIMPAT MAUECHTHTE, U3I0KECHN Ha PUCK OT XUITOKAIIIUEMHUSI.
XumnokanueMusiTa TpsiOBa 1a ObJie KOPUrupaHa upe3 aIcKBaTeH MPUEM Ha KaJIIUi U BUTaMUH D
Ipey 3an0YBaHe Ha Tepanusra. [I[penopbuBa ce KIMHUYHO IPOCIIEAsiBaHe Ha KAITUCBUTE HUBA
Mpeay BCSKA 1032 U, IPH HMAlMEHTUTE, IPEAPa3NOI0KEeHN KbM XUIIOKAJIIUEMHEsI B PAMKHUTE Ha
JIBE CEIMUIIH, CJIE]T HaJaJIHATa J103a. AKO MPHU HAKOU MAIIMEHT CE MOSBST IIPenoaracMu
CUMITOMHHA XUTIOKAIITUEMHSI IT0 BpEMe Ha JICUSHUETO (BXK. TOUKa 4.8 32 CUMIITOMH), TpAOBa J1a
ce m3clie[iBaT KanueBuTe HuBa. [lanmenture TpsiOBa ga ObIaT HAChpUYaBaHU Jla CHOOIIaBAT
CHUMITTOMH, ITOKA3aTETHH 38 XUITOKAIIIEMHUSI.

HpI/I MMOCTMApPKCTUHI'OBH YCIIOBUSA CC CT:O6H_[aBa 3a TCXKKa CUMIITOMAaTHYHA XHUITOKaJIITUCMUA
(BOIICIIIa [0 XOoCHHUTaJIn3alnus, )XKUBOTO3acTpaliaBan cpOuTUS U CJIydau C JICTAJICH I/I3XOI[).
BT)HpeKI/I Y€ IMOBCYCTO ClIydar HACTBIIBAT IIPE3 IIbPBUTEC HAKOJIKO CEAMHNIN OT HAYAJIOTO Ha
JICYCHUECTO, TS MOXKE A CC IMOSABH U I1IO-KBCHO.

ChIrbTCTBAIIATA TTIIOKOKOPTUKOUIHA TePAIKs € TOMbIHUTEICH PUCKOB (haKTop 3a
XUMOKAILUEMUS.

bvopeuno yepeocoane

[laruenTure ¢ TexKa crerneH Ha ObOpedHo yBpexaane (KpeaTHHUHOB KiuphHC < 30 ml/min),
WIIM KOUTO Ca Ha/INaJIi3a, ca C TO-TOJISIM PUCK OT pa3BHTHE HAa XUTIOKAIIMEeMHs. PUCKBT OT
pa3BUTHE HA XUITOKAIIMEMHS U ChITBTCTBAILO MOBUIICHHE HA APaTUPEOUTHUS XOPMOH ce
yBeJIMYaBa ¢ HApacTBaHE Ha CTECICHTa Ha ObOPEeYHOTO yBpexkaaHe. ChoOIaBa ce 3a TEKKH U
JIETAJTHY CITy4au. AJICKBaTHUAT IPHEM Ha KaJlnuii, BUTaMuH D 1 peIoBHOTO mpocieasiBaHe Ha
KaJIIMEBUTE HIBA €0COOCHO BaYKHO MPH TE3H MALMECHTH, BIXKTE ITO-TOpE.

Kooicnu ungpexyuu

[larmenTrre, morydaBanti JeHO3yMa0, MOXe Jja pa3BUAT KOXKHHU WHPEKINN (OCHOBHO IIEITyIIUT),
BOJICIIY JIO XocTuTam3anus (Bx. Touka 4.8). [lanmenture TpsiOBa a ObJIaT MOCHBETBAHU Ja
MOTBPCAT JeKapcKa MOMOII, aKO MPH TAX Ce MOSBIT MPU3HALN MM CUMIITOMH Ha IIETYJIHUT.

Ocmeonexposa na yentocmma (OHY)
OHU ce crobmaBa psiIko Mpy MAMEeHTH, TOIyYaBalliy 1eH03yMal 3a JIeYeHHE Ha 0CTE0Nopo3a
(Bx.TOUKA 4.8).

Hawanoro Ha ne4eHHUETO/HOB KypC Ha JIeYCHHE TpsAOBa Ja C€ OTJOXKHU INPU NAIMEHTH C
HE3apacCTHAIMOTKPUTH JIe3WH Ha MEKHWTE ThKaHM B ycTaTa. Ilpm marmeHTH chC ChITBTCTBAIIU
PUCKOBH (PaKTOPH CETMpEenopbyBa CTOMATOJIOTHYEH Tperiies] ¢ Mpo(UIaKTHIHO 3600JIeUeHNEe U
WH/IMBH]TyalTHA OIIEHKA HAChOTHOIICHUETO TI0J13a/PUCK, TIPE]IU JICYCHUE C ICHO3yMa0.

Crnenanre puckoBH (pakTopu TpAOBa 1a ce MMAT IIPeIBU/I TPH OIICHSIBAHE Ha PUCKA 32 MAIllUeHTa

otpa3Butue Ha OHY:

. AKTUBHOCT Ha JIEKAPCTBEHHUS MPOAYKT, KOWTO MHXHOMpPA KOCTHATa pe30pOuus (T0-BHCOK
PUCK TIpY BUCOKO aKTUBHU ChCIUHCHUS), HAYMH Ha TPUIOKECHHE (TI0-BUCOK PUCK MPU
MapEeHTEPATTHONIPUIIOKEHNE) U KyMyJIaTHBHA 710332 Ha KOCTHO-PE30pOTHBHATA TEPaIIUs.

. paK, IpUIpy’KaBaIiy 3a00IABaHNs (HAIpP. aHEMHS, KOaryJIOIaTHH,
WHQEKIHUN), TIOTIOHOYLIICHE.

. CBITBTCTBAILY JICUCHHUS: KOPTUKOCTEPOUIN, XUMUOTEPATIHSL, HHXUOUTOPHU Ha
aHTMOTCHe3aTa,TbueTepanys Ha IJ1aBaTa u IIusTa.

. JI0IIA YCTHA XUTHEHA, TApOJJ0HTO34, JIOUIO TOCTABEHH IPOTE3H, aHAaMHE3a 3a

CTOMAaTOJIOTHYHO3a00 IsIBaHEe, UHBA3UBHHU CTOMATOJIOTUYHU MIPOLeAypH (Harp.
EKCTpaKLysl Ha 350).

Ilo BpPEMC Ha JICUCHUC C ,Z[CHO3YMa6 BCHYKH ITAITUCHTHU Tp}I6Ba Ja 6’B,I[aT HaCbp4YaBaHU J1a



NOJIBPKAT JOOpa yCTHA XUTHUEHA, JIa ce TIoJIaraT Ha pyTHHHU CTOMATOJIOTHYHH TIPETIIeTU H
He3a0aBHO J]a ChOOIIABAT 32 BCHYKH CHMITTOMH OT CTpaHa Ha YCTHATa KyXHWHA, KaTo pasKiialiaHe
Ha 360, O0JIKa WINITOYBaHE, WM He3a3/IpaBsaBallly sS3BH Win cekpers. [lo Bpeme Ha
JICYCHUETO, MHBA3UBHU CTOMATOJIOTHYHY MIPOIEAYPU TPSOBA J1a CE U3BBHPILBAT CaAMO CIIE]T
BHUMATEIIHA MTPElieHKa U TpsiOBa Jlace N30sIrBa M3BHPIIBAHETO UM B HEMTOCPEICTBEHA OJIN30CT C
MIPUIIOKEHUETO HA JICHO3YMaO.

[TnanbT 3a JIeueHue Ha ManueHTuTe, kouTo pazsuBar OHY, TpsOBa na ObJie U3TOTBEH B TSCHO
CBTPYAHUYECTBO MEX1Y JIEKYBAILHS JIEKAp U CTOMATOJIOT WIIM JIMLEBO-YEIKOCTEH XUPYPT C OIIUT
B OHY. Tps6Ba na ce oOMHCIN BpEMEHHO MIPEKbCBAHE HA JICUCHUETO, JOKATO ChCTOSHUETO
OTIIYMH UAONPUHACAIINTE PUCKOBH (PaKTOpU ObAT HAMAJIECHH, aKO € Bb3MOXKHO.

Ocmeonexpo3a na 6bHWHUS CTYX08 HPOX00

Nma cpo0uienns 3a OCTEOHEKpO3a Ha BRHIIHUS CIIyXOB [IPOXOJ U JICUEHHE C IEHO3yMal.
BB3MokHUTE pUCKOBH (haKTOPH 332 OCTCOHEKPO3a Ha BHHIIHUS CIIYXOB ITPOXOJI BKITFOUBAT
yrnoTpeba Ha CTEPOUIN ¥ XUMUOTEPATIHSI W/WIIN JIOKAJTHH PUCKOBH (DPAaKTOPH, KATO HATIPUMED
uH(eKIs WM TpaBMa. BeposTHOCTTa OT pa3BUTHE HA OCTEOHEKPO3a Ha BHHIIHUS CITyXOB
MpoxoJ TpsiOBa J1a ce MMaIpe/IBHI TP MAEeHTH, TpUeMaIln JeH03yMa0, KOUTO pa3BUBAT
CHUMIITOMH OT CTpaHa Ha YXOTO, BKIIFOYHTEIHO XPOHUYHH YIIIHU HHPEKIIH.

Amunuunu hpaxmypu na bedpenama Kocm

Nma cpobuienus 3a aTunuaHu (pakTypy Ha OeipeHaTa KOCT MPpH NalyueHTH, TOyYaBaliyn
JleHo3yMaO(Bk. TouKa 4.8). ATHTUYHUTE (PpaKTypu Ha OeApeHaTa KOCT MOXKE Jla C€ TIOABSIT MPH
MHHUMaJHA TpaBMa Wi 0e3 TpaBMa B CyOTpOXaHTEpHUTE U AHAPHU3HUTE 00JacTH Ha OeJpeHaTa
kocT. Te3u chOUTHS ce XapaKTepPU3UPaT ChC CICHUPUIHN PEHTTEHOIOTUYHN HAXOAKH.
ATtunnyau GppakTypH Ha OeipeHaTa KOCT ce ChOOIaBaT ChIO NPH MAUCHTH C ONPECIeHN
CBITBTCTBAIIN CHCTOSHUS (HAMp. Ae)UIMT HA BUTaMUH D, peBMaTouieH apTpur,
xunodocdaTazus) 1 npu yrnorpeda Ha HIKOH JIEKApPCTBEHHU MPOIyKTH (Hamp. 6udocdonarwy,
TITIOKOKOPTUKOUIN, MHXUOUTOPH Ha MPOTOHHATa momra). Te3n chOuTHs ca HacThIBaU U 63
anTupe3opOTHUBHA Tepamus. [logo0Hu PpakTypu, choOIeHn BBB Bpb3Ka ¢ OudochoHaTH, 4€CTO
ca OmyaTepaliH{; TIOpaiy TOBA IIPH TAIMEHTH, JIEKYBaHH € IeHO3yMal, KOMTO ca MPEeThpPIeIH
(dpakTypa Ha TSUIOTO Ha OeipeHaTa KOocT, TpsiOBa Ja Ceu3Cie/iBa KOHTpaiaTepaaHara OeipeHa
kocT. TpsiOBa na ce oOMuCIM pekpaTsBaHe Ha TepanusTa ¢ Evfraxy npu manuenTH, 3a KOUTO ce
MO/I03Hpa, Y€ UMaT aTUNHYHA (PpakTypa Ha OeapeHaTa KOCT B O4YaKBaHE Ha OLCHKATa Ha
MalKeHTa Bb3 OCHOBA Ha MHIMBHYaTHO ONPEACICHOTO ChOTHOIIEHHE ToI3a-puck. [1o Bpeme
Ha nedeHneto ¢ Evfraxy, manuenture TpsoBa ga ObAaT MOCHBETBAHH Ja ChOOLIABAT 32 HOBA MU
HeoOw4aliHa 6oka B OepoTo, Tazo0eapeHara craBa wiM ciaduaute. [lanuenTn ¢ TakuBa
CHMITOMH TPSIOBA [1a ce U3CIIEBAT 3a HeMbJIHA PpakTypa Ha OenpeHara KocT.

IIpoovioicumento anmupe3opomueHo ieueHue

[IpoabIKUTETHOTO aHTHUPE3OPOTHBHO JIeUeHHE (BKITIOUBAIO JeH03yMab 1 OndochoHaTH) Moxe
JTaJI0BE/IE JIO TMOBUIIICH PUCK OT HEXEJIaHHU PE3yJITaTH, KATO OCTCOHEKPO3a Ha YSIFOCTTa U
aTUNWYHU QpaKkTypu Ha OeipeHara KOCT Mopaju 3HAYMMO TOTUCKAaHE HAa KOCTHOTO
peMoaenupane (BiK.

Touka 4.2).

Cvnvmemeaaujo nevenue ¢ Opyeu 1eKapCmeeHy npooyKmu, CbObpACAUU OeHO3YMAO

[MaruenTy, nekyBanu ¢ Evfraxy He TpsOBa qa ObJat JIeKyBaHU ¢THOBPEMEHHO C PYTH
JIEKapCTBEHHU MPOIYKTH, ChABPIKAIIN ICHO3yMa0 (3a MpeIoTBpaTsIBaHe Ha ChOUTHS, CBbP3aHH C
KOCTHATa CUCTEMa MPU BB3PACTHU ¢ KOCTHH METACTa3H OT COJMIHU TYMOPH).

Xunepkanyuemus npu neouampuiHy nayueHmu

Evfraxy He TpsiOBa 1a ce u3Ion3Ba npH MeAnaTpUvHU nanueHTH (Bbp3pact < 18). Crobmasa ce
3a cepuo3Ha XunepkanuueMmus. Hakou ciayvan B KIMHUYHNA U3NUTBAHUS Ca YCIOKHEHU OT OCTPO
O0BOpeuHO yBpeKIaHe.

Ilpedynpesicoenus 3a nomowHume geujecmsd



ToBa jekapcTBO ChABPKa 47 mg copOUTO BbB Bceku ml pa3tBop. TpssOBa na ce B3emar
HpEeIBU ATUTUBHUAT €(EKT Ha CHITBTCTBAIIO MIPUJIATAHN POAYKTH, ChIBPIKAIIN COPOUTOI
(nmu ppyKTO3a), KAKTO M XPAHUTEIHUIT prueM Ha copbuton (mnu Gppykrosa).

To3u neKkapcTBEH NPOAYKT ChIbpika Mo-Majako oT 1 mmol HaTpuii (23 mg) Ha 60 mg, T.e. MOXKe
Jla CeKaxe, ue MPaKTHIECKU He ChIIbpiKa HATPHH.

Toga nekapctBo chabpka 0,1 mg mommcop6at 20 BB BCSKA MPEABAPUTEIHO HAITBITHEHA
cnpuHIoBka ot 60 mg/ml, koeto e ekBuBanenTHo Ha 0,1 mg/ml. [Tonucopbarure MoraT na
NPUYUHAT aIePruYHy peakuuu. [lanueHTsT TpsaOBa 1a ObJie MHCTPYKTUPAH Ja YBEIIOMH JIeKapst
CH, aKO MMa YCTaHOBEHH AJICPTUH.

4.5 B3aumogelicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH U APYrH opmMu HA
B3auMojelicTBHe

B enHo npoyuBaHe 3a B3aUMOCHCTBHATA, IEHO3yMal He IOBJIMsABA (papMaKOKUHETHKATa Ha
MH/1a30J1aM, KOUTO ce MeTabomusupa upe3 nuroxpom P450 3A4 (CYP3A4). Tosa nmokassa, e
JIeH03yMab He MpoMeHs (hapMaKOKMHETHKATa Ha JIEKapCTBEHH IPOIYKTH, KOUTO Ce
meTtabomm3upar upe3 CYP3A4.

JlurcBaT KJIMHUYHYU JaHHU 33 €IHOBPEMEHHOTO IPUIIOKEHHE Ha JIEHO3yMal 1
XOPMOHO3aMECTHTEIHATEpanus (HalpuMep eCTPOTeH ), CUnTa ce 00ade, 4e Bb3MOKHOCTTA 32
(hapMaKoIMHAMUYHO B3aUMOJCHCTBHUE € MaJjKa.

[pu sxeHU B MOCTMEHOTAY3a C OCTEONOPO3a, hapMakKOKMHETHKATa U (papMaKoAMHAMHKATA Ha
JIEHO3yMa0 He ce MOBJIMABAT OT NMPEIXOHA TEepalts ¢ aJICHAPOHAT, Ha 0a3aTa Ha JTaHHU OT
Mpoy4BaHeC NpexoaHa Tepanus (0T aJeHAPOHAT KbM JICHO3yMaol).

4.6 dDepTUIUTET, OPeMEHHOCT U KbpMeHe

bpemennoct

JlumnicBat wim nMa orpaHNUYCHU JaHHH OT YIToTpebaTa Ha AeHo3yMal pu OpeMEHHHU KCHH.
[Ipoy4BaHusTa P )KUBOTHU TIOKA3BAT PEMPOAYKTUBHA TOKCUYHOCT (BXK. TOUka 5.3).

Evfraxy He ce mpenopbuBa 3a ymoTpeda npu OpeMeHHH KSHU U TIPH KEHU C IeTePOJICH
MOTEHIUAII, KOUTO HE U3IOI3BaT KOHTparenus. JKenute TpsOBa 1a ObJaT MOCHBETBAHU J1a HE
3a0peMeHsIBaT 10 BpeMe Ha 1 Hal-Maiko 5 Mecena cien jgeuenueto ¢ Evfraxy. Epexture Ha
Evfraxy e BeposITHO Ja ca 1o-roJieMH 1o BpeMe Ha BTOPHS U TPETHSI TPHMECTHP Ha
OpeMeHHOCTTa, Thil KATO MOHOKJIOHATHUTE aHTHTEJ A TPEeMHUHABAT Tpe3 TUIANEHTaTa M0 JTHHECH
MOJIETI C HAaIpeIBaHe Ha OPEMEHHOCTTA, KaTO HAH-TOJIIMO KOJIMYECTBO IPEMUHABA MPE3 TPETHUS
TPUMECTBP.

Kopmene

He e usBectHO nanu neHo3ymal ce eKCKpeTupa B KbpMmata. [Ipy reHeTHYHO MOJeIupaHu
MUk, npukouTo RANKL e 6mi1 n3kimtoueH upe3 reHHo oTcTpaHsiBaHe (,,knockout mMumku™),
NpOyYBaHUsATA NOKa3Bar, ue auncata Ha RANKL (taprera Ha neHozymad — Bx. Touka 5.1) mo
BpeMe Ha OpEeMEHHOCT, MOXKE /1a TTOBJIHSAE BEPXY Ch3PABAHETO HA MICYHUTE JKJI€3H, BOJIEIIIO /10
HapyIleHa JIaKTalus ciied paxaaHe (Bxk. Touka 5.3). TpsOBa na ce B3eMe peleHne Janu Aa ce
npeycTaHOBU KbPMEHETO HITH JIa ce IIpeycTaHoBH JedenueTo ¢ Evfraxy, karo ce B3emar
HpeBU/I TI0J13aTa OT KbPMEHETO 33 HOBOPOAEHOTO/KbPMAUeTO M TI0JI3aTa OT TEPaIusTa C
Evfraxy 3a xeHara.

DepTUnuTer

Hswma nannu 3a edexra Ha AeHo3yMad BepXy dhepTunutera npu xopa. [IpoyuBanus npu



JKUBOTHH HETIOKa3BaT JUPEKTCH WITH WHAUPEKTEH BpesieH eekT BEpXY (epTuiuTera (BXK. TOUKa

5.3).

4.7 EdexTn BbpXy cioco0HOCTTa 32 odupaHe U padoTa ¢ MAIINHH

Evfraxy He moBiusiBa WM MOBIHSIBA IPEHEOPEIKUMO CIIOCOOHOCTTA 3a IodupaHe U padoTa ¢

MallruHH.

4.8 Hexkenanu JeKapcTBeHH peakuuu

O0600611eHMe Ha Tpodriia Ha 0€30MaCHOCT

Haii-yectute HexxenaHu peakuuu MpH AeH03yMad (HaOM0JaBaHu IPH MOBEYE OT €IWH MAIUCHT
Ha JIECET) ca MyCKYJIHO-CKeleTHa 0ojka 1 0oiika B kpaitnuiure. [Ipu nanuenTy, npueManiu
JeHo3yMaOca HaOnroJaBaH HEYEeCTH CIIyday Ha LENyJIUT; PEAKH CIydau Ha XUIIOKaILUEMHUs,
CBPBXYYBCTBHTEIIHOCT, OCTCOHEKPO3a Ha YENIIOCTTA U aTHITNYHH (PaKTypu Ha OepeHara KocT
(Bx. Touku 4.4 u 4.8 — onucanue Ha M30paHU HEXKEJTaHU PEAKIINN).

TabyirueH CIMCHhK Ha HEXKETAHUTE pPCaKknnmn

JlanauTe B Tabnuima 1 mo-0y ONMKMCBAT HEXETaHW PEAKIMH, ChOOIIECHH MTPU KIIMHUYHU
u3nutBanusdasa Il u Il mpu mamueHTH ¢ 0CTEONOPo3a ¥ KaplMHOM Ha MJICYHATA JKJIe3a WIH
MPOCTaTaTa, MOoTy4YaBaly XOPMOHATHA a0JIalusl, U/l OT CIIOHTaHHU ChOOIICHUS.

Uznon3BaHa e clieiHaTa KOHBEHIHS 32 Kiacu(UKaIys Ha HEeKEITaHUTe peakiuu (BX. Tadimna
1): muoro uectu (> 1/10), yectu (> 1/100 mo < 1/10), HeuecTu (> 1/1 000 mo < 1/100), peaxu (>
1/10 000 mo < 1/1 000), muoTO penku (< 1/10 000) 1 c Hen3BecTHA YecTOTa (OT HATHYHUTE
JTAHHYU HE MOXe J1a ObJie HanpaBeHa o1leHka). [Ipu BCsko rpynupaHe B 3aBUCMMOCT OT YeCTOTaTa
U CUCTEMO-OpraHHHMsI KJIAC, HeXKEJIAHUTE JICKAPCTBEHU PEaKIUu ce U30p0sBaT B HU3XOISII Pel
0 OTHOIIICHHE Ha TAXHATA CEPHO3HOCT.

Ta6auna 1. Hexenanu peakuum, cbo01IeHH NPH NAIUEHTH € 0CTEONOP03a U MALUEHTH ¢
KAPUHMHOM Ha MJIEYHATA KJIe3a WK MPOCTATATA, MOJY4YaBalld XOPMOHAIHA adianus

MedDRA cucremo-opranex
KJIac

Kareropus yecrora

Hexenanm peaknuu

Wudekunu un nadecraryu Yectu MNudexnns Ha TUKOYHUTE IIHTHINA
Yectn WHpeknus Ha TOPHUTE AUXATEITHU
IHTHINA
Heuectn JuBepTUKyIUT!
Heuecru Lenymur'
Heuectu WHdbeknus Ha yXOTO
Hapymenus Ha uMyHHaTa Penku CBpBXUYBCTBUTEITHOCT KBM
cucrema JIEKapcTBOTO!
Penku Anadunaktuuna peakims'
Hapymenus Ha metabonnszma Penxu Xumnokanuemus'
HWXpaHEHETO
Hapyuienust Ha HepBHaTa Yecrtu Nmmac
CUCTEMA
CromaiHo-4peBHI Yectn 3amek
HapyIICHHUS Yectn AOmoMuHaJIeH JUCKOM(OPT
Hapymrenus Ha xoxara u Yectu O6puB
MOJKOKHATA ThKaH Uectn Ekzema
Yectn Anonenus
Heuectu JIMxeHouTHU JIeKapCTBEHU

MHoro penku

peakuyn’
XunepceH3UTUBEH BACKYJIUT




MedDRA cucTeMo-opraHeH Kareropus uecrora He:xenann peakuuu
KJIac
Hapymenns na MmyckyiHo- MHoro yectu bonxka B kpaiinumure
CKeJIeTHaTa MHoro yectn MyckyJHo-cKeneTHa Goka'
CUCTEeMa W CheJIMHUTETHATA Penxu OcTteoHekpo3sa Ha yenocTTa'
TbKaH Penxu Atnnaau GpakTypu Ha
Oenpenara
KocT!
C Hem3BecTHa YecToTa OcTeoHekpo3a Ha BHHITHUS
CIIyXOB
poxon’

! Bukre Toukara ,,Onucanye Ha M30paHy HexKEIaHU PEeakyn’.
2 Buxre Touka 4.4.

B cOopHus ananu3 Ha JaHHU OT BCUYKH IUTale00-KOHTponupanu m3nuteanus ¢asza 11 u dasza 111
e cho0IIIeHO 3a rpUIonoI00H0 3abosBane ¢ 00mia yectota ot 1,2% 3a neHozymab u 0,7% 3a
wiane0o0.Brnpeku, ye ToBa HECHOTBETCTBUE € YCTAHOBEHO Upe3 COOpEH aHalIu3, TO HE €
YCTaHOBEHO 4pe3 CTpaTU(PHULIUPAH aHAIN3.

Omnucanue Ha I/I36DaHI/I HCXKCIaHU PCAKITNHN

Xunokanyuemus

IIpu aBe TTane00-KOHTPOIMPaHu KIMHUYHA M3nuTBaHuS ¢daza Il mpu skeHn B mocTMeHOoMIay3a ¢
octeonopo3sa, npudmmsurenso 0,05% (2 ot 4 050) ot maIrMeHTKUTE ca UMaIi HaMaJICHU
CepyMHH HMBa Ha Kauii (mo-manko ot 1,88 mmol/l) cnen npunarane Ha neHosyma6. He ca
ChOOIIIaBaHU HAMAJICHH CEPYMHH HHUBA Ha Kanmui (mo-majiko ot 1,88 mmol/l), kakTo mpu aBeTe
w1ane00-KOHTPONUPAHU KIMHUYHK U3nuTBanus ¢asa Il mpu marpeHTH ¢ xopMoHaliHa abarus,
TakKa 1 IpH I1aned0-KOHTPOIMPAHOTO KIMHIMYHO m3nuTBaHe ¢asza Il mpu mbixe ¢ ocTeonoposa.

B mocTmapkeTHHroBHs epHO] ca AOKIAABAHM PEJIKH CIIyYad Ha TeXKa CUMIITOMATHIHA
XHUIOKAIIUEMHS, BOJCIIA A0 XOCIUTAIN3ALMS, )KUBOTO3aCTpAIIaBaIlli CEOUTHS U CITy4Yau ¢
JIeTalleH U3XO0/, IPEIUMHO P MAIlMEeHTH C MOBHUILEH PUCK OT XUIOKAJIIHEeMHs, TIOTyYaBalln
JIEHO3yMa0, KaTo MOBEYETO CITydaH ca HACTBIIMIH MPEe3 IIbPBUTE CEAMUIIM OT 3aMl0YBaHE HA
nedeHueTo. [Ipumepn 3a KITMHUYHY IPOSBH Ha TEAKKA CUMIITOMATUYHA XUITOKAIIIMEMUS
BKJIIOYBAT yJb/DKkaBaHe Ha QT-MHTepBala, TeTaHus, FbPYOBE U HAPYIIEHO NICUXUYHO ChCTOSIHAE
(Bx. Touka 4.4). CHMIOTOMHTEHA XUITOKAIIUEMHUS B KIMHUYHUTE U3MUTBAHUS C IEHO3yMa0
BKJIFOUBAT MApECTE3NH UM MYCKYJIHA CKOBAHOCT, IOTPETBAHMUS, CIIa3MH U MYCKYJIHH KpaMIIH.

Koocnu ungpexyuu

[pu nnane6o-KOHTpONIMpPaHUTE KIMHUYHY H3nuTBaHus ¢a3za 11, obmara yectoTa Ha KOXKHA
HHOpEKIMH ¢ Ouiia CXOJIHA MTPU TPYIUTE Ha TIanebo 1 JeH03yMal: NPy KEHH B MOCTMEHOTAy3a ¢
octeoniopo3a (mrarebo [1,2%, 50 ot 4 041] cipssmo genosymad [1,5%, 59 ot 4 050]); mpu Mbxe
¢ ocreomnopo3a (miamebo [0,8%, 1 ot 120] cipsimo nero3zymad [0%, 0 ot 120]); npu maueHTH ¢
KapIIMHOM Ha MJICYHATA JKJIe3a MU MPOCTATATa, MOJTyJaBaly XOpMOHaIHa abnanus (rianedo
[1,7%, 14 ot 845]cupsmo neHozymab [1,4%, 12 ot 860]). Koxuau nadexknnu, Bogemu 10
xXocnuTanu3anus, ca cbobimasanu npu 0,1% (3 ot 4 041) OT )KEHUTE B MOCTMEHOIAy3a C
0CTEOTOopPO3a, NMojdy4asary miaieoo, cipsamo 0,4% (16 ot 4 050) oT keHUTE, TOTyYaBaIld
neHo3ymab. Tesu cirydau ca nmpeTuMHO enyuT. [Ipy npoydBaHusTa Mpu KapIimHOM Ha
MJICUHATA JKJIe3a U MPOCTaTaTa, KOXKHUTE WHPEKIUHU, ChOOIICHN KaTO CEPUO3HU HEXKEIIaHU
peakiuu, ca CXoIHu rnpu rpynure Ha mianebo (0,6%, 5 ot 845) u aenoszymad (0,6%, 5 ot 860).

Ocmeonexposa na yemocmma

OHUY ce croOraBa psiko, npu 16 ManueHTH B KIMHUYHUTE U3MUTBAHUS TIPU 0CTEOTIOPO3a U
MIPY TAIMEHTH C KAPIIMHOM Ha MJICYHATA JKJIe3a WITH [IPOCTATATa, MOJTyJaBayd XOPMOHATHA
a0anmst, BKIFOYBAIIy oo1o 23 148 manuwentu (Bx. Touka 4.4). \




Tpuranecer ot Te3u ciydan ¢ OHY ca HaCTHIMIIM TTPH JKEHH B ITOCTMEHOIIAY3a ¢ OCTEOIIOPO3a
110 BpeMe Ha IPOABDKEHUETO Ha KIIMHUYHO M3nuTBaHe ¢asa 1, cien neueHue ¢ neHo3ymad B
npoabkenue Ha 10 roguHu.

Yecrorara Ha OHY ¢0,04% na 3-tara roguna, 0,06% na 5-tata rogunaa u 0,44% ua 10-tata
TOJIMHA OT JISYCHUETO ¢ AeH03yMad. PucksT or OHY HapacTBa ¢ MpoOABIDKUTETHOCTTA Ha
EKCITO3UIHS Ha JICHO3yMao.

Puckbt or OHY e orieHeH U B peTpOCIEKTHBHO KOXOPTHO Mpoy4uBaHe npu 76 192 sxenu B
MOCTMEHOIIay3a C HOBO3aIo4Bailo jJeueHue ¢ gerozymad. Yecrorara na OHY e 0,32% (95%
noseputenieH uarepsai [CI]: 0,26; 0,39) npu narnuenTy, U3MoI3BaIIK AeH03yMal 10 3 TOAUMHA U
0,51% (95% CI: 0,39; 0,65) mpu ManMeHTH, U3MOI3BAIIHN JCHO3YMAa0 10 5 TOAUHA
MpocIeasiBaHe.

Amunuunu paxmypu na bedpenama Kocm
B nmporpamara 3a KIMHHYHY M3MIMTBAHUS IIPH OCTEONIOPO3a, AaTUIIMYHU (ppakTypu Ha OeapeHara
KOCTCa ChOOIIaBaH! PSAJIKO MPH MAIUEHTH, JIEKYBaHH C IEHO3yMal (Bxk. Touka 4.4).

Jusepmuxyaum

B enHo mane60-koHTpOIMpaHo KIMHUYHO m3nuTBane ¢aza Il mpu manuenT ¢ kapiHOM Ha
MpocTarTara, MoJy4aBalid aHaporeH-jaenpuBanuonHa tepamnus (ADT), e ycraHoBeH qucbananc
0 OTHOIIICHUE Ha HEXEJIAHUTE ChOUTHUS 3a TUBepTUKYIUT (1,2% neno3ymao, 0% miarebo).
UecToTara Ha TUBEPTUKYIIHT € CPAaBHUMA MEXKITy TBETE TEPAIIEBTUYHU TPYTIH TP )KEHUTE B
MMOCTMEHOTIay3a WITUMBKETE C OCTEONIOPO3a U IPH )KEHUTE, IEKyBaHH C apOMaTa3HH
WHXUOUTOPH 32 HEMETACTATUYCH KapIIMHOM Ha MJICUHATA XKJIe3a.

Csvpsanu c nexapcmeomo peakyuu Ha CEPbXUYECMEUMETHOCH

[Ipu mocTMapKEeTHHIOBHU YCIIOBUSL, IIPH NALIMEHTH, OIy4aBally JeHO3yMab ca ChOOIIEHU PEAKH
CHOUTHSHA CBPBHXUYBCTBUTEIHOCT, CBbpP3aHa C JIEKAPCTBOTO, BKIFOUUTETHO OOpUB, ypTHKAPHS,
[I0JIyBaHe Ha JIMLETO, EPUTEM U aHA(DUIAKTHYHH PEAKLIUH.

Mpyckynno-ckenemmna 6o1xka

[Tpu mOCTMAapPKETUHTOBH YCIIOBUS MMa CHOOIICHHUS 38 MYCKYJIHO-CKEJIETHA OOJIKa, BKITIOUUTEITHO
TEXKH CJIydau IIPH NaLMEHTH, [TOJy4YaBaliy JeH03yMa0. B KIMHUYHNTE N3NUTBAHUA, MYCKYJIHO-
cKkeneTHa 0oJKa ce cho0IaBa MHOTO YeCTO B IPyNHTE Ha AeH03yMal u miane6o. MyckymHo-
cKeneTHa 0oJKa, BoJela O NpeyCTaHOBsIBaHE Ha U3NUTBAHOTO JICYCHHUE, CE CHOOIIaBa HEUECTO.

JluxeHouoHu nexapcmeenu peakyuu
Cro01maBa ce 3a TMXEHOUIHHU JIEKAPCTBEHH peaKiy (HaIpuMep peakinu, NOJ00H! Ha INXEH

IDIAHYC )P TAIHEHTH B TOCTMAapKETHHTOBH YCIIOBUSI.

Jpyru cienyuaiHy OOImyJIaluu

THeouampuuna nonynayus

Evfraxy He TpsOBa 1a ce U3I0I3Ba MIPH MEIUATPUIHH MManueHTH (Bh3pacT < 18). Crobmmasa ce
3a cepuo3Ha XUTepKanueMus (BxK. Touka 5.1). Hsaxon ciyyan B KIIMHUYHU H3MATBAHUS Ca
YCIIO)KHEHH OT OCTPO OBOPEYHO YBpEKIaHE.

bvopeuno yspescoane

[Ipyu KITMHUYHY POYYBAHHUS, TTAIIUEHTH C TEKKA CTENICH HAa OBOPEYHO YBpEkAaHe (KpeaTHHHHOB
KITUPBHC

<30 ml/min), niu TakMBa Ha XEMOHAIN3a, Ca U3JI0KEHH Ha II0-BUCOK PUCK OT XMITOKATIIMEMHUS
IIPH JIMIICa Ha Jo0aBKa Ha KaJIIMi. AJICKBATHHUAT IPUEM Ha KaJIMid U BUTaMUH D e BakeH 1pu
MAIUEHTH CTEXKA CTENeH Ha ObOPEYHO YBpEXKIaHe, WM TAKMBA Ha XeMOAHan3a (BXK. TOUYKa
4.4).

Cro011aBase Ha II0JIO3UPAHN HEXKEIIAHNU PEAKIINHU




Cpo011aBaHeTO Ha TIO03MPaHH HEKEJIaHH PEaKIMK CIIE]] pa3pelliaBaHe 3a ynoTpeda Ha
JIEKapCTBEHUATIPOAYKT € BaXKHO. TOBa IMO3BOJISIBA Ja MPOIBIIKK HAOIOICHUETO Ha
CHOTHOIICHUETO IMOJI3a-PUCK 3a JIEKAPCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CIECIIUAIUCTHU CE
M3KCKBA J]a ChOOIIABaT BCSIKA MTOMO3MPaHa HEeXKETaHa peaKIusl Ype3 HaI[MOHATHA CUCTEMA 32
choOIIaBane, mocoucHa B [Ipunoxenue V.

4.9 Ilpeno3upane
Hsma ommt ¢ mpenosupane npu KIMHUYHUTE NpOydBaHUs. B KIMHWYHUTE MpOydBaHUs ca
npuiIaranuo3u aeHosymad no 180 mg na Bceku 4 ceamuim (KymynaTuBHa go3a 10 1 080 mg 3a
6 Mecerra) U Heca HaOJIOIaBaH! JOITBIHUTEITHA HEXKEIIaH! JICKAPCTBEHU PEaKIIHH.
5. ®APMAKOJIOTMYHU CBOVCTBA

5.1 ®apmMakoaMHAMHYHHU CBOWCTBa

dapmakoTeparneBTiuHa rpyna: JlekapcTsa 3a JieueHHEe Ha KOCTHH 3abomsBanus — [{pyru
JIEKapCTBa,MOBJIMSABALIN KOCTHAaTa CTpyKTypa 1 MuHepanu3auusa, ATC koa: MOSBX04

Evfraxy 6uonono0eH nekapcTBeH npoaykT. [lonpobHa nHpopMaliys € HaludHa Ha yeOcaiita Ha
EBpomneiickaTa arennus mo jgekapcrsata https://www.ema.europa.eu.

MexaHnu3bsM Ha IeHCTBUE

Jeno3ymab e yoBenko MoOHOKJIOHANHO aHTUTLIO (Ig(G2), KoeTo TapreTupa U ce CBbP3Ba € BUCOK
apunuteT U cnerupuanoct ¢ RANKL, npenoTBpaTsBaiiku ak THBUPaHETO Ha HETOBUS PELIEITOD
RANK, pa3noioxeH 110 HOBbPXHOCTTA HA OCTEOKJIACTHUTE [IPEKYPCOPH U OCTEOKJIACTUTE.
[IpenoreparsiBanero Ha B3aumozerictBero RANKL/RANK nnxubupa odpa3zyBaHeTo Ha
OCTEOKJIACTH, TSXHATa PYHKIHS ¥ KU3HECTIOCOOHOCT, HAMAIABalKH 110 TO3W HAYMH KOCTHATA
pe30pOIus B KOPTUKATHUTE U TPAOEKyIapHUTE KOCTH.

(DaDMaKOI[I/IHaMI/I"IHI/I e(beKTI/I

JlegenueTo ¢ neHo3yMad Obp30 HaMaIsIBa CTETICHTAa HA KOCTEH OOMEH, JOCTUTANKH 3a 3 THH
Half-HICKaTa CTOMHOCT Ha MapKepa 3a KocTHa pe3opouus, cepymun 1 C-tenonentuan (CTX)
(85% namansBane), cbc 3ana3BaHe Ha HAMAJICHUETO B paMKHUTE Ha J030BHA MHTEpBaj. B kpas Ha
BCEKH JI030B WHTepBal HaMasiBaneTo Ha CTX e yacTHyHO 10-ci1abo, B CpPaBHEHUE C
MaKCHMAJTHOTO HamalieHHe oT > 87% 1o npubmm3urenHo > 45% (quanazoH ot 45-80%), koeTo
oTpassiBa 00paTUMOCTTa Ha ePEKTUTE Ha IEHO3yMal BbPXY KOCTHOTO PEMOJICIIUPAHE CIIe]
MOHW)KaBaHe Ha CepyMHHUTE HUBA. Te3n eeKTH ce moIbpKaT ¢ HelpeKbCHATO JICUCHHE.
Mapkepure 3a KOCTeH 0OMEH OOMKHOBEHO JIOCTUTaT HUBATa MPEIN JICYCHUETO 9 Mecela cliej
nociegHara o3a. Ilpu moBTopHO 3anmouyBane Ha AeHO3yMad, HaMmanmsaBaHeTo Ha CTX e cxoaHo ¢
TOBA, HAOJIIOJJABAHO MTPH MAIMEHTH, KOUTO 3aII04BaT JICUeHHE C IEHO3yMal 3a IIbPBU ITBT.

HUmyHorennoct

He ca naGmromaBanu aHTHTENA CPElTy IeH03yMab 3a neHo3ymad. C moMoITa Ha 9yBCTBUTEIICH
umyHoaHanu3 < 1% OT manueHTHTe, JIGKYBaHU C MOXKE JIa C€ pa3BHE MO BpeMe Ha JICHO3yMal J10
5 TOIUHM, TIOJIOKUTEIIEH TECT 3a HeYTpaIM3UpaIly CBhP3BAIlN aHTHTENa 0e3 J0Ka3aTeICTBa 3a
NPOMEHEHO JieueHue. Hsima BumuMa Bpb3Ka MeX/ly 00pa3yBaHETO Ha aHTUTEIA U
(hapMaKkOKMHETHKATa, TOKCHYHOCTTA VITH KIIMHAYHHS OTTOBOP. WX € HAOJI0IaBaHO HEXelaHO
croutue.

Knnauyna eukacHoOCT u 0€30I1aCHOCT IOpH KCHHU B ITOCTMEHOIIAY3a C OCTCOIIOPO3a
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EdukacHocTTa 1 6€30aCHOCTTA Ha ICHO3YyMa0, ITpHUjiaral Ha BCeku 6 Mecelia 3a Mepuo OT 3
TOIMHHE U3CJICIBaHA ITPH JKeHH B rmocTMeHomay3a (7 808 xenu Ha Bb3pact oT 60 1o 91 roguam,
23,6% ot xouTO ca uManu npeodaanasamo GpakTypu Ha MPENUICHUTE), C U3XOIHH T-CKOpoBe
3a KOCTHA MHHepanHa mrbTHOCT (BMD) Ha mymOanHu npenuieHd win Ha Ta3o0eIpeHa craBa
Mexay —2,5 u —4,0u cpeHa abCoI0THA BEPOITHOCT 3a (paKkTypa B paMkuTe Ha 10 roguHu -
18,60% (mmamnazon: 7,9-32,4%) 3a ronsima octeonopotudna ¢paxrypa u 7,22% (anamnazon: 1,4-
14,9%) 3a ¢ppakrypa Ha TazobeapeHarta ctaBa. JKeHu ¢ Apyru 3a00IsIBaHMsI MIIM KOUTO ca Ha
JiedeHue, KOETO MOXKE J1a TIOBJIHMSIEKOCTUTE, ca OMITN M3KITIOYEHHU OT TOBa IpoyuBaHe. JKenure ca
TOJTy4YaBajIl eKeIHEBHO T00aBKH ¢ Kanmui (Haii-mamko 1 000 mg) u Butamun D (Haii-Manko
400 IU).

Epexm svpxy ¢ppaxmypume na npewienume
Jeno3yMab 3HaUMTETHO HAMaJIsIBa PUCKA OT HOBH (DPAKTypH Ha IpelnuieHuTe Ha 1-Ta, 2-Ta u 3-

ta roauHa (p < 0,0001) (Bx. Tabmuma 2).

Taéanua 2. EpexThT Ha 1eH03yMad BbPXY pUcKa OT HOBH ()pAKTYpPH HA MpellIeHuTe

IIpoueHT Ha KeHHUTe ¢ PPAKTYpPH HamansiBane HamansiBane Ha
(%) Ha OTHOCHUTEJHHUSA
[Tmare6on = Jlenosymab | a0COIOTHHSA puck (%)
3906 n=3902 puck(%) (95% CI)
95% CI)
0-1 roguHa 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 5,0 1,4 3,5(22,7,4,3) 71 (61, 79)**
TOJMHU
0-3 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*
TOJTUHU

*p <0,0001, **p <0,0001 — ekcIIOpaToOpeH aHAN3

Egexm evpxy ¢ppaxmypume na mazobeopenama cmasa

JHeno3ymab nokasea 40% otHocutenHo HamasBane (0,5% HaMansBaHe Ha a0COIOTHHS PUCK)
Ha pHcKa oT(dpakTypa Ha TazobeapeHara crasa 3a nepuof ot 3 rogunu (p < 0,05). Yecrorara Ha
(dpaktypute Ha Tazo0enpeHaTa crapa e 1,2% B manebo rpymnara, B cpaBHenue ¢ 0,7% B rpynara
Ha feHo3yMab 3a 3 ToAuHM.

B nocnexBamus anainu3 npu xeHu > 75 ronuHu € HabmogaBaHo 62% HaMasiBaHe Ha
OTHOCHTEIHHS pUCK ¢ leHo3yMab (1,4% namamnsBane Ha abcomoTHUS puck, p < 0,01).

Egexm evpxy ecuuxu kiunuunu ppaxmypu
JleHo3ymMa0 3HaYMMO HaMajsiBa PpaKkTypUTe MPU BCUYKH BUIOBES/TPYNHU (pakTypH (BK. TaONIHIA
3).

Tab6anua 3. EQexThT Ha 1eH03yMad BbPXY PHCKa OT KIMHUYHU (PaAKTypH 32 3 roaAMHU

IIpoueHT Ha keHHUTe ¢ HamansiBan HamansiBan
dpaxrypu(%)* eHa e Ha
Ilnauedo Jleno3zymad | a0COJIIOTHHSI | OTHOCHTEIH
n=3906 n=3902 puck (%) usipuck (%)
(95% CI) (95% CI)

KakBaTo u 1a e KJIHHAYHA 10,2 7.2 2,9 (1,6, 4,2) 30 (19,
(pakrypa' 41)***
Kiuuununa gpaktypa Ha 2,6 0,8 1,8 (1,2,2,4) 69 (53,
NpEHUICHUTE 80)*#*
Henperuienna gpaxkrypa’ 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)**
Tonmsma HETpenuIeHHA 6,4 5,2 1,2 (0,1, 2,2) 20 (3, 34)*
dpaxtypa’
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Tlonsma octeonopoTnyHa 8,0 5,3 2,7(1,6,3,9) 35 (22,

¢paxrypa* 45)kokk
*p < 0,05, **p =0,0106 (6mopuuna kpaiina mouxa, exiroueHa nPu Kopusupane 3a
MHOHCECMBEHOCT),

**%p < 0,0001

*Yecrora Ha chOuTHATa 10 Kaplan-Meier 3a 3 rogunm.

! Bkirousa KIMHHYHK (PAKTyPH Ha MIPELUIEHUTE U HENMPEULIEHHH GPaKTypH.

2 3kimrouBa Te3H Ha NPELLIEHUTE, Yepera, JIUIETO, MaH 10y IaTa, METAKAPIIATHUTE KOCTU U
(hamaHTHTE HA MPHCTHTE HA PHIIETE U KpaKaTa.

3 Bmousa Tasa, qucTaleH GeMyp, IIPOKCHMAalIHa THOMS, peOpa, TPOKCUMAJIEH XyMepYyC,
MIPEIMUIITHATIA U Ta300eIpeHa CTaBa.

* Bk1rouBa KIMHUYHY (PaKTypH Ha NPENUIEHATE, Ta300€IpeHa cTaBa, IPeIMULIHALA 1
(dhpaxTypu Ha Xymepyc,onpeaencau mo C30.

[Ipu sxenu ¢ u3xonqna BMD < -2.5 na mmmiikata Ha ¢peMypa, feH0o3yMald HaMaisiBa pucka oT
HenpenuieHHH Qpaktypu (35% HamansBaHe Ha OTHOCUTEIHHUS PUCK, 4,1% HamansBaHe Ha
abcomroTHHA puck, p < 0,001, ekcruiopaTopeH aHaM3).

HamasiBaneTo Ha yecToTaTa Ha HOBU (PpakTypH Ha IpenuieHuTe, GpakTypH Ha Ta300eapeHara
CTaBau HENPEIUICHHN QPAKTypH Ype3 IeHO3yMad 3a 3 TOJIMHH € MOCTOSHHO, HE3aBUCHMO OT
M3XOJIHUS PUCK 32 (hpakTypu B pamkute Ha 10 roguHm.

Egexm 6vpxy kocmnama Munepanna nibmHocm

JHeno3ymab 3HaunTenHo yBenndasa BMD Ha BCHUKH KITMHUYHO H3MEPEHU MECTA, CIIPSIMO
wrane6o Ha 1-ta,2-ta u 3-ta ronuny. JeHozymab yBennuasa BMD ¢ 9,2% na mymOannure
npenuieHH, ¢ 6,0% Ha TazobenpeHara ctapa, ¢ 4,8% Ha mmiikara Ha Gpemypa, ¢ 7,9% Ha
TpoxaHTepa Ha OeipeHaTa KocT, ¢ 3,5% Ha nuctannata 1/3 Ha paanyca u ¢ 4,1% Ha UAI0TO TS0
3a IepuoA OT 3 rOAUHU (BCUYKU

p <0,0001).

[Ipu KIMHUYHY U3NUTBaHUS, U3CTIeIBAIIY eEeKTUTE OT NPEKbCBAHETO Ha AeH03yMad, BMD ce
BpBIIIa KbM CTOWHOCTH, TPUOIM3UTENHO JI0 HUBATA MIPEIH JICUYSHUETO 1 OCTaBa IT0-BUCOKA OT
Ta3u npH Iwianedo 3a nepuon ot 18 Mecena ciex nocieHara qo3a. Te3u JaHHU 1IOKa3BarT, 4e ce
HaJlara IpoIb/DKUTENIHA TEepanus ¢ AeH03yMal 3a moaabpKaHe Ha eeKTa Ha JIeKapCTBEHUS
npoaykT. [loBropHOTO 3an0uBane Ha AeH03yMal Boau 10 yBenudyasane Ha BMD, cxonHo ¢ ToBa
IpY TFPBOHAYATHOTO TIPUJIaraHe Ha JEHO3yMao.

Omeopeno npoovidiceHe Ha NPOYYEane NPU JledeHue Ha 0CMeonopo3a 8 NOCMMEHONAY3d

00610 4 550 xxenu (2 343 na Jlenozymab u 2 207 Ha miane0o0), KOUTO ca MPOITyCHAIM HE TIOBEYES
OT e/IHa J103a OT U3MHUTBAHUsI MPOAYKT B OCHOBHOTO MPOYyYBaHe, OMUCAHO MO-TOpE, U ca
3aBBPILIMIN IPOYYBAHETO C BU3UTATA Ha 36-THUs MecCel], ca BKIIFOUECHU B 7-FOJIUIIHO,
MHOTOHAIIMOHAJHO, MHOTOIICHTPOBO, OTBOPEHO MPOIBIDKEHHE Ha TIPOYYBAHETO C SIHO PaMo, 32
OIIeHKa Ha ABJITOCPOYHATa O€30MacHOCT M e(hUKACHOCT Ha JeH03yMal. Bcuuku sxeHu B
MPOIBIHDKEHUETO HA TIPOYYBAHETO € TPsIOBao Aa moiydaBaT JeHo3yMad 60 mg Ha Bceku 6
Mecena, KaKTo 1 eXeIHeBHO Kaimwii (Haif-manko 1 g) u ButamuH D (Haii-manko 400 [U). O6mmo
2 626 yuactHuiu (58% OT *KeHUTE, BKIOYCHH B IPOIBDKEHUETO HA MTPOYYBAHETO, T.¢. 34% OT
JKEHHUTE, BKIIIOYEHH B OCHOBHOTO MPOYYBaHE) Ca 3aBbPIIMIA MPOIBIIKCHUETO Ha POYUBAHETO.

IIpu maruenTH, IEKyBaHH ¢ AcHO3yMa0 B ipoabipkeHne Ha 10 roguan, BMD ce e yBenmania
CIIPSIMO M3XOAHOTO HUBO B OCHOBHOTO mpoyuBane ¢ 21,7% Ha mymOanuuTe npemenn, 9,2% nHa
tazo0eapenata ctasa, 9,0% Ha muiikara Ha Gpemypa, 13,0% Ha TpoxaHnTepa Ha OepeHaTa KOCT U
2,8%mna qucrannata 1/3 Ha paanyca. Cpegnust BMD T-ckop Ha TyMOanmHHUTE MPEeUUICHH B Kpast
Ha TIpOy4BaHeTo € —1,3 Ipu ManueHTUTe, JIKYBaHH B MPOabbKeHHE Ha 10 ToquHu.

YecroraTa Ha (bpaKTypI/ITe € OIICHCHA KaTo KpaﬁHa TOYKa 3a 6630HaCHOCT, HO e(bI/IKaCHOCTTa

[IPH IPEIOTBpATsIBAHE HAa PPaKTypu HE MOKe J1a ObJie M3YMCIICHA TOPaId BUCOKHUS Opoi
MPEKbCBAHMS HOTKPUTHS IW3aliH Ha rpoy4uBaHeTo. KymysaTuBHaTa 4ecToTa Ha HOBH (PpakTypu
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Ha MPENUICHUTE W HeTPeNUICHHH (PaKTypH € CbOTBETHO OKoJIo 6,8% 1 13,1% npu nanueHTH,
OCTaHAJIA Ha JICUeHUE cAeH03yMa0 B mpoabpkeHre Ha 10 roguau (n = 1 278). [lannenture,
KOUTO HE Ca 3aBbPIIWIH TPOYyYBAHETO MOPAIN HIKAKBA MPUYMHA, CA UMAII TI0-BUCOKA YECTOTA
Ha (paKTypH MO BpeMe Ha JICYCHUETO.

[To Bpeme Ha MPOIBJKEHUETO Ha IPOYUYBAHETO Ca Bb3HUKHAIN TPHHAAECET JOKAa3aHU Clydas Ha
octeoHekpo3a Ha yenmocTra (OHY) u n1Ba nokazaHu cirydast Ha aTUIMYHE QPaKTypH Ha

OeapeHaTaKoCT.

Knnanyna ed)I/IKaCHOCT 1 0€30IMacHOCT IIPpHU MBKE C OCTCOIIOPO3a

EdukacHocTTa 1 6€30IaCHOCTTA Ha ICHO3YMa0, IpUjiaral BEAHBXK Ha BCEKH 6 Mecella 3a
nepuon ot 1 roauHa, € npoydeHa npu 242 muxe Ha Bp3pact ot 31 1o 84 roguHu. YuacTHHLIUTE
¢ eGFR <30 ml/min/1,73 m? ca 6MaM U3KIIOUYEHN OT U3NUTBAHETO. BCUYKH MbKe ca
MOJTy9JaBaIH eXXeTHEBHO M00aBKy ¢ Kanmui (Hai-manko 1 000 mg) u Buramuu D (Haii-manko
800 IU).

[IspBrYHaTa IPOMEHIIMBA 332 €(DUKACHOCT € MPOIIeHTHATa IpoMsiHa B BMD Ha nmymOaHute
HpenuieH:, e(hUKACHOCTTA [0 OTHOIICHNE Ha (PpaKkTypuTe He € oreHeHa. J(eHo3ymal 3HauYMo
yBenuuaBa BMD Ha Bcuuky KJIMHUYHO W3MEPEHH MecTa crpsMo mianedo Ha 12 mecena: ¢ 4,8%
Ha iymOanHuTe TipenuieHy, ¢ 2,0% Ha usio 6enpo, ¢ 2,2% Ha muiikaTta Ha dpemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oeapenata koctT U ¢ 0,9% Ha nuctanHara 1/3 Ha paauyca (Bcuuku p < 0,05).
Heno3ymab ysennuaa BMD Ha nmymOanHuTe NpenuieH! CupsMo U3XOAHOTO HUBO Iipu 94,7% ot
MBXeTe Ha 1-Ta roguHa. 3HauuTenHo yBenunueHne Ha BMD Ha mymOannuTte npenuieH,
Ta3zo0e/IpeHaTa cTaBa, MHKaTa Ha eMypa u TpOXaHTepa Ha OeJpeHara KOCT € HaOII0JaBaHo 10
6-us mecet (p < 0,0001).

KoctHa xucTonorus OpH )KCHU B IOCTMCHOIIAy3a U MBXE C OCTCONOpPO3a

KoctHaTa xucrosnorus e orieHeHa nmpu 62 )eH! B IOCTMEHOIay3a C OCTEONOPO3a MU ¢ HUCKA
KOCTHAIUTBTHOCT, KOUTO HE ca OMJIH JIEKyBaHH 32 OCTEONOPO3a MU ca IPEMHHAIN OT
IpeIIecTBaINa Tepays ¢ aICHAPOHAT KbM IOCIIe/Ballla TePaIus ¢ IeHO3yMal 3a mepHos oT 1-
3 ronunu. [leraeceT u neBeT KEHH ca yJacTBAIH B IOJIPOYYBAHETO ¢ KOCTHA OHOIICHS Ha 24-ns
mecer (n = 41) w/unu 84-ust Mecen (n = 22) OT MPOABIDKEHUETO HA POYUYBAHETO MPH KECHU B
MOCTMEHOIIay3a ¢ ocTeonopo3a.KocTHara XUCTOOTHSI € OI[EHEeHa ChINO U P 17 MbXe ¢
OCTEOIIoOpo3a ciie/] eIHa TojuHa JieueHue ¢ Jlenozymab. Pe3ynratute oT KOCTHUTE OMOTICHH
MOKa3BaT KOCTH C HOPMaJIHA CTPYKTYpa U KauecTBO, Oe3 JaHHU 3a JeQEKTH B MUHEPAJIN3aLHTa,
0e3 He3psila KOoCT Wik pudpo3a Ha KOCTHUS MO3BK.

XuctoMoppOMETPUIHUTE HAXOIKH B MTPOABIHKEHUETO Ha MPOYYBAHETO MPH KEHU B
MOCTMEHOIIay3a C OCTEO0NOopo3a IMOKa3BaT, 4e aHTHPE30POTHBHUTE €PEKTH HA IEHO3yMao0,
U3MepeHH Ype3 aKTHBUPAHE HaYeCcTOTaTa U CTETeHTa Ha KOCTHO 00pa3yBaHe, ce 3ama3Bar ¢
TEUCHUE Ha BPEMETO.

Kinnnnuna edukacHOCT M OE€30IIACHOCT IIPU HAIMEHTH ChC 3ary0a Ha KOCTHO BEIIECTBO,
CBBP3aHO COTHEMAHE HA aHIPOTCHU

Eduxacnoctra u 6e30macHoCTTa Ha JeHO3yMal, IPUIIO’KEHa BEAHBK Ha BCceKU 6 Mecela 3a
MepHUOJ OT 3 TOMHU € U3CTIeIBaHa IPY MbBKEe C XUCTOJIOTHYHO JOKa3aH HEMEeTacTaTHIeH
KapUXHOM Ha mpocTtaTara, nomydasamu ADT (1 468 mbxe Ha Bb3pacT 48-97 ronuHm), KOUTO ca
M3JI0KECHU Ha TIOBUILIEH PUCK OT (hpakTypH (ompeneneH karo > 70 rogunau, uiau < 70 TOOUHU C
BMD T-ckopoBe Ha iyMOaTHUTE HpEIUICHH, Ta300epeHaTa cTaBa Wi Iniikara Ha pemypa < -
1,0 viin aHaMHE3a 32 0CTEONMOPOTHYHA (BpakTypa). BcHuky MbiKe €KEIHEBHO ca MOJydaBaiu
nobaBka ¢ xanmui (Hai-manko 1 000 mg) u Butamun D (Haii-manko 400 IU).

Jeno3zymab 3naunmo ysenuaasa BMD Ha Bcuky KJIMHUYHO U3MEPEHN MECTa, B CPAaBHEHHE C
m1ane0o 3a rmepuoA oT 3 ronuHu: ¢ 7,9% Ha mymOanHuTe npenuieHw, ¢ 5,7% Ha Tazo0eapeHara
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cTaBa, ¢ 4,9% Ha muiikaTta Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha OenpeHara Koct, ¢ 6,9% Ha

mucranHata 1/3 na paguyca u ¢ 4,7% Ha msi1oTo Tsu10 (Benuku p < 0,0001). B mpocnekTHBHO

TUTAHUPaH EKCIIOPATOPEH aHAIN3 3HAYMMO yBenndeHre Ha BMD Ha mymOanHUTE MpenieHH,
Tazo0eIpeHara crTaBa, muiikaTa Ha (heMypa U TpOXaHTepa Ha OeapeHaTa KoCT ce HaOmronaa |
Mecell CJIe/I HadarHaTa J03a.

JleHo3yMab moka3Ba 3HAYMMO HaMalsiBAaHE HA OTHOCUTEIHHS PHCK OT HOBH (PaKkTypH Ha
npenvieante: 85%(1,6% HamalssBaHe Ha aOCOMOTHUS pUCK) 3a 1 roauHa, 69% (2,2% HamansBaHe
Ha a0COIIOTHUS PHUCK)3a 2 roaunau U 62% (2,4% HamanisBaHe Ha aOCOJIFOTHUS PUCK) 3a 3 TOAUHU
(Bcuuku p < 0,01).

Knunnuna edrkacHOCT ¥ OE30IIACHOCT IIPU HALMEHTH ChC 3ary0a Ha KOCTHO BENIECTBO,
CBBP3aHO CAIOBAHTHA TEPANMSA C ApOMATA3EH MHXUOUTOD

EdukacHocTTa 1 6€30IaCHOCTTA Ha IEHO3YMa0, MIPHJIOKEH BEIHBK Ha BCCKU 6 Mecera 3a 2
TOJTMHU, Ca U3CJIE/IBAHU IPH JKEHU C HEMETACTaTHYEH KapIIMHOM Ha MJIedHaTa xJie3a (252 xeHn
Ha BB3pacT 35-84 ronunn) u usxonuu BMD T-ckopose mexny —1,0 mo —2,5 Ha mymbanuute
MPEIUIeHH, Ta300eIpeHarTa cTapa Wid MHUHKaTa Ha 6eIpoTo. BCHYKY KEeHH eXeTHEBHO ca
noJjiyyaBaiu g00aBka ckanuui (Hai-manko 1 000 mg) u Butamun D (Hati-manko 400 IU).

[IspBuYHaTa MPOMEHIIHBA 32 e(hUKACHOCT € IPOMsIHA B TiporieHTuTe Ha BMD Ha mymOanauTe
MpeLUIeHH, ePUKACHOCTTA 10 OTHOIICHHE Ha (PPaKTypHUTE HE € OlleHeHa. JleHo3yMal 3HauuMo
yBenmmuaBa BMD Ha BCHYKHM KIIMHUYHO U3MEPEHU MECTa, B CPaBHEHHE C TUIAIe0o 3a 2 TOAUHU: C
7,6% Ha mymOaHUTE TIpenuieHH, ¢ 4,7% Ha Tazo0eapeHaTa crasa, ¢ 3,6% Ha muiikata Ha
demypa, ¢ 5,9% Ha TpoxaHTepa Ha OellpeHaTa KocT, ¢ 6,1% Ha mucranHaTa 1/3 Ha paguyca u ¢
4,2% na msutoTo Ts1o (Bewuku p < 0,0001).

Jledyenue Ha 38.FV63. Ha KOCTHO BEIICCTBO, CBHP3aHa CbC CUCTEMHA I'NTIOKOKOPTUKONWAHA TCPpAIInA

Eduxacnoctra n 0e3omacHOCTTa Ha 1eHO3yMal ca u3cnenBanu npu 795 manuentu (70% xeHu u
30% mbixe) Ha Bb3pacT ot 20 10 94 roaunu, 1eKyBaHU ¢ > 7,5 mg THEBHO MepopalieH
MIPETHU30H(MIIA HETOB EKBUBAJICHT).

[Ipoyyenu ca aBe MOANOMYIALMH: IPOABIKABALLY [NIIOKOKOPTHKOUIHA Tepanust (> 7,5 mg
JTHEBHOTIPETHN30H TN HETOB €KBUBAJICHT 32 > 3 Mecella per BKIIIOYBAaHE B MPOYYBAHETO; N =
505) u 3anoYBaIy TIFOKOKOPTUKOUIHA Tepanus (> 7,5 mg IHEBHO MPEIHU30H WIH HETOB
€KBUBAJICHT

< 3 mecena mpeau BKIOUBaHe B poyuBaHeTo; n = 290). [launenture ca pangomusupanu (1:1)
JanoiyyaBaT Win AeHo3ymMat 60 mg nmoaKoXHO BEAHBXK Ha BCEKU 6 Mecella, Wi IepopajieH
pHu3enpoHar 5 mg BeAHBXK AHEBHO (aKTUBHA KOHTpOIA) 3a 2 roauHH. [lanuenTuTe nonyyaBat
eXeTHEBHO A00aBKy ¢ kamuil (Haii-manko 1 000 mg) u Butamun D (Haii-manko 800 IU).

Egexm evpxy kocmuama munepanna niemuocm (BMD)

B noanonynanusiTa, npoabrKaBalia MIIOKOKOPTUKOUAHA Tepamnus, JeH03yMal MoKa3Ba Mmo-
rojsiMo yBenunuenne Ha BMD na mymOanHuTe nperuieHd, B CpaBHEHHE C pU3eApoHaT Ha 1
roguHa (aeno3ymao 3,6%, puseaponar 2,0%; p < 0,001) u na 2 ronuuu (neHo3ymad 4,5%,
pusenponar 2,2%; p < 0,001). B nognony:amnusira, 3amoysaiia rtOKOKOPTUKOWIHA TePaTIHs,
JIEHO3yMa0 MMoKa3Ba Mo-ToysiMo yBenndernne Ha BMD Ha mymOanHuTe MpenuieHd, B CpaBHEHHE C
puseaponar Ha 1 roauna (neHo3ymao 3,1%,pusenponar 0,8%; p < 0,001) u Ha 2 ronuHu
(meno3ymab 4,6%, puzenponat 1,5%; p <0,001).

OcBeH TOBa, IeHO3yMa0 MOKa3Ba 3HAYUTEIHO MTO-TOJIIMO CPETHO MPOLEHTHO YBEJIHMYCHHE Ha
BMD ot u3xoHUTE CTOWHOCTH, B CPAaBHEHUE C PU3SAPOHAT, Ha Ta300eIpeHarTa CTapa, IMiKara

Ha peMypa U TpOXaHTepa Ha OefpeHara KOcCT.

[Tpoy4BaHeTo HE € ¢ MOLIHOCT 3a IGMOHCTPUpaHe Ha pa3nuka npu ¢ppaxrtypure. Ha 1 roguna
yecToTaTa Ha HOBa peHTreHorpadceka ppakrypa Ha npelieHnTe cpel yyacTHuiure € 2,7%
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(meno3ymad) crpsimo 3,2% (puzeaponar). [Ipu ydacTHHIIMTE YecTOTaTa Ha HEBEpTEOpaIHa
(bpakrypae 4,3% (neHo3ymad) crpsimo 2,5% (puzenponat). Ha 2 rouHN CHOTBETHUTE
croiiHoctu ca 4,1% crpsimo 5,8% 3a HOBU peHTreHorpadcku Bepredpannu ¢ppakrypu u 5,3%
capsimo 3,8% 3a HeBepTeOpanu ppaxtypu. [loBeueTo oT hpakTypute ce HabIOAABAT B
MOJIMTOITYJIANIKATA, MPOBIDKABAIIA C TIIFOKOKOPTUKOUAHA TEPaITHsI.

HCZ[I/IaTDI/I‘IHa nonyJjanusa

IIpoBeneHo e mpoy4BaHe ¢ eIHO paMo ¢asa 3 3a oleHKa Ha epuKacHOCTTa, 0€30IIaCHOCTTA U
(hapMakOKHMHETHKATa IPH JIella C osteogenesis imperfecta Ha Bb3pact ot 2 10 17 roaunu, 52,3%
OT MBXKKH 11011, 88,2% 0T Osi1ata paca. O0mo 153 yyacTHUIM IBPBOHAYATIHO [TOTyYaBaT
MOJKOXHO (s.c.)aeno3ymab 1 mg/kg no makcumyM ot 60 mg, Ha Bceku 6 Mecena 3a 36 Mecela.
lectaeceT yyacTHULMIPEMUHABAT HA IpUJIaraHe Ha BCEKU 3 Mecela.

Ha mecen 12 npu npunarane Ha BCeKH 3 Mecella, IpoMsHa B CPETHUTE CTOMHOCTH IO METOa Ha
Hai-mankute kBaapatu (LS) (crammaptaa rpemika, SE) cripsimo m3xoaH0TO HIBO HAa BMD Z-
CKOPOBETE 3a TyMOAITHUsICErMEHT Ha TphOHayHms cTha0 e 1,01 (0,12).

Haii-yecture Hexxenanu chbOUTHS, CHOOIIEHH IO BpeMe Ha IpUIIaraHe Ha BCEKH 6 Mecena, ca
aprpairus (45,8%), 6onka B kpaitauk (37,9%), 60omnka B rep0a (32,7%) U XunepKaImy pust
(32,0%). XunepkanuueMus ce choOIIaBa 1o BpeMe Ha puiiarane Ha Bceku 6 mecena (19%) u
Bceku 3 mecena(36,7%). Ceprno3nn HexxenaHu chOuTHs Ha Xurnepkanuemust (13,3%) ce
chOOLIABAT 10 BpEeME Ha MpUjlaraHe Ha BCEKH 3 Mecela.

B nponbmkennero Ha npoyuBaneto (N = 75) cepro3HH HexXeNaHu ChOUTHS Ha XUTIEPKATIIUEMHS
(18,5%) canabmromaBaHy 10 BpeMe Ha TpUiaraHe Ha BCEKU 3 Mecela.

[Ipoy4uBaHusiTa ca MpeKpaTeHu MPEXIEBPEMEHHO TTOpaid Bh3HUKBaHE Ha )KHBOTO3aCTPAaIIaBalllX
CHOUTHS M XOCITUTAIN3AIINH, TBJIKAIIN CE Ha XUIepKaIIeMus (BK. Touka 4.2).

EBpomneiickaTa areHIus 1o JekapcrBara 0CBOOOK1aBa OT 3aIbJDKEHHETO 3a PEIOCTaBSIHE Ha
PEIYITATUTE OT NPOYyUBAHUATA C I[GHO3YMa6 BBB BCUYKU NNOATPYIIN Ha N€AXNATpUYIHATA
MOMyJIalys 3a JICUeHHe Ha 3ary0a Ha KOCTHO BEIECTBO, CBbP3aHO ¢ a0JIaTHBHA TEPaIHs C
MIOJIOBH XOPMOHH H B ITOJATPYIHN Ha TeHAaTPHYHATA MOIMYJIAIHMS Ha Bb3pacT 1oJ] 2 TOAWHH 32
JiedeHre Ha 0cTeornopo3a. Bikre Touka 4.2 3a nHpOpMaIKs OTHOCHO yIOTpeba B eAnaTpusTa.

5.2 ®apMakOKMHETHYHH CBOICTBA

AOGcopOrus

Cren moakoXHO mpuiiokeHue Ha o3a 1,0 mg/kg, kosTo choTBETCTBA Ha 0l0OpeHara go3a 60
mg,exkcriozunusiTa Ha 6a3ara Ha AUC e 78%, B cpaBHEHHE ¢ HHTPABEHO3HO MPHUIIOKEHHE MTPH
CBIIOTO A030B0 HUBO. IIpy noakoxHO npusnoxenue Ha 60 mg, MaKCUMaJIHU CEPYMHU
KoHUeHTpauy Ha AeH03yMal (Cmax) 6 pg/ml (rpanuuum 1-17 pg/ml) ce nocturar 3a 10 gan
(rpanunu 2-28 qHN).

Buorpanchopmarus

Kato ecrecTBeH UMyHOTI00YIMH, A€HO3YMa0 ChIbPIKa CaMO aMUHOKHUCETMHY W BBIJICXUIPATH
U € MaJIKO BEpOSITHO J1a ObJIe SIMMHUHUPAH Ype3 YepHOIpoOeH MeTabonmmn3bM. OdakBa ce
HETOBUSAT METa0OJU3bM U SIIMMUHUPAHE J1a CJISABAT TBTUIATA HA KIIUPHHC Ha
UMYHOTJIO0YJIMHATE, BOJICIITH TOPA3rpaKaaHe IO MAJIKH IETITUIA M OTIACITHA aMUHOKHACCITUHY.

Enumunupane

Crnen Chax, CEpyMHHUTE HIBA HAMAJISIBAT C MOIY>KUBOT 26 THU (TpaHUIM 6-52 1HM), 32 IEPHOA OT
3 mecena (rpanunu 1,5-4,5 mecena). [Ipu netnecer u tpu npouenta (53%) ot nanuenture, 6
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Meceracie] mocjaeaHarTa 103a, HiMa U3MEPUMHU KOJIMYEeCTBa ACHO3yMao.

IIpn MHOTOKpaTHO MOAKOXKHO MpHaraHe Ha 60 mg BENHBXK Ha BCEKU 6 Mecella, He ce
HaOJII0aBaKyMyJIMpaHe WK MPOMSHA BbB (JapMaKOKHHETHKATa Ha IEHO3yMal BbB BPEMETO.

Bb3pacrra (28-87 roaunu), pacata M CTaAUAT Ha 3a00J11BaHETO (HMCKA KOCTHA Maca Wil
0CTEOIopO3a, KAPLMHOM Ha pocTaTaTa Uik Ha MIIEYHATA *JIe3a) He MOKa3BaT 3HAa4uMO
BB3/ICHCTBIE BbPXY (PapMakoKMHETHKAaTa Ha JCHO3yMao.

HabOmronaBa ce TeHIeHIHMsS 3a BpPB3KAa MEXKIY IMO-BHCOKOTO TEIIECHO TErJi0 W TO-HHUCKaTa
excriosunus,0azupana Ha AUC u Chax. Ta3u TeHgeHus obade, HE € OTUYSTCHA KAaTO KIMHUYHO
3HaYuMa, Thi KaToapMakoIuHAMHUHUTE ¢EeKTH, Oa3UpaHu Ha MapKEPHUTE 3a KOCTCH OOMEH U
yBenmueHneto Ha BMDca mocTossHHY B IIUPOKY TPaHMIIM Ha TEIECHOTO TETJIO.

JInHEeHOCT/HEMMHEHHOCT

B npoyuBanus 3a onpesensHe Ha J103aTa, ICHO3yMab MMoKa3Ba HEJIMHEHHA, 10303aBUCHMa
(hapMakOKHUHETHKA, C MIO-HUCHK KITUPHHC TPH IMO-BUCOKH J03W MM KOHIICHTPAIINH, HO
MPUOJIN3UTEITHO MPOTIOPITMOHAIIHO Ha T03aTa MOBUIIABaHE HA EKCTIO3MUITUATA TIPH 03¢ OT 60 mg
UTIO-BHUCOKHU.

BbrOpeuno yBpexaane

[Ipu nmpoy4Bane ¢ 55 manueHTH ¢ pa3IUvHA CTEICH Ha ObOpedHa (PYHKIIHS, BKIFOYUTEITHO U
MaIMEeHTHHA JTUalin3a, CTeIeHTa Ha ObOPEUHO YBpEXkKIaHe He MOBIUsIBa (PapMaKOKHHETHKATA Ha
JieHo3ymao.

YepHoapoOHO YBpEXKIaHe

He e npoBex1aHO KOHKPETHO MPOYYBAHE MPH MAMEHTH ¢ YSePHOIPOOHO yBpexaane. KaTo 1510
MOHOKJIOHAJTHHTE aHTHTENA HE CE STMMUHUPAT ITOCPEACTBOM YepHOApoOeH MeTabomu3bM. He ce
oJakBa hapMaKOKMHETHKAaTa Ha AeHO3yMal aa OBbJIe MOBIMIHA OT YePHOAPOOHO YBpEKIaHE.

HC}.‘[I/I&TDI/I‘{Ha nonyJianusa

Evfraxy He TpsaOBa a ce u3Mo3Ba Mpy NeAUaTpUIHU ToITyIanun (BxK. Touku 4.2 u 5.1).

B npoyuBane ¢asa 3 npu nexuaTpuuHU MALUUEHTH ¢ osteogenesis imperfecta (N = 153)
MaKCUMATHUTECEpyMHHU KOHIICHTPAIINY Ha AeHO3yMa0 ca HabmomaBann Ha AcH 10 B paMKuTe Ha
BCUYKHU Bb3pacToBUTpymu. llpu npunarane Ha Bceku 3 Mecelia 1 Ha BCeKu 6 Mecena ce
HaOJIroaBa, 4ye CpeAHNUTE Hall-HUCKM KOHIIEHTPALlMK Ha JIeHO3yMal B cepyMa ca I0-BHCOKH IIPH
neria Ha Be3pacT oT 11 go 17 rogunu, a menara Ha Bb3pacT OT 2 10 6 TOJWHHU Ca C HAW-HUCKUTE
CpEJIHH Hali-HUCKU KOHICHTPAIUH.

5.3 TIpenkJIMHUYHM IAHHH 32 0€30MACHOCT

B npoyuBaHus 3a TOKCUYHOCT IIPU €HOKPATHO M MHOTOKPATHO MpUJIaraHe MpH IbJIT0O0MallaTH
MakaIu, 1034 JieHo3yMao, Bojentu 1o 100 - 150 mbTH mo-royisiMa CUCTEMHA €KCIIO3UITUS OT
MPENoOpHUYNTEIHATA 1032 IIPU X0pa, HAMAT e()eKT BbPXY ChPIACUHO-ChA0BATa (PH3HOIOTHS,
(hepTHIUTETA IPU MBKKHUTE WM )KCHCKHUTE U HE TIOKa3BaT CIeIU(UIHA TOKCHYHOCT 32 TAPTeTHU
Oprasu.

CTaH)IapTHI/ITe TECTOBEC 3a N3CJICABAHC HA TCHOTOKCHYHHUA ITIOTCHIIHAI Ha )ICHO3YM36 HEC Ca
HpOBe)K,Z[aHH,T’BfI KaTO TaKuBa TCCTOBC HC Ca MPUJIOKUMU IIPHU Ta3W MOJICKYJIA. Bce ak, rnmopagu

€CTECTBOTO MY € MAJIKO BEPOATHO ,Z[GHOSYMa6 Ja UMa HAKAaKbB IMIOTCHIMAJI 3a TCHOTOKCHUYHOCT.

KapL[I/IHOFCHHI/IHT IIOTCHIIMAJ Ha I[eHO3YMa6 HC € OLCHABAH MPU AbJITOCPOYHU IMMPOYIBAHUS IIPU
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KHUBOTHH.

[Ipu npeaxIMHIYHY TPOY4BaHus, MpoBeneHu npu knockout mumku 6e3 RANK mmn RANKL e
HaOJIr0aBaHO HapyILIeHHE Ha 00pa3yBaHETO Ha JIUMQHHU Bb3IU BbB deryca. HabmonaBana e
CBILOJIMIICA HA JIAKTALlKs, B PE3YJITAaT Ha IOTUCKAHE Ha Ch3PsBAHETO Ha MJIEYHATA XKJIe3a
(;100y10-aIBE0IAPHOTO Pa3BUTHE HA KJIe3aTa 110 BpeMe Ha OpeMeHHocTTa) mpu knockout
mutukn 6e3RANK nmn RANKL.

[Ipu nmpoydBaHe pH ABATOOMAIIATA MaKaIli, Ha KOUTO € MPHJI0KEH IeH03yMal 1Mo BpeMe Ha
Mepuo/ia, EKBUBAJICHTEH Ha IbPBUsI TPUMECTBP Ha OpemenHocTTa, ipu AUC excriozunuu a0 99
II'BTUIIO-BUCOKH OT J103ata npH xopa (60 mg Ha Bcekun 6 Mecena), HIMa JaHHU 3a YBPEKIaHE Ha
Maiikara un deryca. @erannute TUMGHE BH3JIH HE ca U3CIICBAHN TIPH TOBA IIPOYYBaHE.

[Ipu npyro npoyuyBaHe Npu IBArOONAIIATA MaKalld, Ha KOUTO € MPHJIOKEH AeH03yMal 1o Bpeme
nabpemenHoct mpu AUC ekcriosuniny, 119 mbTr mo-BuCOKH OT mo3ata mpu xopa (60 mg Ha
BCEKH

6 Mecena), € UMaJIo MOBUIIABAHE HA MBPTBUTE PaXKAAaHUs U IIOCTHATAIHATA CMBPTHOCT;
HapyIIeH KOCTEeH pacTeX, BOJIEII IO HaMaJleHa 3/[paBUHA Ha KOCTUTE, OHMKEHA XeMaToIoe3a u
HEMPABHJIHO MOJIPSKIAHE Ha 3bOUTE; JinTica Ha iepudepHH JTUM(PHHU Bb3JU U 3a0aBeH
HeoHaTaJieH pacTex. He € ycTaHOBEHO HHBO, IPU KOETO HE ce HAa0JI01aBaT HEXKEJIaH! peaKun
10 OTHOLIEHKE Ha penpoaykuusaTa. llect Mecena cie paxkaaHeTo, IPOMEHNUTE CBbP3aHU C
KOCTHTE ca IT0Ka3aiy 00paTHO pa3BUTHE U HE € HaOMoqaBaH epeKT BbPXY OHUKBAHETO Ha
3p0uTe. EQextute BppXy TUMGPHUTE BB3ITH U HENMPABUITHOTO MOIPEKIaHe Ha 3601Te 0Oade
MEPCUCTHPAT U € HaOJI0JjaBaHa MUHUMAJIHA 10 YMEPEHA MUHEPAIN3alisl B MHOTO ThKaH! IIPU
€/IHO JKMBOTHO (Bpb3Ka C JICUEHUETO Hee yCcTaHOBeHa). Hsima naHHM 3a yBpexaaHe Ha MalikaTta
Mpeay paXKJIaHeTo; HexelaHu epeKkTH mpu MaiikaTa Bb3HHKBAT HEUECTO 10 BpeMe Ha
paxzaaneto. Pa3BUTHETO HAa MailuMHAaTa MJICYHA KJI€3a € HOPMAJIHO.

IIpu npeKIMHUYHUTE NPOYYBAHUS 3a KAYECTBO HA KOCTUTE NPU MAaMyHH Ha MPOJBILKUTEIHO
TpeTupaHe ¢ 1€HO3yMa0, HaMaJIsIBAHETO Ha KOCTHHS OOMEH ce CBbP3Ba C IIOBUILIABAHE Ha
3/paBMHATa HAKOCTUTE W ¢ HOPMalIHa KOCTHA XUCTONOrHs. KanmuesBnre HuBa ca BpEMEHHO
HaMaJIEH!U, 4 HUBATA HA apaTUPEOUTHUS XOPMOH Ca BPEMEHHO yBEIMYEHHU IIPU MAUMYHU C
OBapUEKTOMMS, JIEKYBaHU C 1€HO3yMao.

[Tpu MBxKKH MUTIKH, TeHHO Moaenupanu aa ekcrpecupaT huRANKL (knock-in mumiku), xouto
ca MoAJIOKEeH! Ha TPAaHCKOpTHKaHA QpakTypa, NeHo3yMald 3a0aBsi OTCTPaHABAHETO HA XPYILsia
U peMOJICTMPAHETO Ha Karyca Ha (pakTypaTa, B CpaBHEHHE C KOHTPOJIN, HO OMOMEeXaHuYHAaTa
3IpaBUHAHE € OmIia 3acerHaTa HeOIarompusaTHO.

Knockout mumku (Bk. Touka 4.6) 6e3 RANK nimn RANKL nemoHCTprpaT HaMaleHO TEIECHO
TETJI0,TOHIKEH KOCTEH PacTeX M JIMIca Ha MpoOuB Ha 360u. [Ipn HOBOPOIeHN IITHXOBE,
naxubupaneto HaRANKL (1ienTa Ha Tepanusara ¢ geH03yMal) ¢ BUCOKH JIO3H OCTEONPOTErePHH,
cebp3aH ¢ Fc (OPG-Fc), ce acouunpa ¢ nHxnOupaHe Ha KOCTHHS pAacTeX U MpoOuBa Ha 3b0UTE.
Te3n mpomenu ca OMIN YaCTUYHO OOPaTUMHM IIPH TO3M MOJIEII CJIe]] IPEeKpaTsIBaHe Ha
npuinoxenueto Ha RANKL naxuburopu. KOBeHWITHN TpUMaTH, Ha KOUTO € IpHIaral
nenozymad 27 u 150 mptu Hag knmHuyHaTa excrio3unus (10 u 50 mg/kg Ha no3a), umar
HapyIlIeHHe B PACTeKHUTE IUI0YKH. [lopaguToBa, Je4eHHETO C JEHO3yMab MOXKe /1a HapyIIH
KOCTHHMS PacTeX IPH JIelia C OTBOPCHHU PACTEKHHU IIOUYKH M MOXKE Jla TOTHCHE MpoOHBa Ha
3p0uTe.

6. DOAPMAINEBTNYHU JAHHHA
6.1 Choucbk Ha NIOMOIIHHUTE BelleCTBa

Jlenena oreTHa KHCEJIMHA
Hatpues anerat Tpuxuapat
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Harpues xunpokcua
Cop0OuTon
[Homucop6ar 20
Bona 3a nmwkekuun

6.2 HecbBMecTHMOCTH

[Ipu nurnca Ha mpoy4YBaHHUA 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa 1a ce
CMECBa CIIPYTH JEKaPCTBEHH MPOTYyKTH.

6.3 Cpox Ha rogHOCT
3 roguHU
Crnen kato ce u3Baau OT XJaawiIHAKa, Evfraxy Moske fa ce chxpaHsABa Ipy CTaifHa TemMIepaTypa
(mo 25°C) mo 30 M B OpUTHHATTHATA OITaKoBKa. TpsOBa fa ce u3moia3Ba B pamMkure Ha To3u 30-
JTHEBEH MEPHO].

6.4 ChneumnajaHu ycJOBHUS HA ChbXPaHEHHUE
Ja ce cexpanspa B xnamutHuK (2°C — 8°C)./la He ce 3ampassiBa.
CrpxpaHsBaiiTe OaKoBKaTa B KApTOHEHATa KyTHS, 32 JIa C€ MPena3u OT CBETINHA.

6.5 Buau chabpKaHHE HA ONAKOBKATA
1 ml pa3TBOp B IpeBapUTEIHO HAITHITHEHA CIIPUHIIOBKA 32 €IHOKpaTHa yrnoTpeba, m3paboreHa
OT CTBKJIO THII | ¢ urna ot Hepmkaaema cromana (29G x 13 mm), ¢ mpeanasuTen Ha UriiaTa u

ryMeHa IjiaBa Ha OyTtayio (0poMoOyTHII0Ba T'yMa ¢ (DIyOpOIOIMMEPHO IIOKPUTHE).

OnakoBKa OT e/IHa NIPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA, IIPE/ICTABEHA B OJIMCTEpHA
OTIaKOBKa (IIPEIBAPUTEITHO HAIThTHEHA CIIPUHITOBKA C TIPEAMA3UTEIl HA UTJIaTa).

6.6 CrnennaJIHU NpeANa3HU MEPKH NIPH U3XBbPJIsIHe U padoTa

. [Ipean npunoxkenue, pa3TBOPHT TPSAOBA 11a ce mpoBepH. He HmKekTHpaiiTe pa3TBopa, ako
ChIbPIKA YACTHUIIH WIH € MBTEH, WK C TIPOMCHECH I[BST.

. He pazknamaiire.

. 3a ma ce nzberne TUCKoM(POPT Ha MACTOTO HA MHXKEKTHPAHE, OCTABETE MIPEABAPHUTEITHO

HaIThJIHEHATA CIIPUHIIOBKA J1a JOCTUTHE cTaliHa TeMiieparypa (o 25°C) npenu
WHXCKTUPAHE MHHKEKTUPANUTEe 0aBHO.
. NmxexTupaiite MI0TO ChIBPYKAHIE HA MPEIBAPUTEITHO HAITbITHEHATA CIIPHUHIIOBKA.

HewnsnomsBaHusT JiekapCTBEH MPOAYKT WIH OTIMAABYHUTE MaTEPHAII OT HErO TPsIOBa Ja ce
U3XBBPJISTB CHOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. IMPUTEXATEJ HA PASPEHNIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited

Unit 35/36, Grange Parade,

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

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
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EU/1/25/1946/001

9. JATA HA TbPBO PA3ZPEINIABAHE/TIOJHOBSBAHE HA PASPEIIEHUETO
3AYIIOTPEBA

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[HonpoOna nnpopmanus 3a TO3M JIEKApCTBEH NPOAYKT € IpeiocTaBeHa Ha yeOcaliTa Ha
EBpomneiickaTaarenuus mo jgekapcraara http://www.ema.europa.cu.

19



INPUJIOKEHHUE 11
NNPOU3BOJUTEJIN HA BUOJIOT'MYHO AKTUBHOTO
BEIMECTBO U ITPOU3BOJAUTEJIN, OTTOBOPHHU 3A
OCBOBOXIABAHE HA ITAPTHU U
YCJIOBUA NJIN OT'PAHUYEHUSA 3A TOCTABKA UYITIOTPEBA

APYI'U YCJIIOBUA U U3UCKBAHUS HAPAZPELIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIX OT'PAHUYEHMUSA 3A BESOITACHA 1

E®PEKTUBHA YIIOTPEGA HA JIEKAPCTBEHUSA
HNPOAYKT
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A. INPOU3BOJUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIHIECTBO 1
IMPOU3BOJUTEJIN, OTTOBOPHHU 3A OCBOBOXJIABAHE HA ITAPTHUJIN

Hme n aJpeC Ha IMPOU3BOJUTCINTEC HA OMOJIOTHYHO 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

India (IND)

Hme u aipec Ha TPOU3BOAUTEINTE, OTTOBOPHM 338 0CBOOOIK/IaBaHE HA IAPTHUINTE

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building,

Santry, Demesne,

Dublin, D09 C6X, Ireland

b. YCJI0BUA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUAT NPOLYKT CE OTILYCKa 110 JIEKAPCKO MPEANUCaHHUE.

B. JAPYI'U YCJOBUSA U UBNCKBAHUS HA PASPELIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3upPaHu JoKJIaau 3a 6ezonacHoct (ITAIB)

N3uckpanusta 3a nonasane Ha [TA/Ib 3a To3u JiekapCTBEH MPOAYKT ca IOCOUYEHH B CITUCHKA C
pedepenTauTe natu Ha EBponetickus cpro3 (EURD cniuchk), mpensuaeH B wi. 1078, an. 7 oT
Hupexrtusa 2001/83/EO, 1 BbB BCHUKHU CJICABALIM aKTyalIU3aluK, TyOJIUKyBaH! Ha
eBpoInercKusyeOmopTall 3a JeKapCcTBa.

. YCJI0BUs WJIN OI'PAHUYEHMUS 3A BE3SOITACHA U E@OEKTUBHA
YIHOTPEBAHA JIEKAPCTBEHUS TPOAYKT

* Ilnau 3a ynpaBJjenue Ha pucka (ITYP)

[IpurexatensaT Ha pa3perienuero 3a ynorpeda (IIPY) TpsadBa na u3BbpIBa H3NCKBAHUTE
JEMHOCTH HJICHCTBUS, CBBP3aHH ¢ TIpOcie/siBaHe Ha JIeKapcTBeHaTa 6e30IacHOCT, TOCOYCHH B
onobpenus [IYP, npeacraen B Moayn 1.8.2 Ha paszpenienneTo 3a ynorpeda, KakTo U BbB
BCHYKH CIIeJBAIN 0JJo0peHnakTyann3anuu Ha [TYP.

Axryanuszupas [IYP Tpa6Ba na ce monasa:

. o uckaHe Ha EBpormeiickara areHIus 1o JeKapcTBaTa;

. BHHATH, KOTaTO C€ M3MEHS CHCTEMAaTa 3a yIpaBJIeHHe Ha PICKa, 0COOCHO B pe3yaTaT Ha
NOJTyYaBaHE HAa HOBAa MH(POPMAIHS, KOSTO MOXeE /1a I0BE/IE 10 3HAYUMHU IPOMEHH B
CHOTHOILIEHHETO MOJ3a-PHUCK, MU CJIE JOCTUTaHEe Ha BayKeH eTall (BbB BPB3Ka C
npocieAsBaHeHa JeKapcTBeHaTa 0€30MacHOCT WIIK CBEXIaHe Ha PUCKa 0 MUHUMYM).

° IlOH])JIHI/ITeJIHI/I MEPKH 3a CBEKIaHE HA PUCKA 10 MUHUMYM

IIPY Tpsi6Ba 1a OCUTypH BEBEKIAHETO HA HATIOMHSIIIA KapTa 3a IMallMeHTa OTHOCHO
OCTEOHEKpPO3a HaYeTIOCTTA.
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INPHJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA IIPEJIBAPUTEJIHO HAITBJIHEHA CITPUHITOBKA

1. HNME HA JIEKAPCTBEHMUS ITPOAYKT

Evfraxy 60 mg uHXeKIHOHEH pa3TBOp B IIPEeABAPUTEIHO HAITbJIHEHA CIIPUHIIOBKA IeHO3yMa0

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 ml npeaBapuTEIHO HAITBJIHEHA CITPHHIIOBKA, ChabpiKkalia 60 mg neHo3ymad (60 mg/ml).

3. CIIUCBK HA IOMOINHUTE BEIECTBA

Jlenena omeTHa KMceMMHA, HATPUEB alleTaT TPUXUAPAT, HATPUEB XUAPOKCHII, COPOHUTOI,
nosucop6at 20, Boja 32 HHKEKITUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

HHxeKuoHeH pa3TBop
Enna npenBapuTenHo HaTbJIHEHA CITPUHIIOBKA C aBTOMATHYCH MPEAIa3uTes Ha UIJIaTa.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEXKJIAHE

TToiKO’KHO TIPUIIOKEHUE.
BaxHo: npenu paboTa ¢ IpeABapUTEIIHO HAITbJTHEHATA CIIPUHIIOBKA ITpOYeTeTe TUCTOBKaTta. la
HE ce pa3KJjalia.

6. CIIEHUAJIHO HPEAYIIPEXJIEHUE, YE IEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT IIOIVIEJA U TIOCEI'A HA JELIA

Ja ce cpxpaHsBa Ha MSACTO, HEJTOCTBITHO 3a JeTIa.

| 7. JAPYI' CHEIMAJIHU TPEAYIIPEXKAEHUA, AKO E HEOBXOIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onmen mo:
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| 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

ﬂa CC CbXpaHsBa B XJ'Ia,I[I/IJ'IHI/IK.ﬂa HC CC 3aMpassBa.
C’LXpaHHBaﬁTC OINaKOBKaTa B KAPTOHCHATA KYTHU, 3a Aa CC MPCANasu OT CBCTIIMHA.

10. CIENUWAJIHM ITIPEJIIAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIJEKAPCTBEHUTE NPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

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

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

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

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/25/1946/001

13. MHAPTUJAEH HOMEP

ITaptuaen Ne:

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HWH®OPMAIVSA HA BPAJIOBA A3BYKA

Evfraxy

| 17. YHUMKAJIEH UWIEHTUOPUKATOP — IBYU3MEPEH BAPKOJI

JBym3mepeH 0apkoJ| ¢ BKIIOUCH YHUKAJICH UICHTH(DHUKATOD

| 18. YHMKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMMYM JAHHU, KOUTO TPABBA JA CbABP/KAT BJIMCTEPUTE U JIEHTUTE

HPEJABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA B BJIMCTEP

NME HA JIEKAPCTBEHUS TPOAYKT

Evfraxy 60 mg WHXeKIIMOHEH pa3TBOP
JleH03yMao

HUME HA TPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited

JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

HNAPTUJIEH HOMEP

ITaptunen Ne:

JIIPYTO

XBaHeTe TyK
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MHUHUMMYM JAHHHU, KOUTO TPABBA JA CBbABPXKXAT MAJIKUTE EJUHUYHN
II'bPBUYHH OITAKOBKH

ETUKET HA ITIPEJABAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA C ITPIIEAITABUTEJI HA
HUTJIATA (B BJINCTEP)

NME HA JIEKAPCTBEHUS NPOAYKT U ITbT(MIIIA) HA BbBEK/IAHE

Evfraxy 60 mg uHXeKIIMOHEH pa3TBOp ACHO3yMal
s.C.

HAYUH HA TPUJIOKEHUE

JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP:

HNAPTUJIEH HOMEP

Lot:

CbABP/KAHUE KATO MACA, OBEM WM EJNHUIIA

1 ml

TIPYTO
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HAIIOMHIAAILL TEKCT 3A KAPTA (BKJII04YeH B 0IIAKOBKATA)

Evfraxy 60 mg umkeKIusaeHo3ymMa0

s.C.

CrnenBama nHXeKIUs ciie 6 Mecera:

Uznonzeaiite Eviraxy TomkoBa ABJIT0, KOJIKOTO € ONpeAeni Bamust nexap

Biosimilar Collaborations Ireland Limited
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b. JMCTOBKA
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JIucToBKAa: I/lH(l)OpMalIl/Iﬂ 34 MalnueHTa

Evfraxy 60 mg nakeKIiHOHeH pa3TBOP B NMPeABAPUTETHO HATbJIHEHA CIPHMHI0OBKA
neHo3yMao (denosumab)

V' To3u nekapcTBeH MPOAYKT MOJIEKHU Ha TOIBIHUTEIHO HabmoaeHue. ToBa 1e mo3Bosu
OBP30TO YCTAaHOBSIBAHE HA HOBA MH(OpMAIIHS OTHOCHO Oe30macHocTTa. MoXeTe 1a najere
CBOSI IPUHOC KAaTO ChOOIIUTE BCSKA HEXKeEIaHa PeakIys, KOATO CTe MOTyYHIN. 3a HaYMHA Ha
choOIIaBaHe Ha HEXKEJIAaHU PEaKITNH BIDKTE Kpas Ha Touka 4.

HpO'—leTeTe BHUMATEJIHO LUsAJIaTa JIMCTOBKA NMPEIU 1A 3alI0YHETE /1a U3I10/13BaTE TOBA
J'leKapCTBO,T'Lﬁ KaTo TH CbAbpPsKka Ba’KHa 3a Bac HH(bOpMaIIHSI.

o 3amazere Ta3u TUCTOBKA. MOXe Jla ce HAJIOXKH /1a 5 IPOYETETe OTHOBO.
o AXO0 nMate HIKaKBH JOMBIIHUTEIHU BBIIPOCH, MONHKTaliTe Bamust nekap win gapmaresT.
. Tosa nekapcTBO € mpeanucaHo Ju4Ho Ha Bac. He ro npeoTrcThnBaiite Ha Apyru xopa. To

MOJKe/]a UM HaBpEeIU, HE3aBUCUMO Y€ MIPU3HAIUTE HA TSIXHOTO 3a00JISIBaHE Ca CHIUTE
kato Bammure.

° AKO TIOJTyYuTe HIKAaKBH HEXKEJIaHW PeaKIvu, yBegomere Bamus nexap ninu hapmanesT.
TomaBKIIOYBA ¥ BCHYKH BH3MOXKHH HE)KEJIaHU PEaKIINK, HEOMCAHU B Ta3H JINCTOBKA.
Bukrte Touka 4.

. Bammst nexap e Bu mane HaroMHsIIIa KapTa 3a MalyueHTa, ChIbprKamia BaxHa
nH(GOPMAIUSIBBB BPh3Ka ¢ 0€30MaCHOCTTA, C KOSTO TPsOBA J1a Ce 3al03HASTe MPEAU U 110
BpeMe Ha JieueHnero Bu ¢ Eviraxy.

KakBo cbabpika Ta3u JUCTOBKA

Kakso npencrasnsaBa Evfraxy u 3a kakBo ce n3nomi3sa
KaxBo TpsiOBa ma 3HaeTe, mpeau na usnonssare Evfraxy
Kak na nznonssare Eviraxy

BB3MOKHM HEXXeNaH! peakLuu

Kax na cexpansBate Evifraxy

ChabspkaHue Ha ONIAKOBKATA U IOBJIHUTETHA HHQOpMAaIHS

AN o S e

1. Kaxkso npeacrasiasisa Eviraxy u 3a kakBo ce u3noissa
Kaxkso npeacrasassa Evfraxy n kak geiictsa

Evfraxy ceappika qenozyma0, 0enThk (MOHOKJIOHATHO aHTHUTSIIO), KOWTO CE HAMECBA B
JIEHCTBUETO Ha JPYT OCNTHK, 3a Ja JIeKyBa 3arybara Ha KOCTHO BEIIECTBO H OCTEOIIOPO3aTa.
Jleuenueto ¢ Evfraxy npaBu KoCTUTE MO-3ApaBy M IMO-MAaJIKO [TOJATIMBH Ha CUyIIBaHE.

KocrTa € *¥uBa ThKaH 1 HEPEKBbCHATO CE BH300OHOBSIBA. XOPMOHBT €CTPOT'eH [TIOMara KOCTUTE
na ca 3apasu. Cieql MEHOIIay3aTa, HUBaTa Ha €CTPOIeH MajiaT, B pe3yaATaT Ha KOETO KOCTUTE
MOJKE J1a CTaHATCIa0u 1 4yIuiiBh. ToBa BIOCJICICTBUE MOXKE Ja TOBEE 10 3a00JIIBaHe,
Hape4eHO 0CTE0Iopo3a.

OcTeonopo3a MOXe Jia ce MOSIBU U TMPH MBXKETE MOPAIN PeAUIla IPHIHHH, BKIFOYUTEITHO
OCTapsIBaHE W/WITH HUCKO HHUBO HA MBKKHUSI XOPMOH TecTOCTepoH. Tst MOXKe [1a ce MOSBH U MPH
MAIMEHTH, TOJTyYaBallly TTFOKOKOPTHKOUAN. MHOIO MAIMEHTH ¢ OCTEOMOPO3a HIMAT
CHMIITOMH, HO BBIIPEKH TOBA Ca MOJIOKSHU Ha PHCK OT CUYIBaHE Ha KOCTUTE, 0COOCHO Ha
rppOHaKa, Ta300€APEHUTE KOCTH HKUTKHTE.

XI/IpprI/ILIHI/I Oniepanru Ujn JICKapCTBa, KOUTO CIPAT NPOAYKIHUATA HAa CCTPOTI'CH UIIN
TECTOCTCPOH,U3II0JI3BAHH 3a JICHCHUC Ha MAlJUCHTHU C paK Ha I'bpJlaTa WM paK Ha IIpocTaTara,
ChIIO MOr'aT ga JoBE€AaT 10 3ary6a Ha KOCTHO B€IICCTBO. KocTute cTaBar mo-ciaadu u ce qyniar
I10-JICCHO.
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3a kakBo ce uznoi3sa Evfraxy

Evfraxy ce u3non3Ba 3a jicucHue Ha:

o 0CTEOIOopO3a IPH JKEHH CIIe/I MeHOTay3a (MOCTMEHOIay3allHa) U MbKe, KOUTO HMaT
MOBHIIIEH PUCK OT (PpaKTypa (CUylBaHEe Ha KOCTHUTE), HAMAJISIBAKY PUCKA OT TPhOHAYHU
1 HerpbOHAYHU(PAKTYPH U QPAKTYPH HA Ta300eAPSHUTE KOCTH.

. 3ary0a Ha KOCTHO BEIIIECTBO B PE3y/ITAaT HA HAMAJICHUE Ha HUBOTO HA XOPMOH
(TectocTepoH),MPUIUHEHO OT OTIEPAIHsl WIH JeUeHHE C JIEKapCTBa MPH MAIUeHTH C paK Ha
npocrarara.

. 3ary0a Ha KOCTHO BEIIECTBO B PE3YJITAT HA MPOJABIKUATEIHO JICYCHUE C TITIOKOKOPTUKOUIN

MIPUITALIMEHTH C TTOBHIIIEH PUCK OT (PaKTypa.

2. Kakso TpsadBa 1a 3Haete, npeau Aa usnoassare Evfraxy

He n3nouassaiite Evfraxy

J aKo MMaTe HUCKH HMBA Ha KAJIUHA B KPBBTA (XUITOKATIUEMHUS).

J aKo CTE aJIePIrHYHU KbM JICHO3yMal WM KbM HAKOS OT OCTAaHAJIHUTE ChCTABKM HA TOBA
nexapcTBO(M30pOeHH B TOUKa 6).

IIpexynpesxaeHus u npeAna3sHu MepKu
ToBopete ¢ Bammst nexap wnu papmanieBT, npeau na usnonssate Evfraxy.

Jokaro cre Ha neuenue ¢ Evfraxy, Moxe Aa ce mosiBU KOKHa UHPEKIUS ChC CUMITTOMH KaTo
MoJTyTa, 3a4epBeHa 00JIACT OT KOKaTa, Hal-4eCTO B JIOJIHATA YaCT Ha KpaKa, KOSTO YyBCTBATE
ropemia u 0one3HeHa (LENyIUT), © MOXe Jia € TIPUIIPYKEeHa OT CUMIITOMHU Ha TIOBUIIIEHA
Temneparypa. Mo, cpo01eTe Ha Bammms jgexap He3a0aBHO, aKO Pa3BUETE HIKOHU OT TE3H
CHUMIITOMH.

Tpsi6Ba na npuemaTe 100aBKHU C KaJluil 1 BuTaMuH D, nokato cre Ha neueHue ¢ Eviraxy.
Bamusit nekap me o6cbau ToBa ¢ Bac.

Bue Moxe 1a MMaTe HUCKM HUBA Ha KaJllluil B KPbBTA, JoKaTo nojidy4aBate Evfraxy. Mos
KakeTe He3abaBHO Ha Bammms jexap, ako 3a0enexuTe HIKOU OT CICAHUTE CUMIITOMH: CITa3MH,
MOTPETNBAHMS WM KPaMIIM HA MYCKYJIUTE, W/WIA U3TPhIIBAaHE WK MPaByYKaHe Ha MPHCTUTE HA
phIIeTe, KpakaTa WiId OKOJIO yCTaTa, W/WIIHA I'bPUoOBe, 00bPKBAHE WU YCETHTE, Y€ MOXKE Ja
3aryOuTe ch3HaHUE.

Psaxo ce crobimaBa 3a TeXXKH CIydand Ha HUCKWA HUBA Ha KaJITAH B KPHBTA, BOJICIITH 10
XOCTIMTAJIN3AIINS, U OPH KUBOTO3acTpaIiaBamiy peakiun. [lopaayn Toa HIBaTa Ha KaJIIIHHA B
KpbBTa Bu mie Ob1aT poBepsiBaHu (Y4pe3 KPbBHO M3CIICABAHE) PEH BCSKA 11032, & TIPU
MALUEHTH C OPeapa3NoIoKeHHE KbM XUIIOKATIIUEMUS - B PAMKUTE HA JIBE CEAMUIM CIIC]T
HavaJiHaTa J103a.

TpsbBa na kaxeTe Ha Bamms jnekap, ako UMaTe WU CTe NMAaJTd TeXKU podeMu ¢ Ob0penuTe,
OBOpevHAHEeIOCTATFYHOCT WITH C€ HYXKJaeTe OT JUalli3a, WK MpHeMaTe JIeKapcTBa, HapeueH!
TJIFOKOKOPTUKOU/IU (KaTO MPEIHMU30JI0H WITH AEKCAaMETa30H ), KOUTO MOI'aT Jia yBEJIUYaT PUCKA OT
ClaJjaHe Ha HMBATa Ha KaJIMil B KPbBTA, aKO HE preMaTe 00aBKH ¢ Kaui Bamms nekap, ako
UMaTe WK CTE UMAJIU TeXKKHU Ipo0eMu ¢ Ob0peruTe, 0bOpeUHaHEeI0OCTATHUHOCT HIIH C&
HY’)KJaeTe OT AMAIN3a, WU IPUEeMaTe JICKapCTBa, HAPEUCHH TIIFOKOKOPTHKOUIH (KaTo
MIPETHU30JIOH WIIH JIEKCAaMETa30H), KOUTO MOTarT Ja yBenJar prucka 3a Bacot mosiBa Ha HUCKH
HWBa Ha KaJII[Ui B KPHBTA, aKO HE TpreMaTe JOOABKH C KaIINH.

[Ipobnemu ¢ ycraTa, 3b0UTE WU YETIOCTTa
Hexenana peaknus, HapedeHa octeoHekposa Ha uenroctra (OHY) (kocTHO yBpekaaHe Ha
YeII0CTTA) ce chobmmaBa psaako (Moxke ma 3acerre m0 1 Ha 1 000 gymn), mpu marueHTH,
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ToJTy9aBaIiy eHo3ymab 3a octeonoposa. PucksT or OHY ce yBenmdaBa 1pu MaueHTH,
JIEKYBaHH TIPOIBDKATEITHO BpeMe (Moke n1a 3acerse a0 1 Ha 200 gymm, ako ce JeKyBaT B
npoabivkenue Ha 10 roguan). OHY Moske fa ce osiBY U clie/] CIUpaHe Ha JISYCHUETO. BaxHo ¢
Jla Ce HAIpaBH OIHT 3a NpeAOoTBparsaBane pa3BuTrero Ha OHY, Thit KaTo TOBa MOXKE J1a €
00JIE3HEHO CHCTOSIHHUE, KOETO MOXKE J1a C€ OKaXkKe TPYIHO 3a JICUCHHE. 3a J]a ce HaMal PUCKBT
ot paseutue Ha OHY, B3emMeTe crieqHuTe MpeAna3Hd MEpKU:

IIpean na 3anouHeTe JeYeHNETO, yBeqoMeTe Bammms nekap uin MeIUIHCKA cecTpa
(MeIUIIMHCKUCTIETIHAIIUCT), aKo:

o uMare HIKaKBH MMPOOJIEMH C yCTaTa WIK 3h0UTE, KaTO JIONMIO CTOMATOJIOTHYHO 3/IpaBe,
3a00JIIBaHEe Ha BEHIIUTE WM TUTAHUPAHO U3BaXIaHe Ha 350.

o HE TIOJTyYaBaTe PeIOBHU CTOMATOJIIOTUYHH TPHKH WK HE CT€ UMAJIA CTOMATOJIOTHUCH
MPErNIeOT JBITO BpeMe.

. cTe mymay (Thi KaTo TOBa MOJKE J1a YBEJIUYH PUCKA OT IPOOJIEMH ChC 3b0HUTE).

. CTe OMIIM JIEKYBaHH Mpeau ToBa ¢ OudochoHaT (M3I0I3BaH 3a JICUCHUE HIIH
MPeIOTBpaTIBaHEHA KOCTHH HAPYIICHHUS ).

o CTe IpUEMalTH JICKapCTBa, HAPCUSHU KOPTHKOCTEPOUIH (KaTo MPETHU30JI0H WITH
JIeKCaMeTa30H).

o “MaTe pak.

BammsT nexap Moske Ja rmoucka oT Bac ma ce mourouTe Ha CTOMAaTOJIOTHYCH MPETIIe, IPEIN
nmasamounete nedeHue ¢ Evfraxy.

Hoxaro ce nexyBare, TpssOBa Ja IoaAbpKaTe 100pa yCTHA XUTHEHA U Ja CE MoJiaraTe Ha
PEAOBHU CTOMATOJIOTMYHU MpeTiennu. AKO HOCUTE MPOTE3H, TPSAOBA Ja CTE CUTYPHH, Y€ Te
MPUISTaT MIPaBUIHO. AKO CTE TOJJI0KEHU HA CTOMATOJIOTMYHO JieueHue win Bu npeacrou
CTOMATOJIOTHYHA orepaius (Hamp. u3BaxaaHe Ha 360), HHpopMupaiTe Bamus ekap 3a
BameTo cToMaTONOrMYHO JIEUSHUE U yBEAOMETE 3b00IeKaps CH, 4e ce jiekyBare ¢ Evfraxy.

Ceopikete ce ¢ Bamus nekap v 350051ekap He3abaBHO, aKO UMaTe IMTPOOJIEMH € yCTaTa Wil 3bOUTE,
HanpuMep pa3kiaTeHu 360u, 00JIKa WK OTOK, WITH He3a3/[PaBsSBalllH S3BH HIIM CEKPEIs, Thid KaTo
TOBa MO>Ke Aa ca npu3Hanu Ha OHY.

HeoOuyaitnu dhpakTypu Ha GeapeHaTa KOCT

Ipu HsIKOM XOpa MOTAT Ja ce MOSABAT HeoOHUaitHu GpakTypH Ha OeIpeHaTa KOCT, JOKATO Ce
nekysat cEvfraxy. CeppikeTe ce ¢ Baims jiekap, ako MoJyuyuTe HOBa WM HeoOHUaiHa 00Jka B
Ta3o00eIpeHarTa cTaBa, CIaOMHUTE WK OeApOTO.

Jleua u roHomu

Evfraxy He Tpsi0Ba 1a ce M3M0JI3Ba TIPH JIEla ¥ FOHOIIH 101 1 8-rouIHa Bh3pacT.

JApyru nexapcrBa u Evfraxy

Tps6Ba ga kaxere Ha Bamms nexap wiu GapmanesT, ako preMare, HACKOPO CTe IpUeMalll WK
€ Bb3MOJXKHO J1a IpueMarte ApyrH jJekapcTBa. Oco0eHO BaXKHO € /1a KakeTe Ha Bamms nekap, ako
CeJIeKyBaTe ¢ IPYro JIEKapCTBO, ChABPXKAIIO JEHO3yMal.

He tpsibBa na npuemate Evfraxy 3aeqHo ¢ Ipyro gekapcTBo, ChbABPXKALIO 1EHO3yMal.
bpemMeHHOCT U KbpMeHe

Evfraxy He e n3nuTBaH npu OpeMeHHHM >keHu. BaxHo e na nadopmupare Bammus sekap, ako cre
OpeMeHHa, cMsTaTe, 4Ye MOXKe Jla CTe OpeMeHHa; WK IuaHupare OpemeHHocT. He ce nmpenopbuBa

ynotpebara Ha Evfraxy, ako cre 6pemenHa. JXXeHu ¢ gereponeH noreHuuai TpsoBa 1a
M3M03BaT e()EeKTUBHU METOIU 3a KOHTpALENIHs, 10KaTo ce JeKyBaT ¢ Evfraxy u 3a Hail-manko
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5 Meceria cien crimpaHe Ha JedeHuneTo ¢ Eviraxy.

Axo 3a6peMeHeeTe 10 BpEMC Ha JICYCHUC C Evfraxy WJIN II0-MaJjKo OT 5 MeEcCela cieq CrinpaHe
Ha JICYCHUETO C EVfraxy, MOJISL YBEAOMCTC Bamms JICKap.

He e uzBecTHO manm meHo3ymab ce otmens B KbpMmaTa. Baxkao e ma napopmupare Bamms nekap,
aKO KbpMUTE WIH IJIaHUpATe Ja KbpMmuTe. Bamusar nexap me Bu nomorue ga pemmure naiu na
MMPEYyCTAaHOBUTEC KbPMCHETO HUJIU J1da IPEKHCHETE IMTPUTTOKCHHUETO HA Evfraxy, KaToO B3EMC IIPEABUI
noj3ara ot KbpMeHeTo 3a 6ebeto u nmonzata ot Evfraxy 3a maiikara.

AKo KppMHUTE 110 BpeMe Ha jieueHue ¢ Eviraxy, monst yBenomere Bamus nekap.

IToceBetBaiite ce ¢ Bamus nexap wim apManieBT npeay yrnorpedara Ha KOETO U J1a € JISKapCTBO.

lodupane u padora ¢ MAIIUHU

Evfraxy He noBiMsABa MM NOBIHSIBA NPEHEOPEKUMO CIOCOOHOCTTA 3a o upaHe 1 padoTa ¢
MaIIHHH.

Evfraxy cbabp:xa copouTo.I
ToBa nexapcTBO chAbpka 47 mg copoUTON BBB Bceku ml pa3TBop.
Evfraxy cbabp:xa HaTpuii

ToBa jekapcTBO ChABPKA MO-Mayko 0T 1 mmol Hatpuit (23 mg) 3a 60 mg, T.e. MOXKE Ja ce
KaKe, YeTTPAKTUICCKU HE ChIbpiKa HATPUH.

Evfraxy cbabpaxa noaucopodar 20

Tosa nexapctBo chabpka 0,1 mg monmucopbar 20 BHB BCSKA IPEABAPUTETHO HAITBIHEHA
cnpuHnoBka oT 60 mg/ml, koeto e ekBuBaneHTHo Ha 0,1 mg/ml. [Tonucopbarure MmoraT na
NPUYMHSAT aJepTuiHu peakiuu. TpsOBa na kakeTe Ha Bamms nekap, ako nmare yCTaHOBEHH
aJIeprum.

3. Kak na nznoassare Evfraxy

[IpenopbunTenHara 103a € eIHa IPeABAPUTETHO HAITBIHEHA CIIPUHIIOBKA OT 60 mg, mpuiioxeHa
BEJIHBK Ha BCEKU 6 Mecella, KaTo eAMHUYHA WHKEKIIHS TTOJT KoXKaTa (ITOIKOXKHA WHXKEKITHS).

Haii-mogxomsimuTte MecTa 3a HHKEKTHPaHE ca TopHaTa 9acT Ha OeapaTta U kopema. YoBEKbT,
KOWTO CeTpIKH 3a Bac, MoxXke 11a M3I1013Ba CHINO BHHIIIHATA CTpaHa Ha TOpHATA YacT Ha phKaTa
Bu. Momns, nonutaiite Bamus nexap 3a gatata Ha cieaBallata WHxXeKIus. Beska onakoBka
Evfraxy cbappika HalmoMHsIIAa KapTa, KOSATO MOXKe Ja ObJie M3BaZicHa OT KapTOHEHATa KyTHs U
Jla ce M3II0JI3Ba 3a 3allMCBaHE Ha JaTaTa Ha cjejBallaTa MHKEKIs.

OcgeH TOBa 11e TpsiOBa Ja MpuemMare J00aBKH ¢ Kalluil ¥ BATaMHUH D, TOKaTo cTe Ha JIeYeHHe ¢
Evfraxy. Bammsr nekap e oocsau ToBa ¢ Bac.

Bammusr nexkap Moxe Ja peuin, e e Hail-noope Bue unu yoBekbT, KOiiTO ce rpuxu 3a Bac, na
unxextupate Eviraxy. Bammsar nexap mim MEIUIMHCKY CHELMAIKCT 1ie IoKaxat Ha Bac uinun
Ha YOBEKa, IPIKeII ce 3a Bac, kak fa m3nomsBate Eviraxy. Mois, mpodeTeTe pasaena B Kpasi Ha

Ta3W JIUCTOBKA 3a YKa3daHUs OTHOCHO TOBA KaK J1d MHXKCKTUPATEC EVfraxy.

a He ce pa3knaia.
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AKo cTe mponycHaau aAa udnoaspare Evfraxy

Axo e nporycHaTa fo3a Evfraxy, umkekuusra TpsioBa ga Obae NpuIoKeHa, KOJIKOTO €
BB3MOXHO 1MO-cKopo. Cien ToBa, MHKEKIUUTE TPsIOBa fa ObIaT IUIaHUpAaHU HAa BCEKU 6 Mecera
OT JaTaTa Ha [ocjeHaTa HHKEKIIMS.

AKo cte cipesiu ynorpedara Ha Evfraxy

3a 1a uMa Haii-rojsiMa 1oi3a oT Bameto neueHue 3a HamalsiBaHe HAa PUCKA OT CUYIIBAaHUS,
BaxHO € nausnon3Bate Eviraxy TonkoBa qparo, Koakoro e npeanucan Bammsr nekap. He
cnupaiite Bamero neuenue, 6e3 na ce cBbpkeTe ¢ Bamms igexap.

4. BB3MOKHE HexKeTaHU PeaKkuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Aa MPECAU3BHUKA HEKCIIaHU p€aKINU, BHITPEKU
Y€ HCBCCKU I' I1OJTyYaBa.

Heuecro, manmenture nomydasaniy Eviraxy, MoraT na pa3sBuaT KO>KHH HHGEKIMN (TIPETUIMHO
uenynur). MoJss, undgopmupaiite He3a6aBHo Bammus Jiekap, ako pa3BueTe HAKOH OT Te3H
CHUMIITOMH, TOKaTO cTe Ha JeueHue ¢ Evfraxy: moayTa, 3auepBeHa obaactT OT Koxkara, Hail-4ecTo
B JIOJIHATA YaCT Ha KpaKa, KOsITO YyBCTBATE ropemnia u 0oJie3HeHa U ¢ Bb3MOKHU CUMIITOMH Ha
MOBHILIEHA TEMIIEpATypa.

Psnxo, nanmentute, nony4asamu Eviraxy, Morar na pa3susT 0oJKa B ycTaTa W/HITH YelltOCTTa,
MOJTyBaHe WIIH He3a3/[PaBsBalllH S3BU B yCTaTa UK YEIIOCTTa, CEKPELnsl, CKOBAHOCT HITH
YyBCTBO HATEXECT B YEIIOCTTA, WM Pa3KiamaHe Ha 360. ToBa MOXKe /a ca MpU3HaIK Ha
yBpEeXKIaHe Ha YeIOCTHATa KOcT (ocTeoHekpo3a). TpsidBa na kaxxkere Ha Bamus jexkap u
3b00JIeKap He3a0aBHO, aKO MTOJYYNTE TAKUBA CUMIITOMH, JIOKATo ce JeKyBate ¢ Evfraxy nimm
Clle/l CIMpaHe Ha JICYCHUETO.

Psinko, manuenTure, noiy4asaimu Eviraxy, Moxe J1a ©MaT HUCKY HMBA Ha KaJIUN B KPbBTa
(xumoxanuuemMus ); TeXKKUTE CIy4ad Ha HUCKW HUBA Ha KaJIIIMH MOTaT J1a I0BE/IaT /10
XOCHUTAIN3ALMAN MOXKE J1a ca IOPH KUBOTO3acTpamasamyd. CHMIOTOMUTE BKIFOYBAT CHAa3MH,
IMMOTPEIIBAHUA WM KpaMIIM Ha MYCKYJIUTC, H/WIH CKOBAHOCT WU HU3TPBIBAHC HAa IPHCTUTE HA
phlieTe, NPBCTUTE HA KpaKaTa WK OKOJIO yCTaTa /WK I'bpUYoBe, 00bpKBaHE WM 3aryba Ha
ch3HaHHME. AKO HIKOE OT U30poeHHTe ce OTHacs 3a Bac, ka:xkeTe Ha Bammus jJekap He3abaBHO.
Huckure HUBa Ha KalIIui B KPbBTA MOKE Ja JOBEAT O IPOMSHA B CHPACYHMSI PUTHM,
HapeyeHa yabpkaBaHe Ha QT-uHTepBana,koeTo ce Bukaa Ha enekTpokapauorpama (EKT).

Psnko morar na ce mosBsT HeoOM4aHu GpaKkTypu Ha OefpeHaTa KOCT PH MalueHTH,
nony4asamy Evfraxy. CBbpakeTe ce ¢ Bamus jgekap, ako oxyduTe HOBa MM HeoOHUaiiHa
0oJka B Ta300eIpeHarTa cTaBa, CJIaOMHHUTE WM OSJPOTO, Thil KATO TOBA MOXE JIa € PAHCH
MIpU3HAK Ha Bh3MOXKHA (ppakTypa Ha OeapeHaTa KOocCT.

Psinxo ce HaOMOAaBaT aJeprUiHU PEaKIMK PH MAUEeHTH, nony4aBamy Eviraxy. Cumnromute
BKITIOYBAT MOyBaHe Ha JUIIETO, YCTHUTE, €3UKa, I'BPJIOTO WK APYTH YaCTH Ha TSUIOTO; OOPHB,
CHpOEK WM YPTUKHU TI0 KOXKaTa (KOIIPUBHA TPECKa), XPHUIIOBE WK 3aTpyAHCHO nuinane. TpsaoBa
Ja KaxkeTe Ha Bamusi jekap, ako NONy4UTe HIKOHM OT Te3H CUMIITOMH, JIOKATO Ce JICKYBaTe C
Evfraxy.

MHOro 4ecTH HeKeJIaHH peakiun (MoxXe J1a 3acerHat mosede ot 1 Ha 10 qymm):

o 00JIKa B KOCTHTE, CTABUTE U/WIIM MYCKYJIUTE, KOSITO ITOHSKOTA € CHITHA,
. 0oJka B pBIIETE WM KpakaTa (00JIKa B KPAWHUIIUTE).

YecTH HexkeJIaHH peakuuu (Moxke na 3acerHat a0 1 Ha 10 gymm):
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00JIe3HCHO YPUHHUPAHE, YeCTO YPUHUPAHE, KPBB B ypUHATA, HEBB3MOXHOCT 32 3aIbpiKaHe
HaypHHATa,

WHQEKIMS Ha TOPHUTE JIUXATEIHU THTUIIA,

00JIKa, MpaByYKaHe WM U3TPBIIBAHE, KOETO C€ Pa3NpOCTPaHsIBa HAJOY MO Kpaka
(ummac),

3arek,

KOpeMeH TUCKOMQOpPT,

00puB,

KOXKHO 3a00JIsIBaHe ChC ChPOCIK, 3aUepBABaHE H/MIIN CyX0Ta (€K3eMa),

Kocomaz (anorenus).

HeuecTu HexxenaHu peakuuu (Moxe ma 3acersat a0 1 #a 100 mymm):

MOBUIIICHA TEMIIEpaTypa, OBPBIIaHe U KOpEeMHA O0JIKa Wi TUcKoMpOpT
(IMBEPTUKYIHNT),

HHQEKIHA Ha yXOTO,

00puUB, KOWTO MOXKE J1a CE MOSIBH MO KOKaTa, MJIH S3BU B ycTaTa (JINXEHOUIHU
JIEKapCTBCHUPEAKITHH ).

MHoro peakn He:xkeJdanu peaknuu (Moxe na 3acerHat 10 1 #a 10 000 gymm):

aJIepruyHa peakuus, KOATO MOXKE Ja yBpeIu KPbBOHOCHUTE ChJIOBE IPEAUMHO B KOXKATa
(Hamp.JMIaBy WM Ka)eHUKaBO-YEPBEHH MIETHA, YPTUKH 0 KOXKATa WM KOXKHU S3BH)
(XUIepCEeH3UTHUBEH BaCKYJIHT).

C neuzeecmna uecmoma (OT HATMYHUTE TaHHU HE MOXe J1a ObJIe HalpaBeHa OICHKA):

roBopeTe ¢ Barms iekap, ako uMaTe 60JIKa B YXOTO, CEKPET OT YXOTO W/VITH HH(EKIIHS Ha
yxot1o. ToBa MOke J1a ca MpU3HALIM 32 YBPEXKIaHE HA KOCTTa B YXOTO.

Cpo0maBaHe HA HeXKeJAHU Peakuu

AKO TIOTTyYnTe HAKaKBU HEXKEJIaH! JIGKAPCTBEHH PEaKIIiy, yBenromere Bammus nexap uimn
(apmanent. ToBa BKITIOUBa BCHIKH Bh3MOYKHH HEOTIMCAHY B Ta3U JINCTOBKA HEXKEIAHU PEaKIIHH.
MoskeTe ChIo 1achOOIINTE HEXKEITAHN PEAKIMK AUPEKTHO Ype3 HAIMOHAIHATA CHCTEMa 32
choOIIaBane, mocouyeHa B [punoxkenue V. Kato cho0I1aBare HexxeIaHU PeakIiu, MOXKETE Ja
JlaZieTe CBOS MPHUHOC 32 MOJTyYaBaHe Ha MoBeve WHPOopMaIHs OTHOCHO 6€30MacHOCTTa Ha TOBa
JIEKapCTRO.

5.

Kak na cbxpansiBate Evfraxy

I[a CC CbXpaHsBa HAa MACTO, HEAOCTHITHO 3a [ICLa.

He n3non3BaiiTe TOBa JIEKapCTBO CIEA CPOKA HAa TOJHOCT, OTOENsI3aH BEPXY €TUKETa U
KapTOHEHATaomaKkoBKa, cien ,,EXP” u ,,['ogen no:”. CpoKbT Ha TOJHOCT OTrOBaps Ha
MMOCIICTHUS JICH OT ITOCOYECHUS MECEII.

Ja ce cexpanssa B xnamutHuK (2°C — 8°C)./la He ce 3ampassiBa.
CopxpaHsBaiiTe OIMTakoBKaTa B KAPTOHEHATA KYTHS, 32 Jla CE MPEeATa3y OT CBETIHHA.

[IpenBapuTenHo HabJIHEHATA CIIPUHLIOBKA MOXKe Jja Obie OCTaBeHA U3BBH XJIAJUIHHUKA 32
JOCTHraHe Ha cTaiiHa Temmeparypa (o 25°C) npenu nmkektupane. Tosa 1ie HanpaBH
WH)XKEKTHPAHETO MO-MaJIko HenpusATHO. Clie]] KaTo CIPUHIIOBKAaTa € OCTaBeHa J1a IOCTUTHE
cTaiina temneparypa (1o 25°C), 11 TpsOBa 1a ce u3non3pa B pamkure Ha 30 1HU.
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He m3xBbpisiiTe mekapcTBara B KaHAIM3AMMATA I B KOHTEHHEPA 32 TOMAITHA OTHAIbIIH.
[Tonwmratite Bamus dpapManeBT Kak J1a H3XBBPIIATE JIEKAPCTBAaTa, KOUTO BEUe HE M3MOI3BaTE.
Te3umepkH 1e CIOMOTHAT 3a OIa3BaHE Ha OKOJIHATA Cpeaa.

6. ChabpkaHHe HA ONTAKOBKATA M JONBJHATeHA HHPopManus KakBo cbabpixa

Evfraxy

- AKTHBHOTO BEIIECTBO € IeH03yMab. Beska mpenBapuTeTHO HAITBJIHEHA CITPUHITOBKA OT 1

mlceabpka 60 mg nenozymab (60 mg/ml).

- Jlpyrute chCTaBKH ca: JieJCHA OlETHA KUCEIMHA, HATPUEB alleTaT TPUXHUIPAT, HATPHUCB
XUAPOKCHI, cCOpOuTO, monrcopoat 20 u Boja 3a HHKEKITHH.

Kak nzriexna Eviraxy n kakBo cbABbpka onmaKoBKaTa

Evfraxy e OUCTBp 10 JIEKO OTaJIeCIICHTECH, OS3MBETECH 0 0JICT0KBIT HHXEKIIMOHEH Pa3TBOpP,
MPEIOCTaBEeH B TOTOBA 3a yIOTpeda MpeIBapuTeTHO HAITBITHEHA CITPUHIIOBKA.

He Bcrukm BHIOBE OMMAKOBKY MOTAT Ja OBAAT IMTyCHATH HA Ma3apa.

IIpuTeskaTes Ha pa3pelIeHHETO 32 yNoTpeda

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

Baldoyle Industrial Estate,

Dublin 13,

Dublin, Upmaraus, D13 R20R

IIpoussoaure
Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building,

Santry, Demesne,
Dublin, D09 C6X, Upnanaus

3a TObJIHUTETHA HHPOPMAIIUsI OTHOCHO TOBA JIGKAPCTBO, MOJISI CBBPIKETE CE C JIOKATHUS
NPEICTABUTEN Ha TIPUTEKATENS Ha pa3pellieHUEeTOo 3a ynoTpeoa:

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

bbarapus
Biosimilar Collaborations Ireland Limited
Temn: 0080008250910

Ceska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Danmark
Biocon Biologics Finland OY
TIf: 0080008250910

Deutschland
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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 Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

EA\rada

Biocon Biologics Greece MONOITPOXQITH
LK.E

TrnA.: 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

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

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romaénia
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 IOCJCIHO NMpepasrjaekaane HA JIMCTOBKaTa I'.

JIpyru H3TOYHNIM HA HHPOPMALHSA

ITonpoOHa nH(DOpMAaITUs 3a TOBa JEKAPCTBO € IMpeJocTaBeHa Ha yebcalita Ha EBporelickara
areHIMSATIO JIeKapcTBaTta: http://www.ema.europa.eu/
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VYkazanusi 3a ynorpeoa:

OnucaHne HA YacTUTE

IIpeau ynorpeda | cjien ynorpeda

byrano e

bytano cneg ynotpe6a

Etnker Ha CNPWHL0BKaTa

Mecra 3a xBalLaHe s
I:F,] “:I Tano Ha cnpuHLOBKaTa
; | tneg ynotpe6a

ErvikeT Ha cnprHLoBKaTa

gl
MpegnasuTen Ha CNPUHLOBKaTa Wirna cneg ynorpe6a
UWAMHABP Ha CNPUHLLOBKATA —] )/

= MpyxuHa 3a o6e3onacasaHe

MpyxXuHa 3a o6e3onacaBaxe Ha UrnaTa Ha urnata cnep ynotpe6a

lNocTaBeHa cMBa Kanauka Ha urnata

[T

CBaneHa CMBa Kanayka Ha
urnarta

durypa A

Baxxna nndgopmanus

IIpoyerere)lncToBKaTa 32 ManueHTa 3a BaskHAa HHGopManusi, KOATO TPAOBaA 1a 3HaeTe 3a
Evfraxy, npeau na u3no/3Bare Te3u HHCTPYKIUM 32 YIIOTpeda

IIpeau na u3nonsparte NpeABAPUTEIHO HAITbJIHEHA CIPHHLIOBKA ¢ ABTOMAaTHYeH NpenasuTes Ha
uraara Evfraxy, npodyerere Ta3n BaskHa HHPOPMALUA:

BakHo € 1a He ce omuTBaTe Ja CH MOCTABSITE CAMH MHKEKIHSTA, aKO He cTe Omn o0ydeHu ot Bamms
JIeKap WIA MEIUITUHCKH CIICIIHAJTUCT.

[IpeaBaputenHo HamrbIHEHATA CIPUHIIOBKA UMa MPEANa3UTeNl 3a UriaTta, KOUTO 1€ ce aKTUBUPA, 32
Jla TIOKpUE WIJIaTa CIIE] MOCTaBsSHE Ha WHKeKusATa. lIpenmasutensar Ha uriata mie IMOMOTHE 3a
MIpeI0TBpaTsIBaHE HA HAPAHSIBAHUS C WUIJIA TIPU BCEKHU, KOMTO OOpaBH ¢ MPEABAPUTEIHO HATBJIHEHATA
CIIPUHIIOBKA CJIE/l UHKEKTUPAHETO.

VYBepere ce, ue ummero Evfraxy L mnpuckcTBa BBpXy KapTOHEHaTa OIAKOBKA M ETHKETa Ha
MIpEeIBAPUTEITHO HAITBTHEHATA CIIPUHITOBKA.

Evfraxy ce npusara KaTo WHXEKIIHS B ThKaHTa TOYHO T10]] KO)KaTa (ITOJIKOKHA WHKCKIHS).

He uznon3Baiite mpeBapuTEIHO HAITBIHEHATA CIIPUHIIOBKA, KO KAPTOHEHATA OMAaKOBKA € OTBOPCHA
WJTU TIOBpEJICHA.

He maxaifTe cuBata Kamadka Ha WTJIaTa OT MPEIBAPUTEITHO HAITbJIHEHATA CIIPUHIIOBKA, TOKATO HE

CTE TOTOBH J1a UHXKEKTHUPATE.

He m3non3BaiiTe npenBapuTeIHO HAITBITHEHATA CIIPUHIIOBKA, aKO € OWia U3IyCHaTa BbPXY TBbPa
TTOBBPXHOCT. V31mo3BaiiTe HOBA MPEABAPUTEIHO HAIMBIHEHA CIIPUHIIOBKA U ce o0anmeTe Ha Barmms
JIeKap WM MEIUIINHCKY CIICIIHAJTUCT.

He ce onutpaiite na akTUBUpaTe NPEABAPUTEIIHO HATbJIHEHATA CIIPUHIIOBKA MPEIU HHKEKTUPAHE.
He ce onmTBaiiTe 1a MaxXHETE TIPO3PAYHUS TIPEANA3UTEN Ha TPEIBAPUTEITHO HAIThJIHCHATA
CIIPUHITOBKA.

He uznon3Baiite nmpenBapuTEIHO HAITBIHEHATA CIIPUHIIOBKA, aKO € CUyTeHa, MPEABAPUTEIHO
AKTHBHUPAHA WU € ChC CBAJICH MPEANA3UTE] HA UIJIATA.

Obazete ce Ha Bamms nexap Wi MEAUITMHCKH CIICITHANIICT, aKO UMaTe HIKAKBH BBITPOCH.
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ChbxpaHeHHe HA TPeIBAPUTETHO HalTbJIHeHaTa cnpuHoBka Evfraxy

Coxpanssaiite Evfraxy B xmagmmank npu 2°C no 8°C B opurnHaHaTa KapTOHEHA Ky THSL.

Jla He ce 3ampassBa. llpemun mpunoxenue Eviraxy moske ma ce OoCTaBH Ja TOCTHTHE CTaiiHa
temrneparypa (10 25°C) B opuruHaiHaTa OaKoBKa.

Crnen xaTo ObJIe M3BAJICH OT XJIaMWIHNKA, Eviraxy He TpsiOBa na ce n3imara Ha Temmepatrypu Hamn 25°C
1 TpsiOBa Ja ce m3moii3Ba B paMkuTe Ha 30 mHU. AKO HE ce M3Mmoia3Ba B pamkute Ha 30 quu, Evfraxy
TpsiOBa 11a ce n3xBbpian. Biukre Crhika 4: U3xBbpJisiHe HA M3M10J3BAHU CIPUHIIOBKH.

Crpnka 1: Ha0aBsiHe Ha KOHCYMATHBH

Hawmepere urcra, 1oOpe ocBeTeHa U paBHa paOOTHA MTOBBPXHOCT.
M3BaneTe kapToHEHaTa KyTHS C TPEIBAPUTEIIHO HAITBJIHEHATa CIPUHIIOBKA OT XJIAMWIHWKA W S
MOCTaBeTe BhpPXY UncTaTa paboTHA moBbpXHOCT. OCcTaBeTe 5 J1a JOCTUTHE cTaliHa TeMiieparypa 3a 30
MUHYTH, IPEAU 1a HHKEKTUPATE.
M3Bagere 6mucTepa ¢ MpeaBapyuTEIHO HAITBTHEHATA CIIPUHIIOBKA OT KapTOHEHATa Ky THSI.
W3muiiTe ppleTe CU CTapaTeaHO ChC CAllyH U BOJA.
CrbepeTe KOHCYMaTHBHTE, KOUTO ca HeoOXoqumu 3a Bamarta wmkeknus (He ca BkitodeHn) durypa
B:

* TaMIIOHU CBC CHI/IpT

* IaMy4eH TaMIIOH WM Mapiisi

e JICTIICHKA

* KOHTEHHEp 32 OCTPH OTHATBIIN

x He ce onutpaiite na 3aTOMIATE CIIPUHIIOBKATA C TIOMOIITA HA
M3TOYHHUK Ha TOILTMHA KaTO ropelia Boa Wil MUKPOBBIHOBA @
¢ypHa.

x He ocraBsiiTe npeaBapyUTEIHO HAIIbIHEHATA CIIPUHIIOBKA
U3JI0KEeHA Ha MPsKa CTbHUEBA CBETINHA.

x He pa3kianaiite npegBapUTeIHO HAMBIHEHATA CIPUHIIOBKA.

* CobxpaHsBaiiTe NpeIBapUTETHO HANTbJIHEHNUTE CIIPMHIIOBKH

HA MSICTO, HEJOCTHITHO 32 JAena.

Purypa B

Crpika 2: IloaroToBKa 3a MH:KEKTHPaHe

e OrBopere OJMCTepa KAaTo OTJICMUTE IOKPUTHETO. XBaHETE NPEANAa3uTelis Ha TPEJABAPUTEITHO
HaIbJIHEHATa CIIPUHIIOBKA, 3a Jia s u3BajauTe ot oauctepa (Purypa C).

XBaHeTe TyK

®urypa C

Ot choOpaskeHus 3a 0€30MaCHOCT:
x He xBammaiite 6yTanaoTo.
x He xBamiaiTe cuBaTa Kalayka Ha WUTjaTa.

e [IpoBepere TEKapCTBOTO M MPEABAPUTEIIHO HATBbIIHEHATA cipuHIIOBKA (Durypa D).
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NekapctBo

[

®@urypa D

X He usnon3saiite npeBAPUTEITHO HATBIHEHATA CIIPUHIIOBKA, aKO:
* JIEKapCTBOTO € MBTHO WM ChABPIKa yacTUIM. TpsOBa 1a ¢ GUCTHP 10 JEKO OMAJICCIICHTCH,
Oe31BeTeH 10 OJIeI0KBIT Pa3TBOP;
*  HSKOS YaCT M3TJIXK/Ia CUyIeHa WK TIOBPE/ICHA;
* CHBaTa Karayka Ha WIJiaTa JHUICBA WK HE € 37paBo MPUKPEIeHa;

¢ € M3TCKBJ MOCICIHUAT AC€H OT ITOCOYCHUA MECEIl Ha CPOKa Ha I'OJJHOCT, OTIICYaTaH BbPXY
CTHUKCTA.

BbB Bcnuku clydan H3II0JI3BAUTE HOBA MNPpCABAPUTCIIHO HAITBJIHCHA CIPUHIIOBKA U CC 06a;[eTe Ha Bammms

JIeKap WM MEIUIIMHCKY CIICIIHAJTUCT.

e ll3muiite CTapaTCJIHO PBLULTEC CU. HOI[I‘OTBCTG 1 IMOYHUCTCTEC I/I36paHOTO MSICTO 3a UHXKCKTHPAHC.

Mo:ke 1a nznonssarte (Purypa E):
® ropHaTa yact Ha 0eJpoTo;
® Kopema, C U3KJII0YEHHE Ha 5 CM OKOJIO ITbIIa;
® BLHHITHATA CTPaHa Ha TOpHATa YacT Ha phKaTa (camMo ako HAKOW ApyT Bu mocTaBs HHXKEKIUATA).

lopHa yact
Ha pbKaTa

Kopem

lopHa vact
Ha 6egpoTo

®urypa E

ITouncrere MsACTOTO Ha WHXCKTHUPAHE C TaMIIOH, HAIIOCH CHC CITUPT. OcraBere KoXarta CH J1a U3CHbXHC.

X He Z[OKOCBaﬁTC MSACTOTO HAa MHIKCKTUPAHE NIPCAU MMOCTABAHC HAa MHIKCKIUATA.

X He HH)KCKTI/IP&ﬁTG B O6J'IaCTI/I, KbACTO KOXKaTa € 60HC3H€H3, HAaCHUHCHA, 3a4CPBCHA WX TBbPAA.

W36sareaiite J1a NTHKCKTUPATC B o0OacTu ¢ Oenne3u uau CTpUH.
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* JlpmXTe mpenBapuTeTHO HAIIbJIHEHATA CIIPUHIIOBKA 3a MpeanasuTeis Ha urinaTta. Koraro cre
TOTOBH, BHUMATEJIHO M3IbpIIaiiTe cHBaTa Karnayka Ha UIjlaTa HalpaBo M Jajied OT TSUIOTO CH
(Purypa F).

®urypa F

x He yCYKBafITe M HE OT'bBaliTe CMBaTa KallauKa Ha WIJaTa.
x He JAPBIKTC NPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA 3a 6yTaJ'IOTO.
° H3XB’prCTe CHUBaTa Karadka Ha urjara B KOHTCﬁHepa 3a OTHaabIIu

* 3axBaHeTe KO)Kara Ha MCTOTO Ha MH)KEKTHUPAHE, 3a J]a Ch3/1aJIeTe YCTOHYNBA MOBBPXHOCT
(Purypa G).

®durypa G

BaxxHo € 1a AppKUTe KOoKaTa 3aXBaHaTa Mpu
WHKEKTHPAHETO!

Crerka 3: UH:KeKTHpaHe

*  Jlppxre 3axBaHarata kKokHa rbHKa. BBBEJIETE urnata B kokara (®@urypa H).

®urypa H

X He Z[OKOCBafITe IMOYHCTEHATa 00IacT OT KoKaTa.
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» HATUCHETE 6yranoTo ¢ 6aBeH U MOCTOSHEH HATUCK, JIOKATO YCETUTE WJIH UyeTe ,,IlpaKkBaHe’.
Hatuckaiite Hanony gokpaii mo Bpeme Ha mipakBaneto (®Purypa I).

®urypa |

! Baxno e JAa HAaTUCKATC HAJ0Jy 11O BpEMC Ha ,,I]_IpaKBaHCTO“, 3a Ja JOCTaBUTC ITbJIHATA 103a.
° CJ'ICZ[ KaTo Isj1aTa g03a 6'I)I[e HWHIKCKTHUPAHA, IMPESANA3UTEIIAT Ha UIJIaTa HIC CC BaﬂeﬁCTBa. MokeTe

Jla HaIIpaBUTE €IHO OT cienuuTe Hera (Bmwkre purypa J):
* ocB0OONIETE OYTANIOTO, IOKATO CE TIOKPHE IsUIaTa UrJia U CJIe]] TOBa OTCTPaHEeTEe UIlaTa OT MSCTOTO
Ha WH)KEKTUPAHE

nin
¢ BHHMATCIHO OTCTPAHETC HIJIaTa OT MACTOTO Ha MHXKXCKTUPAHE U OCBO6OI[CT€ 6yTaJIOTO, JOKaTo

mAj1aTa urijia 6’5,[[6 MOKpHUTa OT NPCANA3UTECIISA HAa UTJIaTa.

®urypa J
Cnen ocBoOOXk1aBaHe Ha OyTanoTO, NPEANA3UTENAT Ha MIPEABAPUTEIIHO HAITbJIHEHATA CIIPUHIIOBKA I1e

TMOKpHUce 0e30ImacHo HWHXXCKIIMOHHATa Hrja.
e Axo MpEANAasUTCIIAT Ha UIjlaTa HEC € aKTUBHUPAH U1K € aKTUBHUPAH CaMO YaCTUYHO, U3XBBPJICTE

npoaykra (0e3 1a cMeHsATe Karnadkara Ha uriata). Bmkre “Crbnka 4: U3XBbpJisiHe Ha

H3MO0JI3BAHH CIIPHHIOBKH .
x He nocrassiite cuBaTa Karauka Ha uriara oOpaTHO BbPXY U3IOJI3BaHUTE [IPEIBAPUTEIHO
HaIlbJIHEHU CIIPUHIIOBKH.
* OrnenaiTe MACTOTO Ha NH)XXEKTHPAHE.
AKO UMa KpbB, IPUTHUCHETE TaMy4€H TaMIIOH WJIN Mapisl BbPXY MCTOTO Ha HHkekTupaHe. He
pa3TpuBaiiTe MACTOTO HA MHXKEKTHpaHe. AKO € HeOOXOIMMO, TTOCTABETE JICICHKA

Crpnka 4: I/I3XB'bp.]'lﬂHe Ha M3IM0JI3BAHUTEC CIPUHIIOBKH

*  M3xBbpieTe U3NoJI3BaHATa PEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA U APYTUTE KOHCYMaTHUBHU B
KoHTelHep 3a ocTpu otnanbiy (Purypa K).
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®urypa K

HCKapCTBaTa Tp}I6Ba Ja €€ U3XBBPJAT B CbOTBCTCTBUC C MCCTHUTC U3UCKBAHUSA. IlonuraiiTe Bamms

(bapMaLICBT KaK J1a U3XBBbPJIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Te3n MCPKHU IIC CIIOMOIrHaT 3a
OITa3BaHC Ha OKOJIHATa Cpcaa.

C’LXpaHHBaﬁTe H3M0JI3BaHaTa CIIPpUHIIOBKA U KOHTeﬁHepa 3a OCTpH OTHAABUH HA MSACTO, HCAOCTHIIHO 34
Jcua.

x He uznon3BaiiTe TOBTOPHO MpeIBAPUTEITHO HATBITHEHATA CIIPUHIIOBKA.

X He peum(nnpaﬁTe NpeABAPUTCIIHO HAITBJIIHCHUTC CIIPUHIIOBKU U HC T H3XBLpHﬂﬁTe B
KOHTCﬁHepa 3a OUTOBU OTHaJabIH.
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