MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA TPOAYKT

Prolia 60 mg nHXeKIMOHEH pa3TBOP B MPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika mpeBapuTennHO HaITbITHEHA CITPUHIIOBKA Chabpxka 60 mg nerozymad (denosumab) B 1 ml
pastBop (60 mg/ml).

JleHo3ymMa0 € YOBEIIKO MOHOKJIOHATHO aHTUTsUIO0 [gG2, Mpou3BeICHO B KJICThYHA JIMHUS OT 003aHUK
(KIIeTKH OT SMYHUK Ha KUTAMCKH XaMmcTep) upe3 pekomoburanTtHa JIHK texHomorus.

IIoMOIIHO BEIIECTBO C U3BECTHO JACHCTBUE

Toga nexapcTBo chappka 47 mg copOouTon BbB BCeKH ml pa3TBoOp.

3a IBIHUS CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
NnxexnmoneH pa3TBop (MHKEKIIs)

Buctsp, 6€31BeTeH 10 611€10 KBIAT Pa3TBOP.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHU MOKA3AHUS

Jleuenue Ha ocTeONOPO3a NPH KEHHU B IOCTMEHOIIAY3a U IIPH MBKE, N3JI0)KEHHU Ha IMOBHUILEH PUCK OT
¢pakrypu. [Ipu sxeHn B noctMeHomnaysa, Prolia 3HaunMo HamansBa pucka ot ¢GpakTypH Ha
MpeluieHATe, HelpenuieHHn (pakTypu u GpakTypH Ha Tazo0epeHara crasa.

Jleuenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHO C XOPMOHAJIHA abJlalius IPpU MBXE C KapLHOM Ha
mpocTarara, H3JI0’)KeH! Ha TIOBUIIIEH PUCK OT (pakTypu (Bxk. Touka 5.1). [Ipu Mbxke ¢ KapIIMHOM Ha
mpocTrarara, mojlyJaBaiy XopMoHaiaHa abiamnus, Prolia 3HauMMoO HaMalsiBa pucka oT (pakTypu Ha

MPCIIJICHUTE.

Jleuenue Ha 3ary0a Ha KOCTHO BEILECTBO, CBbP3aHa C IPOIB/DKUTENIHA CUCTEMHA [NIIOKOKOPTUKOUIHA
Tepamnus Mpyu Bb3PaCTHU MALMEHTH C MOBUIIEH PUCK OT (PpakTypa (BXK. Touka 5.1).

4.2 )Io3npomca 1 HAYUH HA MPUIOKEHUE

AO3I/I[20BK3

[Ipenopruntennara g03a € 60 mg neHo3ymad, MpuIoKeHa KaTo eIHOKpaTHA IMOAKOKHA HHXKEKITHS B
oOxactra Ha OeipaTa, KOpeMa MM MUIITHUIATA, BEAHBX Ha BCEKH 6 Mecella.

[TanmenTrTe TPsiOBa a MOJTy9aBaT ChOTBETHO MOOABKHU C KaIIuil 1 BUTaMUH D (BXK. Touka 4.4).

Ha MAalUCHTUTEC, KOUTO CC JICKYBAT C Prolia, TpSI6Ba Jia C€ MPEAOCTaBU JIMCTOBKA 3a IMAlITUCHTA U
HaroOMHsIIa KapTa 3a ImalucHTa.

OnrtumarnHata o01a NPOABIDKUTSTHOCT Ha aHTHPE30POTHUBHATA TEPAITHS HA OCTEONOpO3a
(BrrOYBaIa aeH03yMad u oudochoHartn) He € yctaHoBeHa. HeoOxomumocTTa OT npoabikaBaHe Ha



JIeYEHUETO TPSIOBA Jla ce MPEOIICHIBA MIEPHOJINTHO, Bb3 OCHOBA Ha TOJI3UTE W TIOTCHIIUATHUTE PUCKOBE
C IeHO03yMal MPH BCEKH OT/AEIIEH MalMeHT, 0COOCHO CIe/T 5 WiTH MoBeYe TOAMHH yIoTpeda (BXK.
Touka 4.4).

Tlayuenmu 6 cmapuecka sv3pacm (8v3pacm > 65)
He ce Hanara kopurupase Ha Jj03aTta pH NalMEHTH B cTapYecka Bh3PACT.

bvopeuno ygpescoane
He ce nanara xopurupase Ha /03aTa Ipyu MaMeHTH ¢ 6bOpeyHo yBpexknaHe (BXK. Touka 4.4 3a
MPENOPBKH OTHOCHO NPOCIIEAsIBAaHE Ha KAIIIMCBUTE HHUBA).

JluncBar TaHHH TPH MALMEHTH C NPOABIDKUTEIHA CUCTEMHA TITFOKOKOPTUKOUTHA TEPAITUsl U TEKKO
0p0pedHo yBpexkaane (ckopoct Ha rnoMepynHa punrpanus, GFR < 30 ml/min).

YeprnoopobHo yspedxcoane
BezomacHocTTa 1 emkacHOCTTa HA JIeHO3yMa0 He ca MPOYYBaHU MPH IMANUEHTH ¢ YePHOIPOOHO
yBpexkaaHe (BX. Touka 5.2).

Ileouampuuna nonynayus

Prolia He Tpsi0Ba 1a ce M3MoN3Ba MpH Jiela Ha Bh3pacT < 18 ronuHu nopaau cho0pakeHus!, CBbp3aHH €
0e30macHOCTTa — CepUO3HA XUTIEPKAIINEMHS U MIOTEHIIMATHO MHXUONpaHe Ha KOCTHUS PacTex 1
nuTica Ha IpoOuB Ha 3601 (Bk. Touku 4.4 1 5.3). HanmnyanTe OHACTOAIIEM JaHHHU 32 Jella Ha Bb3PacT
oT 2 1o 17 roaguuu ca onucadu B TOUku 5.1 u 5.2.

HauuH Ha npuioxxeHue

3a MOAKOKHO MPUIIOKEHHE.

[TpunoxxenueTo TpsAOBa 1a ce HAIMIPaBH OT JIHIIE, KOETO € aJeKBaTHO 00y4eHO Ha TeXHUKATa Ha
WHXXEKTHpaHE.

Huctpykuuute 3a ynorpeda, paboTa U U3XBBPIISHE ca IaJICHH B TOUKa 6.6.
4.3 IIporuBomokaszanus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IOMOILIHUTE BEILECTBA,
n30poeHu B Touka 6.1.

XurokamueMus (Bx. Touka 4.4).
4.4 Cneunuajanu mpeaynpeskaeHus U NpeANa3sHu MepKH MPHU ynoTpeda

[Ipocnenumoct

3a Ja ce 1'[0}.'[06pI/I mpociIeAMMOCTTA Ha OMOIOTUYHUTE JICKApCTBCHU MMPOAYKTH, UMETO U MMAPTUIHUAT
HOMCP Ha MMPUJIOKCHUSA TPOAYKT TpH6Ba SICHO Ja C€ 3aIlMcCBar.

J106aBKH ¢ Ky ¥ BUTaMud D

AZIeKBaTHI/ISIT IIpueM Ha KaHIH/II‘/’I " BUTaMHUH D € Ba)kKeH 3a BCHYKH IIaIMCHTH.

HDCHHaSHI/I MCPKH IIpH VHOTD€6a

Xunokanyuemus

Baxno e m1a ce uAeHTUPUIMPAT MAIUEHTUTE, U3JI0KEHN Ha PUCK OT XUITOKAIITAEMHUSL.
XumnokanmueMusTa TpsiOBa a Ob/Ie KOpUTHpaHa Ype3 aJleKBaTeH MPUEM Ha KaJlluii 1 BUTaMuH D
TIpeau 3aIouBane Ha TepanmsTa. [IpenophuBa ce KIIMHNYHO MPOCIICAIBaHE Ha KAJIIIUEBUTE HUBA



Mpenu BCSKa 1032 U, MPH MalUEHTHTE, IPEAPA3IIONIOKEeHH KbM XUIIOKAIIIEMHS B PAMKHUTE Ha

JIBE CEIMUITH, CJIe]l HadaHaTa 103a. AKO MIPH HAKOHM MallMeHT Ce MOSBST MPEINoIaraéMiu CHMITTOMHA
Ha XUIMOKAIIHUEMUS 110 BpeMe Ha JISYCHUETO (BXK. TOUKa 4.8 32 CHMITOMH), TpsiOBa J1a ce U3CIIeABaT
KaJueBuTe HUuBa. [lanuenTure TpsOBa 1a ObJaT HAChPYABAHU Ja ChOOIIABAT CUMIITOMH,
MTOKA3aTEeTHA 33 XATTOKAIIINEMHUSI.

[Ipu moCcTMapKETUHTOBH YCIIOBUS CE€ ChOOIIAaBa 32 TEKKA CUMIITOMATUYHA XUITOKAIIIMEMUs (BOCIIA
JI0 XOCTTUTAITN3aIH, )KHBOTO3ACTPaIlaBally CbOUTHS 1 CIlydau C JieTajieH u3xo/). Bernpeku ge
MTOBEYETO CIydar HACTHIIBAT MPe3 MbPBUTE HIKOIKO CEIMUIIM OT HAYAJIOTO Ha JICYSHUETO, TS MOXKE J1a
ce MOSIBH U ITO-KBCHO.

C”blTBTCTBaH_IaTa TJIIFOKOKOPTUKOUIHA TE€PAIIUA € JOIIBJIHUTEIICH PHUCKOB (I)aKTOp 34 XUIIOKAJIIUCMHUSI.

bvopeuno yepeocoane

[NarmenTure ¢ Texko 66OpedHO yBpEkKAaHE (KpeaTHHHHOB KIuphHC < 30 ml/min), nim KouTo ca Ha
JIAJK3a, ca ¢ MO-TOJISIM PHCK OT Pa3BUTHE HA XHUITOKAIIMEMUs. PUCKBT OT pa3BUTHE HA
XUIIOKaJIOUEMHA U CBIIBTCTBAILO [TOBUIICHUE HA MMApaTUPCONIHUA XOPMOH CC yBEJIM4YaBa C
HapacTBaHE Ha CTeneHTa Ha 0BO0pedHoTO yBpexkaane. ChoOIIaBa ce 3a TeKKH U JICTATHU CITyYau.
AJICKBaTHUST NIPUEM Ha KA, BATAMUH D 1 peJOBHOTO MpOCIeIsBaHe Ha KANMEBUTE HUBA €
0c00€HO Ba)KHO NPH TE3U MALMEHTH, BUXKTE TIO-TOPE.

Kooicnu ungpexyuu

[NaruenTure, MoOMy4aBamy qeHO3yMad, MOXKE J1a Pa3BUAT KOXKHU MH(EKIMK (OCHOBHO LICITYJIUT),
BOJICIIU JIO XOcTUTaM3anus (Bxk. Touka 4.8). [lanmenture TpsiOBa a ObIAT OCHBETBAHU Ja
MOTHPCAT JIEKapcKa MOMOIIL, aKO MPH TAX C€ MOSIBAT MPU3HAIM WIH CHUMITOMH HA [ETYJIHT.

Ocmeonexposa na yemocmma (OHY)
OHUY ce cro0maBa psAKo Mpu NalMeHTH, orydaBaiy Prolia 3a nedenue Ha octeonopo3sa (BX.
Touka 4.8).

HauanoTo Ha JieueHHEeTO/HOB KypC Ha JiedeHHe TpsiOBa J1a ce OTIIOKH MPH MAIMEHTH C He3apacTHAIH
OTKPHUTH JIE3UH HA MEKHMTE ThKaHU B ycTaTa. [Ipy MalMeHTH ChC ChITBTCTBAIIM PUCKOBH (DaKTOPH ce
MpenophyuBa CTOMATOJIOTHYCH TPETJIe ¢ MPOPHITAKTHYHO 3500JICUCHIE U HHMBU/IyaTHA OIIEHKA Ha
CHOTHOIICHHUETO I10JI3a/PUCK, MPEM JICUSHHUE ¢ JCHO3yMaO0.

CrnenHuTe pUCKOBH (pakTOpH TPsIOBA Ja ce MMaT MpeBU/I IIPH OICHsIBaHE HA PUCKa 3a MAI[eHTa OT

passutue Ha OHY:

. AKTUBHOCT Ha JIEKapCTBEHUS MPOAYKT, KOWTO HHXHOWPA KOCTHATA pe30pOITus (II0-BHCOK PHCK
TIPU BUCOKO aKTUBHU CHEIMHEHHUS ), HAUMH Ha MPIIOKEHHUE (II0-BUCOK PHCK IIPH MapeHTEPaTHO
MIPIJIOKEHUE ) U KyMYJIaTHBHA /1032 Ha KOCTHO-PE30pOTHBHATA TEPAITHS.

. pax, npuapyskaBaly 3a00JsIBaHUs (HAIp. aHEMHSL, KOAaryJIonaTuy, HHPEKunn),
TIOTIOHOMYIIIEHE.

. CBITBTCTBAILH JICUECHUsI: KOPTUKOCTEPOUIH, XUMHUOTEPAIHsl, HHXUOUTOPU Ha aHTHOTE€HE3aTa,
JTpUETEpaIvs Ha TJ1aBaTa U IIusTa.

. JIOIIA yCTHA XUTHEHA, 1apOJIOHTO3a, JIOLIO IIOCTABEHHU NIPOTE3H, aHAMHE3a 38 CTOMATOJIOTUYHO

3360J’I$IBaHe, HWHBAa3UWBHU CTOMATOJIOTMYHU NPOLUCAYPU (Har[p. CKCTpaKlus Ha 3’56).

o Bpeme Ha siedeHue ¢ jeH03yMald BCHUYKH MAIUeHTH TPIOBa Jla ObJIaT HAChpUYaBaHH Jia TIOIbPIKAT
no0pa yCTHa XUTueHa, 1a ce oJyiaraT Ha pyTHHHHA CTOMATOJIOTHYHH IIperyieid 1 He3abaBHO Aa
choOIIABAT 32 BCHYKH CUMIITOMH OT CTpaHa Ha YCTHaTa KyXHHa, KaTo pasKiallaHe Ha 360, Oonka win
MOIyBaHe, WM He3a3/IpaBsBallly S3BU WK cekpenus. [1o Bpeme Ha eueHneTo, NHBa3UBHU
CTOMATOJIOTHYHH MPOIIEIypH TPOBA J]a ce M3BHPIIBAT CaMo clie]l BHUMaTellHa MpeleHKa 1 TpsaoBa ja
ce n305TBa U3BBPIIBAHETO UM B HEMOCPEACTBEHA OJIN30CT C MPHUIIOKEHUETO Ha IEHO3yMal.

[ImausT 32 JIeyeHne Ha ManMeHTHTe, KouTo passuBaT OHY, TpssOBa ma Ob/1e U3TOTBEH B TSCHO
CHTPYAHUUECTBO MEXKIY JICKYBAIIMsI JIEKAp U CTOMATOJIOT WU JIMIIEBO-YEIIOCTEH XUPYPT C OIUT B



OHUY. Tpsab6Ba ma ce 0OMHCTN BPEMEHHO MTPEKHCBAHE Ha JICUEHUETO, JOKATO ChCTOSITHUETO OTITYMHU U
JOTIPUHACSIIUTE PUCKOBU (haKTOpU OBJAT HAMAIICHH, aKO € Bh3MOXKHO.

Ocmeonexpo3a Ha 8bHWHUSL CTYX08 HPOXOO

Nma cpobmienns 3a 0OCTEOHEKPO3a Ha BHHIITHUS CIIYXOB MTPOXOJ] PH JIEYCHHE C IEHO3yMao.
Bp3moxnuTE prickOBY (haKTOPH 33 OCTEOHEKPO3a Ha BHHIITHUS CIYXOB IMPOXO]] BKIIFOYBAT yIIOTpeda
Ha CTEPOMIU M XUMHOTEPAIUS W/WITU JIOKATHA PUCKOBU (haKTOPH, KATO HATIPUMEP UH(EKITUS HITH
TpaBMa. BeposiTHOCTTa OT pa3BUTHE HAa OCTEOHEKPO3a HA BHHITHUS CIYXOB IIPOXOJ] TPSOBA /1a ce nMa
TIpeIBU/I P TTAIIUEHTH, TPUEMAIIH JeHO3yMa0, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha yXOTo,
BKJIFOUUTEITHO XPOHUYHU YIITHH WHPEKIINH.

Amunuunu ppakmypu na 6edpenama Kocm

Nma crobuienns 3a atunnyHu (pakTypu Ha OepeHarta KOCT PH NalUeHTH, MOTyYaBali JeH03yMao
(Bk. Touka 4.8). ATunnuyaute PpakTypu Ha OepeHaTa KOCT MOXKE J1a Ce MOSBAT MPH MUHUMAITHA
TpaBMa uii 0e3 TpaBMa B CyOTpoxaHTepHUTe u Auadu3auTe 001acty Ha OenpeHara KocT. Te3u
CHOMTHS Ce XapaKTepH3HUPAT ChC CIEU(DUIHN PEHTTCHOJIOTUYHI HAXOAKH. ATHITNYHH (PPaKTypH HA
OenpeHara KOCT ce ChoOIIaBaT ChINO MPU MALMEHTHU C OTIPEIeNIEHH ChITBTCTBAIIN ChCTOSHUS (HAIIp.
nedunuT Ha BUTaMuH D, peBMaTtouieH apTput, xumodocdarasus) u Mpu ynorpeda Ha HIKOU
JIEKapCTBEHU IPOAYKTH (Hamp. 6udochoHaTH, TITFOKOKOPTHKOUIN, HHXHOUTOPH HA IPOTOHHATA
nomra). Te3u cbONTHS ca HACTBIBAIH U 0e3 aHTupe30pOTHBHA Tepanus. [logoOoHu QpakTypu,
CHOOIICHN BBB Bpb3Ka ¢ OudochoHaTH, UeCTO ca OMIaTepaiHy; Mopaan TOBa MPH NalUEHTH,
JIEKyBaHU € AEHO3yMal, KOUTO ca IpeThpIrienn (pakTypa Ha TSIIOTO Ha OelpeHara KocT, TpsOBa J1a ce
u3cieBa KoHTpanarepainHara Oeapena xoct. TpsaOBa qa ce 0OMUCIIN IpeKpaTsIBaHe Ha TEpanusiTa ¢
JIeHO3yMal P TalMeHTH, 32 KOUTO Ce MOI03Upa, Ye UMAaT aTuiuHa QpakTypa Ha OeJpeHara KOCT B
OYaKBaHE Ha OLIEHKATa Ha MAlMeHTa Bh3 OCHOBA HAa MHAWBUIYATHO ONPEAEICHOTO ChOTHOIICHUE
non3a-puck. I1o Bpeme Ha IeYeHNETO ¢ JeHO03yMa0, MaMeHTHTE TPsOBa 1a ObJaT IMOCHBETBAHH J1a
cboOIIaBaT 32 HOBA WM HeoOnvaiiHa Oonka B 6epoTo, Ta300eapeHara cTaBa il ClIa0HHUTE.
[ManmenTH ¢ TakMBa CUMIITOMH TPSOBa JIa ce M3CIeBaT 3a HEMbJIHA PpakTypa Ha OeipeHaTa KocT.

Tpoovrocumento anmupe30poOMUBHo aeyenue

[IpoabKUTETHOTO aHTUPE30POTUBHO JieueHHE (BKIIIOUBAIIO JeHO3yMab u oudochonaTn) Moxe aa
JIOBEJIC JI0 MOBUIIEH PUCK OT HEXENIAaHHW PE3YJITATH, KATO OCTEOHEKPO3a Ha YETOCTTa U aTHITUYHU
(bpakTypu Ha OeapeHarTa KOCT Mopaay 3HAYUMO IMOTHCKAHE HAa KOCTHOTO peMojerpane (BxK.

Touka 4.2).

Ilpexpamsasane na nevenuemo

Crnen mpexpaTsiBaHe Ha JeHo3yMal ce 04akBa HaMajsiBaHe Ha KOCTHaTa MUHepasiHa mirsTHOcT (BMD)
(Bk.TOouKa 5.1), KOETO BOJIM JIO MOBHUIIICH PUCK OT PpakTypu. [lopaau ToBa ce npenoprYBa
npociensBane Ha BMD u TpsioBa 1a ce oOMuCIH anTepHATHBHO JIEYeHNE, B ChOTBETCTBHUE C
KIIMHUYHUTE YKa3aHUA.

Eonospemento neuenue ¢ Opyeu nexapcmeeru npooyKmu, Co0bpucajil 0eHO3yMad

[TanmenTw, JiekyBaHu ¢ JeHO3yMal He TpsiOBa 1a ObJaT JEKyBaHH €IHOBPEMEHHO C IPYyTH
JIEKapCTBEHU TIPOJIYKTH, ChIIbPKAIIH JeHO3yMa0 (3a MpejoTBpaTsBaHe Ha ChOUTHSI, CBhP3aHU C
KOCTHAaTa CUCTeMa IIPU Bb3PACTHU C KOCTHU METAcTa3u OT COJUAHU TYyMOPH).

Xunepkanyuemus npu neOuampuinu nayuenmu

Prolia He Tpsi0Ba Ja ce M3MON3Ba PH MEAUATPUYHH MAIUeHTH (Bh3pacT < 18). Crobmasa ce 3a
cepuo3Ha XunepKainueMus. HAkou ciydan B KIMHUYHM U3MUTBAHUS Ca YCIOKHEHU OT OCTPO
OBOpETHO yBpEKIAHE.

IIpedynpesicoenus 3a nomowHume geuyecmad

Tosa nekapcTBO chabpka 47 mg copoutoi BbB Bcekr ml pazrBop. TpsiOBa ia ce B3eMaT MpeaBua
AIUTUBHUAT €()EKT HA CHITBTCTBAIIO MPUIIOKEHH MTPOLYKTH, KOUTO ChIIBPIKAT COPOUTON (HITH
(bpyKTO3a), U XPAaHUTEITHHAT MpHEeM Ha copOuTo (i Gpykrosa).



To3um nexapcTBeH MPOAYKT ChIABPkKa Io-Mainko oT 1 mmol marpuit (23 mg) ma 60 mg, T.e. MOXe 1a ce
KaXke, Y€ TPAKTHYECKH HE ChIbpPKA HATPHI.

4.5 BzamMmopeiicTBHe ¢ IPYIrH JeKAPCTBEHH NPOAYKTH M APYrd (POpMH Ha B3auMojelicTBHe

B eqno mpoyuBaHe 3a B3auMOJeiCTBHATA, IeHO3yMa0 HE TMOBIUABA (hapMaKOKHHETHKATA Ha
MUa30J1aM, KOUTO ce MeTaboau3upa ot uutoxpom P450 3A4 (CYP3A4). Tosa noka3ea, ue
neHo3yMab He poMeHst (hapMaKOKHMHETHKATa Ha JIKapCTBEHU MPOIYKTH, KOUTO CE METa0OIM3UPAT OT
CYP3A4.

JlurcBat KIMHUYHY TaHHU 32 €THOBPEMEHHOTO MPHUJIOKEHHUE Ha JICHO3yMal ¥ XOPMOHO3aMeCTBaIla
Tepanus (HalpuMep €CTPOTCHH ), CIUTA ce 0bade, 9e Bh3MOKHOCTTA 32 PapMaKoIMHAMHIHO
B3aUMO/JICHCTBUE € MAJIKa.

[Tpm xeHn B OCTMEHOIIay3a C OCTEOI0po3a, (hapMakoKMHETHKATa U papMaKkoJHHAMUKATA Ha
JIeHO3yMal He ce MOBJIUABAT OT MPEAXOIHA TEpalus ¢ aJleHpOoHaT, Ha 0a3ara Ha JaHHH OT NPOYyYBaHEe
C MpexoHa Tepanus (0T aleHAPOHAT KbM JeHO3yMal).

4.6 dDepTuauTeT, )PEMEHHOCT H KbPMeEHE

bpemenHoct

Jlurceat Wiy MMa OTpaHMYCHH JaHHU OT yrnoTpebaTa Ha JeHO3yMad mpu OpeMeHHH KEeHH.
[Ipoy4BaHusTa MPH )KUBOTHH MMOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

Prolia He ce mpemopbuBa 3a ynorpeba npu OpeMeHHH KEHH U TIPH JKE€HU C JEeTePOJIeH MTOTeHIIHAT,
KOUTO HE M3I0JI3BaT KOHTparenuus. JKeHuTe TpsoBa /ja ObJaT NOChBETBAHH Jla HE 3a0pEMEHSIBAT 110
BpeMe Ha U Hali-MaJIko 5 Meceria cien jiedenuero ¢ Prolia. EdekTure Ha Prolia e BeposTHO 1a ca
MO-TOJIEMH IT0 BpeMe Ha BTOPHS U TPETUS TPUMECTHP HAa OPEMEHHOCTTA, Thil KATO MOHOKJIOHATHUTE
aHTHUTEJa IPEMUHABAT TIpe3 IUIAIICHTATA 10 JITHESH MOJIE C Halpe[BaHe Ha OpeMEeHHOCTTa, KaTo
HaW-rOJIsIMO KOJIMYECTBO IPEMUHABA MIPE3 TPETUS TPUMECTBD.

Kspmene

He e u3BecTHO manm neHo3ymal ce eKcKpeTrpa B KbpMaTta. [Ipr TeHeTHIHO MOJISTUpaHy MUIIKH, IPU
kouto RANKL e 6w uskimtoueH upe3 reHHo oTcTpaHsBane (,,knockout mumiku™), mpoydBanusrTa
rmokasBar, ue jurcata Ha RANKL (mumienarta Ha geHo3ymal — BxK. Touka 5.1) o Bpeme Ha
OpPEMEHHOCT, MO2Ke J1a OBJIMSAEC BbPXY Ch3PSABAHETO HA MIIEYHUTE JKJIE€3HU, BOJIEIIIO JI0 HapyIlIeHa
JaKTaIys cieq paxnaane (Bxk. Touka 5.3). TpsOBa i1a ce B3eMe penieHne Jaiu Jia ce MpeyCcTaHOBU
KbPMEHETO MU JIa ce IIPEyCTaHOBH JieueHneTo ¢ Prolia, kaTo ce B3emar npeBu/ Moi3ara ot
KbPMEHETO 32 HOBOPOJICHOTO/KbPMAaYeTo U MoJI3aTa OT Tepanusra ¢ Prolia 3a xeHaTta.

depTunurer

Hsma nannu 3a eexra Ha 1eHO3yMad BBpXY (epTuauTeTa npu xopa. [IpoyuBanus npu >KuBOTHH HE
MOKa3BaT AMPEKTEH WM UHANPEKTEH BpeieH edekT BbpXy deprunurera (BXK. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 3a modupaHe U padoTa ¢ MAIIUHA
Prolia He noBnMsIBa WK TIOBJIMSIBA IPEHEOPEIKUMO CITIOCOOHOCTTA 3a Io¢upaHe ¥ padoTa ¢ MallluHU.
4.8 Hexenanu JeKapcTBEHH PeaKIuu

O0606111eHME Ha podrIa Ha OE30I1aCHOCT

Hati-uecTute HexxenaHu peakiuy Mpy JeHo3yMao (HaOIroJaBaHu MpH MOBEYE OT SIMH MAIlMCeHT Ha
JIeceT) ca MyCKYJTHO-CKeleTHa 0onka u 0ornka B kpaitauiure. [Ipy nanuenTy, mpueManiu jeHo3symad



ca HaOJIO/1aBaHN HEUECTH CIIydad Ha IeyJTUT; PEAKH CIydyan Ha XUITOKAIINEMHUS,
CBPBXYYBCTBUTEIHOCT, OCTEOHEKPO3a Ha YETIOCTTa U aTUITNYHU (PaKTypH Ha OeapeHaTa KocT (BK.
ToukH 4.4 u 4.8 — onricaHue Ha U30paHK HEXKETaHH PEAKITUH).

TabauyeH CIHCHK HA HEXKETAHNUTE pECaKnnu

Jlanaute B Tabnuia 1 mo-g01y ONMKMCBAT HEXEIaHU PEaKIMU, ChOOIICHH MTPU KIMHUYHU U3MTUTBAHMUSI
(aza II u 11l mpu marueHTH ¢ OCTEONOpOo3a M KapIMHOM Ha MJICYHATA JKJIe3a WM IIpocTaTaTa,
MOJTy4YaBaIly XOPMOHATHA abJaIisl, W/ OT CIOHTAaHHH CHOOIICHHSI.

W3mon3BaHa e ciieHaTa KOHBEHIMS 32 KITaCH(HUKAINS Ha HEKETAHUTE JIEKAPCTBEHU Peakiinu (BiK.
tabmuma 1): maoro gectu (> 1/10), vectn (> 1/100 mo < 1/10), meyectr (> 1/1 000 mo < 1/100),
peaku (> 1/10 000 mo < 1/1 000), mHoro peaku (< 1/10 000) u ¢ Hen3BecTHA YecTOTa (0T HATMYHHUTE
JTAHHU HE MOXKe 1a Objie HarpaBeHa orieHka). [Ipu BCsKo rpynupaHe B 3aBUCHMOCT OT YeCTOTaTa
CHCTEMO-OPTaHHHUS KJIAC, HEeXKETaHUTE JICKAPCTBEHH PEAKINU ce M30POsABAT B HU3XOIAII PE/I 10
OTHOIICHUE Ha TAXHATA CEPUO3HOCT.

Tadoauua 1. He:keslaHu peakuium, Cb0OLIEHHU IPHU NAIUEHTH € 0CTEONOPO3a U MALMEHTH C
KapUUHOM Ha MJIEYHATA KJIe3a WIIM MPOCTATaTa, MOJ1y4YaBalld XOPMOHAJIHA adJanus

MedDRA cucremo-opranex Kareropus 4yecrora Hexesiann peakuuu
KJ1ac
WNndexnuu u nndecranuu Yectu WNudexnus Ha MMKOYHUTE TBTHINA
Uectn Wudbekuns Ha ropHUTE TUXATEITHA
IBTHILA
Heuectu JusepTuxymur
Heuectn Llenymnut!
Heuectn Wudekuns Ha yxoTo
Hapymenus na nmyHHarta Penxu CBpBX4YYBCTBUTEITHOCT KBM
cucremMa JIEKapCcTBOTO'
Penku AnadunaktuuHa peakius'
Hapymenus na merabonmsma u | Penkxu XHMOKATITHEMHAS
XpaHEHETO
Hapyuienus Ha HepBHaTa UecTtun HNumac
cucremMa
CromaiHo-4peBHU HapymeHus: | YecTu 3amex
Yectu AGmoMuHaNIeH TUCKOMGpOPT
Hapyuienust Ha koxaTa u Yectn O6pus
MOJIKOXHATa ThKaH Yeetn Exzema
Yectn Anonenus
Heuectn JIMXEHOMIHY JIEKAPCTBEHH PEAKIIUH '
MHoro penku XUNEPCEH3UTUBEH BaCKyJIUT
Hapymienus na MHoro uectu boiika B kpaitHuuure
MYCKYJIHO-CKCJICTHATA CHCTEMA | Myoro yecTn MyckyJHO-cKeneTHa Goka'
U ChbEJUHUTEIHATA ThKaH |
Penxun OcTeoHekpo3a Ha YeTI0CTTa
Penxu ATunuvHU QpakTypH Ha OenpeHaTta
kocr!
C Heu3sBecTHa 4ecToTa OcTeoHekpo3a Ha BHHILIHUS CITyXOB
npoxox’

! Buskte Toukara ,,OnucaHue HAa N30PaHU HEXKEAHHU PEaKInum’.

2 BuxTe TOuKa 4.4.




B cOopHMs aHanmm3 Ha JaHHW OT BCUYKH I1Iare60-KoHTponupany u3nuteanus ¢aza Il u daza Ill e
CHOOIIEHO 3a TPUIONOA00H0 3ab0sBaHe ¢ obmia yecrtora ot 1,2% 3a nerno3zymad u 0,7% 3a mrane6o.
BrIpeku, ye ToBa HECHOTBETCTBUE € YCTAHOBEHO Ype3 COOPEH aHallu3, TO HE € YCTAHOBEHO Upe3
CTpaTUUIMPaH aHATIH3.

Onuncanne Ha M30paHU HEXEIAHN PEAKIINHT

Xunokanyuemus

[Ipu nBe mIanebo-KOHTPOINPAHH KIMHUYHA U3uTBaHu (asa Il mpu xeHu B mocTMeHomay3a ¢
octeonoposa, npudnmsurenHo 0,05% (2 or 4 050) ot marMeHTKUTE ca UMaIl HaMaJICHU CEPYyMHU
HUBa Ha Kanui (mo-manko ot 1,88 mmol/l) cnen npunarane na Prolia. He ca cho0maBanu HamManeHu
CepyMHH HMBa Ha Kauui (mo-Manko ot 1,88 mmol/l), kakTo npu aBeTe 1ianedo-KOHTPOINPaHU
KIMHUYHY u3nuTBanus (asa [l npu narueHTy ¢ XopMoHaIHa adalus, Taka u Ipu
1ane60-KOHTPOIMPAHOTO KIMHUYHO m3nuTBane ¢aza Il mpu Mmbxke ¢ octeonoposa.

[Ipy nocTMapKEeTHHIOBH yCIIOBUS ca ChOOIIaBaHU PEKU CIydaH Ha TEKKa CUMIITOMAaTHYIHA
XHIOKAIIMEMHS], BOJICIIA 10 XOCIUTAIN3aIHs, )KUBOTO3aCTPAIIABAIN CHOUTHS U CIydau C JeTaleH
W3XO07, IPEeAUMHO IPH MALMEHTH C IOBHUILEH PUCK OT XUIOKAJIIMEMHUS], OIy4aBally AeH03yMa0, KaTo
MOBEYETO CIIy4au ca HACTHIIWIM B IIBPBUTE CEAMHUIM OT HAYAJIOTO Ha JieueHuero. [lpumepu 3a
KJIIMHUYHU TPOSIBU HA TEXKa CUMIITOMAaTUYHA XUITOKAILIMEMUS BKIIOYBAT yIbKaBaHEe Ha
QT-unTepBana, TeTaHHs, TbPUOBE U HAPYIICHO MICUXUYHO CHCTOSHUE (BXK. Touka 4.4). CuMntomMure
Ha XUIMOKILUEMHUS B KIIMHUYHUTE U3IUTBAHUA C IEHO3yMa0 BKIIIOUBAT MAPECTE3UH WM MYCKyJIHA
CKOBAHOCT, MOTPENBaHUs, ClIa3MU U MYCKYJIHU KPaMITH.

Kooicnu ungpexyuu

[Ipu mnane6o-KOHTPOIMpaHnuTe KITMHUYHY 3nuTBaHus ¢asa I1I, obmaTa yectoTa Ha KOKHA
WH}EKIMH ¢ Orla CXOAHa IPH IPYNUTE Ha IUanedo u AeH03yMal: pH JKeHH B TIOCTMEHOIIAy3a ¢
ocreoniopo3a (taredo [1,2%, 50 ot 4 041] cupsimo Prolia [1,5%, 59 ot 4 050]); npu MBxe ¢
ocreonopo3a (mnanebo [0,8%, 1 ot 120] cupsimo Prolia [0%, 0 ot 120]); mpu naruedTy ¢ KapuuHOM
Ha MJICYHATA KJI€3a WM [IPOCTaTaTa, odyJaBaiiyd XopMoHanHa abnanus (toramedo [1,7%, 14 ot 845]
cupsimo Prolia [1,4%, 12 ot 860]). KoxxHu HH(EKIMY, BOACIIH 10 XOCITUTAIU3AIUs, Ca ChOOIaBaHU
npu 0,1% (3 ot 4 041) ot )xeHUTE B MOCTMEHOIIAY3a C OCTEONIOPO3a, MOIy4YaBally 11anedo, CupsaMo
0,4% (16 ot 4 050) ot >xenute, nomayuasamu Prolia. Te3u ciyuau ca npenumuo uenynut. [pu
MPOYYBAHUSATA [TPHU KaPIIMHOM Ha MIIEYHATA KJie3a M IPocTaTaTa, KOKHUTE HH(PEKINH, ChOOIeHH
KaTo CEpUO3HU HEXeJIaHM JIEKAPCTBEHH PEAKLUH, ca CXOIHH MpH rpynuTe Ha mianedo (0,6%,

5 ot 845) u Prolia (0,6%, 5 ot 860).

Ocmeonexpo3a Ha uenocmma

OHUY ce crobmaBa psako, mpu 18 manueHT! B KITMHAYHATE W3MUTBAHUS IPH OCTEOIIOPO03a U MPH
MAIMeHTH ¢ KaplIMHOM Ha MJIEYHATA )KJI€3a WM MPOCTaTaTa, [oJlydyaBaliy XOpMOHAIHA abmarus,
BKJTFOUBAIM 00110 23 552 manmentn (BxK. Touka 4.4). Tpunazgecer ot Te3u ciydan ¢ OHY ca
HACTBIIMIIH [IPH )KEHHU B IOCTMEHOIIAay3a C OCTE0N0PO3a 10 BpEME Ha Pa3IInPEHOTO KIMHUYHO
nsnutBane ¢asa lll, cnen neuenue ¢ neHozymabd B npoabiokenue Ha 10 rogunu. Yecrotara na OHY e
0,04% na 3-trarta roguna, 0,06% Ha 5-tata roguna u 0,44% na 10-TaTa roguHa OT JICUEHUETO C
neno3ymad. Puckbt or OHY HapacTBa ¢ Ipob/DKUTETHOCTTA Ha €KCIIO3ULUS Ha JIEHO3yMal.

Puckbt or OHY € o1ieHeH 1 B peTPOCIIEKTUBHO KOXOPTHO IIpoy4BaHe mpu 76 192 xenu B
MOCTMEHOIIay3a ¢ HOBO3amo4Baiio JjieueHue ¢ Prolia. Yectorata Ha OHY e 0,32% (95% nosepurencH
untepsan [Cl]: 0,26; 0,39) npu nanueHTH, U3MOI3BaIM NeH03yMab 1o 3 roaunu u 0,51% (95% CI:
0,39; 0,65) npu HaKMEHTH, U3MOJI3BAILH JACHO3yMa0 10 5 TOAMHU IPOCIIesSBaHE.

Amunuunu ppaxkmypu na 6edpenama Kocm
B nporpaMarta 3a KIMHUYHU H3MUTBAHUS IIPU OCTEONIOPO3a, aTUIIMYHU PpakTypH Ha OenpeHara KocT
ca ChOOIIaBaHU PSMIKO MPH MAIMEHTH, JICKyBaHU C IeHO3yMal (BXK. Touka 4.4).



Jlusepmuxyium

B enHo mrame00-KOHTPOIMPAHO KIMHAYHO M3NUTBaHe ¢aza Il mpu manueHTr ¢ KaprmHoM Ha
MpocTaTara, moxyJaBaiiy anaporeH-aenpusaiponta tepamnus (ADT), e ycraHoBeH qucOananc mo
OTHOIIICHUE Ha HeXXeNaHuTe ChbOuTHsI 3a quBepTUKYIHT (1,2% neHozymab, 0% mnamne6o). UectoTara
Ha JIUBEPTUKYJIUT € CPABHUMA MEXY JBETE TEPAIEBTUIHU TPYIH MIPH KEHUTE B TIOCTMEHOMIAY3a WITH
MBKETE C OCTEOIopo3a U MPH KEHHUTE, IEKyBaHHU C apoMaTa3HH HHXHOUTOPH 32 HEMETaCTaTHICH
KapIMHOM Ha MJICYHATA JKJIe3a.

Cevpsanu c 1exapcmeomo peakyuu Ha CPvLXUYECMEUMENHOCH

[Ipu moCcTMapKEeTHHTOBH yCIOBUS, IPH NAMEHTH, MoTyyaBamy Prolia ca cbo01mIeHN peK ChbOUTHS
Ha CBPBXYYBCTBUTEITHOCT, CBBbP3aHa C JISKApCTBOTO, BKIIOYUTEIHO OOPHB, YPTUKAPHUS, TOLyBaHE Ha
JIULETO, EPUTEM M aHA(PUIAKTUYIHN PEaKIHH.

Myckynno-ckenemua 6oixa

ITpu MOCTMAapKETHHTOBH YCIIOBHS MMa ChOOIICHHS 32 MyCKYJTHO-CKEJIETHA 00JIKa, BKIIFOYUTETHO
TEKKH CITydad TPH MAUCeHTH, MoyvaBainy Prolia. B KITMHUYHUTE H3MTUTBAHKS, MyCKYJTHO-CKEICTHA
00J1Ka ce choOIaBa MHOTO Y€CTO B IPYIUTE Ha JICHO3yMal U Imiane00. MycKynHO-cKelieTHa 00JIKa,
BOJICIIA 10 TPEYCTAHOBSBAHE Ha M3MUTBAHOTO JICUYCHHE, CE ChOOIABa HEYECTO.

JluxeHouoHu aexapcmeenu peaxyuu
CroO111aBa ce 3a JIMXCHOWIHY JICKAPCTBECHHU PEakIiuy (HapuMep peakiuy, MoJ00HU Ha JIMXEH TUIaHYC)

IIpy MaOUE€HTU B TIOCTMAPKETUHI'OBH YCJIOBUA.

HDVFI/I CIICMaJIHU ITOIIyJdalnun

Ileouampuuna nonyrayus

Prolia He Tpsi0Ba 1a ce M3MoN3Ba NPH NMEAUATPUYHHU MAUeHTH (BB3pacT < 18). Crobmiasa ce 3a
cepro3Ha XunepKanueMus (Bx. Touka 5.1). Hsxou ciyyan B KITMHUYHYU U3MIUTBAHUS Ca YCI0KHEHH
OT OCTPO OBOPEUHO yBpEKIaHE.

Bvopeuno yepexcoane

[Ipy KIMHUYHY U3NUTBAHKS, IALMEHTH C TEXKO ObOPEUHO yBpeKIaHe (KPeaTHHUHOB KIUPBHHC

< 30 ml/min), uaM TaKMBa HAa XEMOAMAIN3A, Ca U3JIOKEHH Ha [T0-BUCOK PUCK OT XUIIOKAILHUEMHUS IPH
JIUTICA Ha JI00aBKa Ha KaJIMid. AJICKBATHHUAT IIPUEM Ha KaJIIIUH ¥ BUTaMUH D € BakKeH NpH MaIUeHTH C
TEXKO OBOpPEUHO yBpeXkK/IaHe, T TaKHBa Ha XeMoauann3a (Bx. Touka 4.4).

Cro0I11aBaHe Ha IMOA03UPAHU HEXKETAHU PEAKIINH

Cro0I1aBaneTo Ha MOJO3UPAHN HEeXKEIIaH! PEaKIluy CIIe/ pa3peniaBaHe 3a ynorpeda Ha JJeKapCTBEHUS
MPOJYKT € BakHO. TOBa 1M0O3BOJISIBA J]a MPOIBJIKK HAOJIOICHUETO Ha ChOTHOILICHUETO I10JI3a/PUCK 32
JISKapCTBEHUS TPOAYKT. OT MEIMIIMHCKUTE CIICIUAINCTH CE U3MCKBA Jla ChOOIIIaBaT BCAKA

003 PaHa HeXEeIaHa PeaKins Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B

[Ipunoxenue V.

4.9 IIpeno3upane

Hsama onut ¢ npeno3upane Npu KJIMHUYHUTE IPOYYBaHUS. B KIIMHUYHUTE NPOYYBaHUs Ca IpUIaraHu
nmo3u aeHo3ymad go 180 mg Ha Bceku 4 cenmmunu (kymynatuBHa 1o3a 10 1 080 mg 3a 6 Mecena) u He
ca HaOJIF01aBaHU JIOIBITHUTEITHN HEXeJIaH! JIEKAPCTBEHU PEaKIIHU.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @apmakoaMHAMUYHHU CBOIiCTBA

dapmakoTepaneBTHYHA rpyna: JlekapcTBa 3a JeueHue Ha KOCTHU 3a00isaBaHus — J{pyru ekapcTBa,
TIOBJIUSBAIIN KOCTHAaTa CTPyKTypa u muHepanusanus, ATC kox: M0SBX04


https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

MexaHU3bM Ha JIEHCTBUE

JHeno3ymab e yoBemko MOHOKIIOHAMHO aHTUTsUIO (IgG2), KOeTo MPUIIETHO Ce CBBP3Ba C BUCOK
adbuauTeT U cnerudnaHocT ¢ RANKL, mpenoTBpaTsaBaiiku akTHBUPAHETO Ha HETOBUS PEIEITOP
RANK, pa3nosnoxeH 1o NOBbPXHOCTTa HA OCTEOKIACTHUTE IPEKYPCOPH U OCTECOKIACTHUTE.
[IpenotBpatsaBaneTo Ha B3aumoeiictBuero RANKL/RANK unxubupa oOpa3yBaneTo Ha
OCTEOKIIACTH, TAXHATA (DYHKIIHS U KUIHECTIOCOOHOCT, HAMAJISIBAMKY 110 TO3W HAYWH KOCTHATA
pe30pOITHs B KOPTHKAITHUTE U TPaOeKyTapHUTE KOCTH.

dapmakoguHaMuuHy ehEKTH

Jleuenueto c Prolia Obp30 HamansiBa cTENeHTa HA KOCTEH OOMEH, IOCTUTAHKH 3a 3 THH Hall-HHCKaTa
CTOWHOCT Ha MapKepa 3a KocTHa pe3opouus, cepymun 1 C-renonentunu (CTX) (85% Hamanspane),
ChC 3ara3BaHe Ha HAMaJICHHETO B PaMKUTE Ha JO30BUS HHTEPBAIL. B Kpast Ha BCEKH JO30B MHTEPBAI
HamansiBaneTo Ha CTX e yacTHyHO 10-ci1abo, B CpaBHEHUE C MAKCHMATHOTO HamalieHHe oT > 87% 1o
npuOIn3uTeNHO > 45% (nuanaszon ot 45-80%), koeTo oTpa3siBa oOparuMocTTa Ha ehekTute Ha Prolia
BBPXY KOCTHOTO PEMOJIENIUPaHe CJIe]] IIOHIKaBaHe Ha CepyMHUTE HUBA. Te3n edeKTH ce moIIbpiKaT ¢
HEMpPeKbCHATO JiedeHne. MapkepuTe 3a KOCTeH 00MeH OOMKHOBEHO JIOCTHTAT HUBATA MPEAH
nedeHreTo 9 Mecena cieq mocieanaTa a03a. [Ipu moBTOpHO 3amovBaHe Ha IeHO3yMa0, HaMaJIsIBAHETO
Ha CTX e cxomHO ¢ TOBa, HAOIIOIaBaHO TPH MAIIMEHTH, KOUTO 3all0YBaT JICYCHHUE ¢ IeH03yMal 3a
IIBPBH TIBT.

HmyHOreHHoCT

[Ipy xIMHUYHY U3NKUTBAHKS HE ca HAOMIOAaBaHU aHTHUTENA, HEYTPATIH3UpAILH IeHo3yMa0. Upes
W3MO3BaHE HA YyBCTBUTEJICH UMYHOJIOTHYEH TecT < 1% 0T manueHTure, JJIeKyBaH! C IEHO3yMal 10
5 roauHU ca OWIIM IO3UTHBHY 32 HE-HEYyTPAIM3UPAIIH CBEP3BAIlY aHTUTENA, KAaTO JIUIICBAT IJAaHHHU 32
NOBNHsIBaHE HAa (apMaKOKHMHETHKATa, TOKCHYHOCTTA WM KIMHUYIHUS OTTOBOD.

Knuanyna ed)I/IKaCHOCT 1 0€30I1aCHOCT IIpH JKEHHU B IOCTMEHOIAy3a ¢ 0CTE0II0p03a

EduxacHocrra 1 6e30macHOCTTa Ha JEHO3yMal, IpHJIaraH Ha BCEKH 6 Mecela 3a Mepuoz OT 3 TOAUHH
€ M3CcleABana MpHu KeHu B mocTMeHonay3a (7 808 sxenn Ha BB3pacT ot 60 g0 91 roaunu, 23,6% ot
KOHUTO ca MMaJIM Ipeo0IiafaBaiio GpakTypH Ha MPELUICHUTE), C U3XOAHU T-CKOpOBe 3a KOCTHA
MuHepanHa mrbTHOCT (BMD) Ha mymOanau mpenuieHn Wiy Ha Ta3o0eapeHa crasa Mexny —2,5 u —4,0
U cpejiHa a0CONIOTHA BEPOSTHOCT 3a PpakTypa B pamkute Ha 10 roaunu - 18,60% (nuamnazoH:
7,9-32,4%) 3a ronsima octeonopotudna (pakrypa u 7,22% (nuanazon: 1,4-14,9%) 3a ¢pakrypa Ha
Tazo0enpeHaTa ctasa. JKeHu ¢ Apyry 3a00IABaHuUs WM KOUTO Ca HA JIEYEHHE, KOETO MOXE Ja MOBJIHsEe
KOCTHTE, ca OWIIM M3KIIIOYEHHU OT TOBa NpoyuBaHe. JKeHnTe ca mosrydaBalii exXeTHEBHO TOOaBKH C
kanuit (Haii-manko 1 000 mg) u Butamun D (Haii-manko 400 IU).

Eghexm evpxy ¢hpaxmypume na npewrnenume
Prolia 3HaunTEeTHO HAMAJISIBA PUCKA OT HOBU (DPaKTypH Ha MpenuieHuTe Ha 1-Ta, 2-Ta U 3-1a ToIMHA

(p <0,0001) (Bx. Tabnuma 2).

Taéanua 2. E¢pexTsT Ha Prolia BbpXy pucka oT HoBH GpaKkTypHu Ha NpellJieHuTe

[IpouenT Ha >xeHure ¢ ppaxrypu (%) Hawmanssane Ha HamansBane Ha
Tnane6o Prolia a0COIOTHHAA PUCK | OTHOCHTEITHHA
n=3906 n=3902 (%0) puck (%)
(95% CI) (95% CI)
0-1 roguHa 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 ropuHu 5,0 1,4 3,5(2,7,4,3) 71 (61, 79)**
0-3 roguxn 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*

*p <0,0001, **p <0,0001 — excrIopaTopeH aHaH3
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Egexm evpxy ¢ppaxmypume na mazobedpenama cmasa

Prolia moka3ea 40% otHocutenHo HamainsBaHe (0,5% HamansBaHe Ha aOCONIOTHHS PUCK) HA PUCKA OT
(pakTypa Ha Tazo0eapeHaTa cTaBa 3a nepuoj ot 3 roaunu (p < 0,05). YectoraTta Ha dpakTypuTe Ha
Tazobenpenara crasa e 1,2% B manebo rpynara, B cpaBHeHue ¢ 0,7% B rpynara Ha Prolia 3a

3 rOIUHU.

B mocnenBamus aHanu3 npu )KeHH > 75 ToAWHU € HaOmo1aBaHo 62% HamalsiBaHe Ha OTHOCHUTEITHHS
puck c Prolia (1,4% nHamansBane Ha abcomroTHHS pHCK, p < 0,01).

Eghexm 6vpxy ecuuxu xnunuunu ppaxmypu
Prolia 3HaunmMo HamaisiBa GpakTypHUTe IPH BCUYKHU BHIOBE/TPYIH GpakTyph (BK. Tabmuma 3).

Tab6amnua 3. E¢pexTsT Ha Prolia BbpXy pucka oT KIHMHAYHA (PPaKTypH 3a 3 TOIMHH

[MpouenT Ha xeHute ¢ ppaktypu | Hamanssane Hamanssane
(%)" Ha Ha
Tane6o Prolia a0COIIOTHHS OTHOCHUTCIHUS
n =13 906 n=13902 puck (%) puck (%)
(95% CI) (95% CI)
KakBaTo u fga e KIIMHU4YHA 10,2 7,2 2,9(1,6,4,2) 30 (19, 41)***
¢pakrypa'
Knuanana ¢paktypa Ha 2,6 0,8 1,8 (1,2,2,4) 69 (53, 80)***
MPELIICHUTE
Henpemenna ¢paxrypa’ 8,0 6,5 1,5(0,3,2,7) | 20(5, 33)**
lNomsima HempenuieHHA 6,4 5,2 1,2 (0,1, 2,2) 20 (3, 34)*
¢paxrypa’
lNomsima octeonoporuvna 8,0 5.3 2,7(1,6,3.,9) 35 (22, 45)***
(pakrypa*

*p <0,05, **p = 0,0106 (smopuuna kpatina mouxa, 6KIOUEHA NPU KOPUSUPAHE 30 MHONCECMBEEHOCH),

**%p <0,0001

“Yecrora Ha crbuTnsTa mo Kaplan-Meier 3a 3 romunmu.

! BkimouBa KIMHWYHK (PaKTypH Ha IPEIUICHUTE U HENPEILIEHHH (PaKTypH.

2 UskmrouBa T€3W Ha IPENLICHATE, YEPETa, JIUIETO, MAHAUOYIaTa, METAKapIIATHATE KOCTH U (alaHThTe Ha
MPBCTHUTE HA PHIETE U KpaKaTa.

3 Brmousa Ta3a, JucTageH GpeMyp, IPOKCHMAHa THOMS, peOpa, IPOKCUMAJIEH XyMePYC, IIPEIMHUIITHALA 1
Tazo0eapeHa cTapa.

4 BkIrouBa KIMHAYHY (PakTypH Ha IPENUIEHATE, Ta300€ApeHa CTaBa, IIPEIMUIIHALA U pPaKTypd Ha XyMEpYC,
onpenesnenu no C30.

[Tpu xxenu ¢ uzxoqaa BMD < -2,5 Ha mmiikara Ha hemypa, Prolia HamansiBa pucka OT HETIpeNIeHHN
¢paktypu (35% HamansiBaHe HAa OTHOCHTEIIHUS PHCK, 4,1% HamassiBaHe Ha aOCOJIOTHHUS PUCK,
p < 0,001, excrmopaTtopeH aHain3).

HamansBanero Ha yectoTaTa Ha HOBHM ()PAKTypH Ha MpelUIeHUTE, PpakTypH Ha Ta3o0eIpeHaTa cTaBa
W HeTlpenuieHHn GpakTypu upe3 Prolia 3a 3 TonHU € IOCTOSHHO, HE3aBUCHMO OT U3XOJIHUS PHUCK 3a
(dpaxtypu B pamkute Ha 10 roguHu.

Egexm 6vpxy kocmnama Munepamia nivmHocm

Prolia 3HaunTenHo yBenuyaa BMD Ha BCHYKM KIIMHUYHO U3MEPEHHU MECTa, CIIPSIMO Iuiaiedo Ha 1-Ta,
2-ta u 3-ta rogunu. Prolia yBennuasa BMD ¢ 9,2% na mymOannute npenuieny, ¢ 6,0% Ha
Tazobeapenara crasa, ¢ 4,8% Ha muiikara Ha dpemypa, ¢ 7,9% Ha TpoxaHTepa Ha OepeHaTa KocT, C
3,5% Ha muctanHata 1/3 Ha paguyca u ¢ 4,1% Ha ISUI0TO TAJIO 32 MEPHOJ OT 3 TOAUHH (BCHUKH

p <0,0001).

1"




[Ipu KIMHUYHY U3MUTBAHMS, H3CaeaABaIM eeKTUTe OT IpeKbecBaHeTo Ha Prolia, BMD ce BpbIa kbM
CTOWHOCTH, MPUOIMU3UTEITHO IO HUBATA MPEHN JICUSHHETO W 0CTaBa MO-BUCOKA OT Ta3W MpH Iu1anedo 3a
nepuoA oT 18 Mecera cien nocienHaTa qo3a. Te3u 1aHHU MMOKa3Bar, 4e ce Hajara mpoabKUTENHA
Tepanus ¢ Prolia 3a nmojabspkane Ha edexta Ha JeKapCcTBEHUS MPOayKT. [loBTOPHOTO 3armouBaHe Ha
Prolia Bogu no yBennuaBane Ha BMD, cxofHO ¢ TOBa Mpu MspBOHAYATHOTO MpHuarane Ha Prolia.

Omeopeno pazuupeno npoyysane npu jedenue Ha OCMeonopo3a 6 NOCIMMeHonay3a

06110 4 550 sxenu (2 343 Ha Prolia u 2 207 Ha mane60), KOUTO ca MPOITyCHAIIM He ITOBEYEe OT eAHa
71032 OT M3MHUTBAHUS MPOAYKT B OCHOBHOTO MTPOYUYBaHe, OMICAHO MIO-TOPE, U Ca 3aBBPIIIIN
MPOYYBAHETO C BU3HUTATa Ha 36-THs Mecel], ca BKIIIOYEHHU B 7-TOJMIIHO, MHOTOHAIIMOHATHO,
MHOTOLIEHTPOBO, OTBOPEHO Pa3IIMPEHO MPOYYBaHE C €IHO PaMo, 32 OLICHKA Ha JBIrOCPOYHATA
6e3omacHocT U epukacHOCT Ha Prolia. Bcudkw eHH B pa3mmMpeHoTo MpoydBaHe e TpsOBaio na
nosrydaBat Prolia 60 mg Ha Bceku 6 Mecela, KakTo 1 eXKEIHEBHO Kyl (Hali-manko 1 g) u BuTaMuH
D (maii-manko 400 [U). O6mo 2 626 yuactauu (58% OT *KeHUTE, BKIIOUYEHH B PA3IIMPEHOTO
Mpoy4Bane, T.e. 34% OT JKeHUTe, BKIIOYSHH B OCHOBHOTO IIPOYYBAHE) Ca 3aBBPIIMIHA PA3IMIHPEHOTO
MIpOyYBaHE.

[Ipu manmenTw, nekyBanu ¢ Prolia B mpogpmxenne Ha 10 roquan, BMD ce e yBenmaunia cripsiMo
H3XOAHOTO HHBO B OCHOBHOTO INpoyuBaHe ¢ 21,7% Ha mymbanaute npeuuier, 9,2% Ha
Tazo0enpenara crapa, 9,0% Ha muiikata Ha pemypa, 13,0% Ha TpoxaHTepa Ha OenpeHara KoctT u 2,8%
Ha nuctanHata 1/3 Ha paguyca. Cpegaust BMD T-ckop Ha iymOanHuTe NpelnieHd B Kpas Ha
npoyuBaHeTo € —1,3 npu nanueHTuTe, JeKyBaHU B IPOAbKEHUE Ha 10 roguHu.

UYecroTara Ha (ppakTypuTe € OIICHEHA KaTo KpaiiHa TouKa 3a 0€30MacHOCT, HO €(UKaCHOCTTa IpU
MpeIoTBpaTsABaHe Ha (PPAKTypH HE MOXKe J1a ObJe N3UNCIICHA TIOPaId BUCOKHS OpOil MPEeKbCBAHUS U
OTKpUTHS TW3aliH Ha npoy4dBaHeTo. KyMynaTuBHATa 4ecTOTa HAa HOBH (PpaKTypH HA MPENUICHNUTE U
HeTpelUieHH! QPakTypu € CboTBETHO 0KoIIo 6,8% u 13,1% mpu mauueHTH, OCTaHAIN Ha JICYCHHUE C
JeHo3yMa0 B npoabvkeHue Ha 10 rogunam (n = 1 278). [lanueHTuTe, KOUTO HE Ca 3aBbPIINIH
MIPOYYBAHETO MOPAIN HAKAKBA MPUYMHA, Ca UMAIIK TI0-BUCOKA YECTOTa Ha ()PAKTypH O BpeMe Ha
JICUEHUETO.

ITo BpeMe Ha pa3MIMPEHOTO NMPOYUYBAHE Ca Bb3HUKHAIM TPUHAAECET JOKa3aH! CiIydas Ha
ocTeoHekpo3a Ha yemoctTa (OHY) u aBa nokazaHu ciydas Ha aTUIIMYHU PpakTypu Ha OeapeHara

KOCT.

Kiauangna 6d)HKaCHOCT 1 0€30IMacHOCT OpH MBKE C OCTEOIMOPO3a

EdukacHoctra 1 6e3omacHoctTa Ha Prolia, mpuiiaran BeIHbX Ha BCEKH 6 Mecella 3a EPHoJ OT

1 roguHa, € npoydeHa npu 242 Mbxe Ha Bb3pacT oT 31 1o 84 rogunu. YuactHumure ¢ eGFR

<30 ml/min/1,73 m? ca GuiaM M3KIFOYEHU OT U3MUTBAHETO. BCHUKKM MBXKe Ca MOydaBaju €KeJIHEBHO
no0aBku ¢ Kanuui (Hai-manko 1 000 mg) u Buramun D (mait-manko 800 IU).

[IppBHYHATa MpOMEHINBa 32 e(hUKACHOCT € MpoleHTHaTa npoMsaHa B BMD na siymGanaute
npenuieHn, e(pUKacHOCTTa 0 OTHOIIEHUE Ha QpakTypuTe He e olleHeHa. Prolia 3HaunMo yBennyapa
BMD Ha BcHuKM KIMHUYHO U3MEPEHH MecTa cIpsaMo Iuianedo Ha 12 mecena: ¢ 4,8% Ha mymOaaHuUTE
npeuuiend, ¢ 2,0% Ha o 6eapo, ¢ 2,2% Ha muiikara Ha pemypa, ¢ 2,3% Ha TpoxaHTepa Ha
6enpenara xoct u ¢ 0,9% na aucrannara 1/3 Ha paguyca (Bcuuku p < 0,05). Prolia yBenmuaa BMD
Ha JIyMOaJTHHUTE MPEIUIEHH CTIPSMO W3XOTHOTO HUBO TIpH 94,7% oT MBxeTe Ha 1-Ta roanHa.
3nauynrtenHo yBenuueHrne Ha BMD Ha mymOanHuTe npenuieHy, Ta3obeqpeHara craBa, IMiKaTa Ha
(deMypa u TpoxaHTepa Ha OejpeHaTa KOCT € HaboqaBaHo 10 6-us mecer (p < 0,0001).

KocTHa X1CTOI0THS IIpH JKEHU B MIOCTMEHONAy3a ¥ MBXKE C OCTE0II0p03a

KoctHaTa xucTo0THS € OlleHeHa TpH 62 KEHU B IOCTMEHOIIay3a ¢ 0CTEO0NoP03a HITH ¢ HICKa KOCTHA
IUTBTHOCT, KOUTO HE ca OWIIM JIEKYBaHH 32 OCTEOINOPO03a WK ca MPEMHUHAIH OT IpeIIecTBaINa
Tepanus ¢ aJICHAPOHAT KbM IMocieBaiia tepanus ¢ Prolia 3a mepuox ot 1-3 rogunu. [letaecer u
JIEBET KCHH Ca YIACTBAIM B MTOAM3IMUTBAHETO 3a KOCTHA Onorncus Ha 24-ust mecert (n = 41)

12



u/vm 84-ust Mmecerr (n = 22) OT pa3IIMPEHOTO MIPOYUYBAHE MPH JKEHU B IIOCTMEHOIIAY3a C OCTEOIIOpOo3a.
KocTHarta XUCTONOrMS € OLEHEHa ChILO U IpU 17 MBX&KE C OCTEONOpO3a ClIe]] €1Ha FOMHA JICUYEHUE C
Prolia. Pe3ynraTtute oT KOCTHUTE OMOIICHY ITOKA3BaT KOCTU C HOPMaJTHAa CTPYKTypa U Ka4ecTBo, 0e3
JAaHHM 33 JePEKTH B MUHEPATU3aAIUATa, 03 He3psiia KOCT Win (pudpo3a Ha KOCTHUS MO3BK.
XuctoMop(hoMeTpUIHHATE HAXOIKH B PA3IIMPEHOTO POYUIBaHE IIPH KEHHU B IIOCTMEHOTIAY3a C
OCTEOITOPO3a IMOKAa3BaT, Ye aHTUPE30pOTUBHUTE edekTh Ha Prolia, m3mMepeHn upe3 akTHBHpaHe Ha
YecToTaTa U CTEIEHTa Ha KOCTHO 00pa3yBaHe, ce 3ama3BaT ¢ TCUCHHUE Ha BPEMETO.

Knnununga edurkacHOCT 1 0€30IaCHOCT IPH MAIMEHTH ChC 3ary0a Ha KOCTHO BEILECTBO, CBBP3aHO C
OTHEMAHE Ha aHAPOrESHU

Eduracnoctra 1 6e30macHocTTa Ha Prolia, mpuiroskeHa BeIHBX Ha BCEKH 6 Mecera 3a IIepruo OT

3 TOAMHY € U3CIIeABaHA IPH MBKE C XUCTOJIOTUYHO JJOKa3aH HEMETACTATUYCH KapLIUHOM Ha
npocrarara, monyyasam ADT (1 468 mbxe Ha Bb3pacT 48-97 ronuHm), KOUTO Ca H3JI0KEHH Ha
MTOBHIIIEH PUCK OT (ppaxTypH (ompeaeneH karto > 70 rogunn, wim < 70 roguan ¢ BMD T-cxopose Ha
mymOaTHHTE TpenuIeH:, Ta300epeHaTa cTaBa Wiy muiikara Ha hemypa < -1,0 nnm aHamHe3a 3a
ocTeonopoTHuHa (hpaktypa). Bcuukn Mbxke eXeHEBHO ca MoTydyaBalii J00aBKa ¢ KaJUi
(mait-manko 1 000 mg) u Buramun D (Haii-manko 400 IU).

Prolia 3Haunmo yBennyapa BMD Ha BCHMUKM KITMHHYHO U3MEPEHH MECTa, B CPABHEHUE C I1Iaiebo 3a
nepuo oT 3 roaunu: ¢ 7,9% Ha mymOanHUTE NpenuieHH, ¢ 5,7% Ha Tazo0eapeHara craea, ¢ 4,9% Ha
muiikara Ha gemypa, ¢ 6,9% Ha TpoxaHTepa Ha OenpeHaTa KocT, ¢ 6,9% Ha qucranHaTa 1/3 Ha
pamuyca u ¢ 4,7% Ha 1su10TO Tsu10 (Bcruku p < 0,0001). B mpocniekTHBHO IIaHUPaH €KCILIOPATOPEH
aHaM3 3HaYnMMo yBenuueHre Ha BMD na mymOannurte npennienu, Tazo0eipeHaTa cTaBa, uiiKara Ha
(dheMypa u TpoxaHTepa Ha OepeHaTa KOCT ce HabmoqaBa 1 Mecer ciel HadaaHaTa 103a.

Prolia moka3pa 3Ha4MMO HaMmaJIsiBaHE Ha OTHOCUTEIIHUsI PUCK OT HOBH (DpakTypH Ha npenuieHuTe: 85%
(1,6% HamansiBaHe Ha aOCOMIOTHUS pUCK) 3a 1 roauna, 69% (2,2% HamansBaHe Ha AOCONIOTHUS PHUCK)
3a 2 ronuHu 1 62% (2,4% HamansiBane Ha aOCOMOTHUS pUCK) 3a 3 roauan (Bcwuku p < 0,01).

Knuanyna ed)I/IKaCHOCT 1 0€30I1aCHOCT IpHU TaIMECHTH CHC 33FV63 Ha KOCTHO BEMICCTBO, CBHP3aHO C
AJIOBAHTHA TCparuia C apoMaTra3cH I/IHXI/I6I/ITOD

EduxacHocrra n 6e3onacHocTTa Ha Prolia, mpuiiokeH BeIHBK Ha BCEKH 6 Mecela 3a 2 TOIWHH, ca
W3CIIe/IBAHN TIPH )KEHH C HEMETacTaTH4YeH KapIMHOM Ha MJIeYHaTa kje3a (252 keH! Ha Bb3pacT
35-84 ronuan) n u3xogaun BMD T-ckopose mexay —1,0 o —2,5 Ha mymOanHHUTE TpENUIeHH,
Ta300eIpeHara CTaBa WK NMiKaTa Ha 0epoTo. BCuuku xeHu exXeITHEBHO ca MoTyJaBalii J00aBKa ¢
kanuit (Haii-manko 1 000 mg) u Butamun D (Haii-manko 400 IU).

[IbpBUYHATA TpOMEHINBA 32 eUKAacHOCT € poMsiHa B miporieHTHTe Ha BMD Ha nmymOanHute
npenuieHn, epuKacHOCTTa 0 OTHOLIEHUE Ha pakTypuTe He e olleHeHa. Prolia 3HaunMo yBennyapa
BMD Ha BcHYKM KIMHUYHO U3MEPEHH MECTa, B CpaBHEHHUE ¢ Tuianedo 3a 2 rogunu: ¢ 7,6% Ha
mymOanHuTe npenuieHH, ¢ 4,7% Ha Tazo0eapeHaTa cTaBa, ¢ 3,6% Ha mmiikara Ha pemypa, ¢ 5,9% Ha
TpoxaHTepa Ha OepeHaTa Kocrt, ¢ 6,1% Ha nucrannata 1/3 Ha paguyca u ¢ 4,2% Ha ISUI0TO TS0
(Bcnuxu p < 0,0001).

JleyeHnne Ha 3arv6a Ha KOCTHO B€MIECCTBO, CBbpP3aHa CbC CUCTEMHA INIFOKOKOPTHKOWIHA TEPAITNA

Eduxacnocrra n 6e3onacHoctTa Ha Prolia ca uscnensanu npu 795 nauuentu (70% >xeHu u
30% mbke) Ha Bb3pacT oT 20 10 94 roguHm, IeKyBaHU ¢ > 7,5 mg AHEBHO MepopajicH MPeaHN30H
(WM HEeTOB €KBUBAJICHT).

[Ipoy4enu ca ABe NOAMOMYNALUK: IPOABIDKABALIH TTIIOKOKOPTUKOUIHA Tepanud (> 7,5 mg AHEBHO
TIPEIHU30H WM HETOB €KBHUBAJICHT 3a > 3 Mecela MpeIn BKIII0YBAHE B Ipoy4dBaHeTo; n = 505) u
3aroy4BaIy TIIIOKOKOPTUKONUIHA Tepanud (> 7,5 mg AHEBHO MPEAHU30H MIIN HETOB €KBUBAJICHT

< 3 Mecela npeny BKIIOYBaHE B poyuBaHeTo; n = 290). [lanuenTure ca pangommusupanu (1:1) na
moJrydaBat uin Prolia 60 mg moaKoKHO BEAHBXK Ha BCEKH 6 Mecella, WK IIepopajicH pu3eApoHar
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5 mg BeAHBK JHEBHO (aKTHBHA KOHTPOJIA) 3a 2 roanHH. [lalineHTHTe oTy9aBaT eKeIHEBHO T00aBKH
¢ xammmi (aaii-manko 1 000 mg) u Buramua D (Hait-manko 800 1U).

Egexm svpxy xocmnama munepanna nivmuocm (BMD)

B noanonysanusaTa, IpobiKaBalia rIFoKOKOPTHKOUIHA Tepanus, Prolia mokassa mo-roismMo
yBenmdeHnre Ha BMD nHa 1ym0anHuTe MpenuieHd, B cpaBHeHHe ¢ puzenpoHaT Ha | rogunHa (Prolia
3,6%, puseaponar 2,0%; p < 0,001) u Ha 2 ronunu (Prolia 4,5%, puszenponar 2,2%; p < 0,001). B
MOJIIOMYJIANKATA, 3a1I0YBaIlla TITIOKOKOPTHKOMIHA Tepanus, Prolia moka3Ba mo-roysiMo yBelUdeHHE
Ha BMD Ha n1ym0OanHuTe NMpenuieny, B cpaBHeHue ¢ puzeapoHaT Ha 1 roguna (Prolia 3,1%,
pusenponar 0,8%; p <0,001) u Ha 2 rogunu (Prolia 4,6%, puzenponar 1,5%; p <0,001).

OcgeH TOBa, Prolia moka3Ba 3HAYUTETHO MO-TOISIMO CPETHO MPOIEHTHO yBenmmdeHne Ha BMD ot
W3XOJHUTE CTOWHOCTH, B CPABHEHHUE C pU3EAPOHAT, Ha Ta3o0eIpeHaTa cTaBa, I1iiKkaTta Ha ¢pemMypa 1
TpoxaHTepa Ha OepeHaTa KocT.

[IpoydBaHeTO HE € ¢ MOIITHOCT 3a IEMOHCTPUpPaHe Ha pa3nuka rmpu (ppakrypute. Ha 1 roguna
YyecToTaTa Ha HOBa peHTreHorpadceka (Gpakrypa Ha IpeluIeHUuTe cpell ydyacTHUIuTe € 2,7%
(nenozymab) cupsmo 3,2% (puzeaponar). [Ipu yuacTHHIKTE YecToTaTa Ha HeBepTeOpaiHa (ppakTypa
e 4,3% (meno3ymab) cpsimo 2,5% (pusenponar). Ha 2 roquau ceotBeTHHTE CTOMHOCTH ca 4,1%
cupsiMo 5,8% 3a HOBH peHTreHorpadcku BepTeOpanuu Gpakrypu u 5,3% crpsimo 3,8% 3a
HeBepTeOpanau ¢ppaktypu. [loBedero ot PppakTypure ce HaOMOIABAT B TOATOMYIAIHATA,
MIPOABIDKABALIA C TITIOKOKOPTUKOUIHA TEParusl.

IlemaTpuuHa momynamnus

[IpoBeneno e mpoyuBane ¢ enHo pamo (aza Il 3a onenka Ha epukacHOCTTa, 6E30MACHOCTTA U
(hapMakOKMHETHKATA MIPH JIelia ¢ osteogenesis imperfecta Ha Bb3pact ot 2 1o 17 rogunu, 52,3% ot
MBXKH 11011, 88,2% ot Osutata paca. Q010 153 yyacTHHIM MEPBOHAYAIIHO MTOJTy4aBaT MOAKOXKHO (S.C.)
neHozymab 1 mg/kg mo makcumym ot 60 mg, Ha Bceku 6 Mecena 3a 36 mecena. lllectaecer yuacTHUIIN
MIpEMUHABAT Ha IPHJIaraHe Ha BCEKH 3 Mecela.

Ha mecen 12 npu npuiarane Ha BCeKH 3 Mecella, CpeJJHaTa NpOMsHA 110 METO/1a Ha Hail-MaJIKuTe
kBagpatH (LS) (ctangapthaa rpemka, SE) ot uzxonnoro HuBo Ha BMD Z-ckopoBere 3a TyMOamHus
cerMeHT Ha rppOHauHus cTh10 € 1,01 (0,12).

Hait-yectute HexxenaHu chbOUTHS, CHOOIIEHH MO BpeMe Ha MpUIaraHe Ha BCEKH 6 Mecela, ca
aptpairust (45,8%), Ooiika B kpaitnuk (37,9%), 6onka B rep0a (32,7%) u xunepxainuypus (32,0%).
XunepkalueMus ce ChoOIaBa 1o BpeMe Ha npuarane Ha Bceku 6 mecena (19%) u Bceku 3 Meceria
(36,7%). Cepno3nu HexenaHu crOuTHs Ha xunepkanmemus (13,3%) ce cpo0maBar mo BpeMe Ha
MpUjlaraHe Ha BCEKH 3 Mecela.

B pasmmpeno npoyusane (N = 75) cepno3nu HexenaHu cbOuTHs Ha xumepkaiuuemus (18,5%) ca
Ha0JI01aBaHM [0 BpeMe Ha IpUJIaraHe Ha BCEKH 3 Mecela.

Hpoy‘lBaHI/IHTa Ca MPEKPATCHU MPEIKACBPEMCHHO IMOPAaJAn Bb3HMKBAHC HA KMBOTO3aCTpalllaBalin
CHLOUTHUS U XOCIUTAIN3alH, AbJDKAIIKW CC Ha XUIICPKAJTIIUCMUS (B)K. TOYKa 42)

B e1HO MHOTOIIEHTPOBO, PaHJOMH3UPAHO, TBOWHOCIISIO, TJIae00-KOHTPOIUPAHO, MApAJICITHO-
IPYyNOBO NPOYYBaHe, NPOBEACHO NPpH 24 NeAUaTpUYHH HalMEHTH C TNIIOKOKOPTHKOUI-MHIYIUpaHa
OCTEO0I0po3a Ha BB3pacT OT 5 10 17 roAnHH, OIEHABAII0 NPOMSIHATA OT U3XOIHOTO HUBO Ha

BMD Z-ckopa 3a ;rymOaliHusi CETMEHT Ha IpbhOHAYHUS CTHI0, O€30macHOCTTa ¥ e(hUKACHOCTTA HE ca
yCTaHOBEHH U ciienoBarenHo Prolia He TpsOBa Aa ce U3Mo3Ba 3a TOBA MOKAa3aHUE

EBpomeiickara areHmums 1Mo JiekapcTBara 0CBOOOXKIaBa OT 33 IBDKCHHETO 3a IIPEIOCTaBsIHE Ha

PEIYITATUTE OT IPOYyUBAHUATA C Prolia BB BCHUKH MOATPYIIN Ha NeJuaTpruviHaTa 1rnomnyjaanus 3a
JICYCHHUC Ha 3ary6a Ha KOCTHO BCHICCTBO, CBbP3aHO C abnaTuBHA TCparusA C 1MoJioBU XOPMOHH U B
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MOJI'PYITH Ha TIeJIaTPUIHATA MOITyJIAIMs Ha Bh3PACT MMOJT 2 TOJAWHH 3a JICYCHUE Ha OCTEOI0po3a.
Bmxre Touka 4.2 3a mHGOpMaHI OTHOCHO yIoTpeda B TIeANATPHSITA.

5.2 ®apmMakoKMHETHYHM CBOIicTBA

AOGcopOrus

Crnen monkoXXHO TpritokeHne Ha mo3a 1,0 mg/kg, kosto choTBeTCTBA Ha paspemieHara go3a 60 mg,
excrio3unusTa Ha 6azara Ha AUC e 78%, B cpaBHeHHE C HHTPaBEHO3HO MPHIIOKEHUE TIPU CHIOTO
71030BO HUBO. [Ipy moKoKHO npuiiokeHne Ha 60 mg, MaKCUMalTHU CEpYMHU KOHIIEHTPALUH Ha
neHo3yMao (Cmax) 6 pg/ml (rpanunu 1-17 pg/ml) ce nocturat 3a 10 qau (rpanunm 2-28 qHu).

Buorpanchopmarnus

Kato ecrecTBeH UMyHOITIO0YJIMH, 1€HO3yMa0 ChABPXKA CAMO AMUHOKHUCEJIMHH U BbIVIEXUAPATH U €
MAaJIKO BEpOSATHO /1a Ob/ie EMTUMHHUPAH Upe3 YepHOAPOOeH MeTabonn3bM. O4akBa ce HETOBUAT
MeTa0OJIM3bM M eNMMUHHUPAHE J1a CIeIBaT IbTHIIATA Ha KIUPHHC HA UIMYHOTJIO0YJIMHUTE, BOACIIN 10
pasrpakaaHe 10 MaJIKM NEeNTHAN U OTAeTHH aMUHOKUCEIHHU.

EnuMunupane

Crnen Ciax, CEpyMHUTE HUBA HAMAJISIBAT C MTOMYXXHUBOT 26 AHU (rpaHuuu 6-52 nHM), 32 IEPHOA OT
3 mecena (rpanunu 1,5-4,5 mecena). [Ipu netnecer u Tpu mpouenta (53%) ot nmanuentute, 6 Mecena
clles] TocyeHaTa J103a, HiMa U3MEPUMH KOJIMYECTBa AeH03yMa0.

[Ipu MHOTOKPATHO MOAKOXKHO MIpHUIIOKeHNe Ha 60 mg BeTHBK Ha BCEKH 6 Mecela, He ce HaOIro/1aBa
KyMYyJIMpaHe WIX TIPOMsHA BbB (DapMaKOKMHETHUKATa Ha ICHO3yMad BbB BPEMETO.
dapMakOKMHETHKATa Ha ICHO3YMald HE Ce MOBJIMsIBA OT 00pa3yBaHETO HAa CBhP3BAIM aHTHTENA C
JIeHO3yMab U € CXOJTHA TIPU MBXKe U xeHH. Br3pactra (28-87 roannn), pacara u ctaius Ha
3a001sBaHeTO (HUCKAa KOCTHA Maca WIM OCTEOTOPO3a, KapIIMHOM Ha TIpocTaTaTa Wiid Ha MJIeUHATa
JKJIe3a) He MOKa3BaT 3HAYMMO Bb3/ICUCTBUE BbPXY (hapMaKOKMHETHKATA Ha JCHO3yMa0.

HabnronaBa ce TeHICHIUS 32 BPb3Ka MEX/Y MO-BHCOKOTO TEJIECHO TETJIO U MO-HUCKATA CKCIIO3UIINS,
0asupana Ha AUC U Cmax. Ta3u TenieHns obave, He € OTYSTEHA KaTO KIIMHUYHO 3HAYMMa, Thil KaTo
(bapMakoTUHAMUYHUTE eeKTH, Oa3UPAHU HA MAPKEPUTE 33 KOCTEH OOMEH W yBeln4eHnueTo Ha BMD
ca MOCTOSIHHY B IIIMPOKU TPAHUIIM HA TEIECHOTO TETJIO.

JInHeHOCT/HENMHEWHOCT

B npoyuBanus 3a onpeziensiHe Ha 103ara, IeH03yMal 1oKa3Ba HeJIMHEHHa, 10303aBUCHMa
q)apMaKOKI/IHeTI/IKa, C IMO-HUCBHK KIIMPBHC MPU MMO-BUCOKU JO3U WM KOHUCHTpaUuu, HO
NPUOIM3UTETHO MPOIIOPIIMOHAITHO Ha J103aTa MOBUILIABAHE HA EKCIIO3ULUSATA TIPH 103K 0T 60 mg n
M0-BHCOKH.

B’B6DG‘IHO YBPCXKAAHE

[pu npoyuBaHe ¢ 55 manyeHTy ¢ paznyHa cTereH Ha 0bOpeyHa QyHKINS, BKIFOYUTEIHO U MAIUSHTH
Ha JIMann3a, CTeNeHTa Ha ObOpEeYHO yBpexk1aHe He MOBIHsIBa ()apMaKOKMHETHKATa Ha JIEHO3yMal.

YepHoapoOHO YBpeXKIaHe

He e nmpoBexaaHo KOHKPETHO MPOYYBaHE MPU MAUEHTH C YepHOAPOOHO yBpexkaaHe. Karo mso
MOHOKJIOHAJTHUTE aHTHTEJ A HE CE€ SITMMHHUPAT MOCPEICTBOM YepHOApoOeH MeTabonmm3bM. He ce
odJakBa apMaKOKMHETHKATa Ha eH03yMal Ja ObJie MOBIUSHA OT YEPHOAPOOHO YBPEKIaHE.
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IlenuarpuyHa momyJamms

Prolia He TpsiOBa na ce M3MOI3BA P MEIUATPUIHH MOMYIauu (BK. Touku 4.2 u 5.1).

B mpoyuBane ¢aza Il nmpu nennaTpuyan MauedTu ¢ osteogenesis imperfecta (N = 153)
MaKCUMAaJTHUTE CEPYMHH KOHIICHTpAIIMU Ha JieHo3yMab ca HaOmroiaBanu Ha JicH 10 B paMKuTe Ha
BCUYKH Bb3pacToBM rpynu. [Ipu mpunarane Ha Bceku 3 Mecella M Ha BCEKU 6 Mecela ce HaOJr/1aBa,
4e CpPeJHUTE CEPYMHHU Hal-HUCKY KOHIICHTPAIIMH Ha IEHO3yMal ca TO-BHCOKH IPH Jiella Ha Bb3pacT
ot 11 mo 17 roguawm, a Aemata Ha BB3PACT OT 2 10 6 TOIWHU Ca C HAM-HUCKUTE CPEAHHN HAM-HUCKH
KOHIICHTPAITUH.

5.3 IlpenkJuHUYHH JAHHHU 32 0€30MACHOCT

B npoy4BaHus 3a TOKCHYHOCT MPU STHOKPATHO M MHOTOKPATHO NIpUJIaraHe MpH JIbJIF00HaIaTH
Makany, 1031 aeHo3ymao, Bogentu 10 100 - 150 mbTH mo-roisiMa cHCTEMHA €KCIIO3UITUS OT
MPENopPbhUUTETHATA JI03a TIPU X0pa, HAMAT e(PeKT BbpXY ChpJCUHO-ChA0BaTa (YU3UOIOTH,
q)epTI/IJII/ITCTa HpI/I MBKXKHUTEC UJIN )KCHCKUTEC U HC ITOKA3BaT CHeHI/I(bI/I‘-IHa TOKCHYHOCT 3a TapFeTHI/I
OpraHH.

CTaHI[apTHI/ITC TCCTOBC 3a U3CJICABAHC HA T'CHOTOKCUYHHA ITIOTCHIIMA Ha ILCHO3YM36 HEC Ca OLICHsBAHH,
ThU KaTO TaKUBa TCCTOBE HE ca IIPUWJIOKHUMU IIPH Ta3u MOJICKYJIA. Bcee IaK, rnopagu €CT€CTBOTO My €
MAaJIKO BEPOATHO neHo3yMa6 Ja MMa HJAKaKbB ITOTCHIHAJ 34 TCHOTOKCHUYHOCT.

KapHI/IHOFCHHI/IﬂT IIOTCHIIMAJI Ha I[CHO3YM36 HE € OLCHABAH IIPU ABJITOCPOYHHA MTPOYUIBAHUA IIPU
JKUBOTHH.

[Tpu npeaxnmuHIYHA TpOoy4BaHus, mpoBeneHu npu knockout mummku 6e3 RANK mmn RANKL e
Ha0Jr01aBaHO HAapyIIeHUe Ha 0Opa3yBaHeTo Ha IMM(HHU BB3IU BbB (eTyca. HabmonaBana e cbuio
JIMIICA Ha JIAaKTallus, B pe3yJITaT Ha MOATUCKAaHE Ha Ch3PSIBAHETO HA MIIEYHATA JKJie3a
(J100yI10-a7IBEOJIAPHOTO Pa3BUTHE HA JKjIe3aTa Mo BpeMe Ha OpeMeHHOocTTa) ipu knockout muriiku 6e3
RANK wmmm RANKL.

[Ipu npoyuBaHe NpH ABITOONAIIATH MAKaIll, HA KOUTO € IPWIOXKEH JeHO3yMal Mo BpeMe Ha
nepuo/ia, EKBUBAIGHTEH Ha ITBPBHsSI TpUMECTBP Ha OpemenHocTTa, ipu AUC excriozunmu 10 99 mbTi
MO-BUCOKH OT J103ata npH xopa (60 mg Ha Bceku 6 Mecena), HIMa JaHHU 3a yBpEXXIaHe Ha Maikara
nnu ¢peryca. GetanHute TUMQPHU BB3JIM HE Ca U3CJICABAHU MIPH TOBA IPOYYBaHE.

[Ipu apyro npoyduBaHe MpH ABJITOONANIATH MaKaIl, Ha KOUTO € TIPUIIOKEH JeH03yMal 1o BpeMe Ha
opemennoct npu AUC ekcrio3uuny, 119 mbTr 0-BHCOKH OT A03aTa mpu xopa (60 mg Ha Bcekn

6 Mecera), € IMaJo MOBHILIABaHE HA MBPTBUTE PaXkJIaHUS U MMOCTHATAIHATA CMBPTHOCT; HapYyIIEeH
KOCTEH pacTex, BOJIEILl 10 HaMaJIeHa 3[jpaBUHa Ha KOCTUTE, IIOHM)KEHA XEMaTOI0e3a U HeNPaBUIIHO
noJpexaHe Ha 3p0uTe; Nurca Ha nepudepHu TMMGHN BB3IH 1 3a0aBeH HeoHaTajleH pacTex. He e
YCTaHOBEHO HHBO, IIPH KOETO HE ce HaOJII0aBaT HeXeJaH! PEaKIK M0 OTHOLIEHHE Ha
penponykuusta. llect mecena ciien paxkaaHeTo, IPOMEHUTE CBbP3aHU C KOCTUTE ca IIOKa3aju
00paTHO pa3BUTHE U HE € HaOIronaBaH e(eKT BbPXy NOHUKBAHETO Ha 3b0uTe. EdexTure BHpXy
nuMQHUTE BB3JIM U HEPABIIIHOTO NMOJPEXKIaHe Ha 3p0HUTe 00ade nepcrucTupaT U € HabJro1aBaHa
MUHUMAJTHA JI0 YMEpEeHa MUHEPAIU3alysa B MHOTO ThKaHH IIPH €THO )KHUBOTHO (BPB3Ka C JIEUEHUETO HE
¢ ycraHoBeHa). Hsima jqanHu 3a yBpekaHe Ha MaiiKaTa Mpey pakKIaHeTo; HeXellaH! e)eKTH TpU
MalikaTa Bb3HMKBAT HEUECTO 110 BpEME Ha paxk1aHeTo. Pa3BuTreTo Ha MaliuMHaTa MJIEYHA XKJIe3a €
HOPMAJIHO.

[Tpu npeAKITMHUYHKUTE MPOYYBAHUS 3a KAUECTBO HA KOCTUTE MPU MaliMYHH Ha TPOIBIDKATEITHO
JICUEHHE C JICHO3yMal, HaMaJsIBAHETO Ha KOCTHUSI OOMEH ce CBhP3Ba C TIOBUINIABAHE HA 3[[paBUHATA HA
KOCTUTE U C HOPMaJIHa KOCTHA XUCTOJIOTUA. KaHHI/IeBI/ITe HHUBaA Ca BpCMCHHO HaMaJICHU, 4 HUBAaTa Ha
NapaTUPEOUTHUS XOPMOH €2 BPEMEHHO YBEJIMYECHU NP MAalIMyHH C OBAPUEKTOMMUSL, JIEKYBAHHU C
JICHO3yMa0.
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[Ipu MBKKH MHIIKH, TeHHO Moaeiaupanu aa ekcrpecupaT huRANKL (knock-in Muinku), KOuTo ca
MTO/ITIOKEHH Ha TPAaHCKOPTUKATHA (hpaKTypa, JeHo3ymMad 3a0aBsi OTCTPaHSIBAHETO HA XPYIIsIA H
pEMO/JISITUPaHETO Ha Kalyca Ha (ppakTypaTa, B CpaBHEHUE C KOHTPOJIM, HO OMOMEXaHWYHATA 3IpaBUHA
He e Omyia 3acerHaTa HeOIaronpusITHO.

Knockout mumku (Bxk. Touka 4.6) 6e3 RANK mimn RANKL nemMoHCTpHpaT HaMalleHO TEJIECHO TETJIO,
MTOHIKEH KOCTEH PACTEXK U JIUTICA Ha MpoOUB Ha 350u. [Ipy HOBOPOACHU TUTEXOBE, HHXMOUPAHETO Ha
RANKL (umenTa Ha TepanusiTa ¢ 1eHO3yMal) ¢ BUCOKH JTO3U OCTEONPOTETEPHH, CBBhp3aH ¢ Fc
(OPG-Fc), ce acormuupa ¢ HHXHOMpaHe Ha KOCTHHS pacTex U mpodusa Ha 3601. Te3n mpoMeHu ca
OWJIM YaCTUYHO OOpaTHMHM IIPU TO3M MOJIEN CIIe/ MpeKpaTsaBaHe Ha mpriokeHueto Ha RANKL
naxubuTopu. [logpacTBany npumMaTu, Ha KOUTO € IpuiaraH JieHo3ymao 27 u 150 mbtu Hax
knmangHaTa excro3unus (10 u 50 mg/kg Ha n03a), IMaT HapyIIeHHe B pacTeKHUTE TIo4Kku. [lopamn
TOBA JICYCHUETO C JICHO3yMa0 MOXKe JIa HAPYIITU KOCTHUS PACTEK NIPHU JICIia C OTBOPEHHU PACTSIKHU
IJIOYKW M MOXKE Jla TOTHCHE TpOoOrBa Ha 3p0UTE.

6. OPAPMALEBTUYHHU JAHHHU

6.1 ChnucbK Ha IOMOLIHUTE BellleCTBa

Jlenena oueTHa KucenuHa*

Hatpues xunpokcun (3a kopekius va pH)*

Copouron (E420)

[Monucopbar 20

Bopa 3a nnxexkuuu

* [Ipu cMecBaHe Ha JieJieHa OIIeTHA KHCEIMHA C HaTPHEB XUIPOKCH ce 00pa3yBa arieTareH oydep

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha MpoyYBaHMS 32 HECHBMECTHMOCTH TO3M JIEKapCTBEH MPOIYKT HE TPIOBa Ja ce CMECBa C
JIPYTH JEKapCTBEHH MPOIYKTH.

6.3 Cpoxk Ha rogHoCT

4 roauHN

Cren KaTo ce u3Bajy OT XJIaIMITHKKA, Prolia Moyke /1a ce chXpaHsBa Ha CTaiiHa TeMIrepaTypa

(mo 25 °C) nmo 30 nHM B OpUTHHAIHATA KAPTOHEHA OMaKkoBKa. TpsiOBa j1a ce M3M0JI3Ba B paMKHUTE Ha
T03u 30-AHEBEH NEPUO.

6.4 ChoenuajHu ycJI0BHS HA CbXpaHeHUe

Ja ce cpxpanssa B xnaamiHUK (2°C — 8°C).

a He ce 3ampa3siBa.

CoxpaHsBaliTe peIBapUTEITHO HATBITHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMIAKOBKA, 32 J1a CE
Mperasy OT CBETIINHA.

6.5 Buau chabp:KaHUHe HA ONIAKOBKATA

Enna ml pa3tBOp B IpeBapUTEIHO HAITBITHEHA CIIPHHIIOBKA 32 €THOKpPATHA YIIOTpeda OT CTHKIIO
Tt | ¢ urna ot HepBKAaeMa ctomana pasmep 27G, ¢ uinm 0e3 mpeana3uTell Ha UIiiaTa.

OnakoBKa C e/THa MPEJABAPUTEITHO HATBITHEHA CITPUHIIOBKA B OJUcTep (IIpeIBapUTEIHO HAIThITHEHA
CIPUHIIOBKA ChC WIIM 0€3 MpeAna3uTel Ha Uriiata) wid 0e3 oymctep (caMo mpeaBapuTeIHO HaITbIHEHA

CIIPUHIIOBKA 0€3 Tpe/IIa3uTell Ha uriaTa).

He Bcuuku BUIOBE OIIAKOBKK MOTrat Ja ObJAT MyCHATH B IPOAaKoa.
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6.6 ChenuajHu NpeaNa3Hu MePKH MPH U3XBBPJIsiHE H padoTa

. [Ipenan npunoxkeHne, pa3TBOPHT TpsiOBa 1a ce mpoBepHu. He nmkekTupaiite pa3TBopa, ako
ChAbPIKA YaCTUIM WIK € MBTEH, WK C TIPOMEHEH IIBSAT.

. He paszxiamarire.

. 3a na ce nu3berne TUCKOMGOPT Ha MSACTOTO Ha WHXKEKTHPaHEe, OCTABETE MPEABAPUTEITHO

HaITbJIHEHATa CIIPUHIIOBKA J1a JOCTHTHE cTaiiHa TeMrieparypa (1o 25°C) npenn WHXEKTHpaHe U
HHKEKTHpaiTe OaBHO.
. Nmxektupaiite 1510TO ChIbPKAHUE HA TPEIBAPUTEITHO HATBIIHEHATA CIIPUHIIOBKA.

HewnsmomsBanuAT ekapcTBEH MPOIYKT WM OTHAIFYHATE MaTEPHAIN OT HETO TPSIOBA /1a C€ U3XBBPIISAT
B CHOTBETCTBHE C MECTHUTE M3MCKBAHMS.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

Hunepnannus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/10/618/001

EU/1/10/618/002
EU/1/10/618/003

9. JATA HA IT'bPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[Jata Ha mepBo paspemaBane: 26 mait 2010 r
Jara Ha nocnenHo nogHoBsiBane: 16 auyapu 2020 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Toapo6Ha mHGOpPMAIKS 3a TO3U JEKAPCTBEH MPOAYKT € MPeaocTaBeHa Ha yebcalita Ha EBporefickara
areHIus 1o JiekapcTraTa https://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

MPOU3BOJUTEJIN HA BUOJIOTHYHO AKTUBHOTO
BEIECTBO U IMPOU3BOJUTEJIN, OTTOBOPHMU 3A
OCBOBOKJABAHE HA APTUIU

YCJIOBUSA NI OTPAHUYEHMUS 3A IOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUS N UBUCKBAHUSA HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEEA HA JJEKAPCTBEHMSI
MPOJIYKT

19



A.  HPOU3BOAUTEJIN HA BUOJIOT'MYHO AKTUBHOTO BEIIECTBO 1
IMPOU3BOJUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTHU/ A

HMe u aapec Ha IPOU3BOJUTCINTE Ha OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Amgen Singapore Manufacturing
1 Tuas View Drive
Cunramyp 637026

Immunex Rhode Island Corporation
40 Technology Way

West Greenwich

Rhode Island, 02817

CAIIL

HMe 1 agjpec Ha IPOU3BOAUTEINTE, OTTOBOPHU 3a OCBOOOK/IaBaHE HA HAPTUIUTE

Amgen Europe B.V.
Minervum 7061

4817 ZK Breda
Hunepnannus

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

Hpnanausa

Amgen NV

Telecomlaan 5-7

1831 Diegem

benrus

[NeyaTHaTa JIMCTOBKA Ha JIGKAPCTBEHUSI IPOJAYKT TPsIOBa Jia ChABPIKA UMETO U ajpeca Ha
MTPOM3BOAMTES, OTTOBOPEH 32 OCBOOOKIABAHETO HAa CHOTBETHATA MApPTH/IA.

b. YCJI0OBUSA WJIN OI'PAHUYEHUSA 3A 1OCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOLYKT CE OTIIyCKA IO JIEKAPCKO MPEIIICaHue.

B. JPYI'U YCJIOBUS U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IepuoguyHy aKTyaJu3upaHu Qokjaaau 3a oezonacuoct (IIALB)

WzuckBanwusrta 3a nonasane Ha [1AJIb 3a To3u JlekapcTBEH MPOAYKT ca MOCOYSHH B CITUCHKA C
pedepentaute natu Ha Epponetickus c¢bio3 (EURD criuchk), npeasuaes B wi. 1078, an. 7 ot

Hupextrea 2001/83/EO, 1 BB BCHUKH CIIEBAIIN aKTyalTU3aliH, yOJUKYBaHU Ha €BPOIIEHCKUS
yeOropTai 3a JeKapcTBa.
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.  YCJIOBUs NJIIM OT'PAHUYEHUSA 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOJAYKT

. Ilnan 3a ynpaJjienue Ha pucka (ITYP)

[IpurexarensT Ha pa3pemnennero 3a ynorpeda (IIPY) tpsdsa na u3BbpIBa H3UCKBAaHUTE AEHHOCTH U
NeHCTBUS, CBBP3aHU C TIPOCIIeasIBaHe Ha JIeKapCcTBeHaTa 0€30MacHOCT, TOCOYeHH B ofgo0peHus [1VP,
npencrased B Mozyn 1.8.2 Ha pa3penieHneTo 3a ynorpeda, KakTo U BbB BCHUKH CJICABALIA 0J00pEHH
aktyanusauuu Ha ITYP.

Axryanmsupan [IYP Tpsa6Ba na ce monasa:

. 1o uckane Ha EBpornelickaTta areHIuys 1o jJekapcTBara;

. BHHATH, KOTAaTO C€ U3MEHS CHCTeMaTa 3a yIpaBJeHne Ha PUCKa, OCOOEHO B Pe3yiTar Ha
noJly4aBaHe Ha HOBa MH(OpMaIus, KOSTO MOXKe Aa AOBEAE A0 3HAYMMHU IIPOMEHH B
CHOTHOIIEHHUETO TOJI3a-PHCK, WK CJIel JOCTUTaHe Ha BayKeH eTan (BbB BPb3Ka C MIPOCIEIIBaHe
Ha JIeKapcTBeHaTa 0e30MacHOCT WU CBEXKJIaHEe Ha PUCKA 0 MUHUMYM).

° I[OH"I)JIHI/ITCJIHI/I MEPKHU 3a CBCKIAHEC HA PUCKA 10 MUHUMYM

Ha nexapuTe, npenmucsamu Prolia, me 6b1aT Npea0CcTaBeHH HATTOMHSIIY KapTH Ha MAIlUeHTA
OTHOCHO OcTeoHeKpo3a Ha uentoctTa (OHY) ¢ ob1ia nHpopMaIus 3a 1eITa Ha HaITOMHSIIATa KapTa Ha
MaIMeHTa U yKka3aHus Ja ObJie JaieHa Ha MaIeHTHUTE.

HaHOMHﬂHIaTa KapTa Ha ManueHTa 1€ HAallOMHA Ha MallUCHTUTC 3a BaKHaTa I/IH(bOpMaHI/IH OTHOCHO
0e30macHOCTTa, KOSITO TPSAOBa Jja UMaT MPEABH/I IPEIU U IO BpEME Ha JICYEHUETO ¢ IeHO3yMad
(Prolia) - mmxeknmy 3a 0cTeONopo3a 1 3aryda Ha KOCTHO BEIIECTBO, 2 UMEHHO:

o pHCKa OT OCTEOHEKPO3a Ha YEIIFOCTTA 110 BpeMe Ha jieueHue ¢ Prolia;

o HEo0XO0IMMOCTTA Jia ChOOII[ABAT 32 BCHYKH MPOOJIEMH C ycTaTa Wik 3b0MTe Ha TEXHHUTE
JIeKapH/MEeTUIIMHCKH CECTPH NPE/IU 3aII0YBaHE HA JICYCHUE;

o HEeo0XO0MMOCTTa OT TapaHTHPaHe Ha 100pa yCTHAa XUTHEHa 110 BpeMe Ha JICYEHHETO;

. HEOO0XOIMMOCTTa J1a HH(QOPMHpAT TEXHHsI 3b00JIeKap 3a JiedeHueTo ¢ Prolia 1 j1a ce cBbpKart ¢
TEXHUsI JIeKap U 3600JIeKap, aKo Bb3HUKHAT MMPOOJIEMH C ycTaTa WK 3b0HTe 110 BpeMe Ha
JICYCHHUETO.

HamoMusmara kapra Ha narueHTa me Ob/1e 10CTaBeHa 10 1olaTa U Ha MPEIMCBALINTE JeKapH II1e
OBb/IaT IpeI0CTaBEeH! JaHHM 32 KOHTAKT MPHU HY’XKJIa OT JIOCTaBKa Ha JIOITBIHUTEIIHH KOIUS Ha KapTrara.
Hsxon HallMOHAJIHU IIJIAHOBC 1€ BKJIIOYBAT NPCAOCTAaBAIHECTO HAa HAITOMHANIATa KapTa Ha MalfluCHTa
Ype3 yeOcalT U TO3M MOAX0 MOKE Jia ObJie pa3lIMpeH B ObIele.
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MNNPUJIOKEHUE III

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

KAPTOHEHA KYTHUS HA ITIPEIBAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Prolia 60 mg nHXeKInoHeH pa3TBOpP B MPEABAPUTEITHO HATBIIHEHA CIIPHHIIOBKA
JIeHo3yMab

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

1 ml mpeaBapuTeHO HATBIIHEHA CIPUHIIOBKA, ChIbpxamma 60 mg neHozymad (60 mg/ml).

3. CIIUCBK HA IOMOIIIHUTE BELLIECTBA

Jlenena onerHa KucenuHa, HaTpUEB XUApokcu, copouron (E420), momucopdar 20, Boxa 3a
WHXEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

NHxeKMOoHEH pa3TBoOp
Enna npenBapuTeHO HAITbJIHEHA CIIPUHIIOBKA C ABTOMATHYEH IIPEANIAa3UTENl Ha UIJlaTa.
Enna mpenBapuTenHO HAITBIHEHA CIIPUHIIOBKA.

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[NonkoXHO TpUIIOKEHHE.

Baxno: npenu paboTa c mpeIBapuUTEITHO HAITBITHEHATA CIIPUHIIOBKA MPOYETETE JIMCTOBKATA.
a He ce pasknamia.

[penu ymoTpeba mpoyereTe JINCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEITA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKJIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:
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‘ 9. CIHIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIaAWITHUK.

a He ce 3ampassiBa.

CobxpansBaiiTe IpeIBApUTEIIHO HAITBJIHCHATA CITPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a J1a Ce
npeAnasy OT CBETIHHA.

10. CIHENUWAJIHM IPEAITIA3HU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/10/618/001 1 mpeaBapuTeIHO HAITbJIHEHA CIIPHUHIIOBKA (B OIHCTED)

EU/1/10/618/002 1 npeaBapuTeIHO HAIbIHEHA CIPUHIIOBKA (0e3 OnmcTep)

EU/1/10/618/003 1 npeaBapuTenHO HAbIHEHA CIPUHIIOBKA C aBTOMAaTHYEH NPEANa3uTell Ha Uriara
(B OmucTep)

13. TNAPTHIEH HOMEP

[aptuaen Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMA HA BPAHJIOBA A3BYKA

Prolia

‘ 17. YHMKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/J

JByn3MepeH 0apKoj ¢ BKIIOYSH YHUKAICH HICHTU(OUKATOD
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‘ 18. YHMKAJIEH WJIEHTH®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

HNPEIABAPUTEJIHO HAITBJIHEHA CITPUHLHOBKA B BJIMCTEP

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

Prolia 60 mg nmxekuus
JICHO3yMao

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHHMETO 3A YIIOTPEBA

Amgen Europe B.V.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4. IHAPTUJEH HOMEP

[aptunen Ne

5.  JPYIO

S.C.
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EANVHNYHHU
II'bPBUYHH OITAKOBKH

ETUKET HA IIPEJIBAPUTEJIHO HAITBJIHEHA CITPUHIHOBKA (BE3 BJIMCTEP)

1. HUME HA JIEKAPCTBEHUS NPOAYKT U I'BbT(MIIA) HA BBBEXKJIAHE

Prolia 60 mg nmxexkuus
denosumab
s.C.

‘ 2. HAYYH HA ITPUJIOKEHUE

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

EXP

4. HAPTUJAEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHULIN

1 ml

6. JIPYTO
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EANVHNYHHU
II'bPBUYHH OITAKOBKH

ETUKET HA TIPEJABAPUTEJ/JIHO HAITBJIHEHA CITPUHIIOBKA CBHC UJIU BE3
IPEJITABUTEJI HA UTJIATA (B BJIMCTEP)

‘ 1. HUME HA JIEKAPCTBEHMUSA NPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Prolia 60 mg
denosumab
s.C.

‘ 2. HAYMYH HA ITIPUJIOKEHHUE

‘ 3. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

S. CBABPKAHUE KATO MACA, OBEM WJIN EJUHULIN

1 ml

6. JIPYTO
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HAINIOMHSAII TEKCT 3A KAPTA (Bk/II0YEH B OIAKOBKATA)

Prolia 60 mg nmxekuus
JICHO3yMao

s.C.
CrnenBaia MHXeKLus cief 6 Mecena:
M3nom3Baiite Prolia TonkoBa biro0, KOJKOTO € ONpeaeii Bamusr nexap

Amgen Europe B.V.
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b. IUCTOBKA
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JIncroBka: nngopmanusi 3a noTpeduTENS

Prolia 60 mg nH:keKIMOHEH Pa3TBOP B MPeBAPUTETHO HAITBJIHEHA CIIPMHI0OBKA
neHo3ymao (denosumab)

IIpoyereTe BHUMATEIHO LAIATA JUCTOBKA MPEAH 1A 3alI0YHETE 14 H3I10J13BaTe TOBA JIEKapCTBO,

Thil KaTO TH CbAbPsKa BaxkHa 3a Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MOXKe 1a ce HAJIOKH Jia 1 IPOYETEeTe OTHOBO.

- AKO “MaTe HJIKaKBY JIONBJIHUTEIHN BBIIPOCH, onUTaiiTe Bamus nexap win GpapmanesT.

- ToBa sekapcTBO € npeanucaHo au4Ho Ha Bac. He ro npeorcrenBalite Ha qpyru xopa. To Moxe
Jla UM HaBpeIH, He3aBHCHUMO Y€ TIPU3HALMTE HAa TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bamure.

- AKO 1onyunTe HIKaKBH HEXEJIaHU peakiuu, yBenomere Bammus nekap nnu dapmanest. Tosa
BKJIKOYBA U BCUYKHU Bb3MOXKHU HEXKEJIAHU PEAKL[UHU, HEOIIUCAHU B Ta3U JIUCTOBKA. Buxre
TouKa 4.

- Bammsar nekap me Bu nane HanoMHsIIa KapTa 3a NalUEHTa, ChAbPIKAIA BaXKHA HH(DOPMAIH
BBB BPb3Ka C 0€30I1aCHOCTTA, C KOATO TPSAOBA Aa ce 3all03HaeTe MPEIH U 110 BpeMe Ha
neuenunero Bu ¢ Prolia.

KakBo cbabpika Ta3u JJUCTOBKA

Kakso npencrasnsiBa Prolia 1 3a kakBo ce U3Moi13Ba

Kakso Tpsi6Ba ia 3Haere, nmpeau ga usnonssate Prolia

Kak na n3nonszate Prolia

BB3MOXHU HEXKETaHU PEAKLIUU

Kak na cpxpansiare Prolia

CobrpprkaHre Ha OTIAKOBKATa M JOITBIHUTEIHA HHPOpMALUs

AN o e

1. Kaxkso npeacraBiassa Prolia n 3a kakBo ce u3nosia3sa
KakBo npencrasasia Prolia n kak aeiicra

Prolia ceapprka neHo3ymad, OenThk (MOHOKIIOHATHO aHTHUTSIIO), KOWTO C€ HaMecBa B JICHCTBUETO Ha
Ipyr OeNThK, 3a J1a JIeKyBa 3ary0ara Ha KOCTHO BEIIECTBO U ocTeornopo3ata. Jledenuero ¢ Prolia
MPaBH KOCTUTE MO-3/IPaBH U MO-MAJIKO MOJIATIMBY Ha CUYIIBaHE.

Kocrtra € >xuBa ThKaH 1 HCIIPEKBCHATO CC BH300HOBSBA. XOpMOH’BT C€CTPOI'CH IIoMara KOCTUTE Aa ca
3ApaBu. Cnez[ MCHOIIay3aTa, HUBaTa Ha CCTPOrCH Nnaaar, B p€3yJITaT Ha KOCTO KOCTUTEC MOXKE Jia CTaHaT
cnabu u YYyIIJIMBU. ToBa BIIOCJICACTBHUE MOKE Oa JOBEAC 1O CbCTOAHUC, HAPCUYCHO OCTCOIIOPO3a.
OCTeOHOpO3a MOXKE J1a C€ NIOABU U IPU MBIKCTC MOPaan peanla NpUIruHN, BKIIFOYUTCIIHO OCTAPABAHE
H/VIM HUCKO HUBO Ha MEBKKUS XOPMOH TECTOCTEPOH. Tsa moxe Jla C€ MOABU U ITPU MaIUCHTH,
TmoJrydaBaliy IJIFOKOKOPTUKON/IH. MHsoro ManUeHTH C OCTCONOpPO3a HAMAT CUMIITOMU, HO BLIIPCKHU
TOBa Ca NMOMJIOKCHU HA PUCK OT CUYIIBAHC Ha KOCTHUTEC, 0co0eHO Ha rp1,6HaKa, T8,3066,Z[p6HI/IT€ KOCTH U
KHUTKHUTC.

XI/IpypI‘ WYHHU OIICpallyv WIH JICKAPCTBA, KOUTO CIUPAT NPOAYKIHATA HAa CCTPOTCH UJIN TECTOCTCPOH,
H3MO0JI3BAHU 34 JICUCHUC Ha MAIllMCHTHU C paK Ha I'bpJaTa WJIX paK Ha IpoCTaTaTa, CbIIO0 MOraT Ja
JoBEaaT 10 3ary6a Ha KOCTHO BC€IICCTBO. Kocture craBat mmo-cjiadu u ce YYIAT 1IO-JICCHO.

3a kakBo ce n3noJ3Ba Prolia
Prolia ce u3noxn3sa 3a jeyeHue Ha:
. 0CTEOIOPO3a TIPH JKEHH CIIel MEHOTIay3a (TOCTMEHOIIAay3aiHa) U MBKE, KOUTO MMaT ITOBHIIIEH

PHCK OT (hpakTypa (CUylBaHE Ha KOCTUTE), HAMAJISIBAHKH PUCKa OT TPbOHAYHU M HETPbOHAYHU
¢pakTypu 1 GppakTypH Ha Ta300€APEHNUTE KOCTH.
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. 3ary0a Ha KOCTHO BEIIECTBO B PE3yJITaT Ha HAMAJICHUE HAa HUBOTO HA XOPMOH (TECTOCTEPOH),
MIPUYHUHEHO OT OTIEPAIVsI WM JICUSHHUE C JIeKapCTBa MPH MAIMEHTH C paK Ha MPOocTaTara.

. 3ary0a Ha KOCTHO BEIIECTBO B Pe3yJITaT Ha MPOJIBIDKUATEIIHO JICYCHUE C TIIFOKOKOPTUKOUIH MTPH
MAIUEHTH C TIOBUIIEH PUCK OT (paKTypa.

2. KakBo TpsioBa 1a 3HaeTe, mpeau Aa u3noJassate Prolia
He u3znoassaiite Prolia

. aKO MMaTe HUCKHW HYBA Ha KAIUH B KPbBTA (XUMOKAIIUEMUS).
. aKO CTC AJICPTUYHH KbM JICHO3yMal WM KbM HIKOS OT OCTAHAIIMTE ChbCTABKH HA TOBA JIEKAPCTBO
(m36poeHu B TouKa 6).

IpenynpesxaeHus ¥ MpeanasHu MePKH
T'oBopete ¢ Bamms nekap nnu papmaneBT, npeau aa usnonssate Prolia.

Hoxkaro cte Ha nedeHue ¢ Prolia, Moke ma ce mosiBM KO’KHA MH(PEKINSA ChC CHMIITOMH KaToO IMOAYTa,
3ayepBeHa 00JIacT OT KOKaTa, Haif-4ecTo B I0JTHATA YacT Ha KPaKa, KOsTO YyBCTBATE Topenia 1
Oone3HeHa (LIeTyJIUT), ¥ MOXKe J1a € IPUAPY’KEeHa OT CUMIITOMU Ha IOBUIIIEHa TeMneparypa. Mo,
cpobmere Ha Bamms nexap He3abaBHO, ako pa3BHETE HSIKOH OT T€3U CHMITTOMH.

TpsabBa na npueMate 100aBKH ¢ KalIlMii U BUTaMuH D, nokato cre Ha jieueHue ¢ Prolia. Bammust
nekap 1e oochau ToBa ¢ Bac.

Bue Moxxe 1a iMaTe HUCKU HUBA HA KAJIIUI B KPBbBTa, J0KATO noy4asare Prolia. Mous kaxkeTe
He3abaBHO Ha Bamus nekap, ako 3a0eNeXuTe HAKOU OT CICTHUTE CHMIITOMHU: CIIa3MH, TOTPETIBAHUS
WM KpaMIT Ha MYCKYJIUTE, ¥/WITH U3TPHIIBAHE WM MpaBydYKaHEe Ha MMPBCTUTE HA PBIETE, KpaKaTa Uil
OKOJIO yCTaTa, W/Uii I'bpUY0Be, OObPKBaHE WK 3ary0a Ha Ch3HAHHE.

Psnxo ce cho01aBa 3a TEKKM cllydad Ha HUCKM HUBA HA KAJIIUH B KPbBTA, BOJIEILH J10
XOCIUTAJIN3aLus, U JOPH JKUBOTO3acTpalaBaiiy peakunu. [lopaan ToBa HUBaTa Ha KallMi B KPbBTa
Bu mie 6baT npoBepsiBaHu (Upe3 KPHBHO H3CIE/IBAHE) MPEIN BCSIKA 71034, a TP MAI[USHTH C
pEAPA3NOI0KEHNE KbM XUIIOKAILMEMUS - B PAMKHTE Ha JBE CEIMMIM CIIE/ HaYaIHATa J034.

Nudopmupaiite Bamist nekap, ako nMate WM CTe MMl TeXKHU Mpobdiiemu ¢ Op0perure, 6b0peuna
HEJ0CTAaTBYHOCT WIIM CE HY’)K/aeTe OT JUAJIN3a, WIN NIPUeMare JIeKapcTBa, HapeueHH
TJIFOKOKOPTHKOUH (KaTo MPEAHU30JI0H WK JEKCaMeTa30H), KOUTO MOraT Jia yBelIn4ar pucka 3a Bac
OT MOsIBa Ha HUCKM HUBA Ha KaJILHUii B KPbBTA, aKO HE pHeMate J00aBKU C KaJLHii.

[IpobGsiemu ¢ ycTara, 350MTE WM YETIOCTTa

Hexenana peaknus, HapedeHa ocTeoHekpo3a Ha yenmtoctta (OHY) (kocTHO yBpekaaHe Ha YeltocTTa)
ce choOImaBa psiko (Moxe aa 3acerse 7o 1 Ha 1 000 qymm), npu nanuenTy, moinyvyasaniu Prolia 3a
octeonioposa. Puckst or OHY ce yBennuaBa npu ManyeHTH, JeKyBaHH MPOABIDKUTEIHO BpeMe (MOXe
na 3acerse o 1 Ha 200 gymm, ako ce jeKkyBat B npoabipkenue Ha 10 ronuan). OHY moxe xa ce
MOSIBY U CJIE]] CIIMPaHe Ha JieueHHeTo. BaxkHo € J1a ce HallpaBy OIUT 3a IPeA0TBpaTIBaHE Pa3BUTHETO
Ha OHY, Thit kKaTO TOBa MOXe J1a € 00JIE3HEHO ChCTOSHUE, KOETO MOJKE J1a CE OKa)Ke TPYIHO 32
nedeHue. 3a J1a ce HaMalu pUCKbT OT pazButre Ha OHY, B3eMeTe ciiegHMTE MPEna3Hu MEPKU:

[Ipenu na 3amodyHeTe JICYSHUETO, YBeoMeTe Barims iekap wim MeIuiMHCKa cectpa (MEIULIMHCKA
CIIEITHAIHICT), aKo:

) “MaTe HAKaKBU MPOOJIeMH ¢ ycTaTa WK 3b0UTe, KaTo JOMI0 CTOMATOJIOTHYHO 3/IpaBe,
3a00JI1BaHEe HAa BEHIIUTE WJIH IJITAHMPAHO W3BaXKIaHE Ha 350.
° HE TMOJIy4aBaTe PEJOBHU CTOMATOJIOIMYHU TPUKU WIH HE CTE UMAJIM CTOMATOJIOTUYCH MpErie]

OT OBJIT'O BpEME.
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° CTC mymayd (T’Bﬁ KaTO TOBAa MOXKC [1a YBCJINYU PHUCKA OT HpO6J’ICMI/I CbC 3’B6I/ITC).

. cTe OWIM JICKYBaHU Tpe ToBa ¢ OudochoHat (M3M0I3BaH 3a JICUCHUE WIX PEJOTBPATSIBAHE
Ha KOCTHU HapyIIECHUS).

. CTe MPUEMAJTH JIEKAPCTBA, HAPESUYCHH KOPTUKOCTEPOU U (KaTO MPEAHU30I0H W
JIEKCaMETa30H).

. uMmare pax.

BamusT nexap Mmoxxe 1a Bu momonu 1a ce moJUIoKUTe Ha CTOMATOJIOTUYCH TIPETJIe, PeIu J1a
3arnoyHere jgeuenue ¢ Prolia.

Jlokaro ce jekyBare, TpsiOBa Ja HOAIbpKAaTe 100pa yCTHA XUTHECHA U JIa Ce MoJyIaraTe Ha peIOBHU
CTOMATOJIOTHYHH TIPeriean. AKO HOCUTE POTE3H, TPSIOBA Ja CTE CUTYPHH, Y€ T MPUIISATAT MPABHIIHO.
AKO cTe MOUTOKEHH Ha CTOMATOJIOTUYHO JICUCHHUE WK BH PEeICTON CTOMATOIOTHYHA ONIepaIus
(Hamp. U3BaXAaHEe Ha 350), HHPOpMHUpaliTe Barvs nekap 3a Barireto cToMaToMI0rHYHO JIEYCHUE U
yBeJIOMeTe 3b00JIeKaps CH, 4e ce JeKyBare ¢ Prolia.

Ceoprkere ce ¢ Bamms nekap u 3p005ekap He3ab0aBHO, aKO UMaTe MPoOJIeMH ¢ ycTaTa MiIH 3b0UTE,
HarpuMep pasKiiaTeHH 360U, 00JIKa WM OTOK, WM He3a3/IpaBsBalll S3BU MM CEKPELHsl, Thil KaTO
TOBa MOe€ Ja ca npu3Hauu Ha OHY.

HeobOuuaitnu ¢paktypu Ha GeipeHaTa KOcT

I[Tpu HsAKOM XOpa MOTaT Aa ce MOSABIT HeoOMyaiiHu (ppakTypu Ha OepeHara KocT, JOKaTo ce JIEKyBar C
Prolia. Ceeprkere ce ¢ Bamms nexap, ako IMoydnTe HOBa MM HeoOM4aiiHa 0onka B Ta3o0eapeHaTa
CTaBa, CJJa0WHUTE WK OSAPOTO.

Jeua u roHomu

Prolia He Tpsi0Ba 1a ce M3MON3Ba NPH JIela U FOHOIIH o1 | 8-roAMIIIHA BB3PACT.

Apyru nexkapcrsa u Prolia

HNudopmupaiite Bamvist nekap wiv ¢papMarieBT, ako nprHeMaTe, HaCKOpO CTe MPUEeMalTd WITH €
BB3MOJKHO JIa TIpueMate apyru JekapcTBa. OcoOeHO BaXKHO € J1a KakeTe Ha Barus sekap, ako ce
JIEKyBate ¢ JIPyro JIEKapCTBO, ChABPXKAIIIO JCHO3YMa0.

He tpsibBa na mpuemate Prolia 3ae/1HO ¢ Apyro JIEKapCcTBO, ChBPIKAIIO JEHO3yMa0.
BpemMeHHOCT 1 KbpMeHe

Prolia He e u3nuTBaH npu OpeMeHHM keHu. BaxHo e 1a unpopmupare Barms ekap, ako cte
OpeMeHHa, cMsTaTe, 4Ye MOXKe J1a CTe OpeMeHHa; Wi iaHupare opemennoct. He ce npenopbuBa
ynotpebara Ha Prolia, ako cre OpemenHa. JKeHu ¢ ieTepoieH IOTEHIMAl TPsAOBa J1a M3I0I3BaT
e(eKTUBHU METO/IM 3a KOHTpAIICIINs, OKaTo ce JeKyBat ¢ Prolia u 3a Haii-manko 5 Mecena cien

crniMpane Ha jiedenueTo ¢ Prolia.

Ako 3a0pemMeHeeTe 1o Bpeme Ha JeueHue ¢ Prolia uiau mo-manko ot 5 Mecena ciiel CiupaHe Ha
neuenueto ¢ Prolia, monsa yBenomere Bamms nekap.

He e u3BectHO nanu Prolia ce oTnens B kbpmara. BaxkHo e 1a napopmupare Bamms nekap, ako
KbPMHTE WU IUTAHUpaTe J1a KbpMuTe. Bammust iekap nie Bu moMorse na pemmre ganu jia
MpEyCTaHOBUTE KbPMEHETO HIIH Ja TIPeKbCHeTe mpuemMa Ha Prolia, kaTo B3eMe MmpeaBu I oji3ara ot
KbpMeHeTo 3a 6ebeTo u non3ara ot Prolia 3a maiikara.

AXO0 KbpPMHTE I10 BpeMe Ha JiedeHue ¢ Prolia, monst yBenmomere Bamms ekap.

IocwBetBaiite ce ¢ Bammus nexap wm gapmaneBT npeau ynorpedata Ha KOETO U Aa € JIEKapCTBO.
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Ilodupane u padoTa ¢ MAIIIUHU

Prolia He moBNUsIBa WK TIOBJIMSIBA MPEHEOPESIKUMO CITIOCOOHOCTTA 32 MoupaHe U padoTa ¢ MallluHU.
Prolia cbabp:ka copouTo

ToBa nekapcTBo chabpka 47 mg copOUTON BEB Bceku ml pa3TBop.

Prolia cbabp:ka HATpUid

ToBa nekapcTBO ChaABPKa MO-Mayko oT 1 mmol Hatpuii (23 mg) 3a 60 mg, T.e. MOXKE Ja ce Kaxe, 4e
MPAaKTUYECKN HE ChIIbpiKa HATPUH.

3. Kak na usznouassare Prolia

[IpenoppunTenHara f03a € eHa NPeABAPUTEIHO HaII'bJIHEHA CIIPUHIIOBKA 0T 60 mg, MpuiiokeHa
BEIHBX Ha BCEKU 6 Mecela, KaTo eIMHIYHA WHXKEKIHS 0 KoXkaTa (IIOJKOKHA WHXKEKLHUS).
Haii-moaxonsammre MecTa 3a MHKEKTHpPaHE ca TOPHATA YacT Ha Oenpara u kopema. YoBeKbT, KOUTO ce
rpuxu 3a Bac, Moxke 1a M3mos3Ba Chlllo BhHILIHATA YacT Ha MUIIHUIATa Bu. Mo, nonuraiite Bamus
JieKap 3a JlaTata Ha clie/iBaliaTta nHxeknus. Beska omakoska Prolia chabpska HanmoMHsIIIA KapTa,
KOSITO MOKE /1a Ob/ie M3Ba/IcHa OT KapTOHEHATa KyTHS U Jja C€ M3II0JI3Ba 3a 3allMCBaHE Ha JaTraTta Ha
clleqBaIlaTa MHKEKIHs.

OcgeH ToBa 1€ TPsAOBA J1a MpreMaTe T00aBKH ¢ KWK ¥ BUTaMUH D, J0KaTo cTe Ha JIeYeHuE C
Prolia. BammsT nexap e ob6csam ToBa ¢ Bac.

Bammwsr nexap moxe Aa pemid, ue € Hail-noope Bue umu yoBeksT, KoiiTo ce rpuxu 3a Bac, na
nxektupate Prolia. Bammsar nekap wim MEIUIMHCKY CHENUANNCT Lie NoKaxaTt Ha Bac unu Ha
YJOBeKa, Iprakeln ce 3a Bac, kak 1a nsnomnssare Prolia. Mo, npoderere paszena B Kpast Ha Ta3u
JUCTOBKA 32 HMHCTPYKIIMM OTHOCHO TOBA Kak Jia MHKeKkTupare Prolia.

Ja He ce pa3kiamia.

AKo cTe mponycHaam aa uznoJiassare Prolia

Axo e iporrycHaTa fi03a Prolia, umkekiusita TpsioBa j1a Objie IPUIIOKEHA, KOJIIKOTO € Bh3MOXKHO
o-ckopo. Cien ToBa, HHXKEKITUUTE TPsIOBa ga ObAAT IIAaHUPAHU HA BCEKU 6 Mecella OT JjaTaTa Ha
MocjeIHaTa HHKEKLIHA.

AKo cTe cipesin ynorpedara Ha Prolia

3a 1a uMma Haiil-roisMa moinsa ot Bamero neueHne 3a HamansiBaHe Ha pUCKa OT CUYNBaHUsI, BKHO € /1a
usnon3sate Prolia TonkoBa qbIT0, KOJIKOTO € onpeneni Bamusr nekap. He ciupaiite Bamero
nedeHue, 0e3 1a ce cBbpkeTe ¢ Bamms nexap.

4. Bb3MOKHH HeKeJTaHH Pe€aKkuumn

KaxTo Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAN3BHUKA HEXKECIIaHNU pCaKIUK, BBIIPEKU Y€ HE
BCCKH I'1 ITOJIy4aBa.

Heuecro, maruenture noxyvasamy Prolia, Morar ga pa3BusT KOxHU HH(EKIMH (IPEANMHO IIETYIIUT).
Mous, nngopmupaiite He3ad0aBHO Banus jekap, ako pa3BUETe HIKOH OT TE3W CUMIITOMH, TOKATO
cte Ha neuenue ¢ Prolia: momyTa, 3auepBeHa 001acT OT KOXKaTa, Haif-4ecTo B JIOJTHATA YacT Ha Kpaka,
KOSITO YyBCTBaTe Topelia U 0oyie3HeHa (IIeTYIUT) U ¢ Bh3MOKHA CUMIITOMU Ha TIOBUIIICHA
TeMIeparypa.
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Psnxo, manmenTure, momyvaBamiy Prolia, Morat ma pa3BusT OoJjika B ycTaTa W/HIIH YeltOCTTa,
MOTyBaHE WU HE3a3/IpaBsABallly S3BH B yCTaTa WIH YEITFOCTTA, CEKPEIUs, CKOBAHOCT UM YyBCTBO Ha
TEXKECT B YEIIOCTTA, WK pa3KialiaHe Ha 360. ToBa MoKe J1a ca MpU3HAIM Ha YBPEXKIaHE Ha
YeMOCTHATA KOCT (ocTeoHekpo3a). Kaskere Ha Bamus jiekap u 3n00/1ekap He3a0aBHO, aKo
MOJYYHTE TAKHBa CHMIITOMH, JIOKATO ce JieKyBarte ¢ Prolia uiu ciej| ciupaHe Ha JICUYSHHUETO.

Psanxo, manuenTure, momy4aBamiy Prolia, Mo)ke Jja IMaT HICKY HHBa Ha KaJIUH B KPBBTA
(xumoxanuemMus ); TeKKUTE CITy4ad Ha HUCKHM HWBA Ha KaJII[Mil MOTaT /1a AOBEAAT A0 XOCITUTAIN3AIIH
U MOXKE J1a ca JOpH )KUBOTO3acTpamasaniy. CHMITOMUTE BKIIOUBAT CIIa3MH, TOTPETIBAHMS WIIN
KpamIy Ha MYCKYJIUTE, 1/MJIH CKOBAHOCT WJIM M3TPBIIBaHE Ha MIPBCTHTE HA PhIIETe, NPBCTUTE HA
Kpakara MM OKOJIO yCTaTa W/WiIH I'bpUYOBe, OObpPKBaHE MK 3ary0a Ha Cb3HaHHEe. AKO HSIKOE OT
n30poeHuTe ce oTHacs 3a Bac, kaxere Ha Bammus jexap ne3adaBHo. Huckute HUBa Ha KaJuii B
KpBbBTa MOXKE /1a I0BEaT O IPOMSIHA B ChbpACYHHS PUTHM, HapeueHa yabipkaBaHe Ha QT-unTepBana,
KOETO ce BIKa Ha enekTpokapauorpama (EKI).

Psinxo morar ga ce mosBat HeoOuvaiiHu (hpakTypu Ha OeapeHaTa KOCT MPU HalUeHTH, OTyYaBaliy
Prolia. CBbp:keTe ce ¢ Bammus jekap, ako Iogy4dnTe HOBA WK HeoOWYaifHa 60Ka B Ta300eIpeHaTa
cTaBa, cllaOMHHTE WIN OePOTO, THI KaTO TOBA MOXKE J1a € PaHeH NPH3HAK Ha Bh3MOXKHA (QpakTypa Ha
OelpeHara KoCT.

Psnxo ce HabmromaBaT ajJepruvHy peakuy IpHu NanueHTH, nory4dasamy Prolia. Cumnromute
BKJTIOUBAT TOAyBaHEe Ha JHIETO, YCTHUTE, €3UKa, T'bPIOTO WU IPYTy YacTU Ha TSUIO0TO; OOpHB,
ChpOeX WK YPTHKH 1O KokaTa (KOMPHUBHA TPECKa), XPUIIOBE UJIH 3aTpyiHeHO AuinaHe. MoJs,
uH@opmupaiite Bamus Jiekap, ako NOJIyYUTE HIKOU OT TE€3U CUMIITOMHU, 10KATO CE JIEKyBaTe C
Prolia.

MHOro yecTH HexKeJaHU peakunu (MoXe 1a 3acerHat moseue ot 1 Ha 10 mymm):

o 0oJKa B KOCTHTE, CTABUTE H/WJIM MYCKYJIUTE, KOSITO OHSIKOTa € CHJIHA,
. 0oJKa B phIleTe WK KpakaTa (00JIKa B KpaliHUITUTE).

YecTu HexxeIaHU peakuuu (Moxxe 1a 3acersar o 1 Ha 10 gymmm):

. 00JIE3HEHO YPUHUPAHE, YeCTO YPHHUPAHe, KPbB B YPHHATA, HEBE3MOXKHOCT 3a 3aJbpKaHe Ha
ypHUHaTa,

nH(EKIs Ha TOPHUTE AUXATEIHN ITBTHINA,

0oJka, MpaByYKaHe WM U3TPBIIBaHE, KOETO C€ Pa3pOoCTpaHsIBa HAaO0Iy IO Kpaka (UIInac),
3arex,

KOpeMeH THCKOM(OpT,

o0pus,

KOXKHO 3a00JIsIBaHE ChC ChPOEK, 3aUepBsIBaHE W/UIH CyX0Ta (EK3eMa),

Kocoray (aJI0merus).

HeuecTu He:xkemanu peaknuu (Moxe na 3acersat o 1 va 100 qymm):

. MTOBUINIEHA TEMIIEPATypa, IMOBPBIAHEe U KOPEMHa 00JIKa UM TUCKOM(OPT (IUBEPTUKYITUT),

. nH(pEKIHs Ha YXOTO,

. 00pHB, KOWTO MOKE JIa CE MOSBU 110 KOXKaTa, WJIH SI3BU B ycTaTa (JINXCHOWIHH JICKAPCTBEHU
peaKIum).

MHoro peaku HeskelaHu peakuun (Moxe Aa 3acerHar g0 1 xva 10 000 gymm):

. aJIepruyYHa peakuus, KOsSTO MOXeE /1a YBpeId KPbBOHOCHUTE ChJOBE MPEIUMHO B KOXKaTa (Harp.
JWJIaBU WM Ka)eHUKaBO-4EPBEHH METHA, YPTUKH MO KOXKATa WM KOXKHH S3BH)
(XunepCceH3UTUBEH BACKYJIHT).
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C Hen3BecTHA YecTOTa (OT HATUIHHUTE JaHHH HE MOXKE Ja ObJe HallpaBeHa OICHKA):

. roBopere ¢ Bamms nekap, ako umare 00JKa B yXOTO, CEKPET OT yXOTO H/HITH HH(EKITHs Ha
yxoto. ToBa Mo’ke J1a ca IpU3HAaLK 32 YBpeXJaHe Ha KOCTTa B YXOTO.

ChodiIaBaHe HA HeKeJIaHU peaKIuu

AKO TIONTy4YHNTe HAKAaKBH HEXEJIAaHU JIEKAPCTBEHH PEaKIny, yBeqoMmere Bamms nexap wim apMaieBT.
ToBa BKJIFOUBa BCHYKH Bb3MOYKHH HEOTHCAHH B TA3H JINCTOBKA HEXKENaHU peaknnu. MoxkeTe ChIo Aa
CHhOOLINTE HEXKETIaH! PeaKiK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, MOCOYSHA B
[punoxenue V. Karo chobmaBare HexenaHu peakuy, MOXKETe J1a JaJeTe CBOsI IPUHOC 32
MoJTydaBaHe Ha IMoBede HHPOpMAaIHs OTHOCHO O€30MacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na coxpansiBate Prolia
Jla ce cbXxpaHsiBa Ha MSICTO, HEIOCTBITHO 3a Jela.

He u3non3BaiiTe ToBa JIGKAPCTBO CIE] CPOKA HA TOJHOCT, OTOEINA3aH BhPXY €TUKETA U KapTOHEHATa
omakoBka, cien ,,EXP” u ,,'ogen no:”. CpoKbT Ha TOJHOCT OTTOBaps HA MOCISIHUS ICH OT
IMOCOYEHHUS MECEIL.

Ha ce cpxpansBa B xnagmiHuk (2°C — 8°C).

[a He ce 3ampa3sBa.

ChxpaHsBaiiTe peIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 3a JIa ce
MPEe/na3y OT CBETIIMHA.

[IpenBapuTenHo HabJIHEHATa CHPUHIIOBKA MOXKE /1a Ob/Ie OCTaBeHA MU3BBH XJIaJMIIHUKA 32 JOCTUTaHEe

craiiHa Temneparypa (1o 25°C) npeau nmxektupane. ToBa 11e HanpaBu HHXEKTUPAHETO MO-MAJIKO

HenpuatHo. Cies1 KaTo CIPUHIIOBKATa € OCTaBeHa J1a JOCTUTHE cTaliHa Temmeparypa (1o 25°C), 14

TpsiOBa J1a ce u3noi3Ba B pamkute Ha 30 qHU.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3ALUATA WM B KOHTEHHEpa 3a JOMAIIHHA OTHAIbIIH.

[NomuTaiite Bammst hapManeBT Kak Aa U3XBHPIATE JIeKapcTBaTa, KOUTO Beve He u3noiseare. Tesn

MEPKH I1I€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpeja.

6. Chabp:kaHue Ha ONIAKOBKATA M JONMBJIHUTEIHA HH(pOpMAIHA

Kaxkso cbabp:xa Prolia

- AKTHUBHOTO BEIIECTBO € JIeH03yMal. Besika npenBapuTeHO HalTbJIHEHA CIIPUHLIOBKA OT 1 ml
cpappka 60 mg neHozymab (60 mg/ml).

- Jlpyrure chCTaBKH ca: JieJeHa OlleTHA KUCEJIMHA, HaTpUeB Xuapokcu, copouron (E420),
noncop6Oar 20 1 BoJa 32 MHKEKIHH.

Kak u3raexna Prolia u kakBo cbIbp:ka onakoBKaTa

Prolia e 6uctsp, Oe31BeTEH 10 0110 KBJIT MHKEKIIMOHEH Pa3TBOP B TOTOBA 3a yroTpeda
MPEIBAPUTEIHO HAIIbJIHEHA CIIPUHIIOBKA.

Beska onmakoBka CbABbpiKa €JHA MPCABAPUTCIHO HAIIBJIHCHA CIIPUHIIOBKA C IIPEAIIa3nuTEC/I HA HUIJIaTa.
Bceska omakoBka ChAbpiKa €AHA NPCABAPUTCIIHO HAITbJIHCHA CIIPUHITOBKA.

He Bcuuky BUIOBE OIIAKOBKH MOTat Ja ObJAT MyCHATH B IPOAaK0a.
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IIpuTexaTes Ha pa3pelIeHUETO 32 yNIOTPeda U MPOU3BOTUTEI

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

IIpuTexaren Ha pa3penIeHNETO 32 yoTpeda

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

IIpounsBoauTen

Amgen Technology (Ireland) Unlimited Company

Pottery Road
Dun Laoghaire
Co Dublin
Wpnannus

IIpoussoaure
Amgen NV
Telecomlaan 5-7
1831 Diegem
benrus

3a JombIHHUTENHA HH(POPMAIIUS OTHOCHO TOBA JICKAPCTBO, MOJISI CBBPKETE C€ C JOKATHUS
Mpe/ICTABUTEN HA MPUTEKATEISI HA Pa3pelIeHUETo 3a yrnorpeda:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tél/Tel: +32 (0)2 7752711

Bbarapus
Awmmxer beirapus EOO/]
Ten.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

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

Deutschland
Amgen GmbH
Tel.: +49 89 1490960

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

Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel: +370 5 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tél/Tel: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 35 44 700

Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

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

Norge

Amgen AB
TIf: +47 23308000
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EiLGoa
Amgen EAAég @appaxevtikd E.ILE.
TnA: +30 210 3447000

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

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

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

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

Island
Vistor hf.
Simi: +354 535 7000

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

Kvbmpog
C.A. Papaellinas Ltd
TnA: +357 22741 741

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

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

Polska
Amgen Biotechnologia Sp. z o0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacé€utica, Lda.
Tel: +351 21 4220606

Roménia
Amgen Romania SRL
Tel: +4021 527 3000

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

Slovenska republika
Amgen Slovakia s.r.0.
Tel: +421 2 321 114 49

Suomi/Finland

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

Puh/Tel: +358 (0)9 54900500

Sverige
Amgen AB
Tel: +46 (0)8 6951100

United Kingdom (Northern Ireland)
Amgen Limited
Tel: +44 (0)1223 420305

IlaTa Ha MOCJECAHO NMpepasrjacikaaHne Ha JJUCTOBKaTa

JApyru u3roununu Ha uHpopmanus

Hoszo6Ha I/IH(i)OpMaI_II/IH 3a TOBa JICKApPCTBO € MPEAOCTABCHA HA ye6caﬁTa Ha EBpOHCﬁCKaTa ar¢HIus

T10 JieKapceTBara: https:// www.ema.europa.eu/
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WHcTpyKIny 3a ynorpeba:

VYkazaren Ha yacTuTe

[Ipenu ymorpeda

Crnen ynorpeba

Byrano —%

T

—

AMGEN" XXX xx

*

Exp:

ot:

-

Mecra 3a xBamiane

Lot:

Ertuker Ha cripuHIIOBKaTa

Tsi10 Ha cCIpUHIIOBKAaTa

[Ipeanazuren Ha
CIPUHLIOBKATa

IIpyxuna 3a
oOe3omacsiBaHe Ha HUrJjiaTa

IlocTtaBena cuBa kamauka
Ha uriara

Byrano cnen
ynorpeda

ETuker na
CIIPHHIIOBKATa
Tsmo Ha
CIIPUHIIOBKATA CJIC]T
ynorpeda

Wrna cnen ynorpeda

IIpyxuna 3a
oOe3omacsiBaHe Ha
uriara cien
ynorpeba

Csanena cuBa
Karayka Ha urjara
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Ba:xuo

IIpoyereTe Ta3u BaxkHAa MH(OpManms, Mpeau Aa u3noassare Prolia npexsapureaHo
HAIbJIHEHA CIIPHHIIOBKA ¢ ABTOMATHYEH Ipeana3uTe/] HA Urjara:

BaxxHo € 1a He ce onUTBAaTe /1a CH MOCTABSITE CAMU MHXKEKIIMATA, aKO He cTe Onin 00ydeHu OT
Bamms nekap win METUIMHCKY CIICIIUATUCT.

Prolia ce mpuiara kaTo HHXXEKIHSI B ThKaHTa TOYHO TOJT KOkaTa (ITOAKOKHA WHKEKITHS).

He maxaiiTe cuBaTa Kaladka Ha uriiata oT IpEABAPUTECIIHO HAITBJIHEHATA CIIPUHIOBKA, JOKATO
HE CTC TOTOBU J1a MHKCKTHUPATC.

He n3non3BaiiTe mpenBapuTeIHO HAITBIHEHATA CIIPUHIIOBKA, aKO € Omila M3IMyCHATa BEPXY
TBBpPJia NOBBPXHOCT. M3non3BaiiTe HOBa MpPEABAPUTEIIHO HAIIBJIHEHA CIIPUHIIOBKA U ¢ 00ajeTe
Ha Baius gexap win MeIUIIMHCKY CIICIUATKCT.

He ce onuTBaiiTe 1a akTHBHpaTe MPEIBAPUTEITHO HAITBTHEHATA CIIPUHIIOBKA TIPEIN
WHXEKTUPaHE.

He ce onutBaiite na MaxHeTe NMPO3payHUsl MPEANa3uTes OT MPeIBapUTEIHO HAITbJIHEHATA
CIIPUHLIOBKA.

Obanete ce Ha Bamms nekap vy MeTUITUHCKH CIIEIIUANCT, aKO UMATe HIKaKBH BBIIPOCH.

Crouka 1: IToaroroska

H3Bajiere rHE3I0TO ¢ TIPEIBAPUTEIHO HAITBIHEHATA CIIPHHIIOBKA OT OMAKOBKATa M ChOepeTe
KOHCYMATHUBUTEC, KOUTO Ca HCO6XOI[I/IMI/I 3a Bamrara WHXCKIUA: TaAMIIOHU CHC CIIUPT, IaMydCH
TaMIIOH WJIM MapJis, ISHKOIIACT U KOHTEHHEp 3a OCTPH OTHaABIM (HE ca BKIIIOUEHH B
OTIaKOBKAaTa).

3a 1a HamanuTe TucKoM@opTa NMpY MHKEKTHPaHE, OCTaBeTe MPEABAPUTEIHO HAITbIIHEHATA
CIIPUHIIOBKA Ha CTaiiHa TeMiiepaTypa 3a okoso 30 MUHYTH Npeau UHKEeKTUpaHe. M3muiite
CTapaTeiHO PBLETE CH ChC CAaIlyH U BOJA.

[ToctaBere HOBaTa MpeABAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA U OCTAHAJINTE KOHCYMAaTHBU Ha YUCTA,
no0pe ocBeTeHa pabOTHA MOBBPXHOCT.

X

b 4

He ce onutBaiiTe /1a 3aTOIUIATE CIPUHIIOBKATa C IOMOIITA HA U3TOYHUK Ha TOIUIMHA KaTO
ropeluia BoJia Wi MUKPOBBIHOBA QypHa.

He ocrassiite MMPEABAPUTECIIHO HAIIBJIHEHATA CIIPUHIIOBKA M3JI0OKEHA Ha IPJAKa CIIbHYCBA
CBCTJIMHA.

He paskiamaiite npeaBapuTeIHO HAITbJIHEHATA CIPUHIIOBKA.

CoxpaHsiBaiiTe NpeABaAPUTEIHO HAINBJIHEHATA CIPHUHIOBKA HA MSICTO, HEOCTHITHO 32
aena.
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b OTBOpeTe THE3A0TO KAaTO OTIEMUTE MOKPUTHUETO. XBaHETE MPEANa3UTENsl Ha IIPEIBAPUTEITHO
HaITbJIHEHATa CITPUHIIOBKA, 32 J1a 51 M3BaANTE OT THE3I0TO.

XBaHeTe TYK

Ot cpoOpakeHus 3a 6€30MacCHOCT:
X  He xBarmiaiite 6yTanoro.
X  He xBamaiiTe cuBara Kanadka Ha Urjara.

B IIpoBepere neKapCTBOTO U IPEIBAPUTEIHO HAIIBJIIHEHATA CIIPUHIIOBKA.

JlekapcTBo

— = e donseso
Bg] -
= | L]
e | = = = ’

X  He u3nos3BaiiTe npeIBapUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA, aKO:

o JISKapPCTBOTO € MBTHO MJIM ChAbpPiKa YacTUIlM. TpsoBa ia e OucTop, Oe3uBeTeH 10 0yie/10
XKBJIT Pa3TBOP;

o HSIKOS 4acT M3TJICHK/Ia CUyIIeHa WK TIOBPE/ICHa,;

o cMBaTa KaraJyka Ha UrjiaTa JIMIICBA, WK HE € 3/IpaBo MPUKpEIICHa,;

o € U3TEKBJI MOCJIEIHUAT JICH OT MOCOYESHHUS MECEI[ Ha CPOKa Ha TOIHOCT, OTIIEYaTaH BbpXy
eTHKeTa.

HpI/I BCHYKH CJIy4yaHu CC O6a,Z[€TC Ha Bamms JICKAp Wi MECAULIMHCKHU CIICUAINCT.
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Crerka 2: IlpurorBere ce

A H3muiite CTapaTCJIHO PBULTE CU. IloaroTBeTe M IMOYKUCTETE MSICTOTO Ha HWHXCKTHUPAHC.

I'opHa yact Ha pbKaTa

Kopem

I'opra gact Ha GexpoTo

Mo:ke 1a u3nosa3sare: b

. ropHaTa 4acT Ha 6e1poTo;

o KopeMma, ¢ M3KJII0YCHHE Ha 00JIaCTTa OT 5 CM OKOJIO ITBIIa;

o BBHIIIHATA CTPaHa HAa TOpHATA YacT Ha PhKaTa (camo aKo HsIKo# npyr Bu mocrasst
HHKEKITUATA).

[Touncrere MICTOTO Ha MHXEKTUPAHE C TAMIIOH ChC cUpT. OCcTaBeTe KOXKaTa CH JIa U3CHhXHE.
b 4 He nokocBaiiTe MACTOTO Ha HHXKEKTHPaHE MPEIH TOCTABSIHE Ha MHKEKIIHSTA.

He nmxextupaiite B 001acTH, KBJCTO KOXKaTa ¢ 00JIe3HEHA, HACHHEHA, 3a4epBEHA HITH
TBBpaa. M30sarBaiiTe 1a HHKEKTHPATE B 00JIACTH ¢ OCIIe3H HITH CTPHH.

b l Baumarenno H3,I[’LpHafITe CHBaTa Kalladka Ha urjlaTta HallpaBoO U Aajied OT TAJIOTO CH.
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B 3axBaHeTe KOKaTa Ha MSCTOTO Ha MHXKEKTHUPAHE, 32 J]a Ch3/1a/IeTe YCTOHIMBA TTOBEPXHOCT.

0 Baxxno e ma gpprkuTe KoKaTa 3aXBaHATa MPU HHKEKTUPAHETO.

Crbnka 3: MnaxexkTupaire

A ‘ Hpwxre 3axBaHararta kokHa rbHKa. BKAPAUWTE urnara B koxara.

X He noxocsaiite rmourcresara 001acT OT Ko)Kara.
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b HATHUCHETE GyTtamoTo ¢ 6aBeH M MOCTOSHEH HATHCK, TOKATO YCETUTE WIIH UyeTe
HIpakBane”. HatuckaiiTe Hamomy JOKpai 1Mo BpeMe Ha MPaKBaHETO.

“IIIPAKBAHE”

0 Baxuo ¢ ma HaTuCKaTe HagoJ1y o Bpe€Me Ha ,, paKBaHCTO”, 3a Ja JOCTaBUTC ITbJIHATA
J03a.

B ‘ OTIIYCHETE naneua cu. Cnen tosa U3BAJIETE cnpuHLOBKaTa OT KOXKata.

Cnen 0CBO60)K,I[aBaHe Ha 6YTaJ'IOTO, MMpeANasuTeIIAT Ha IIPEABAPUTCIIHO HAITBJIHCHATA CIIPUHITOBKA
0e30IacHo 1€ MOKpUEC MHKCKINOHHATA HIJIa.

X He nocrapsiite cuBaTa Kaladyka Ha UIjiaTa OTHOBO BBPXY UBIOJI3BAHUTC MMPEABAPUTCIIHO
HAIlbJIHCHU CIIPHUHIIOBKH.
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Creiika 4: 3aBbpiiere

I/I3XB’BpHCT6 H3M0JI3BaHaTa MpeABAPUTCIIHO HAITBIHCHA CIPUHIIOBKA U APYTUTE KOHCYMAaTUBU B
KOHTeﬁHep 3a OCTpH OTHHAaAbIH.

JlexapcTBarta TpsiOBa 1a Ce U3XBBPJIAT B ChOTBETCTBUE C MECTHUTE M3MCKBaHus. [lonmuTaiite Bamus

(hapMareBT Kak /1a U3XBBPIATE JIEKapCTBATa, KOUTO Beue HE U3Mo3Bare. Te3u MEepKH 1ie CHOMOTHAT
3a OIla3BaHE Ha OKOJIHATA CpeJia.

CpxpaHsBaiiTe COPUHILIOBKATa U KOHTEHHEPA 33 OCTPU OTHALBIH HA MSICTO, HEAOCTBIIHO 3a JIEUa.
X  He u3non3BaiiTe MOBTOPHO MPEIBAPUTEITHO HAITBIHEHATA CITPUHIIOBKA.

X  He peuukiupaiiTe NpeABapUTEIHO HATBIHEHUTE COIPHHIIOBKH M HE TH U3XBBPIISUTE B
KOHTeMHepa 3a JOMAaITH! OTIaIbIIH.

b OrnenaiiTe MACTOTO HAa MH)KEKTHPaHE.

AKO UMa KpbB, IPUTHCHETE MMaMy4eH TaMIIOH WM Maplid BbpPXy MACTOTO Ha WHKekTupane. He
pa3TpuBaiiTe MICTOTO HAa MHXXEKTHUpaHe. AKO € He00X0ANMO, TIOCTaBETe JEHKOIIACT.
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I/IHCprKIIHPI 34 MHIKCKTHPAaHe Ha Prolia NpeaABAPUTEIHO HAITbJIHECHA CIIPUHIIOBKA

To3u pasnen chbprixka HHGOPMAIIKS 32 TOBA KaK Ja u3moi3BaTe Prolia mpeaBapuTeTHO HaTbITHEHA
CHpUHIIOBKa. BaxHo e Bue niin 4oBeKbT, KOITO ce rpu:ku 3a Bac, 1a He ce onuTBaTe 1a MpaBUTE
HHIKEKIINS, AKO He cTe O61iin o6yyeHn oT Bamus jiekap niu MeIHIIMHCKH CIEeNUATNCT. BuHaru
M3MHBAWTE PBIETE CH NP BCIKO HHXEKTHPaHe. AKO MMaTe BBIIPOCH OTHOCHO IIOCTABSHETO Ha
WHXXEKIUATA, MOJISL, TIONCKAWUTE MOMOII OT Bamust Jekap Hix MeIUITUHCKA CIICITHATUCT.

IIpenn na 3amo4yHere

l'[poqueTe BHUMATE/JIHO BCUIKH HHCTPYKIUH, IIPEIU 1a U3I0JA3BATE MPEABAPUTE/IHO
Hallb/JIHEHATA CIIPUHIIOBKA.

HE u3nosn3BaiiTe npeaBapUTEIHO HAIbIHEHATa CIPUHIIOBKA, aKO KalayKara Ha UIJlaTa € CBaJICHA.

Kak na nznoJszBare Prolia npeaBapuTe1HO HabJHEHAa CIPUHIOBKA?

Bammsr nekap e npennucan Prolia mpenBapuTeTHO HaITbJIHEHA CIIPUHIIOBKA 34 HH)KEKTUPAHE B

THKaHTa TOYHO IMOJ] KOXaTa (MoJK0KHA WHXKeKIus ). Tpsa0OBa 1a MHKEKTHPATe ISIOTO KOJIUIECTBO

(1 ml) ot Prolia mpenBapuTeTHO HaIbJIHEHA CIIPHUHIIOBKA U TO TPsiOBa 1a Ob/ie HHKEKTHPAHO HA BCEKH

6 Mecela, ChIVIACHO yKa3aHUsTa Ha Bamms nekap.

IloaroroBka:

3a 1a mocTaBUTe MHXEKIMA, Bue me nmare Hy>kzaa ort:

1. HOBa NPEABAPUTEIHO HAITBIHEHA CIIPUHIOBKA Prolia

2. TaMIIOHH, HAITOCHU CHC CIUPT UJIN HOJ];OGHI/I.

KaxkBo Tpsi0Ba 1a HanpaBuTe, IPeAy 12 MOCTABUTE NOAKOKHATA MHaKeKIuUs ¢ Prolia

1. HSB&)ICTG MPpEABApPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA OT XJIaIMJTHUKA.
HE xBamaiite npeaBapuTeIHO HaIbIHEHATA CIIPUHLIOBKA 32 OyTaJI0TO MJIM 3a KalaykaTta Ha
uriata. ToBa MOXe Ja MOBPEIN YCTPOMCTBOTO.

2. [IpenBapuTenHo HabJIHEHATa CIPUHIIOBKA MOXKE J1a Ob/Ie OCTaBeHA M3BHH XJIAIMIHHKA 32
JIOCTHTaHe Ha cTaliHa TeMreparypa. ToBa Iie HanpaBu MHKEKTUPAHETO MO-MAJIKO HEMPHUATHO.
HE 4 3aTomsiiTe 10 HUKaKbB APYr HAYMH, HAIIPUMEP B MUKPOBBJIHOBA [I€YKA UM B rOpela
BOJIA.
HE ocrapgiiTe CIpHHIIOBKATa U3J10KEHA HA MpsSKa CIIbHYEBA CBETIIMHA.

3. HE pa3kiiaiaiite npeiBapuTeIHO HalTbJIHEHATa CIIPUHIIOBKA.

4, HE maxaliTe Kamaykara Ha UIrjaTa OT OPEABAPUTCIHO HAIIBJIHCHATA CIIPUHIIOBKA, JOKATO HE
CTC TOTOBH Jia MHXKCKTUPATE.

5. [IpoBepete cpoka Ha TOAHOCT BbPXY €TUKETA HA MPEABAPUTEIHO HAMbIHEHATA CIPUHIIOBKA
(EXP).
HE s n3non3BaiTe, aKo € U3TEKBJI MOCISTHUAT ASH OT ITOCOUYCHHS MECeIl.

6. [IpoBepere BrHIIHMS BuA Ha Prolia. TpsioBa ma € OMCTHp, OE3IBETEH 10 OJIEA0 KBIT Pa3TBOP.

Pa3tBOpBT He TpsIOBa @ ce MHXKEKTHUPA, aKO ChAbP)Ka YACTUITN MITH aKO € MBTEH, HIIH C
MIPOMEHEH IBSIT.
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7. Hamepete yno0na, 1o0pe OCBETEHA M YHCTA MOBLPXHOCT U IIOCTABETE BCHYKO HEOOXOAUMO Ha
JIECHO JIOCTBITHO MSICTO.

8. W3muiiTe cTapaTenHo pbLETE CH.

Kbae TpsidBa 1a mocTaBuTe HH:KEKIUATA?
Haii-nmoaxopasimure MecTa 3a HHXEKTUPaHe ca ToOpHaTa
JacT Ha OeJjpaTa u Kopema.

YoBekbT, KOUTO ce TpukKH 3a Bac Moxe J1a M3Mmo3Ba ChII0
Y BRHIITHATA YaCT HA MUIIHUIIUTE.

Kak 1a mocTtaBuTE MHKEKIUATA?

1. IlouncTeTe KOXKaTa C HAIlOSH ChC CIIUPT TaMIIOH.

2

2. 3a jga uz0eruere orpBaHe HA WIJlaTa, BHUMATEIIHO
M3IIbPIIAlTE KaladykaTa Ha UTiiaTa HalpaBo 0e3 11a
s 3aBBpTaTEe, KAKTO € MoKa3aHo Ha (urypu 1 u 2.
HE numnaiite urnara u He HATUCKaHTe OyTaIoTO.

3. Moske na 3a0e1exuTe MaJIko MeXypue Bb3IyX B
MpeBapUTEIHO HalbJIHeHaTa CIIpUHIIOBKa. He
Tpsi0Ba 1a OTCTpaHsABaTe MEXypPUETO Bb3AYX IpPEAn Aa HHXKeKTHpare. HKeKTupaHeTo Ha
pa3TBOpa C BB3YIIHOTO MeXypue € 0€30MacHo.

4. 3axBanere (0e3 Ja cTHUCKaTe) KOXKaTa MEXIy Iajielia ¥ mokasaiena ci. Bkapaiite n3usio
urjara B KoXara, KakTo Bu e mokazaHo ot Bamus nekap uiu MEANIUHCKA CIIEUATHUCT.

S. Hatucuere OyTanoTo 6aBHO U ¢ TIOCTOSHEH HATUCK, KaTO MPE3 ISUIOTO BpEME AbPIKUTE KOXKaTa.
Hatuckatite OyTanoro qokpaii, JOKaTo HHXKEKTUPATE eIl pa3TBOP.

6. W3Banere urmnara u OTIyCHETE KOXKara.
7. AKko 3a0enexnTe KpbB, MOYKE BHUMATEIHO Ja S IOMUETe ¢ TaMy4eH TaMIIoH win candeTka. He
pa3TpuBaiiTe MICTOTO HAa HHKEKTUpaHe. AKO € He00X0ANMO, MOXKE JIa TIOKPHETE MSACTOTO Ha

HWHXXCKTHUPAHE C JICTICHKA.

8. M3non3BaiiTe eqHa MpeABAPUTEITHO HATbJIHEHA CIPUHIIOBKA caMo 3a efiHa nixkeknua. HE
M3I0JI3BaiTe pa3TBopa Prolia, KoWTO € ocTaHall B CIIPUHIIOBKATA.

3anomuere: B ciyyaii, ue iMaTe HIKAKBU MPOOJIEMH, MOJISI 00bpHETE ce KbM Bamiws sekap nim
MEIUIIMHCKH CIIEIUAIMCT 32 MIOMOII U CHBET.

I/I3XB'l>pJ'lﬂHe Ha M3M0JI3BAHUTE CIIPUHIIOBKHA

o HE nocraBsiiTe KamauykaTa OTHOBO BbPXY M3M0JI3BAHUTE UTJIH.
CrxpaHsBaiiTe H3MOI3BAHUTE CIIPUHIIOBKY Ha MACTO, HEIOCTHITHO 3a JeTla.
. Wznon3BaHara CIpUHIIOBKA TPSIOBA J]a C€ M3XBBPIIN B CHOTBETCTBUE C MECTHUTE M3MCKBAHUSI.

IHomurariTe Bamms (bapMaueBT KaK J1a U3XBBPJIATC JICKAPCTBATA, KOUTO BEYC HC U3IIOJI3BATEC.
Tes3n MCPKH IIIC CTIOMOIHAT 3a OIIa3BaHC HAa OKOJIHATA CpCa.
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