NNPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOJAYKTA



V Tosu JICKAPCTBEH MPOAYKT IMOMJICKHA Ha IONMBIHMTEIHO HaOmozeHue. ToBa Ime MMO3BOJU OBP30TO
yCTaHOBSIBaHE Ha HOBA MH(OpMAIHst OTHOCHO Oe3omacHOCTTa. OT MEAUITUHCKHUTE CIICIIHAIMCTH CE U3UCKBA Ja
CHOOIIAaBAT BCsAKA MOJ03MpaHa HEKETaHa peakius. 3a HaUMHA Ha ChOOIIaBaHe Ha HEXEJIaHU PEAKIMH BIDKTE
TouKka 4.8.

1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

Denosumab Intas 60 Mg nHXEeKIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcsika mpeiBapuTeIHO HaMbJIHEHA CIIPUHIIOBKA Chabprka 60 Mg aeHozymab (denosumab) 8 1 ml
pasteop (60 mg/ml).

Jeno3ymMab e 4OBeIKO MOHOKJIOHATTHO aHTUTsI0 1gG2, mporn3Be/ieHO B KJIEThYHA JIMHUS OT 003aifHIK
(KJIETKH OT AHYHUK Ha KUTAlCKK XamcTep) upe3 pekomOuHanTHa JJHK texnomorus.

IIoMOIITHO BEIISCTBO C M3BECTHO ACUCTBUE

Toga nekapcTBo chabpika 46 mg copouron u 0,1 mg mommcopdar 20 BbB Bcekr M| pa3TBop.

3a nBIHUA CIIHUCHK Ha IMTOMOIIHUATE BEIIECTBA BIIKTE ToO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA
NmxexmoneH pa3TBop (MHKEKIINS)

buctbp, Oe31BeTeH /10 010K BIAT PA3TBOP.

4. KJIMHUYHU JAHHU

41 TepaneBTUYHU MOKAZAHUS

Jleyenre Ha OCTEONIOPO3a MPH )KEHU B IOCTMEHOTIAY3a ¥ IPU MbXKE, H3JI0KEHH Ha TIOBUIIIEH PHCK OT
¢paxtypu. [Ipu xeHu B mocTMeHOMAay3a, IEH03yMad 3HauMMO HaMaJlsiBa prcka oT (hpakTypH Ha
NpelUIeHUTe, HeTIpelUIeHHN GpakTypH U GppaKkTypH Ha Ta300eapeHarTa crasa.

Jleuenue Ha 3ary0a Ha KOCTHO BEILIIECTBO, CBBP3aHO C XOPMOHAIHA abJIanust IPU MbXe C KapIIHOM Ha
mpocTaTara, M3JI0’)KeHH Ha TIOBUIIIEH PUCK OT (pakTypu (Bx. Touka 5.1). [Ipn Mbxke ¢ KapuHOM Ha
IpocTaTaTa, MoayJaBalll XOPMOHAIHA abaanus, JeH03yMad 3HauMMO HaMaJIsiBa pUCKa OT GpakTypu HA

MIpPEIUICHATE.

Jleuenue Ha 3ary0a Ha KOCTHO BELIECTBO, CBbP3aHa C MPOABIDKUTENIHA CHCTEMHA TITIOKOKOPTUKOUIHA
Tepanus MY Bb3PaCTHU MAIMEeHTH C MOBUIIIEH PHUCK OT (ppakTypa (BXK. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA NPHJIOKEHHE

2 l O3UPOBKaA

[Ipenoppuntennara go3a e 60 Mg neHo3ymal, MprioKeHa KaTo eTHOKPaTHA ITOIKOXHA WHKEKITHS B
obnacTTa Ha Oepara, KopeMa Wi MUIITHHUIIATA, BEIHEK Ha BCEKU 6 Mecera.

[ManmenTHTe TpsIOBa M@ MOTyYaBaT aeKBaTHO KOJMYECTBO JOOABKHU ¢ Kauuii U BuTamuH D (Bxk. Touka 4.4).



Ha manmenTure, KouTo ce mexyBat ¢ Denosumab Intas, tps6Ba na ce mpegocTaBy JIMCTOBKA 3a
MaIMeHTa U HAIIOMHSINA KapTa Ha IMalueHTa.

OnTuMaiHaTa 00IIa MPOIBIDKATEITHOCT Ha aHTHPE30pOTUBHATA TepaITis Ha OCTEOIOpo3a (BKIIFOYBAIIA
neno3ymab u oudocdonarn) He e yctaHoBeHa. HeoOXoquMoCTTa OT MpoIb/KaBaHe Ha JICUeHUETO TpsiOBa a
ce MpeoLeHs Ba MEPUOIUIHO, B3 OCHOBA Ha TIOJI3UTE U MOTCHIMATHUTE PUCKOBE, CBBP3aHHU C ACHO3yMad
IIPY BCEKH OT/IEJICH MAIMEHT, 0COOEHO CIIe/ S5 WITK MMoBeYe roJMHU yroTpeda (Bxk. Touka 4.4).

Cmapuecka evspacm (sv3pacm > 65)
He ce nanara kopurupase Ha j03arta IpH ITAIIMEHTH B CTApYECKa Bh3PAcCT.

bvopeuno yspescoane
He ce Hanara kopurupase Ha j03aTa Ipy MalUeHTH ¢ ObOpEYHO yBpekaaHe (Bxk. Touka 4.4 3a
MPENoPbKH OTHOCHO MPOCTEIIBAaHE HA KAJIIIMEBUTE HUBA).

JIumicBat JaHHU IPpU MAMUCHTH C IPOABIJDKUTCIIHA CUCTEMHA TNIFOKOKOPTUKONJHA TEpAIrsd U TCIKKO
0BOpeuHo yBpexnane (ckopoct Ha riaomepynHa ¢puntpanus, GFR < 30 ml/min).

Yeprodpobro yepedcoare
besonacHocTTa M eprkacHOCTTa Ha IeHO3yMal He ca MPOYYBAHH MTPHU MAIMEHTH C YSPHOIPOOHO
yBpexkaaHe (BX. Touka 5.2).

Ileouampuuna nonynayus

Denosumab Intas He TpsibBa 1a ce M3Mo3Ba MpH Jelia Ha Bb3pacT < 18 roanHu mopaan chboOpaxeHus,
CBBP3aHH ¢ 0€30MaCHOCTTA — CEPHO3HA XUMNEPKAIIHEMHUS U HOTCHINAIHO HHXUOUpPaHe Ha KOCTHUS
pacTex u Jiurca Ha mpoOuB Ha 360U (BXk. Touku 4.4 u 5.3). HanmnunuTte noHacrosieM JaHHH 3a Jena
Ha BB3pacT oT 2 10 17 roguHu ca onucaHu B Touku 5.1 u 5.2.

Hauwnn Ha npuioxxeHue

3a MMOAKOXXHO IPHUJIOKCHUC

[IpunoxxenueTo TpsOBa J1a ce HANPaBH OT JIUIIE, KOETO € aeKBaTHO 00y4eHO Ha TEXHHUKATa Ha
WHXEKTHPAHE.

VYkazanus 3a ynotpeda, pabora 1 U3XBBPJISIHE ca JIaJICHU B Touka 6.6.
4.3 IlporuBomoka3aHus

CBp’LX‘IYBCTBI/ITeHHOCT KBbM aKTHUBHOTO B€IICCTBO HMJIM KbM HAKOC OT IOMOIIIHUTE BECIICCTBA,
n30poeHu B Touka 6.1.

Xwumnokasnuemus (BK. Touka 4.4).
4.4 CneuuajHM npeaynpexIeHus v NpeIna3ZHu MepKH NpH ynorpeda

[Ipocaenumoct

3a aa ce nogoOpH MPOCIeIMMOCTTa Ha ONOIOTHYHHUTE JIEKAPCTBEHH MIPOAYKTH, UIMETO ¥ AP THUIHUSIT
HOMEp Ha MPUIIOKEHUS MPOLYKT TPsOBaA SICHO J1a Ce 3alrcBar.

J106aBKH ¢ KaJamuii ¥ BUTamMud D

A}_ICKBaTHI/IﬂT IIpUeM Ha KaJ'H_[I/Iﬁ u BuTamMuH D e BakeH 3a BCHUKU IMalMCHTH.

IIpennasuu Mepky Ipy ynorpeda




Xunoxanyuemus

BaxHo e 1a ce naeHTUGUIMpPaT MAUSHTUTE, U3JI0KEHN Ha PUCK OT XUIOKAIIHEMHsl. XHUITOKAIITUEMHUATA
Tpsi0Ba 1a ObJe KOPUTHUpPaHa Ype3 a/IeKBaTeH MPHeM Ha Kannuid 1 BuTaMuH D mipenu 3amouyBane Ha
TepanuaATa. [IpenopbuBa ce KIMHUYHO MPOCeIIBaHE Ha KAJILMEBUTE HUBA MIPEIU BCAKa J103a U, IPU
MAIUEeHTHTE, TTPEIPA3NOI0KEHH KbM XUTIOKAIINEMHS B pAMKHATE Ha IBE CEIMUIIH, CIIe]] HaYaTHaTa J03a.
AKO TIpY HSIKOU TAIIMEHT Ce MOSBAT MPEAIoIaraéMy CHMITTOMH Ha XUATTOKAIIIUEMHUS TI0 BpeMe Ha JISIEHUETO
(Bk. Touka 4.8 3a cUMIITOMH), TpsIOBa 1a ce U3CIeABaT KanuueBuTe HuBa. [lanmenture TpsoBa ga 6baaT
HachpyaBaHU J1a ChOOIIABAaT CUMIITOMH, MIOKA3aTETHN 32 XUOKATIIUEMHSI.

[Ipu mocTMapKeTHHTOBH YCIIOBHS CE€ ChOOIIaBa 3a TEKKa CUMIITOMAaTHYHA XUITOKAIIIMEMUS (BOeIa
JI0 XOCTTUTAITU3aIusl, )KUBOTO3aCTpalllaBally CbOUTHS U CIIydau C JIeTalieH u3xo). Bernpeku ue
MTOBEYETO CIIyYaH HACTHIIBAT IIPe3 ITbPBUTE HAKOJIKO CEIMHUIM OT HAYaJIOTO Ha JICYCHUETO, TSI MOXKE Ja
ce MOSIBH U IIO-KbCHO.

C’I)H’I)TCTBaHIaTa TJIIOKOKOPTUKOHHA Tepalnusd € JOIMBJIHUTCIICH PUCKOB (baKTOp 3a XUIIOKaJIIIMEMU .

bvoOpeuno yspesxcoane

[ManueHTHTE ¢ TEXKa CTereH Ha ObOpeUHO yBpekaaHe (KpeaTHHUHOB KiaupbHC < 30 mi/min), win
KOUTO Cca Ha THan3a, ca ¢ Mo-TOJISIM PHCK OT pa3BUTHE Ha XUIOKaIIUEeMHs. PUCKBT OT pa3BUTHE Ha
XUIIOKaJIOUEMHA U CBIIBTCTBAILO ITOBUIICHUE HA MMApaTUPCONIHUA XOPMOH CC yBEJIM4YaBa C
HapacTBaHE Ha CTENeHTa Ha 0BOpedHOTO yBpekaaHe. ChoOlaBa ce 3a TSKKH U JICTATHU CITyYau.
AJCKBAaTHUAT MPUEM Ha KaJII[1id, BATAaMHH D 1 peIoBHOTO NPOCIIE/sIBaHE HA KAJIIIUEBUTE HUBA €
0COOEHO Ba)KHO MPH T3 MALUECHTH, BIKTE I0O-TOPE.

Kooicnu ungpexyuu

[larmenTure, momy4aBamny JeHO3yMa0, MOXKe Ja Pa3BUAT KOXKHHU WHPEKINU (OCHOBHO IIEITyIIUT),
BOJICIIU JIO XOcTUTaIM3anus (Bx. Touka 4.8). [lanmenture TpsiOBa Aa ObIaT MOCHBETBAHU Ja
MOTBPCAT JIEKapCKa MIOMOII, aKO TPH TSAX Ce MOSIBAT MPU3HALY WIA CUMITTOMH Ha LETYJIHT.

Ocmeonexposa na yenrocmma (OHY)
OHUY ce cpo01maBa pAaKo MPH MAUEHTH, TTOTyYaBally JeH03yMab 3a JieueHre Ha 0CTeonopo3a (BK.
Touka 4.8).

HauanoTo Ha 1eyeHneTo/HOB Kypc Ha jiedeHue Tpsi0Ba J1a ce OTI0XKM NP MALMEHTH C He3apacTHAIN
OTKPHTH JIE3UH Ha MEKUTE ThKaHH B ycTaTa. [Ipy manmeHTH cbe ChITbTCTBAIIN PUCKOBH (DAaKTOPH ce
MpernopbyBa CTOMATOJIOTHYEH TperIie]] ¢ NPOPHUIAKTHIHO 3600JICUCHHE M WHANBUIyallHa OIIeHKa Ha
CHOTHOILLCHHUETO HOJ3a/PUCK, IPEAN JICUEHHUE C IeHO3yMal.

Crnenaure puckoBu GakTopu TpsiOBa 1a ce MMaT MIPEIBH IPH OLICHSIBaHE Ha PUCKA 3a MAllMEHTa OT

passutue Ha OHY:

. AKTHUBHOCT Ha JIEKapCTBEHUSI IPOAYKT, KOUTO MHXUOMpa KOCTHATA Pe30pOIHs (TI0-BUCOK PHUCK
[IPY BUCOKO aKTUBHHU ChEIMHEHHS), HAUMH Ha MPWIOKEHHE (TI0-BUCOK PUCK IPH MApEHTEPATHO
MIPIJIOKEHHUE ) U KyMYyJIaTHBHA /1032 Ha KOCTHO-PE30pOTHBHATA TEpAIHS.

. pax, npuApyXasaiy 3a00Js1BaHus (HAIP. aHEMHUSL, KOaryJIonaTHH, UHPEKIHIN),
TIOTIOHOITyTIICHE.

. CHITPTCTBAIIH JIEYCHUS: KOPTUKOCTEPOUAN, XUMUOTEPAIIHSI, HHXHONTOPH HA aHTHOTeHEe3aTa,
JbUETepaIus Ha IJ1aBaTta ! IusTa.

. JIOLIa YCTHA XUTHEHA, IApOA0HTO3a, JIOIIO [IOCTABEHH [IPOTE3H, aHAMHE3a 38 CTOMATOIOTUYHO

3360J’I$IBaHe, HWHBAa3UMBHU CTOMATOJIOTMYHU NPOUCAYPU (Har[p. CKCTpaKus Ha 3’56).

[To BpeMe Ha jieUeHHE ¢ ACHO3yMa0 BCUYKH MAIMCHTH TPI0Ba 1a ObJaT HAChPYaBaHM Ja MOIIbPKAT
no0pa yCTHa XMTHEHa, J1a Ce MOJIaraT Ha PyTUHHU CTOMATOJIOTUYHHM MIPETJIeId H He3a0aBHO Ja
ChOOIIABAT 32 BCHYKH CHMIITOMH OT CTpaHa Ha yCTHAaTa KyXHMHA, KaTo pa3Kiamane Ha 350, 00JKa Wi
ImoAyBaHE, NJIW HE3a3/JpaBiABaIlln A3BU WU CCKPCIUA. ITo BpEMC Ha JICUCHUECTO, HMHBA3NBHU
CTOMATOJIOTUYHH MPOIIEypH TPSOBaA Jja ce M3BBPIIBAT CaMO CIIe]] BHUMATEITHA TIPEIeHKa U TPsOBa J1a
ce U30sTBa U3BBPIIBAHETO UM B HEITOCPEICTBEHA OJIM30CT C MIPIIIOKCHUETO Ha JICHO3yMao.

IlmagsT 3a JICYCHUC HAa MAITUCHTUTC, KOUTO Pa3BHUBAT OHq, Tpﬂ6Ba aa 6’1:,[[6 HN3TOTBCH B TSACHO
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CHTPYIHUYECTBO MEXTY JIEKYBAIIXs JIEKap ¥ CTOMATOJIOT MITH JTUIEBO-UEIIOCTeH XUpypr ¢ onut B OHY.
TpsbBa na ce 0OMUCIA BPeMEHHO NMPEKbCBAHE HA JICUCHUETO, JOKATO ChCTOSHUETO OTIIYMH U
JTOTIPUHACSAIIIUTE PUCKOBH (hakToOpy ObJAT HAMAJIEHHU, aKO € BH3MOXKHO.

Ocmeonexpo3a Ha 6bHUHUS CTYX08 NPOXOO

Nma cpobiienns 3a 0OCTEOHEKPO3a Ha BHHIITHUS CIIYXOB IIPOXO/T IPH JIEYCHHE C IEHO3YyMao.
Bb3MmoxHUTE pHCKOBY (haKTOPH 3a OCTCOHEKPO3a Ha BHHIIHUS CIYXOB IMPOXO0/] BKIFOYBAT yIIOTpeda
Ha CTEpOHIN W XUMHOTEPAIHs W/ IITH JIOKATHA PUCKOBHU (haKTOPH, KATO HAIIpUMep HH(EKITHS HITH
TpaBMa. BeposaTHOCTTa OT pa3BUTHE Ha OCTEOHEKPO3a Ha BHHIITHUS CIIYXOB ITPOXOJ TPsiOBa Ja ce mMa
MPEIBU/I P TTAIIMCHTH, TPUEMAIH JICHO3yMa0, KOUTO pa3BUBAT CUMIITOMU OT CTpaHa Ha yXOTO,
BKJIFOUUTEITHO XPOHUYHU YIITHH WHPEKIINH.

Amunuunu ppaxmypu Ha 6edpeHama Kocm

Nwma cpobmienwnst 3a atununyaau GpaxTypH Ha OeqpeHaTa KOCT MPH MAIUeHTH, TOTyYaBaly IeH03yMao
(Bk. Touka 4.8). ATunnuyauTe PpakTypu Ha OepeHaTa KOCT MOXKE J1a ce MOSBAT MPU MUHUMAITHA
TpaBMa WM 0e3 TpaBMa B CyOTpoXxaHTepHHTE H Anadu3HUTE 00acT Ha OeapeHara Koct. Te3n
CHOMTHS Ce XapaKTepH3UPAT ChC CIIEU(DUIHN PEHTTCHOIOTHYHN HAXOAKH. ATUIINYHH (PPAaKTypH HA
OexpeHaTa KOCT ce ChOoOIIaBaT ChINO PH MAIUSHTH C ONPEICNICHN ChITBTCTBAIHM CHCTOSHUS (HAIIp.
neguuuT Ha BUTaMUH D, peBMaTouieH apTput, xunodocdarasust) 1 pu yrnorpeda Ha HIKOU
JIEKapCTBEHU MPOAYKTH (Hamp. 6udochoHaTH, TITFOKOKOPTHKOH TN, HHXHOUTOPH HA IPOTOHHATA
nomra). Te3u crOUTHS ca HACTHIIBaNM U 0e3 anTupe3opOTuBHA Tepanust. [lomoOHu PpakTypu,
CHOOIICHN BBB Bpb3Ka ¢ OudochoHaTH, UeCTo ca OMnaTepaiHy; Mopaan ToBa MPH NalUEHTH,
JIEKYBaHH ¢ JCHO3yMal, KOUTO ca IpeThpiieu (pakTypa Ha TSUIOTO Ha OelpeHara KocT, TpsOBa Jia ce
M3cIe/iBa KOHTpajarepamHara oeapeHa kocT. TpsadBa ga ce oOMUCITN peKpaTsIBaHe Ha TepanusITa ¢
JIeHO3yMal IMpY MalMeHTH, 32 KOUTO Ce MOJ03Upa, Y€ UMaT aTUludHa pakTypa Ha OeapeHara KOCT B
OYaKBaHE Ha OIIEHKATa Ha MAIeHTa Bb3 OCHOBA HA HHIWBUAYAITHO OMPEACICHOTO ChOTHOIICHUE
nonza/puck. [To Bpeme Ha JiedeHHETO ¢ IeH03yMa0, MalMeHTUTe TPsiOBa a ObJaT MOCHBETBAHHU Ja
chOOIIaBaT 3a HOBa WM HeoOM4aiiHa 00nka B OeIpoTo, Ta300eApeHaTa CTaBa Wi CIaOWHNUTE.
[NanmenTH C TaKMBa CUMIITOMH TPSIOBA J1a C€ U3CIIEBAT 32 HEMIbIIHA PpakTypa Ha OeqpeHara KocT.

TIpoovidcumento anmupe3opomusHo ieyeHue

[IpoabKUTETHOTO aHTHPE30POTUBHO JieueHUE (BKIIIOYBAIIIO JIeHO03yMal 1 OudocoHaTn) Moxke Jia
JIOBEJIE JI0 TIOBHIIIEH PHCK OT HEKEJIAaHU PE3YJITaTh, KATO OCTEOHEKPO3a Ha YENIOCTTa U aTUITHIHU
¢bpakTypu Ha GepeHara KOCT MopaIi 3HaYUMO IMOTHCKAaHEe Ha KOCTHOTO peMo/ieupane (BK. TOUKa
4.2).

Ilpexpamsasane na neveHuemo

Crien npekpaTsBaHe Ha JIeHO3yMal ce 0YakBa HamMaJsiBaHEe HA KOCTHAaTa MUHEpaiHa mbTHOCT (BMD)
(Bx.TOUKa 5.1), KOETO BOJM 10 OBUILIEH PUCK OT (pakTypu. [lopanu ToBa ce npenopbyuBa NpocieAsiBaHe Ha
BMD u tps6Ba na ce 0OMHCIN anTepHATUBHO JICUEHUE, B COTBETCTBUE C KIIMHUYHUTE yKa3aHMUS.

Cvnvmemeawo nedenue ¢ Opyau 1eKapcmeenu npooyKmu, cbObpucauju 0eHo3yMao

[TanmenTw, JiekyBaHu ¢ JeHO3yMal He TpsiOBa J1a ObJAT JEKyBaHH €IHOBPEMEHHO C IPYTH
JIEKApCTBEHU MPOJYKTH, ChIBPKAIIN JeHO3yMal (3a Mpe0TBpaTsIBaHE Ha ChOUTHS, CBBP3aHH C
KOCTHAaTa CUCTEMa ITPH Bh3PACTHU C KOCTHH METACTa3! OT COJUIIHU TYMOPH).

Xunepranyuemust npu neouampudny nayuenmu

Denosumab Intas ve Tps6Ba 1a ce M3MON3BA P MEAMATPUIHH MaeHTH (Bb3pact < 18). Crobiasa
Ce 3a Cepro3Ha XHIepKanueMus. Hakou ciiydyan B KIMHAYHY U3MUTBAHUS Ca YCIIOKHEHU OT OCTPO
O0BOpedHO yBpEKIaHE.

Ipedynpesicoenust 3a nomowHume 8eujecmsa

ToBa nexkapcTBO chabpika 46 mg copouron BuB Bceku Ml pasteop. TpsOBa 1a ce MMa npeaBH
AJUTUBHUAT €(EKT Ha CHITHTCTBAIIO MPUJIATAHH MTPOAYKTH, ChIBPIKAIIU cOpOnTON (Min (PpyKTO3a), U
XPaHUTEIHUAT IPUEM Ha COPOUTOIT (M PPYKTO3a).

Tosa nexapctBo chabpika 0,1 mg momucopOar 20 BB Besika 1 ml npeBapuTeTHO HAITbJIHEHA
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cnpuHioBka. [lomucopbarure MoraT a MPUUUHAT AJIEPTUIHN PEAKIIHU.

To3u JeKapCcTBEH MPOAYKT ChABPXKA MO-Masiko oT 1 mmol Hatpwuii (23 mg) xa 60 mg, T.e. MOXe 1a ce
KaXke, 4 MPAKTUIECKH HE ChbPIKa HATPHUI.

45 BzaumosjeiicTBHe ¢ APYIH JeKAPCTBEHH NMPOAYKTH U APYrd (opMH HA B3auMojieiicTBHe

B enHo npoyuBaHe 3a B3aUMOACHCTBHATA, ACHO3yMa0 He MOBIMABA (DapMaKOKHHETHKATA Ha
MH/Ia30J1aM, KOWTO ce MeTabonu3upa upes muroxpom P450 3A4 (CYP3A4). Tosa mokassa, e
JICHO3yMab He MPOMeHs papMaKOKHHETHKATA Ha JISKAPCTBEHHU MPOYKTH, KOUTO CE METa00IM3UpaT
ype3 CYP3A4.

Jlurcpat KJIMHUYHY JaHHU 32 €THOBPEMEHHOTO MPHUJIOKEHHE Ha JICHO3yMald U XOpPMOHO3aMecTBaIla
Tepanus (HalpuMep €CTPOTCHH ), CIUTA ce 0bade, 9e Bh3MOKHOCTTA 32 PapMaKoIMHAMHIHO
B3aUMOJICHCTBUE € MaJIKa.

[Tpm »xeHn B IOCTMEHOIay3a C 0CTEOI0po3a, (hapMakoKMHETHKATa U (papMaKkoJMHAMUKATA Ha
JIEHO3yMab He ce MOBJIUABAT OT IPEIXO0/HA Tepalus C alCHPOHAT, Ha 6a3aTa Ha JaHHU OT IIPOyYBaHE
C TIpexojHa Tepamnus (0T aJIeHAPOHAT KbM JeHO3yMao).

4.6 @epTuauTeT, OPEMEHHOCT U KbPMEHE

Bpemennoct

JluncBaT nny uMa orpaHUYEHU JaHHU OT yroTpedaTa Ha AeHO3yMab pu OpEMEHHH KEeHH.
[IpoyuBaHusTa Py )KUBOTHU MOKA3BaT PEMPOAYKTHBHA TOKCUYHOCT (BXK. Touka 5.3).

Denosumab Intas He ce npernopbyBa 3a ynorpeda npu OpeMEHHHU KCHU U TIPH )KEHH C ICTEPOICH
MOTEHIINAJI, KOUTO HE U3IO0JI3BAT KOHTpALCIIIHA. Kenurte TpSI6Ba Ja 61)):[21T IIOCBHBETBAHU J1a HE
3abpeMeHsIBaT 10 BpeMe Ha M Hali-MajKo 5 Mecernia cien iedenrero ¢ Denosumab Intas. Edexrure Ha
Denosumab Intas e BeposiTHO 11a ca 1Mo-ToJeMH 10 BpEMe Ha BTOPHSI M TPETHSI TPUMECTHP Ha
OpEMEHHOCTTA, Thil KATO MOHOKIIOHAIHUTE aHTUTEJA MPEMUHABAT TIPe3 TUIAIICHTATA 110 IUHEESH MOJICI
C HampeJBaHe Ha OPEMEHHOCTTa, KaTO HAal-TOJIsIMO KOJIMYECTBO PEMHUHABA TIPE3 TPETUSI TPUMECTE.

Kspmene

He e u3BecTHo ganu geHo3ymab ce eKcKpeTupa B KbpMaTa. [Ipu reHeTHYHO MOETTHPaHH MHIIKH, TIPU
kouto RANKL e 6mi nskimtoueH upes3 reHHo oTcTpaHsiBaHe (,,knockout Mumiku’), mpoy4BaHusTa
rmokasBar, 4e smricata Ha RANKL (munieHarta va geno3ymad — BxK. Touka 5.1) 1mo Bpeme Ha
OpEMEHHOCT, MOJKeE JIa MTOBIHSIE BBPXY Ch3PSABAHETO Ha MIICYHHTE XKJIE3U, BOJICIIO JI0 HApyIIeHa
JIaKTaIus ciea pakaane (Bx. Touka 5.3). TpsOBa 5a ce B3eMe pelleHue JJaiu Ja ¢e IpeyCTaHOBH
KBPMEHETO WM JIa ce MpeycTaHoBy JieueHnero ¢ Denosumab Intas, karo ce B3emar npeBu nosnsarta
OT KbPMEHETO 3a HOBOPOICHOTO/KbPMAYETO | mosi3ara ot Tepanusta ¢ Denosumab Intas 3a sxenara.

deprunurer

Hsma nannu 3a edexTa Ha ieH03yMad BbpXy depTuinTera npu xopa. [IpoyduBanus npu )KHBOTHU HE
MOKa3BaT AUPEKTHU WIIM WHAWPEKTHU BpelHU e(heKTH BhpXy (depTunmTera (BXK. Touka 5.3).

4.7 EdexTu BbpXY cnoco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHU
Jeno3ymab He OBIHSABA MIIH NIOBJIMSABA IPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe U padoTa ¢ MalIMHH.
4.8 Hexenanu JeKapcTBEHH PeakIuu

O06001menne Ha npoduia Ha GE30aCHOCT




Haii-gecTure He)XeIaHU peaKIuy MPH AeHO3yMa0 (HaOIi01aBaHy MIPH IMTOBEYE OT €UH MAIlUCHT Ha
JIECET) ca MYCKYJTHO-CKeJieTHa 0oJika U OoJka B kpaiiHunmte. [Ipu nanueHTn, npuemMariy AeH03ymMa0
ca HaOJFOTaBaHN HEUECTH CITyYad Ha METYJIUT; PEAKH CIIydar Ha XUTTOKAIIUEMHUS,
CBPBXYYBCTBUTEIHOCT, OCTEOHEKPO3a Ha YETIOCTTa U aTUITNYHU (QPaKTypH Ha OeapeHaTa KocT (BXK.

ToukH 4.4 u 4.8 — onrcanue Ha U30paHK HEXKETaHH PEAKITUH).

TabauueH CIUChK Ha HEXKEIIAHNUTE PCaKIun

Januaute B Tabymna 1 mo-10i1y OMUCBAT HEXKEIaHH PEAKIMU, ChOOIICHH TPYU KITMHUYHYU U3ITATBAHUS
(aza II u 11l mpu marueHTH ¢ OCTEONOpOo3a M KapIMHOM Ha MJICYHATA JKJIe3a WM IIpocTaTaTa,
MOJTy4YaBaIly XOPMOHATHA abJaIisl, W/ OT CIOHTAaHHH CHOOIICHHSI.

HW3non3BaHa e cieHaTa KOHBEHIH 3a KilacCH(UKAIUs Ha HEKEIAaHUTE peakiuu (BK. Tabmuma 1):
MHOro 4yectu (> 1/10), gyectu (> 1/100 mo < 1/10), neuectr (> 1/1 000 mo < 1/100), peaxu (> 1/10
000 mo < 1/1 000), muoro peaxu (< 1/10 000) u ¢ HemsBecTHA YecTOTA (OT HAIMIHUTE JAHHHU HE
MOXe J1a ObJie HarpaBeHa orieHKa). [Ipy BCSIKO rpynupaHe B 3aBUCMMOCT OT 4€CTOTaTa ¥ CHCTEMO-
OpraHHHUS KJIac, HEKEJIAaHNUTE PEAKIIMH Ce M30pOABAT B HU3XOIAI PEJI IO OTHOIIEHHE HA TAXHATA

CEPHO3HOCT.

Taﬁ.lmua 1. He:xxenanu peakumuu, CLOGIIIEHI/I MpA NAHUEHTH € OCTECOIIOPO3a U MALUEHTH C
KapuMHOM Ha MJICYHAaTAa KJj1€3a WIH IpocTaraTta, moJy4aBalid XOpMmoOHa/JIHA adaamus

MedDRA cucremo-
OpraHeH Kjiac

Kareropus no yecrora

Hexesianu peakuuu

MHoro penku

WNuadexumn u nadecranmm Yectu Wudexnust Ha TUKOYHUTE MBTUILA
Yectu Wudexnus Ha rOpHATE TUXATSITHHA
IBTHLIA
Heuectu JIMBEPTUKYIAT!
Heuectu Llenymur!
Heuectu Nudekuns Ha yxoto
Hapyuienns Ha uMyHHaTa Penxu JlexapcTBeHa
cucremMa CBPBX4yBCTBUTEHOCT®
Penxu AHadunakTryHa peaKI_II/IHl
Hapymenus va metabonmmsma u | Penku Xunokanuuemus
XpaHEHETO
Hapyienus Ha HepBHaTa Yectn Nmmac
cucremMa
CroMarrHo-4peBHH Yectn 3anek
HapyIIeHHS Yectn AbnomMuHaneH 1uckomMgopT
Hapymenus Ha koXkata u Uectn OO0puB
MOJKOKHATa ThKaH Yectn Exzema
Yectu Ajonenys
Heuectn JInxeHOUIHY JIEKapCTBEHU €PYIILIUU

XI/IHepCGH3I/ITI/IBeH BaCKyJIUT

Hapymenust Ha
MYCKYJIHO-CKEJIeTHaTa
CHCTEMa U CheIMHUTETHATA
TBHKaH

MHoro yecTn
MHoro JecTu
Penxu
Penkn

C Hen3BeCTHA YECTOTA

bosnka B kpaiiHunure
MycKyHO-CKeneTHa Gosnkat
OcTeoHeKpo3a Ha YesocTTal

Artunvanu GppakTypu Ha GepeHara KocT:

OcTeoHekpo3a Ha BHHIITHUS CIIyXOB
npoxox’

! Buxre Touka ,,Onucanye Ha M30paHy HEXKENAHN Peakiun’”.

2 Buxre Touka 4.4.

B cOopHus aHanu3 Ha JaHHU OT BCUYKH Tu1ane00-KOHTponupanu u3nuteanus ¢asza Il u dgaza lll e
CHOOIICHO 3a TPUITOIOI00HO 3a00isiBaHe ¢ 0011a yectoTa ot 1,2% 3a nenozymad u 0,7% 3a rurane6o.
Brnpeku ue ToBa HECHOTBETCTBUE € YCTAHOBEHO Upe3 COOPEH aHaIN3, TO HE € YCTAHOBEHO 4pe3

cTpaTu(UIpaH aHATHU3.




Onucanue Ha I/I36DaHI/I HCXKCIaHU pCAKIIMHI

Xunoxanyuemus

[Ipu nBe TTane6o0-KOHTPOINPAHH KIMHUYHA U3uTBaHu (asa Il mpu xeHu B mocTMeHomay3a ¢
octeonopo3sa, npudnmsurenHo 0,05% (2 or 4 050) ot narMeHTKUTE ca UMaIl HaMaJICHU CEPYyMHU
HHBa Ha Kanwmi (mo-manko ot 1,88 mmol/l) cnen nmpunarane Ha nenozymab. He ca cbo0imaBanu
HaMaJIeHW CepyMHH HUBA Ha KaJuii (mo-manko ot 1,88 mmol/l), kakto npu nBere mnaredo-
KOHTPOJIMPaHH KIWHUYHYU m3nuTBanus ¢aza 11l npu nanuenTy ¢ XopMoHaIHa abJalys, Taka u mpu
1ane60-KOHTPOIMPAHOTO KIMHUYHO u3nuTBaHe daza Il mpu Mmbxe ¢ octeonoposa.

IIpy nOCTMapKETHHIOBH yCIOBHUS Ca ChOOIIABAHU PEIKU CIyyaH Ha TEXKAa CUMIITOMaTHYHA
XHITOKAIIMEMHS], BOJICIIA 10 XOCIUTAIN3aLKs, )KUBOTO3aCTpaIIaBaIl ChOUTHS U CIy4au C JeTalneH
U3XO0J, IPEAUMHO MPH MAlKUEHTH ¢ IOBUIIEH PUCK OT XUIIOKAILUEMHUS, T0JIyYaBally JeHO3yMa0, KaTo
MIOBEYETO CIy4aH ca HACTBHIIMIN B IBPBUTE CEAMUIIM OT HA4aJIOTO Ha JiedyeHuero. [Ipumepn 3a
KJIMHUYHU TIPOSIBU Ha TEKKa CUMIITOMAaTHYHA XUTIOKAJIIMEMHUsI BKIIOUBAT yobKaBane Ha QT-
MHTEpBaJa, TETAHUS, TbPUYOBE M HAPYIICHO ICUXUYHO ChCTOsTHUE (BXK. TouKa 4.4). CUMITOMUTE Ha
XMITOKAJIIUEMHUS B KIMHUYHUTE U3MUTBAHUS C JEHO3yMald BKIIIOUYBAT MAPECTE3UH WM MYCKYyJTHA
CKOBaHOCT, [IOTPENBaHUs, ClIa3MU U MYCKYJIHA KPaMIIH.

Kooicnu ungpexyuu

[Ipu mnane60-KOHTPOIMpaHUTe KITMHUYHY M3nuTBaHus ¢a3za I1I, obmaTa yectoTa Ha KOKHA
WH}EKIH € Ouila CX0IHA MPY IPYIHUTE Ha TIane0o 1 JeH03yMad: Py KEHH B TIOCTMEHOTIay3a C
ocreonopo3a (marebo [1,2%, 50 ot 4 041] cpsimo neroszymad [1,5%, 59 ot 4 050]); mpu MBxKe C
ocreonopo3a (tarebo [0,8%, 1 ot 120] cnpssmo nenozymad [0%, 0 ot 120]); mpu marueHTH ¢
KapIMHOM Ha MJICYHATA KJIe3a WK IPOCTaTaTa, oTydaBalld XopMoHaiHa admanus (rarebo [1,7%,
14 ot 845] cripsimo neno3ymab [1,4%, 12 ot 860]). KoxxHr MHPEKITUY, BOACIIH 10 XOCITUTATN3AIIH,
ca cpobmasanu npH 0,1% (3 ot 4 041) oT ’KeHuTe B IOCTMEHOIIAY3a C OCTEOI0PO3a, OTy4daBaIln
tane6o, cupsamo 0,4% (16 ot 4 050) ot xenuTe, noaydaBainu AeHo3ymad. Te3u ciaydau ca
npeauMHo 1enyiuT. [lpu npoyuBaHuaTa Npyu KapimHOM Ha MJIEYHATA JI€3a U MPOCTaTaTa, KOXKHUTE
nH(}EKIUH, ChOOIIEHN KaTO CEPUO3HHU HEKEIIAaHN PEaKLUH, ca CXOIHH IIPU TPYNUTE Ha Tu1anedo
(0,6%, 5 ot 845) u nenozymab (0,6%, 5 ot 860).

OcmeoHexkpo3a Ha werrocmma

OHU ce cro01m1aBa psjako, mpu 16 manueHTH B KITMHUYHUTE U3MUTBAHUS TIPU OCTEOIIOP03a U MPH
MAIUEHTH C KapIMHOM Ha MJICYHATA JKJIe3a WM NPOCTaTaTa, oJIydaBaliy XOpMOHaIHA a0arus,
BKuTFOUBaniy 06mo 23 148 mamuentu (Bx. Touka 4.4). Tpunanecer ot te3u ciryyan ¢ OHY ca
HACTBITHJIH TIPH KEHHU B IIOCTMEHOTIAy3a C OCTE0Nopo3a 1o BpeMe Ha MPOIbIHKEHUETO Ha KIMHUYHO
usnuteane Qasa lll, ciex neuenne ¢ neno3ymab B npoabsmkenne Ha 10 roguau. Yecrorata Ha OHY e
0,04% ma 3-rara roguna, 0,06% na 5-tata roguna u 0,44% ua 10-TaTa rogMHa OT JEYESHUETO C
neHo3ymab. Puckbst or OHY HapacTBa ¢ MpoIbIDKUTETHOCTTA HAa EKCITO3UITHS Ha IeHO3yMao.

Amunuunu ppaxmypu na bedpenama xocm
B mporpamara 3a KIMHHYHU U3IMTBAHUS IIPU OCTEONOPO3a, AaTUITMYHU (PPAaKTypy Ha OeIpeHara KocT
ca cr00IIaBaHM PAAKO NIPU MAIIMEHTH, JISKYBaHH C JICHO3yMal (BXK. Touka 4.4).

Jlusepmuxynum

B exno mnane6o-KOHTpOIMpaHo KIMHUYHO u3nuTBaHe ¢a3a [II npu nanuenT ¢ KapuuHOM Ha
MpocTaTara, IoIyJaBally anaporeH-aenpusanronta repanus (ADT), e ycranoBeH qucbananc mo
OTHOIIICHUE Ha HEXKEJIaHUTe ChOnTHs 3a quBepTUKYIHT (1,2% neHo3ymad, 0% mmare6o). Yectorara
Ha TUBEPTHKYJIUT € CPAaBHUMA MEXy ABETE TEPANleBTHYHU IPYIH IPH KEHUTE B IOCTMEHOIIAY3a TN
MBIKETE C OCTEOIOPO3a U IPH KEHHUTE, JIEKYBaHH C apOMaTa3HU MHXMOUTOPH 32 HEMETACTaTUYeH
KapIIMHOM Ha MJIEYHATa JKJIe3a.

Puckbt or OHY € o11eHEH U B peTpPOCIIEKTHBHO KOXOPTHO IpoyyBaHe npu 76 192 sxeHu B
MOCTMEHOIIay3a ¢ HOBO3ano4Bailo jJeuenue ¢ denosumab. Yecrorara na OHY e 0,32% (95%
nosepureneH uatepsai [CI]: 0,26; 0,39) nmpu nanueHTH, U3MOA3BAIIN JeH03yMal 10 3 TOAWHY U
0,51% (95% CI: 0,39; 0,65) pu marueHTH, U3MOJI3BAIIH JIEHO3YMa0 /10 5 TOIMHU MPOCIE/IsBaHE.
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Cevpsanu ¢ 1eKapCmeomo peakyuu Ha C6PvX4y6CHEUMeIHOCH

[Ipn mocTMapKeTHHIOBH YCIIOBHSA, NPH MAlEHTH, MONyYaBallyd JCHO3yMald, ca ChOOIICHH PEAKH
CbOUTHSI Ha CBPBXUYBCTBUTEIHOCT, CBBbp3aHa C JICKAPCTBOTO, BKIIOUWUTETHO OOpHB, ypTHKapus,
[I0J{yBaHE Ha JIULETO, EpUTEM U aHAQUIAKTUYHH PEAKIIHIH.

Myckyano-ckeremua 6onxa

[Ipu mocTMapKeTHHTOBH YCIIOBHS IMa CHOOIICHHUS 32 MYCKYJITHO-CKeJIeTHa 00JIKa, BKIFOYNTETHO
TEXKH CITy4dau IPH MAIlUeHTH, ITOIyYaBaIy 1eHo3yMad. B KIMMHNYHNTE N3NUTBAHUS, MYCKYJIHO-
CKeJIeTHa 0OJIKa ce ChOoOIaBa MHOTO Y€CTO B TPYIHTE Ha JIeHO3yMal U uiane0o. MycKyIiHo-
ckeJieTHa O0JKa, BOJIEIIA JI0 ITPEYCTAaHOBSIBAHE HA M3MMTBAHOTO JICUCHHE, Ce ChOOIIaBa HEYECTO.

Jluxenouonu nexapcmeenu peakyuu
Cpo01aBa ce 3a IMXEHOUHH JISKAPCTBEHH peaKkiy (HanpuMep peakiuu, MoJOOHH Ha JINXEH IJIaHyc)

Py MAaOUCHTHU B IOCTMAPKETUHI'OBH YyCJIOBUA.

HDVFI/I CricnaIHy IIOIyJIalinun

IHeouampuuna nonynayus

Denosumab Intas ve Tps0Ba a ce U3MMOI3Ba MPH MEAUATPUYHH MaIeHTH (Bb3pact < 18). CpoobiaBa
Ce 3a CeprO3Ha XUIepKaIeMus (Bxk. Touka 5.1). Hakou ciiydan B KIMHHYHY U3MUTBAHUS Ca
YCIIO)KHEHHU OT OCTPO OBOPEYHO YBpEXKIAHE.

bvoOpeuno yspesxcoane

[Ipu KIMHUYHY TPOYYBAHUS, TIAIUCHTHU C TEKKA CTENICH Ha ObOPEUHO YBpekKIaHe (KPEaTHHUHOB KIIMPBHC <
30 ml/min), wim TakuBa Ha XEMOAHMAN3a, Ca U3JI0KESHH Ha TI0-BUCOK PUCK OT XHUITOKAIIIMEMUS TIPH JIUTICA Ha
no0aBKa Ha KU, AJICKBAaTHUAT IPUEM Ha KaJIIUi U BUTaMuH D e BajkeH Npu MAIMEeHTH ¢ TEXKa CTEICH
Ha OBOpEYHO yBpEeXKIaHe, MIIH TAaKWBa Ha XeMouann3a (Bx. Touka 4.4).

Cro0I11aBaHe Ha HOJO3MPaHN HEXKEIAHN PEAKIINT

C’BO6H.[aBaHCTO Ha MMOJ03UPaHU HCXKCJIAHU PCAKIHUHU CIICA PAa3pPCIIaBAHC 3a yHOTpeGa Ha JICKapCTBCHUS
MMPOAYKT € BaXKHO. Tora mo3BossiBa 1a IIPOABIIKU Ha6JHOI[eHI/IeTO Ha CbOTHOUICHHUETO IMOJI3a-pUCK 3a
JICKaApCTBCHHUA IPOAYKT. OT MEIUIMHCKUTE CISHHAINCTH CE U3UCKBA J1a C’LOGH.IaBaT BCsiKa
IoJI03MpaHa HEXKEJIaHa pE€aKHA YpPE3 HallHOHAaJTHA CUCTEMA 3a C’BOGH_[aBaHe, IIOCO4YCHA B

IIpunoxenue V.

49 IIpeno3upane

HsiMa onut ¢ npeno3upane npu KIMHUYHUTE MPOYyYBaHUs. B KIMHUUHUTE MPOYYBAHUS Ca TPUIaraHu
no3u neHo3ymad o 180 mg Ha Beeku 4 cenmmuiy (kymynaTuBHa f1o3a 1o 1 080 mg 3a 6 mecena) u He
ca HaOJIF01aBaHU JIOIBIHUTEIHN HEXEJIaH! PEaKIUH.

5. ®APMAKOJIOT'MTYHU CBOMCTBA

5.1 ®apMakoIUHAMMYHHU CBOIiCTBa

dapmakoTepaneBTHUHA rpymna: JIekapcTsa 3a ieueHre Ha KOCTHH 3a0onsaBanus — J{pyru JekapcTsa,
MTOBJIMSABAIIN KOCTHATa CTPyKTypa M munepanuzanusi, ATC kox: M05BX04

Denosumab Intas e 6uomnoio6en nekapctBer npoaykT. [logpoOHa nHpopmanus e npegocraBeHa Ha
yeOcaiita Ha EBporneiickara areHuus o jgekapcraara https://www.ema.europa.eu

MexaHU3bLM Ha AEHCTBUE

JleHo3yma0 e JoBenko MoHOKIOHATHO aHTUTsUIO (Ig(G2), KoeTo TapreTupa u ce CBbp3Ba C BUCOK
adunutet U creruduanoct ¢ RANKL, mpenoTBpaTsaBaiiku ak THBUPAHETO Ha HETOBHS PELICTITOD
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RANK, pa3noiioxeH 1o nmoBrpXHOCTTa Ha OCTEOKIACTHUTE MPEKYPCOPH U OCTEOKIIACTHUTE.

[MpenotBpatsaBanero Ha B3aumoeiicterero RANKL/RANK nHxn6upa o0pazyBaHeTo Ha OCTCOKIIACTH,
TsXHaTa QyHKIUS ¥ KU3HECTIOCOOHOCT, HAMAJIIBAMKH 11O TO3W HAYMH KOCTHATA Pe30pOIHs B
KOPTUKAJIHUTE U TPaOCKyIapHUTE KOCTH.

dapmakoguHaMUIHN €(hEKTH

JledenneTo ¢ neHo3ymab Obp30 HaMalsiBa CTETIEHTa Ha KOCTEH 0OMEH, IOCTUTaiKY 3a 3 THU Haii-
HHUCKAaTa CTOMHOCT Ha Mapkepa 3a KocTHa pe3opouus, cepymuun 1 C-tenonentunu (CTX) (85%
HaMmallsiBaHe), ChC 3ala3BaHe Ha HAaMaJIeHHETO B paMKHUTE Ha JO30BHsI MHTepBall. B kpas Ha Bcekn
J1030B HHTepBaj HaMasiBaHeTo Ha CTX e yacTUYHO 1M0-¢1a00, B CPaBHEHHE ¢ MAKCHMAIHOTO
HamasieHue oT > 87% o npubiausutenHo > 45% (nuanas3on ot 45-80%), koeto oTpassiBa
o0paTUMOCTTa Ha epeKTUTE Ha IEHO3yMad BbPXY KOCTHOTO peMoJieTIpaHe clie/ IOHKaBaHe Ha
cepyMHHTE HUBA. Te3u epeKTn ce MoaIppKaT ¢ HETPEKHCHATO JieueHne. MapkepuTe 3a KOCTEH OOMeH
OOMKHOBEHO JIOCTUTAT HUBATA MPE/IH JICUeHHETO 9 Mecela ciiel mocieHara 103a. [Ipu moBTopHO
3aroyBaHe Ha JeHo3yMa0, HamansiBaHeTo Ha CTX e cXoaHO ¢ ToBa, HAOIr0aBaHO MPH MAIMEHTH,
KOUTO 3aro4BaT JIeUeHHe C ICHO3yMad 3a ITbPBH ITBT.

HmyHOreHHoct
[To Bpeme Ha JTedeHHETO C IeHO3yMad MOXKe Ja Ce pa3BHSIT aHTH-IeHo3yMab anTutena. He e
HaOIt0/JaBaHa BUIMMA BPh3Ka MEXKITY PA3BUTHETO HA aHTUTENA M (papMaKOKWHETHKATA, KITHHHYHIS

OTTOBOP MJIM HECXKCIIAHUTC ChOHTHA.

Kiauanmgna ed)I/IKaCHOCT 1 0€30IMacCHOCT Opy KCHHU B IOCTMCHOIIAy3a € OCTCOIIOPO3a

EdwukacHocTTa 1 6e30macHOCTTa Ha ACHO3yMa0, Mpuiiarad Ha BCEKU 6 Mecella 3a IIepuol OT 3 TOAMHU
€ u3cieBaHa P >keHH B noctMeHonaysa (7 808 sxenu Ha Bb3pact oT 60 1o 91 roaunmy, 23,6% ot
KOHWTO ca UMaJH npeodragaBamo GpakTypy Ha MPENUICHNTE), C U3XO0AHN T-CKOpOBe 3a KOCTHA
MmuHepanHa mibTHOCT (BMD) Ha mymOarniu npenuieHd win Ha ta3o0eapena crtapa Mexay —2,5 u —4,0
U cpeziHa abCONI0THA BEPOSATHOCT 32 (pakTypa B pamkute Ha 10 ronunm - 18,60% (auanazon: 7,9-
32,4%) 3a rosisima octeonopotudHa gpaxtypa u 7,22% (nuanason: 1,4-14,9%) 3a dpaxrypa Ha
tazobeapenara crapa. JKeHu ¢ ipyru 3a00JsiBaHHS MITH KOUTO ca Ha JISYeHUE, KOETO MOXeE Ja TIOBJIHSC
KOCTHTE, ca OWIIM M3KIIFOYEHHU OT TOBa NpoyuBaHe. JKeHnTe ca mosrydaBalii eXeTHEBHO TOOaBKH C
kanuii (Haiti-manko 1 000 mg) u Butamue D (Haii-manko 400 IU).

Egexm evpxy ¢hpakmypume na npewinenume
JleHo3yMab 3HAUYMTETHO HaMaJIsIBa pUCKa OT HOBU (ppakTypH Ha NpenuieHnTe Ha 1-Ta, 2-ta u 3-Ta

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

Taoauna 2. EdexThT Ha 1eH03yMa0 BbPXY pUCKA OT HOBU (GPaKTypH HA NMpelLIeHnTe

IporieHT Ha xeHute ¢ Ppaxtypu (%) HamansiBane Ha Hamansipane Ha
[Tnare6o Jeno3zymabd a0COFOTHUS PUCK OTHOCUTETTHUSI
n =3 906 n=3902 (%) puck (%)
(95% ClI) (95% ClI)
0-1 roguna 2,2 0,9 1,4 (0,8,1,9) 61 (42, 74)**
0-2 roguuu 50 14 3,5(2,7,4,3) 71 (61, 79)**
0-3 roguan 7,2 2,3 4.8 (3,9, 5,8) 68 (59, 74)*

*p <0,0001, **p < 0,0001 — excrutopaTOpeH aHAIN3

Egexm evpxy ppaxmypume na mazobedpenama cmasa

Jeno3zymab nokassa 40% orHocutento Hamansiane (0,5% namasnsiBane Ha aOCONFOTHHUS PUCK) HA
pHcKa oT ¢pakTypa Ha Tazo0eapeHara craBa 3a nepuof ot 3 rogunu (p < 0,05). Yecrorarta Ha
¢pakTypure Ha TazobenpeHara crasa e 1,2% B ranedo rpymnara, B cpaBHenue ¢ 0,7% B rpynara Ha
JIeHO3yMa0 3a 3 FOUHU.
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B post-hoc ananus npu sxxenn > 75 roguan € HadronaBaHo 62% HaMasiBaHe Ha OTHOCHTEIHUS PUCK
npu aeno3ymao (1,4% HamansBaHe Ha aOCOMIOTHUS pHCK, p < 0,01).

Egexm 6vpxy ecuuku knunuunu ppakmypu
JleHo3ymab 3HauMMO HaMalsiBa ppaKkTypuTe MPU BCHYKH BUIOBE/TpyIH ppakTypu (Bxk. Tabiuma 3).

Ta6auna 3. EQexkThT Ha IeHO3yMad BbPXY PUCKA OT KJIMHUYHH (paKTypH 3a 3 TOAHMHH

[IpoueHT Ha )KeHUTE ¢ PpaKTypu Hamanssane HawmansBsane
%)* Ha Ha
ITnane6o Jenozymab a0comoTHHS OTHOCHUTEITHHS
n =3 906 n=3902 puck (%) puck (%)
(95% CI) (95% CI)
KakBaro 1 1a € KTUHUYHA 10,2 72 2,9(1,6,4,2) 30 (19, 41)***
dpaktypa’
Kiuununa dpaxrypa Ha 2,6 0,8 1,8(1,2,24) 69 (53, 80)***
MpEIIeHUTE
Henpenuienna Gppakrypa’ 8,0 6,5 1,5(0,3,2,7) 20 (5, 33)**
T'onsMa HenpenuieHHa 6,4 52 1,2(0,1,2,2) 20 (3, 34)*
dpaktypa’
T'onsiMa 0CTeOnOpOTHYHA 8,0 53 2,7(1,6,39) 35 (22, 45)***
dpaktypa*
*p <0,05, **p = 0,0106 (smopuuna kpatina mouxa, 8K10O4eHa NPU KOPUSUPAHE 34 MHONCECMEEHOCT),
**kp < 0,0001

*YecroTa Ha crbuTHATa 0 Kaplan-Meier 3a 3 roxusm.

! BrrouBa KJIMHMYHY (DPAKTYPH Ha IPENLICHATE M HENPEIIEHHN (QPaKTypH.

2 Miski1r04Ba Te3u Ha OpelyIeHuTe, Yepena, TULeTo, MaHAu0y1aTa, MeTaKkapIaaHuTe KOCTH U (paaHruTe Ha
MIPBCTUTE HA PBIETE U KpaKara.

3 BrimouBa Ta3a, aucTaleH GpeMyp, IPOKCHMAIIHA THOUS, pebpa, NPOKCHMalleH XyMepyc, IIPeIMHUIIHULA 1
Ta3o0eapeHa crapa.

4 BkirouBa KIMHAYHY (PaKTypH Ha IIPENLICHUTE, Ta300€epeHa CTaBa, MPEAMULIHULA U PPAKTypH Ha XyMepYC,
onpenenenu o C30.

[pu xenu ¢ uzxogna BMD < -2,5 Ha mmiikata Ha demypa, eHO3yMald HamMallsiBa pUcKa OT HENpeUIeHHH
¢paktypu (35% HamansiBaHe HAa OTHOCHTENHUS PHCK, 4,1% HamaisBaHe Ha abcomoTHUS puck, p < 0,001,
EKCILIOPATOPEH aHAIN3).

HamansBanero Ha yecToTara Ha HOBU (ppakTypu Ha TpenuieHuTe, QpakTypy Ha Ta300epeHara craBa
1 HEMIPELUICHHN (PaKkTypH Ype3 1eHo3yMal 3a 3 FOMHYU € OCTOSIHHO, HE3aBUCHMO OT W3XOAHUS
pHcK 3a hpakTypu B pamkute Ha 10 roauHu.

Egexm 6vpxy kocmuama Munepaiia nremmnocm

Jeno3ymab 3HaunTenHo yBenmdaBa BMD Ha Bcruky KITHHUIHO U3MEPEHU MECTa, CIIPSIMO Tarebo Ha
1-ta, 2-ta u 3-ta roguan. [leno3ymab ysenmaaBa BMD ¢ 9,2% na mymbanauTe npenuieHw, ¢ 6,0% Ha
Tazobeapenara crasa, ¢ 4,8% Ha muiikara Ha dpemypa, ¢ 7,9% Ha TpoxaHTepa Ha OeipeHaTa KocT, C
3,5% na nucrannata 1/3 Ha paguyca u ¢ 4,1% Ha LSUI0TO TAJIO 32 MEPHO OT 3 TOIUHH (BCHUKH P <
0,0001).

[pu KIMHUYHY M3MUTBAHUS, H3CTeBalIM eEeKTUTE OT IPEKbCBAHETO Ha JeHo3yMad, BMD ce Bpbia
KbM CTOMHOCTH, NPUOJIM3UTEIHO IO HUBATA MPEAM JICYEHUETO U OCTaBa II0-BUCOKA OT Ta3U MPH
tane6o 3a nepuog ot 18 Mecena ciiex nocieaHara 103a. Te3n naHHH MOKa3BaT, ye ce Hajara
IIPOABIDKUTENHA TEpaIus ¢ AeH03yMal 3a MoANbpiKaHe Ha e(heKTa Ha JIEKApCTBEHUS IPOJYKT.
[ToBTOpHOTO 3amoYBaHe Ha IeHO3yMald BOAM 10 yBenndaBane Ha BMD, cxoaHo ¢ ToBa nmpu
I'bPBOHAYATIHOTO MPHJIaraHe Ha IeHO3yMal.

OI’I’IG‘OPEHO npod'bﬂoiceﬂue Ha npoy4eanemo npu jedeHue Ha ocmeonopos3a 6 noCmmeHnonaysa

OG0 4 550 xenu (2 343 Ha neHozymab u 2 207 Ha manedo), KOUTO ca MPOITYCHAM HE IOBEYE OT

€Ha J03a OT U3MMUTBAHUA IIPOAYKT B OCHOBHOTO ITPOYYBaHE, OIMMCAHO I10-Irope, U Ca 3aBbPIININA
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MPOYYBAHETO C BU3UTATA Ha 36-THS MECell, ca BKIFOUCHH B 7-TOAUIIHO, MHOTOHAIIMOHAIHO,
MHOTOLIEHTPOBO, OTBOPEHO MPOABKEHHE Ha MPOYYBAHETO C €AHO PaMo, 3a OLEHKa Ha
IBITOCpPOYHATa 6€30MacHOCT U e(hUKacHOCT Ha IeH03yMald. Beuuky )keHr B IPOABIDKEHUETO Ha
MPOYYBAHETO € TPsIOBAIO Jia moiy4yasar eHo3ymMab 60 My Ha Bceku 6 Mecera, KakTo U €KeTHEBHO
kanuii (Hait-manko 1 g) u Butamun D (Haii-manko 400 IU). O6mro 2 626 yuactautm (58% ot
KEHUTE, BKIIOUYEHH B POIBIDKEHUETO Ha MMPOYUYBAHETO, T.€. 34% OT jKEHHUTE, BKIIIOYCHH B

OCHOBHOTO NPOYYBaHE) ca 3aBBPIIMIN IIPOABILKEHHETO Ha TIPOYYBAHETO.

[Ipu manmenTw, eKyBaHu ¢ [eHO3yMad B mpoabinkenne Ha 10 roguman, BMD ce e yBenuumia cripsMo
W3XOAHOTO HMBO B OCHOBHOTO NpoyuBane ¢ 21,7% Ha nymOannuTe mpenuiend, 9,2% Ha
tazobeapenara craBa, 9,0% Ha muiikara Ha pemypa, 13,0% Ha TpoxaHnTepa Ha Genpenara koct u 2,8%
Ha aucranaata 1/3 Ha paguyca. Cpegaust BMD T-ckop Ha mymOamHUTE MPENUIeHH B Kpas Ha
npoy4BaHeTo € —1,3 mpu manueHTHTe, JeKyBaH! B Ipoab/bkeHue Ha 10 roanHu.

YecroTaTa Ha paKTypuTe € OLICHEHA KaToO KpaifHa TOYKa 3a 6e30MacHOCT, HO e(pHKACHOCTTA IPU
IpeOTBpaTsABaHE Ha (PPaKTypH HE MOKE J1a Ob/Ie M3YHCIIeHa TIOPaIN BUCOKHUS OpOil MPeKbCBAHUS U
OTKPUTHUS IW3aiiH Ha poyyBaHeTo. KyMmynaTiBHATa YecTOTa Ha HOBU (PpaKTypH Ha MPEHUICHUTE U
HeTpenuieHH! QpakTypu € cboTBeTHO okouio 6,8% u 13,1% npu nauueHTH, OCTaHAIIM Ha JICYEHUE C
neHo3yMab B poabinkeHne Ha 10 roguam (n = 1 278). IlanmenTHTE, KOUTO HE Ca 3aBBPIIUIH
MPOYYBAHETO MOpaIy HIKaKBa MPUYUHA, Ca HMAJIH M0-BUCOKA YeCTOTa Ha ()PaKTypH 10 BpeMe Ha
JIEYEHHETO.

ITo Bpeme Ha POABIKEHNETO HA IPOYYBAHETO Ca B3HUKHAIYM TPUHAAECET JOKa3aHH Cirydas Ha
octeoHekpo3a Ha yemocTta (OHY) u nBa nokazaHu cirydast Ha aTHIMYHE QPaKkTypH Ha OelpeHaTa

KOCT.

Knnunuga eukacHOCT ¥ 0€30I1aCHOCT IIPH MBXKE C OCTEOIOPO3a

EdukacHoctTa 1 6e30macHOCTTa Ha ICHO3yMa0, MpUIarad BEAHBXK Ha BCEKU 6 Mecela 3a
nepuon ot 1 roguHa, € mpoydeHa npu 242 mpxe Ha Bb3pacT oT 31 10 84 roauHu. YyacTHULIUTE
¢ eGFR < 30 ml/min/1,73 m? ca 6uIM M3KITIOYEHN OT M3MUTBAHETO. BCHUKM MBbXe ca
MOJTy4YaBaly eXKeAHEBHO N00aBKu ¢ Kanmii (Haii-mManko 1 000 mg) u Butamun D (Haii-manko
800 I1U).

[IppBUYHATa IpOMEHIHBA 32 eUKACHOCT € MpolieHTHAaTa ipoMsiHa B BMD na siymGanaute
npenuieHn, epUKacHOCTTa 0 OTHOIIEHHE Ha (pakTypuTe He € olieHeHa. [leHo3yMald 3HAaUNMO
yBennuaBa BMD Ha BCUYKH KITMHUYHO U3MEPEHH MeCTa CIpsAMO Iiarnebo Ha 12 mecera: ¢ 4,8% Ha
mymOanHuTe npenuieH, ¢ 2,0% Ha 1s1o 6eapo, ¢ 2,2% Ha muiikara Ha pemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oenpenara koct u ¢ 0,9% Ha nuctanuara 1/3 Ha paauyca (Bcudku p < 0,05).
Heno3ymab ysennuaBa BMD Ha mymOanHuTe NpenuieHd cpsaMo U3XOAHOTO HUBO 1ipu 94,7% ot
MBXKeTe Ha 1-Ta roguxa.

3naunrenHo ypennuenne Ha BMD na mymOanauTe npenuieHy, Ta3o0epeHara crTaBa, Iuikara Ha
(dbemMypa u TpoxaHTepa Ha OeJpeHaTa KOCT € HadJogaBaHo 70 6-us mecerr (p < 0,0001).

KocTHa XHCTOJIOTHS IPH JKEHU B TOCTMEHOIIAY3a M MBXKE C OCTEOIIOP03a

Kocthata xucTosorus e oueHeHa rnpu 62 )eHu B IOCTMEHOIIay3a ¢ OCTE0Nopo3a WM ¢ HUCKa KOCTHA
IUTBTHOCT, KOUTO HE ca OWIIM JIEKYBaHH 32 OCTEOINOPO03a WK ca MPEMHUHAIH OT IpeIIIecTBaINa
TepaInus ¢ aJICHIPOHAT KbM ITOCIIeIBAIla Teparus ¢ JeHo3ymab 3a mepuox ot 1-3 romunu. Iletnecer
U JIEBET KEHHU Ca y4acTBaJIM B IIOANPOYYBAHETO C KOCTHA Ouorncus Ha 24-us mecer (n = 41) n/unu
84-ust mecerr (N = 22) OT NPOABIDKSHUETO HA TIPOYYBAHETO MTPHU JKEHHU B TIOCTMEHOMAY3a C
ocreornopo3a. KocTHara XHCTONOTHS € OIleHeHa ChIo U MpH 17 MBXKe ¢ 0CTeornopo3a ciiel] eJjHa
TOAMHA JIUeHHE C JIeHo3yMal. Pe3yntatute oT KocTHUTE OMOTICHH MTOKAa3BaT KOCTH C HOPMajlHa
CTPYKTypa M KauecTBO, Oe3 1aHHHM 3a Ae(eKTH B MUHEpaIn3auusiTa, 6e3 He3psia KocT win puodposa
Ha KOCTHHS MO3BK.

XucromophoMeTpHUIHNUTE HAXOJIKH B TIPOIBIDKEHUETO Ha MTPOYUYBAHETO MPH JKEHH B IIOCTMEHOTIAY3a C
0CTEOIOPO3a MOKA3BaT, Y€ aHTUPE30pOTUBHHUTE e(peKTH Ha 1eHO3yMal, N3MEPEHH Ype3 aKTUBUPAHE Ha
YyecToTaTa U CTENeHTa Ha KOCTHO 00pa3yBaHe, Ce 3arma3Bar ¢ TeUeHHe Ha BPEMETO.
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Knuangna eymKacHOCT ¥ 0€301aCHOCT IPHU HNAIlUEeHTH ChC 3ary0a Ha KOCTHO BEIIIECTBO, CBhP3aHO C
OTHEMAHC HAa aHAPOICHHU

EdukacHoctTa 1 6e30macHOCTTa Ha JIeHO3yMal, MPHUIIoKeHa BEJHEXK Ha BcekH 6 Mecera 3a
NepuoJ OT 3 TOAMHU € U3CIIEABAHA PH MBKE C XMCTOJIOTUYHO JOKAa3aH HEMETacTaTUICeH
KapIuHOM Ha npocratara, moxydasamu ADT (1 468 mbxe Ha Bb3pacT 48-97 roguam), KOUTO ca
W3JI0KEHU Ha TIOBUILIEH PUCK OT ¢pakTypH (ompeaener kato > 70 ronunn, wnu < 70 roguHu ¢
BMD T-ckopoBe Ha ymOaHUTE NpelnIeHH, Ta300eIpeHaTa cTaBa Wi uiikara Ha pemypa < -
1,0 i anaMHe3a 3a 0CTEeONOpOoTHYHA (pakTypa). Bcmukn Mbke eXXeTHEBHO ca IMOTyYaBaliid
nobaska ¢ kamuit (Haii-maiako 1 000 mg) u Buramun D (Haii-manko 400 [U).

JHeno3zymab 3raunmo yBenndasa BMD Ha BcHUKy KJIMHAYHO U3MEPEHU MECTA, B CpaBHEHHE C
tane6o 3a nepuof ot 3 roguHu: ¢ 7,9% Ha myMOamHHUTE MpenuieHy, ¢ 5,7% Ha TazobeapeHara crasa,
¢ 4,9% Ha mmiikata Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha OenpeHara koct, ¢ 6,9% Ha nmuctamHaTa 1/3
Ha paguyca 1 ¢ 4,7% Ha 1smoTo Tsu1o (Bemuky p < 0,0001). B mpocriekTHBHO 1aHupaH
eKCIUIOPAaTOPEH aHau3 3HaunMo yBenmdeHrne Ha BMD na nmymOananTe npenienn, TazobenpeHara
CTaBa, MiiKaTa Ha peMypa U TpoxaHTepa Ha OeZjpeHara KOCT ce HaOmoaaBa 1 Mecel] ciel HayamHaTa
703a.

JleHo3yMa0 moka3Ba 3HAYNMO HaMaJsIBaHE HA OTHOCHTEITHUS PHCK OT HOBH (hpaKTypH Ha MPEUUICHUTE:
85% (1,6% HamanssBane Ha aOCOMIOTHUS PUCK) 3a 1 roguHa, 69% (2,2% HamansBaHe Ha aOCOTFOTHHSI
puck) 3a 2 roquau U 62% (2,4% HamansBaHe Ha aOCOMIOTHUS PUCK) 3a 3 roquau (Bcuuku p < 0,01).

Kinnnnuna edkacHOCT M OE30IIaCHOCT IIPY HALMEHTH ChC 3aryda Ha KOCTHO BEIIECTBO, CBBP3aHO C
aJIF0OBAHTHA Tepanusl ¢ apoMaTa3eH NHXUOUTOP

EdwukacHoctTa 11 6e30macHOCTTa Ha AEHO3yMa0, MPUIIOKEH BEIHBK HA BCEKH 6 Mecera 3a 2
TOJIMHU, Ca U3CJIeIBAaHU TIPH JKEHH C HEMETAaCTaTH4eH KapITHOM Ha MjleyHara skie3a (252 xeHu
Ha BB3pacT 35-84 rogunn) u uzxoaau BMD T-ckopose mexay —1,0 1o —2,5 Ha tymbannute
MpenUIeHH, Ta300eIpeHara cTaBa Win IuiKaTa Ha 0eIpoTo. BCHYKH KeHH eXeTHEBHO ca
moJTydaBaiy jobaska ¢ kamuil (Haii-manko 1 000 mg) u Butamun D (Hait-manko 400 1U).

[IppBHYHAaTa MpOMEHINBA 32 €(hUKAaCHOCT € MpoMsiHa B poueHTuTe Ha BMD Ha nmymOanuure
npenuieHn, epUKacHOCTTa 10 OTHOIEHUE Ha (ppakTypuTe HE € OLIEHEeHA. IEHO3yMal 3HAYNMO
yBennaaBa BMD Ha BCHYKH KITMHUYHO U3MEPEHU MECTa, B CpaBHEHHE ¢ Tanebo 3a 2 roaunu: ¢ 7,6%
Ha JiymOanHuTe npenuieHu, ¢ 4,7% Ha Tazobenpenara crasa, ¢ 3,6% Ha mmiikara Ha hemypa, ¢ 5,9%
Ha TpoxaHTepa Ha OeapeHara KocT, ¢ 6,1% Ha nucrannata 1/3 Ha paguyca u ¢ 4,2% Ha UAJIO0TO TSUIO
(Bcuukwu p < 0,0001).

Jleyenue Ha 3arv6a Ha KOCTHO BEIICCTBO, CBbp3daHa CbC CUCTEMHA I'N'TIOKOKOPTUKOHWAHA TCPAITHA

EdukacHoctTa 1 6€30macHOCTTa Ha JieH03yMa0 ca uacnensanu npu 795 namuentn (70% sxenn u 30% mbxe)
Ha BB3pact oT 20 o 94 roauHy, TeKyBaHu ¢ > 7,5 MY JHEBHO NepopalieH MPeTHU30H (WK HETOB
E€KBUBAJICHT).

[Ipoyuenu ca 1Be MOATIONYIAIMA: TPOIbIDKABAIIH TTIOKOKOPTHKOWIHA Tepanus (> 7,5 Mg nHEBHO
MIPETHI30H WM HETOB EKBUBAJICHT 3a > 3 Mecella pear BKIII0YBaHE B IIPOyUuBaHeTo; n = 505) u
3aroyBally TIIIOKOKOPTUKOUAHA Tepanus (= 7,5 mg IHEBHO MPEeIHNU30H MM HErOB €KBUBAJICHT < 3

Mecella peay BKIoYBaHe B mpoyusaHero; N = 290). [laumenture ca pangomusupanu (1:1) na

MoJTydaBaT Win JeHo3yMad 60 mg moaK0oKHO BEIHEK HA BCEKH 6 Mecela, FIIM TIEPOPAICH PU3EIPOHAT

5 Mg BenHbXK THEBHO (aKTHBHA KOHTpOJA) 3a 2 roauHu. [lanmenTuTe noyyaBar exxeIHEBHO 100aBKU

¢ kanuuit (Haii-manko 1 000 mg) u Butamun D (Haii-manko 800 1U).

Egpexm svpxy xocmuama munepanna nremuocm (BMD)

B noanonysamnusTa, IpoIbiikaBaiia IJIIOKOKOPTHKOUIHA Tepamus, 1eH03yMal MoKa3Ba Mmo-rojsiMo
yBenueHne Ha BMD Ha mymOaimHuTe MpenuieHd, B CpaBHEHHE C pU3elpoHaT Ha | roauHa
(mero3ymab 3,6%, puzeaponart 2,0%; p < 0,001) u na 2 roaunu (neno3ymad 4,5%, puseaponar 2,2%;
p <0,001). B moanorrynanusTa, 3arro4Baia III0KOKOPTUKOHIHA TepaITis, TeH03yMad moka3Ba I1o-
ronsmMo yBenuuenne Ha BMD Ha nymOaHuTe npenuieny, B CpaBHEHHE C pU3eApoHaT Ha 1 roquHa

13



(meno3ymab 3,1%, puzenponar 0,8%; p <0,001) u Ha 2 rogunu (nero3ymad 4,6%, pusenponart 1,5%;
p <0,001).

OcBeH TOBa, ICHO3yMal MMOKa3Ba 3HAYUTEITHO MO-TOJIIMO CPEIHO MPOICHTHO yBenndeHne Ha BMD ot
M3XOJIHUTE CTOMHOCTH, B CPAaBHCHHE C PU3EAPOHAT, HAa Ta300eApeHaTa CTaBa, Iiniikara Ha (heMypa u
TpoxaHTepa Ha OeipeHaTa KocT.

[IpoydBaHeTo He € ¢ MOIITHOCT 3a IEMOHCTPUpPaHe Ha pa3nuka rnpu (ppakrypute. Ha 1 rognna
YecToTaTa Ha HOBa peHTreHorpadceka gpakrypa Ha NMPEeNuUICHUTE cpell ydacTHUIHTE € 2,7%
(meno3ymab) cpsimo 3,2% (puseaponar). [Ipu yuacTHHIIUTE YecTOTaTa Ha HeBepTeOpanHa (pakTypa
e 4,3% (nenozyma0) cripsimo 2,5% (puzeaponar). Ha 2 roguau croTBeTHUTE cTOMHOCTH ca 4,1%
cupsamo 5,8% 3a HOBH peHTreHorpadcku BepTeOpanuu Gppaktypu u 5,3% crpsimo 3,8% 3a
HeBepTeOpanHu ppaktypu. [loBedero oT ppakTypute ce HaOIIOAABAT B MOIOITYJIAIUATA,
MPOIBIDKABAIIA C TITFOKOKOPTHKOUIHA TePaIIHsl.

IlemaTpyyHa onyJIamus

[IpoBeneno e mpoyusane ¢ exHo pamo ¢asza Il 3a onenka Ha epukacHOCTTa, O€30MACHOCTTA U
(hapMaKOKHMHETHKATa IPH Jera ¢ 0steogenesis imperfecta na Bu3pacrt ot 2 1o 17 roaunu, 52,3% ot
MBXKH 11011, 88,2% ot Osutata paca. Q610 153 yyacTHUIM MEPBOHAYAHO MOJyYaBaT MOAKOKHO (S.C.)
neno3ymad 1 mg/kg no makcumym ot 60 mg, Ha Bceku 6 mecera 3a 36 mecena. IllectaeceT yyacTHHIH
NpEeMHHABAT Ha MPHJIaraHe Ha BCEKH 3 Mecela.

Ha mecen 12 npu npunarase Ha Bceku 3 Mecella, IpoMsiHa B CPETHUTE CTOMHOCTH 10 METOo/1a Ha Hail-
mankute kBaapatu (LS) (cranmaprtha rpemika, SE) cnpsimo nzxonHoto auBo Ha BMD Z-ckoposere 3a
mymMOaTHHUS CErMEHT Ha rphOHauHMs cThi0 € 1,01 (0,12).

Haii-uecture Hexxenanu crOUTHS, CHOOIICHH IO BpeMe Ha IpuiIaraHe Ha BCEKH 6 Mecera, ca
aptpairust (45,8%), Ooiika B kpaitnuk (37,9%), 6onka B rep0a (32,7%) u xunepxanuypus (32,0%).
XwurnepkaaaeMust ce Cho0IaBa 1o BpeMe Ha npuiiarane Ha Bceku 6 mecena (19%) u Bceku 3 mMeceria
(36,7%). Cepno3nu HexenaHu crouTHs Ha xunepkanmemus (13,3%) ce cpo0ImaBar mo BpeMe Ha
MpUIaraHe Ha BCEKH 3 Mecela.

B npoawmkenne Ha npoyusaneto (N = 75) cepro3nu Hexxenanu chOuTHs Ha xunepkaniuemus (18,5%) ca
HaOJII0/JaBaHM 110 BpeMe Ha NpHJIaraHe Ha BCEKH 3 Mecella.

[IpoyuBanusTa ca mpeKkpaTeHU MPEKACBPEMEHHO TIOPAIN BE3HUKBAHE HA )KMBOTO3aCTPAIIaBAIIN
CBOUTHS M XOCTIMTATTU3AINA, IBJDKAIIH CE€ HA XUIIepKaIIueMus (Bx. Touka 4.2).

B e1HO MHOTOIIEHTPOBO, PaHJOMH3UPAHO, TBOHHOCIISIO, MJ1a1e00-KOHTPOIUPAHO, apaJIeITHO-
IPYIIOBO POYYBaHE, MPOBEACHO NPH 24 MeIuaTpuiHu NAlUeHTH C TIIIOKOKOPTHKOMI-WHTyIUpaHa
OCTEO0II0pO3a Ha BB3pacT OT 5 10 17 roanHM, OIeHIBAII0 MPOMSIHATa OT U3XOTHOTO HUBO Ha

BMD Z-ckopa 3a iyMOaTHUSI CETMEHT Ha rphOHAYHUS CTHIIO, 6e30IacHOCTTa U e(hUKACHOCTTa He ca
yCTaHOBEHH U cieoBareniHo Denosumab Intas He TpsiOBa 1a ce u3mos3Ba 3a TOBa MOKa3aHUE

EBponeiickaTa areH1us 1o JiekapcTBaTa 0CBOOOKAaBa OT 3aIbJKEHUETO 3a [IPEJOCTABSIHE Ha
pe3ynTaTUTe OT MPOyUYBaHUATA C JeHO3yMa0 BbB BCHYKH MTOATPYIH HA TIeINaTpUYHATA TIOITyJIaIus 3a
JiedyeHre Ha 3ary0a Ha KOCTHO BEILECTBO, CBbP3aHO ¢ a0IaTUBHA Tepanus C OJIOBU XOPMOHH U B
MOArPYIH Ha MeAUaTpUYHATA IMOMYJIalHsl Ha Bb3PacT oA 2 TOUHH 3a JEUEHHE Ha OCTEONIOPO3a.
Bmxre Touka 4.2 3a HHQOpMAIKsI OTHOCHO yroTpeba B MeIUaATPHUSITA.

5.2 dapMaKkoKMHETHYHH CBOICTBA

AGcopOrus

Cren moakoxxHO npuiiokeHue Ha go3a 1,0 mg/kg, kosTo choTBETCTBA HA 0100peHaTa j03a 60 mg,
excrio3uusTa Ha 6azara Ha AUC e 78%, B cpaBHeHHE C HHTPaBEHO3HO MPHIIOKEHUE TIPU CHIOTO
J1030BO HHBO. [Ipn M0 IK0KHO MpHItokeHue Ha 60 mg, MaKCUMAaTHH CEPYMHH KOHIIEHTPAIUH Ha
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neHo3yMad (Cmax) 6 ug/ml (rpanuiu 1-17 pug/ml) ce nocturat 3a 10 guu (rpanumm 2-28 qHH).

Buorpanchopmarys

Karo ectectBen I/IMYHOFJ'IO6yJ'II/IH, I[CHOSyMa6 CBAbpiKa CaMO aMHUHOKHCEIIMHA U BBITICXUAPATU U €
MaJIKO BEPOATHO Ja 6T)HC CJIIMMUHUPAH Ype3 qepH0ﬂp06eH MeTaboau3beM. OUaKBa ce HETOBHST
MeTa00IU3bM U CJIIMMUHHUPAHC Aa CJICABAT IbTUIIIATA HAa KIIMPBHC HA I/IMYHOI‘J'IO6yJ'H/IHI/ITC, BOJACHIN JO
pasrpaxiaaHe 10 MaJIK1 IENTUAN U OTACIITHU aMHUHOKHUCCIINHU.

Enumunupane

Cren Chax, CEpyMHHTE HUBA HAMAJISBAT C IOMYXHUBOT 26 THM (rpanunm 6-52 1HM), 32 epuos ot 3 mecera
(rpauumm 1,5-4,5 mecera). Ilpu netaecer u Tpu nporenra (53%) or manuentuTe, 6 Mecela Ciel mocaeIHaTa
71032, HIMa U3MEPUMU KOJMYECTBa IEHO3yMa0.

[Ipu MHOTOKpATHO MOIKOXKHO MpHIIokeHne Ha 60 MY BeqHbK Ha Bceku 6 Mecera, He ce HabmroaaBa
KyMYyJIMpaHe Wi IPOMsHA BbB (papMakOKMHETHKATa Ha JICHO3yMald BbB BPEMETO.
dapmMakoKHHETHKATa Ha JEHO3yMal He ce MOBJIMsABA OT 00pa3yBaHETO HA CBHP3BAILY aHTUTENA C
JIeHO3yMab U € CXOJTHA TIPU MBXe U xKeHH. Br3pactra (28-87 roannn), pacara u ctaius Ha
3a00JIIBaHETO (HUCKA KOCTHA Maca MIIM OCTEOII0pO3a, KapIHOM Ha IIPOCTaTaTa WM Ha MJIeYHaTa
KJIe3a) He MOKa3BaT 3HaYMMO Bb3ACHUCTBHIE BbpXY (papMaKOKMHETHKATa Ha ICHO3yMao.

HaGumonaBa ce TeHeHIuS 32 Bpb3Ka MEXIY IT0-BUCOKOTO TEIECHO TEIJI0 M NO-HUCKATa eKCIO3UINS,
6asupana Ha AUC 1 Ciax. Ta3u TeHneHIms 06ade, He € OTYeTeHa KaTo KIIMHWYHO 3HAYMMa, Thi KaTo
(hapmakoguHamMuuHUTE ehekTr, Oa3upaHu Ha MapKepUTe 3a KOCTEH OOMEH U yBenmueHueto Ha BMD
ca MMOCTOSIHHY B IMPOKU TPAHUIIA HA TEIECHOTO TETIIO.

JInHEeHOCT/HEIMHEWHOCT

B MMpoy4BaHUs 3a OIIPCACIIAHC Ha 1034aTa, I[eHO3yMa6 IIOKa3Ba HGHHHeﬁHa, J0303aBHCHUMa
q)apMaKOKI/IHeTI/IKa, C IMO-HUCBHK KIIMPBHC IIPHU MMO-BUCOKU JO3U WJIM KOHLUCHTpaAUWU, HO
HpI/I6J'II/ISI/IT6J'IHO MMPpONMOPHHUOHATIHO Ha 103aTa MMOBUIITABAHE HAa CKCIIO3UIHATA ITPU J03U OT 60 mgu
IIO-BHCOKH.

BbnOpeuno yBpexmane

[Tpu npoyusane ¢ 55 manuenTy ¢ pa3auyHa cTereH Ha ObOpedHa QyHKIHS, BKIIFOYATEIHO U MAIEHTH
Ha JIMann3a, CTeNeHTa Ha ObOPEYHO yBpeXk1aHe He TIOBIHsIBa (papMaKOKHHETHKATa Ha JIEHO3yMal.

YepHOIApOOHO YBPEKIAHE

He e npoBex1aHO KOHKPETHO MPOYYBaHE MPH MALMEHTH ¢ YEPHOAPOOHO yBpexaane. KaTo 110
MOHOKJIOHAJTHUTE aHTHTEJa HE Ce eTMMHHHUPAT ITOCPEICTBOM YepHOApoOeH MeTabomu3sM. He ce
odJakBa apMaKOKMHETHKATa Ha JeH03yMal Ja ObJie MOBIUSHA OT YEPHOAPOOHO YBPEKIaHE.

HeZ[I/IaTDI/I‘lHa TOonyJaanusa

Denosumab Intas He TpsiOBa aa ce u3oI3Ba NPH NEUATPHUYHHM MOy Ianuu (Bx. Touku 4.2 u 5.1).

B npoyusane ¢a3a |1l npu nenmnarpuunu nanmentu ¢ osteogenesis imperfecta (N = 153)
MaKCHMaJHHUTE CEpyMHH KOHIICHTpAIIMK Ha JIeH03yMal ca HaOmrogaBanu Ha JieH 10 B paMkuTe Ha
BCUYKH Bb3pacToBH rpynu. [Ipu mpuiarane Ha Bceku 3 Mecella 1 Ha Bceku 6 Mecelia ce Ha0Jro1aBa,
4e CpeIHUTE Hal-HUCKHM KOHIIEHTPAIIMK Ha IeHO3yMal B cepyMa ca MO-BUCOKH IPH Jella Ha Bh3PacT
ot 11 o 17 roaunu, a Aeniata Ha Bb3pacT OT 2 10 6 TOJMHU Ca C HAM-HUCKUTE CPEAHU HA-HUCKHU
KOHIICHTPAITUH.
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5.3 IlpenkJIMHUYHM JaHHH 32 HE30MACHOCT

B npoy4BaHusi 32 TOKCUYHOCT MTPH €THOKPATHO W MHOTOKPATHO MPWJIATaHE MPH JTBJITOOTAIIATH
MaKally, 1034 JiecH03ymao, Boaenu 10 100 - 150 mbTH mo-rojisiMa CHCTEMHA €KCITO3UIUS OT
MPenophYUTEIHATA 1032 TIPU X0pa, HAMAT e(EeKT BPXY ChPJCYHOCHI0BATA (DU3UOJIOTHS,
(depTHINTETa IPU MBXKXKUTE WM KEHCKUTE M HE MIOKa3BaT CHeM(pHIHA TOKCHYHOCT 3a TApreTHU
OpraHu.

CranmapTHHUTE TECTOBE 32 U3CJIEIBaHE HA TCHOTOKCHYHHS NTOTEHITHAI Ha IeHo3yMab He ca
MPOBEXIaHU, Thil KATO TaKMBa TECTOBE HE Ca MPUJIOKKUMU IIPH Ta3u MoJiekyia. Bee mak, mopaau
€CTECTBOTO MY € MaJIKO BEPOSITHO ICHO3yMal /1a MMa HAKAKHB IMOTEHIINAT 32 TeHOTOKCHYHOCT.

KaHHepOFCHHI/IﬂT IOTCHIIMAJI Ha I[eHO3YMa6 HE € OLICHABAH MPU AbJTOCPOYHHU ITPOYUBAHUA IIPH
KNBOTHH.

[pu npeaxnuarnyHM ipoy4uBanus, npoBeneHu npu knockout mummku 6e3 RANK nnin RANKL e
Ha0JI01aBaHO HAapYyIICHHE Ha 00pa3yBaHETO Ha TMMQHH Bb3IU BbB QeTyca. HabmromaBaHa e chIo
JIMIICA Ha JIAKTalus, B pe3yNITaT Ha TOATHCKaHe Ha Ch3pSIBAaHETO HAa MIIeUHaTa XkJies3a (JIo0yIo-
aJIBE0JIAPHOTO Pa3BHTHE Ha JKJie3aTa 1o BpeMe Ha OpemennoctTa) mpu Knockout muriku 6e3 RANK
nmu RANKL.

[Ipu npoy4BaHe NMpH ABIATOOMANIATH MaKalli, HA KOUTO € PUIOKEH JIeHO3yMal Mo BpeMe Ha
nepuo/ia, eKBUBAJICHTEH Ha MbPBUSI TPUMECTHDP Ha OpemenHoctTa, pu AUC ekcriozunmu 10 99 mbTH
MTO-BHCOKH OT J03ata pu xopa (60 mg Ha Bceku 6 Mecela), HIMa IaHHU 32 YBpEXKJaHe Ha MaiikaTa
nu ¢peryca. OetamHure TUMQHN BB3IIK HE Ca U3CJIEABAHU NP TOBA TIPOYYBaHE.

[Tpu npyro npoyvBaHe IpH ABJITOONANIATH MaKaIi, Ha KOUTO € MIPUJIOXKEH IeHO3yMal 1Mo BpemMe Ha
opemenHoct mpu AUC excriozuniny, 119 mbTi o-BUCOKH OT o3aTa mpu xopa (60 mg Ha Bceku 6 Mecera), €
MMaJio MOBUIIABaHE HA MBPTBUTE PAXKAAHUsI U TIOCTHATAIHATA CMBPTHOCT; HAPYIIIEH KOCTEH PAcTeX, BOCII]
710 HaMaJIeHa 3J[paBHHA Ha KOCTUTE, TOHIKEHA XEMaTOI0e3a U HEMPaBHITHO NOAPEkIaHe Ha 3b0HTE; JIUIICa
Ha neprdepHu TMMOPHA BB3JIH 1 3a0aBEH HEOHATaJIeH pacTe. He e ycTaHOBEHO HMBO, IPH KOETO HE Ce
HaOJII01aBaT HeXKeJIaH! PEeakIiY 110 OTHOLIEHHE Ha penpoaykuusaTa. lllect mecena cien paxiaHeTo,
MPOMEHUTE CBBP3aHU C KOCTUTE ca MOKa3aiu 00paTHO pa3BUTHE U HE € HaOmoaBaH e(eKT BbPXY
MOHUKBAHETO Ha 360uTe. EdexTnTe BbpXY IMMQHUTE BB3IH U HETIPABWIIHOTO TOPEXkIaHe HA 360HUTe 00ade
MEPCUCTHPAT U € HaOJI0JaBaHa MUHIMAJIHA JI0 YMEePEHa MUHEPAIN3alisl B MHOTO ThKaHU MPH €THO
KHBOTHO (BpB3Ka C JICUCHHETO HE € YCTaHOBeHa). HaMa naHHM 3a yBpex1aHe Ha MaliKkaTa Mpeu
paXkIaHeTo; HeXKeNaHu eeKTH MpU Maiikata Bb3HHKBAT HEUECTO 10 BpeMe Ha pakiaHeTo. PaszButuero Ha
Maif4rHaTa MJIEYHA JKJIe3a € HOPMAITHO.

[Mpu npeAKIHHUYHUTE IPOYYBAHHMS 38 KAYECTBO HA KOCTUTE MPH MAWMYHH Ha MPOIbJDKHTEITHO
TpETHpaHe C JeH03yMald, HaMasIBAHETO Ha KOCTHHUS OOMEH ce CBhp3Ba C MOBHIIIABAHE Ha 3/[paBUHATA
Ha KOCTHUTE U C HOpMaAJIHA KOCTHA XHUCTOJIOTHA. KaJ'IHI/IeBI/ITe HHUBa Ca BpCMCHHO HaMaJICHU, a4 HUBAaTa
Ha [apaTUPEOUIHUS XOPMOH Ca BPEMEHHO YBEIUYEHHU TP MAalIMyHH C OBaPUEKTOMUSL, JIEKYBAHH C
JICHO3yMa0.

[Tpu MBKKH MUIIKH, TeHHO Mozeaupanu aa excripecupat huRANKL (knock-in mumikm), kouto ca
MOJTO’KEHH Ha TPAHCKOPTHKaHa (hpakTypa, TeHo3yMab 3a0aBst OTCTpaHIBAHETO HA XPyIIsiia U
peMoIeIMpaHeTo Ha Karyca Ha (ppakTypara, B CpaBHEHHE ¢ KOHTPOJIUTE, HO OMOMeXaHHMYHATa
3IpaBUHA HE € OMJyia 3acerHaTa HeOIaronpusTHO.

Knockout muriku (Bx. Touka 4.6) 6e3 RANK wmwiin RANKL geMoHCTpHrpaT HaMaieHo TeIeCHO Tero,
MTOHIKEH KOCTEH PACTEeX U JIUIICA Ha MpoOuB Ha 360u. [Ipr HOBOpOIeHH TIIBXOBE, UHXHOUPAHETO HA
RANKL (uenTa Ha TepanusTa ¢ JeHO3yMal) ¢ BUCOKH JI03HM OCTEONpoTereprH, cBbp3an ¢ Fc (OPG-
Fc), ce aconmmpa ¢ naxnbupane Ha KOCTHUS pacTeX U MpoOwBa Ha 3p0mTe. Te3n mpoMeHu ca Omm
4aCTHYHO OOpaTHMH IIPH TO3U MOJIET CJIe]] IpeKpaTsBaHe Ha npuiiokennero Ha RANKL naxuburopu.
IOBeHmTHY IpUMAaTH, Ha KOUTO € Tipuiarad AeHo3ymad 27 u 150 mbTv Hai KIMHUYHATA SKCIIO3UIIHS
(10 u 50 mg/kg Ha mo3a), MMaT HapyIlIeHHe B PACTEXHWTE IUIOYKH. Ilopaau TOBa, JEUYCHHETO C
JIeHo3yMad MOJKe J1a HapyIIu KOCTHHS pacTeX MpH Jera ¢ OTBOPEHU PACTEXHH TUIOYKH U MOXE Jia
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MTOTUCHE IpOoO¥Ba Ha 3p0HTE.

6. OAPMAIEBTUYHU JAHHHA
6.1 CHnucbk Ha IOMOIIHUTE BellleCTBa
Jlenena onerHa KuceanHa*

Harpues xunpoxcun (3a kopekis Ha pH)*
Copouron (E420)

[Momucopbar 20

Bopa 3a umxekuuu
* [Ipu cMecBaHe Ha JiefieHa OlleTHa KHCeJIMHA C HaTPHEB XUIPOKCH] ce 00pasyBa ameraTeH Oydep

6.2 HecbBMecTHMOCTH

[pu nmunica Ha MpoyYBaHMUs 38 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT HE TPsIOBa Jja ce cMecBa ¢
JPYTH JeKapCTBEHH NMPOIYKTH.

6.3 Cpoxk Ha rogHoct
2 ToINHA

Crient kaTo ce U3BaM OT XJIauiIHuKa, Denosumab Intas moxxe na ce cbxpaHsBa Ha cTaiiHa TemIepaTypa (10
25°C) no 30 aHu B opurnHagHaTa OnmakoBka. TpsiOBa aa ce u3mos3Ba B paMkuTe Ha TO3u 30-IHEBEH MEPHOI.

6.4 CnenuajHu ycJa0BUs Ha CbXpaHeHUe

Ja ce cbxpansBa B xnaamwiHuk (2°C — 8°C).

a He ce 3ampa3sBa.

CoxpaHsBaliTe MpeIBApUTEITHO HAIThIHEHATA CIPUHIIOBKA B KAPTOHEHATA OTIAKOBKa, 32 J1a Ce
Mpenrnasy oT CBETJINHA.

6.5 Bwuau chabp:KaHNe HA OMAKOBKATA

Enun ml pa3tBop B npenBapuTeIIHO HAITIHEHA CIIPUHIIOBKA 32 €IHOKPATHA YHOTpeOa OT CTHKIIO
tun | ¢ uria ot HepbxAaema ctomana pasmep 27G, ¢ mpeanasuTeN Ha UIiiaTa.

OmnakoBKa C eJlHa TPeIBAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA B OyMcTep (MpeABAPUTENHO HAIThJTHEHA
CIIPUHIIOBKA C IIPEANa3uTel Ha UIJIaTa).

He Bcuuku BHUI0OBC OITAKOBKH MOrarT Ja 6’I)JIaT ITyCHATH Ha 1azapa.

6.6 CnenuaJHu npeANnasHu MepKU NPU U3XBBHPJIsiHe U padoTa

. [Ipenu npunoxxeHue, pa3TBOPHT TpsiOBa Aa ce mpoBepu. He nmxekTupaiite pa3rBopa, ako
ChbAbpiKa 4YaCTUIIX UK € MBTCH, UJIN C IIPOMCHCH LBAT.

. He pasknamaiire.

. 3a y1a ce n30erHe AMCKOM(OPT Ha MACTOTO HA MHXKEKTUPAHE, OCTABETE MPEABAPUTEITHO

HaIThJIHEHATa CIIPUHIIOBKA J1a TOCTUTHE cTaiiHa Temrepatypa (1o 25°C) npeny HHKXEKTUpaHe |
WH)KEKTUpaiTe 0aBHO.
. Wmxextupaiite UsAI0TO ChABPKaHUE HA IIPEJBAPUTEIIHO HAITbJIHEHATA CIIPUHIIOBKA.

Heusnon3panust JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTE MATCPUATIU OT HET'O TpSI6Ba Ja CC U3XBBPJIAT
B CBOTBCTCTBUC C MCCTHUTC U3HCKBAaHUAA.
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7. IIPUTEXATEJ] HA PASPEIIEHUETO 3A YIIOTPEBA
Intas Third Party Sales 2005, S.L.

World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6a Planta

08039 Barcelona
Hcnanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1993/001— 1 nmpeaBapuTeIHO HAITBIHEHA CIIPUHIIOBKA

9. JATA HA ITbPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

10. [JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MonpoGHa nH(popMaIUs 3a TO3M JISKAPCTBEH MPOAYKT € Ipe/ocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHuus no Jiekapcraata https://www.ema.europa.eu.
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NNPUJIOXXEHHUE |1
MPOU3BOAUTEJI(M) HA BUOJIOT'MYHO AKTUBHOTO(MUTE)
BELIECTBO(A) U MPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXJIABAHE HA ITAPTUIN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA "
YIIOTPEBA

APYI'N YCJIOBUSA U UBUCKBAHU S HA PASPELHLIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NJIX OT'PAHUYEHUA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS IMTPOAYKT
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A.  TTPOU3BOJUTEJI(U) HA BUOJTOTI'HNYHO AKTUBHOTO(MTE) BELLIECTBO(A) U
MPOU3BOAUTEJI(1), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA TTAPTU/IN

Hwme u agpec Ha nponsBoauTeNsi(UTe) HAa OMOJIOTMYHO AKTUBHOTO(UTE) BemecTBO(a)

Intas Pharmaceuticals Limited
Plot No. 423/P A

Gidc Sarkhej Moraiya
382213

Nunus

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I$1(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KI[aBaHe Ha NapTUANUTC

Accord Healthcare Polska Sp. z.0.0.
Ul. Lutomierska 50, 95-200,
Pabianice,

[Tommra

IleuaTHaTa TUCTOBKA Ha JICKapCTBCHUA MPOAYKT TpH6Ba Ja CbAbpiKa UMCTO U aIp€cCa Ha MPOU3BOAUTEIIA,
OTI'OBOPEH 3a 0CBO60)X(,I[aBaH6T0 Ha CbOTBE€THATA nmapTuaa.

b. YCJIOBUs WA OTPAHUYEHMUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOAYKT CE OTIYCKA I10 JIEKAPCKO NPEIHICaHueE.

B. JAPYI'HMYCJOBUA U U3NCKBAHUSA HA PABPEIIEHUETO 3A YIIOTPEBA
. Ilepuoguynu akTyaaM3upaHu Jokjaaau 3a 6ezonacHoct (IIAJIB)

WznckBanusra 3a nonasane Ha [IAJIb 3a To3u JilekapcTBEH NPOLYKT ca MOCOUYEHH B CIIMCHKA C
pedepentnute nati Ha EBponeiickus cpio3 (EURD cnncsk), npensuaen B un. 1078, ain. 7 ot
Hupextrea 2001/83/EO, 1 BbB BCHUKH CII/IBAIIN aKTYaIU3aIMH, TyOIHKYBaHH HA €BPOTICHCKHUSI
yeOmopTal 3a JIeKapcTBa.

. YCI0BHUsA WJIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. ILnaun 3a ynpaBiaenue Ha pucka (ITYP)

[purexatensat Ha pa3pemeHuero 3a ynorpeda (ITPY) TpsOBa na n3BbpiiBa N3UCKBAHUTE JIEHHOCTH H
NeMCTBUS, CBBP3aHH C MPOCIEsIBaHE Ha JIeKapcTBeHaTa 0€30MacHOCT, mocoyeHu B ogoopenus 11YP,
npencraseH B Moy 1.8.2 Ha pa3pemnieHneTo 3a ynorpeda, KakTo ¥ BbB BCUYKH CIIEBAIHN 0I00peHU
akTyanu3auuu Ha [TYP.

Axrtyanusupat [1YP tpsabBa ga ce monasa:

° 10 ucKaHe Ha EBporeiickara areHius no jJeKapcTBara;

. BHHAI'HM, KOI'aTO CE€ U3MEHS CHCTEMAaTa 3a yIpaBCHHEe Ha pUCKa, 0COOEHO B Pe3y/ITar Ha
MoJTydaBaHe Ha HOBa MH(OpMAIIUs, KOSITO MOXKE Jla IOBEJIe 10 3HAYUMHU IPOMEHH B
CHOTHOIICHUETO TI0JI3a-PUCK, WIIH CJIET JOCTUTAHE Ha Ba)KEH eTarl (BHB BPH3Ka C MPOCIICIIBAHE
Ha JIeKapCTBeHaTa 0€30MacHOCT WM CBEXJaHE HA PUCKA O MUHUMYM).

° I[OH'bJIHI/lTe.]'IHH MEPKHU 32 CBECKIAHE HA pPUCKA 10 MUHUMYM

1Py Tpﬂ6Ba Ja OCUT'YPU BBbBCIKAAHCTO HAa HAIIOMHAIIA KapTa Ha MAlIUEHTAa OTHOCHO OCTCOHCKPO3a Ha
YCIIIOCTTA.
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HNPUJIOXKEHHE Il

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA CbAbP/KA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA IIPEJABAPUTEJ/IHO HAITBJIHEHA CIIPUHIIOBKA

1. HUME HA JIEKAPCTBEHMUS INTPOAYKT

Denosumab Intas 60 My HEKEKITHOHEH Pa3TBOP B IPEABAPUTENHO HAITbIHEHA
CIIPHHIIOBKA
JICHO3yMa0

2. OBSBSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 ml npenBapuTeHO HATBJIHEHA CIIPUHIIOBKA, Chabprkaiia 60 mg nenozymab (60 mg/ml).

3. CIIMCBK HA IIOMOIIHUTE BEIIECTBA

Jie/ieHa OlleTHA KUCEJTMHA, HaTpUeB Xuapokcu, copouton (E420), momucopbar 20, Boga 32 HHKEKITUH

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

WHXeKIIMOHEH pa3TBOp
Enna npenBapuTtenHo HaITbIHEHA CIIPHHIIOBKA C aBTOMAaTHYCH Mpea3uTell Ha uriara
Enna npensapuTenHO Ha'bJIHEHA CITPUHIIOBKA

| 5. HAYYH HA TPUJIOKEHUWE U ITbT(MIITA) HA BBBE/KJAHE

[ToakoxxHO pUIIOKEHUE

BaxkHno: npeny paboTa ¢ peIBAPUTEIIHO HAITbJIHEHATA CIIPUHIIOBKA IIPOYETETE JTUCTOBKATA.
[a He ce paskiania.

[Ipenn ymorpeda mpoyeTeTe JINCTOBKATA.

6. CIHEOUAJIHO INTPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT ITPOJAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JTEIIA

I[a CC CbXpaHsABa HAa MACTO, HCAOCTBHIIHO 34 ACHA.

| 7. APYTI'U CIIELUAJIHU TPEAYIIPEXKAEHUS, AKO E HEOBXO/IUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA 'OJJHOCT

T'onmen no:
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| 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaIUTHUK.

Jla He ce 3ampassiBa.

CobxpansBaiiTe npeaBapUTEIIHO HAITbIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMMAKOBKA, 32 J1a Ce
npeAnasy OT CBETIUHA.

10. CHELOUAJIHM NPEANNASHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA IPUTEXATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Intas Third Party Sales 2005, S.L.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Ucnanus

12 HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1993/001

13. TAPTHUJIEH HOMEP

[TapTunen Ne

| 14, HAYUH HA OTIITYCKAHE

| 15. YKA3AHMUSA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

Denosumab Intas

| 17.  YHUMKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mMepeH 6apko/ ¢ BKIIOUEH YHUKAIECH UACHTU(UKATOP

| 18. YHUKAJIEH UWAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

HNPEABAPUTEJHO HAITBJIHEHA CIIPUHIIOBKA B BJINCTEP

| 1. NUME HA JJEKAPCTBEHMUSA INTPOAYKT

Denosumab Intas 60 mg nmkexims
JICHO3yMao

| 2. HUME HA ITIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Intas

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. MHHAPTUJAEH HOMEP

Lot

| 5. JPYro

S.C.

I[aTa Ha CJI€aBalaTa MHXXCKITHA
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MMUHHUMYM JAHHH, KOUTO TPABBA JIA CbABPKAT MAJIKUTE EJJUHUYIHHN
II'bPBUYHU OITAKOBKH

ETUKET HA IPEJABAPUTEJHO HAITbJIHEHA CTITIPUHLHOBKA

1. HUME HA JIEKAPCTBEHUA NPOAYKT U ITBbT(MIIIA) HA BBBEXKJIAHE

Denosumab Intas 60 mg
WHXXCKIIUA

denosumab

s.C.

| 2. HAYUH HA TPUJIOKEHUE

| 3. JATA HA U3STUYAHE HA CPOKA HA I'OJJHOCT

EXP

4. IHAPTUJIEH HOMEP

Lot

5. CBbABbPKXAHUE KATO MACA, OBEM NJIN E/IUHUIIN

1mi

| 6. JPYTO
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HAITIOMHJIII TEKCT BBPXY OITAKOBKATA (Bk.II04YeH B 0JiHcTEPA)

Denosumab Intas 60 mg
HHXXCKIIUA

JICHO3yMao

intas

I,
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Bb. IUCTOBKA
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JIncroBka: nHdopmaius 3a noTpeduTENs

Denosumab Intas 60 Mg nHKeKIMOHEH Pa3TBOP B MPEIBAPHTEIHO HAITbJIHEHA CIPHHIIOBKA
neno3ymab (denosumab)

vTosu JICKApCTBEH MPOIYKT MOJISKH Ha JOMBIHUTEHO HabmoaeHre. ToBa I mo3BoJu 6bp30TO
YCTaHOBSIBaHE Ha HOBa MH(pOpPMAIIUs OTHOCHO Oe30macHOCTTa. MoKeTe Ja ajieTe CBOs IPHHOC KaTo
CHOOIIHTE BCSIKA HEXKENAaHa PEAKIINs, KOATO CTE TIONYYHIH. 3a HauWHa Ha ChOOIAaBaHe Ha HEXXETaH! PeaKInu
BHKTE Kpas Ha TOuKa 4.

IIpoueTreTe BHMMATEJIHO HSAJATA JUCTOBKA IPEAH 1A 3a1I0YHeTe /1a U3I10J13BaTe TOBA JIEKapCTBO,

Thil KaTO TH CbAbPsKa BaxkHa 3a Bac nndopmanus.

- 3anaseTe Ta3u JUCTOBKA. MOXe Jja ce HaJIOKU J1a s IPOYEeTEeTe OTHOBO.

- AKO IMaTe HIKaKBH JIOBIHUTEITHH BBIIPOCH, IIONMUTalTe Bamms nexkap wim dapmareBT.

- Toga nekapcTBO € npeanucaHo Ju4Ho Ha Bac. He ro npeotcTenBaiite Ha apyru xopa. To Moxe
Jla IM HaBpelv, He3aBUCHMO Ue TIPU3HAIUTE Ha TAXHOTO 3a00IsIBaHe ca chIuTe KaTto BamuTe.

- AKO MoNy4nTe HAKAaKBU HEXEJaHH peakiny, yBenromere Bamms nexap wnu papmanest. ToBa
BKJIFOYBA M1 BCUYKHU Bb3MOXHH HEKCIAaHU pE€aKIIK, HCOIMMCAaH! B Ta3W JIMCTOBKA. Buxre
TOUYKa 4.

- BamusT nexap me Bu gane HamoMHAIIA KapTa Ha AIMEHTA, ChABPIKaIla BayKHA WHPOPMAITHS
BBB Bpb3Ka ¢ 0€30M1aCHOCTTA, C KOSTO TPSOBA [a ce 3al03HaeTe MPEIH U 110 BpeMe Ha
nedenuero Bu ¢ Denosumab Intas.

KakBo cbabpika Ta3u JIHCTOBKA

Kaxkso npencrasissa Denosumab Intas u 3a kakBo ce u3non3sa
Kaxkso TpsiOBa na 3Haete, npeau aa usnonssare Denosumab Intas
Kak ma m3nomnssare Denosumab Intas

BB3MOXHM HEXEJTaHU PEaKkLuu

Kak nma cexpanssate Denosumab Intas

ChabpKaHue Ha ONIAKOBKATa M AOIbIHUTENHA HH(OpMALHS

oL E

1. Kakso npeacrasiasiba Denosumab Intas u 3a kakBo ce u3noi3Ba
Kakso npeacraBasisa Denosumab Intas u kak aeiictBa

Denosumab Intas ceabpxa neHo3ymad, 6enThk (MOHOKIOHATHO AHTUTSIIO ), KOMTO Ce HaMeCBa B
JICCTBUETO HA JIPYT OENTHK, 32 Jia JeKyBa 3arybara Ha KOCTHO BEIIECTBO H OCTEOIOpO3ara.
Jleuenunero ¢ Denosumab Intas nmpaBu KocTUTe MO-3/[paBy M MO-MaJIKO MMOJATINBU Ha CUyIIBaHE.

Kocrtra € >xuBa ThKaH 1 HCIIPEKBCHATO CC BH300HOBSIBA. XOpMOH’BT C€CTPOI'CH IIoOMara KOCTUTE Aa ca
3ApaBu. CJ'IC,I[ MCHOIIay34aTa, HUBATA HA €CTPOI'CH IMaJaT, B PE3YyJITaT Ha KOCTO KOCTUTE MOKE J1a CTaHAT
ciabu u YYIJIUBH. ToBa BITOCJICACTBHEC MOXKE a JOBEAC N0 3860H$[BaHe, Hap€UYCHO OCTCOIIOpO3a.
OCTCOHOpO3a MOKE J1a C€ NIOSIBU U IIPU MBIKCTC NMOPAan pCeanlia IPpUINHHA, BKIIFOYUTCIIHO OCTApPsBAaHEC
H/WIM HUCKO HUBO Ha MBKKUS XOPMOH TECTOCTCPOH. Ts moxe Ja CC MOsABU U IIPU MAUCHTH,
ImoJrydaBaliy IJIFOKOKOPTUKON/IU. MHuoro ManueHTH ¢ OCTCONOpPO3a HAMAT CUMIITOMH, HO BLIIPECKU
TOBa Ca IMOJIOXKEHU Ha PUCK OT CHYIIBAHC Ha KOCTUTE, 0Cc0o0€eHO Ha Fp’I)GHaKa, Ta306ellpeHI/ITe KOCTH "
KUTKHUTC.

XI/IpypI‘ HWYHU OIlCpaliun WK JICKapCTBa, KOUTO CIIUPAT NPOAYKIUATA HA €CTPOICH UJIU TECTOCTCPOH,
H3MO0JI3BAHU 34 JICUCHUC HA MAIMCHTHU C paK Ha I'bpJiaTa WJIX paK Ha IpoCTaTaTa, CbII0 MOraT Ja
JoBEaAT 10 3ary6a Ha KOCTHO BC€IICCTBO. Kocture craBaT mo-ciabu u ce YUYIIAT 1IO-JIECHO.

3a kakBo ce n3noua3sa Denosumab Intas

Denosumab Intas ce n3nosnssa 3a reyeHne Ha:
. 0CTEOTIOPO3a MPH KESHHU CJIe]] MeHOTay3a (TIOCTMEHOIay3allHa) U MB)KE, KOUTO UMAT TOBUIIICH
PHUCK OT PpakTypa (CUylBaHE Ha KOCTHTE), HaMAJIIBalKK PHCKa OT IPhOHAYHM U HErPhOHAYHH
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¢pakTypu 1 GppakTypH Ha Ta300€APEHNUTE KOCTH.
. 3ary0a Ha KOCTHO BEILIECTBO B PE3yJITaT Ha HaMaJIeHHE HA HUBOTO HA XOPMOH (TECTOCTEPOH),
MPUYUHEHO OT OTIEPAIHs HJIH JICYEHHE C JISKapCTBa IPH MAIMEHTH C PaKk Ha MPOCTaTaTa.

. 3ary0a Ha KOCTHO BEIIECTBO B PE3YNITAT Ha MPOABIDKUATEIHO JIYEHUE C TTFOKOKOPTUKOUIN TIPH
MAaIUSHTH C TIOBUIICH PUCK OT (PpaKTypa.

2. Kakso Tpsi0Ba 1a 3HaeTe, npeau 1a U3M0JI3BaTe
Denosumab Intas He u3moassaiite Denosumab Intas

o aKoO MMaTe HUCKU HUBA Ha KaJIIUH B KPHBTA (XUIIOKATLIUEMHSI).
o aKo CTE aJEPrUuYHH KbM JICHO3yMaO WK KbM HSKOS OT OCTAHAJIHMTE ChCTABKU Ha TOBA JICKAPCTBO
(130poeHu B TouKa 6).

IpenynpesxneHusi 1 Npeana3sHu MepKu
I'oBopete ¢ Bamms nekap wim apmaresT, npeau aa unonseate Denosumab Intas.

Joxkaro cre Ha jgedenne ¢ Denosumab Intas, moxe s1a ce MosBU KOsKHA HHPEKIHS ChC CHMITOMHU KaTo
MoJIyTa, 3a4epBeHa 00JIACT OT KO)KaTa, Hal-uecTo B JIOJIHATA YaCT Ha KpaKa, KOSATO YyBCTBATE Toperia
u Oosie3HeHa (LIETYJIUT), ¥ MOXKE Ja € TPUAPYKEHA OT CHMIITOMHU Ha MOBUIIICHA TeMIiepatypa. Mo,
cbobmiere Ha Bamms nekap He3abaBHO, aKO pa3BHETE HAKOU OT TE3U CUMIITOMH.

Tps6Ba na npuemate 100aBkM ¢ Kaauii 1 BUTaMuH D, nokarto cre Ha medenue ¢ Denosumab Intas.
Bamus nexap me o6cbau ToBa ¢ Bac.

Bue Moke na uMaTe HUCKH HUBA Ha KLUl B KpBBTA, IOKATO MOJIy4aBaTe Denosumab Intas. Mo
KakeTe He3a0aBHO Ha Bamms siekap, ako 3a0enexnuTe HIKOM OT CISTHUTE CUMIITOMHU: CIIA3MH,
MOTPENBaHKS WM KPaMIH Ha MyCKYJIUTE, W/HIIH U3TPBIIBAHE WM MpaByYKaHe HA MIPBCTUTE HA
phlIeTe, KpakaTa WK OKOJIO yCTaTa, W/HiHi I'bPUoBe, 00bPKAHOCT WK 3ary0a Ha Ch3HaHHE.

Psanko ce cho01mIaBa 3a TEXKH CIydan Ha HICKH HHBA Ha KWK B KPBBTA, BOJCIIH JI0
XOCIUTaNU3alus, U I0pY )KMBOTO3acTpalllapaliy peakuuu. [lopaau ToBa HUBaTa Ha KU B KpbBTa
Bu e 0b1aT nipoBepsiBaHu (Upe3 KPbBHO U3CJICABAHE) MPEAH BCIKA /103, a IPU HAIIUCHTH C
MPEIPa3NoI0KEHUE KbM XUIOKAILMEMHUS - B pAMKHTE HA JIBE CEAMULH CJIE] HaYaIHaTa 103a.

Tps6Ba na kaxere Ha Bamms iekap, ako ©MaTe WM CT€ UMAJM TEXKKH po0iieMu ¢ ObOpeluTe,
OBOpeuHa HEeIOCTATHYHOCT WM C€ HYXK/aeTe OT Anajin3a, WK IpUeMaTe JICKapcTBa, HapeueHH
TJIFOKOKOPTHKOU/IH (KAaTO MPETHU30JI0H MM JeKCAaMETa30H), KOUTO MOTaT Jia yBEIIHYaT PUCKA OT
CliajlaHe Ha HMBATA HA KNIl B KPBbBTA, aKO HE MpreMare J00aBKU C KA.

[Ipobaemu c ycrara, 30MTE UM YENIOCTTA

Hexenana peaknus, HapedeHa ocTeoHekpo3a Ha yenmtoctta (OHY) (kocTHO yBpekiaHe Ha YelocTTa)
ce cpobimana psako (Moxe ja 3acerse g0 1 Ha 1 000 xymm) mpu narueHTy, noxydasamm Denosumab
Intas 3a octeonopo3sa. Puckst or OHY ce yBennyaBa npu ManueHTH, JIEKyBaHH! IPOIBIHKUTEITHO
BpeMe (Moxke fa 3acerte 1o 1 Ha 200 gy, ako ce jJeKyBaT B npoabibkenue Ha 10 rogunu). OHY
MOKE J1a ce MOSIBH U CJIe/ CIIUPaHe Ha JIedeHneTo. BaxkHo e 1a ce HampaBH ONUT 3a MPEJOTBpaTsIBaHe
pasButueTo Ha OHY, Thit KaTO TOBa MOKE J1a € OOJIE3HEHO ChCTOSIHUE, KOETO MOXKE Jla CE OKaXKe
TPYIHO 3a JeueHue. 3a ja ce Hamalii pUcKbT OT pazButue Ha OHY, B3eMeTe creaHuTe Mpeana3Hu
MEpKHU:

[Ipenu na 3amoyHeTe IEUSHUETO, yBeOMeTe Barust iekap MM MeTMITMHCKA cecTpa (MEIUIIMHCKH
CIICITUAIKCT), aKo:

) MMaTe HAKaKBU MPOOJIEMH C yCTaTa WU 360UTE, KaTO JIOIIO CTOMATOJIOTUYHO 37paBe,
3a00JI1BaHEe Ha BEHIIUTE WJIH IJIAHMPAHO W3BAXKIaHE Ha 350.
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° HC 110oJIydaBaTe p€0BHHU CTOMATOJIOTMYHU I'PUIKU WA HE CTC UMAJIM CTOMATOJIOTHYCH IIPETIIC
OT OBJIT'O BpEMC.

o cTe mymiay (Thi KaTo TOBa MOXKE J1a YBEJINYHU PHCKA OT MPOOJIEMH ChC 350UTE).

o cTe OWITH JIEKyBaHH TIpev ToBa ¢ OudochoHaT (M3MOI3BaH 3a JICUCHHUE WU MTPEIOTBPATIBAHE
Ha KOCTHU HapyIIECHUS).

. CTE TIPUEMAJIH JICKapPCTBA, HAPEUECHH KOPTUKOCTEPOUIN (KATO MPETHU3OIOH HITH
JIeKCaMeTa30H).

. uMare pak.

Bammsr mexap Moxke J1a IIoMcKa oT Bac Ja ce moIosKuTe Ha CTOMATOIOTHYEH TIPETTIe I, IPeIu aa
3aroyHere jgeyenre ¢ Denosumab Intas.

Jlokato ce nekyBare, TpsiOBa Jja HOAgbpKaTe J0Opa yCTHA XUTHEHA U J1a ce [oJylaraTe Ha peloBHU
CTOMATOJIOTHYHH ITperiie . AKO HOCHTE IPOTEe3H, TPSAOBa [1a CTe CUTYPHH, Y€ T€ MPUIISATAT MPaBHIIHO.
AKO cTe MOJIT0KEH! Ha CTOMATOJIOTHYHO JieueHHe Wi Bu npeacTon cToMaTonornyHa omnepanus
(mamp. m3BakgaHe Ha 350), mHGOpMHpaiiTe Bamms nexap 3a BameTo cToMaTOIOTHYHO JIeUeHUE H
yBeIoMeTe 3p00IeKaps cH, Ue ce Jiekysate ¢ Denosumab Intas.

Ceppikere ce ¢ Bammst nexap u 35001eKkap He3a0aBHO, aKO UMaTe MPOOJIEMH C yCTaTa WIH 350HTe,
HanpuMep pa3KiaTeHu 3501, 00JIKa MM OTOK, MM He3a3ApaBsBalll 3B WIN CEKPELHs, Thi KaTo
TOBa MOKe J1a ca mpusHaiu Ha OHY.

HeoOwuyaitnu dhpakTypu Ha OeJipeHaTa KOCT

I[Tpu HsiKOM XOpa MOTAT Ja ce MOSIBAT HeoOuYaiHu GppakTypH Ha OeipeHaTa KocT, JOKaTo Ce JIKyBaT ¢
Denosumab Intas. Ceepikere ce ¢ Bamrus nekap, ako MojayduTe HOBa WM HeoOWYaiiHa 60JKa B
Tazo0epeHaTa craBa, ClabMHNUTE WITH OepoTo.

Jlena u roHommu

Denosumab Intas He TpsiGBa 1a ce u3Mo3Ba MpH Jeta | FOHOIIHN o 18-rouiiHa Bb3pacr.

Npyru Jexkapcera u Denosumab Intas

Tps6Ba na kaxere Ha Bammus nexap win gapmanesT, ako IpuemMare, HACKOPO CTe IPUEMaIH WU €
BB3MOJKHO JIa IprieMaTte Apyru jiekapctBa. OcoOCHO BaXKHO € Jla KakeTe Ha Bamms nekap, ako ce
JIEKyBaTe ¢ APYTo JIEKapCTBO, ChABPKALIO AEHO3YMao.

He tpsi6Ba na npuemare Denosumab Intas 3aeqHo ¢ Apyro JekapcTBO, ChABPIKAIIO JEHO3yMao.
BpeMeHHOCT M KbpMeHe

Denosumab Intas He e uznuTBan npu OpemMeHHHM xeHu. BaxkHo e 1a undopmupate Bamust jiekap, ako
cTe OpeMeHHa, cMsTaTe, 4e MOXe Ja CTe OpeMeHHa; WK IiaHupare 6pemenHocT. He ce nmpenopbuBa
ynorpebara Ha Denosumab Intas, ako cre OpemenHa. JKeHu ¢ IeTepo/ieH moTeHnuan Tpsaosa aa
M3M03BaT e()eKTUBHHE METOIM 32 KOHTpAIICTIIIHs, JJ0KaTo ce jiekysat ¢ Denosumab Intas u 3a Haii-

MaJiko 5 Mecernia ciiet cimpane Ha redenrero ¢ Denosumab Intas.

Axo 3a0pemeneete 1Mo Bpeme Ha Jieuerue ¢ Denosumab Intas wiu no-mainko ot 5 mecera cien
criMpane Ha jtiedenneto ¢ Denosumab Intas, mons yBemomere Barmms mekap.

He e ussectHo mamu Denosumab Intas ce otmens B kbpmara. BaxkHo e qa napopmupare Bamus gexap,
aKo KbPMUTE WIM TUIaHUpaTe Ja KbpMuTe. BamusT nekap e Bu noMorse aa pemdre aainu aa
NpeyCTaHOBUTE KbPMEHETO WM JIa TPEeKbCHETe NMpuitoskeHneTo Ha Denosumab Intas, kaTo B3eme
Mpe/IBU/I T10J13aTa OT KbpPMEHeTO 3a 6ebero u mon3ara or Denosumab Intas 3a maiikara.

Axo KbpMHTE TIO BpeMe Ha jieueHre ¢ Denosumab Intas, moinst yBenomere Bamust ekap.

[ocwBetBaiite ce ¢ Bamms nekap wim gapmaneBT npean yrnorpedara Ha KOETO U J1a € JIEKapCTBO.
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Hlodupane u padora ¢ MAaIIMHU

Denosumab Intas He moBnusABa WK MOBIKABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a Mo upaHe U pabora ¢
MaIlIiHH.

Denosumab Intas cbabp:ka coponTos
Toga nekapcTBo chabpika 46 Mg copOuTon BbB Bcekr M| pa3TBop.
Denosumab Intas cbabpaxa moaucopodar 20

Tosa nexapctBo cbabpika 0,1 mg momucopbar 20 BbB Besika 1 ml mpeaBapuTEIHO HAITBJIHEHA CHPUHIIOBKA.
[TonucopbaTuTte Morart Aa NpUYMHAT aleprudyHu peakuuu. TpsOBa na kakere Ha Bamms nekap, ako nmare
YCTaHOBEHH aJIepruu.

Denosumab Intas cbabpika HaTpHii

Toga snexkapcTBO Chabpika mo-manko ot 1 mmol varpwuii (23 mg) Ha 60 mg, T.e. MOXKe Ja ce Kaxe, ue
MPAKTHYCCKU HE ChABPIKA HATPHIA.

3. Kak aa usnoJseare Denosumab Intas

[IpenopbunTenHaTa 103a € eHa MPEIBAPUTEIIHO HAIThJIHEHA CIIPUHIIOBKA 0T 60 MQ, nmpuiioxeHa
BEJHBK Ha BCEKH 6 Mecella, KaTo SIMHUYHA WHXKEKIIHS T10]T KOXKaTa (ITOJAKOKHA WHKEKITHS).
Haii-moaxoasmmre MecTa 3a HHKEKTHPAHE ca TOPHATa YacT Ha Oepara u kopema. YoBEeKbT, KOWTO ce
rprky 3a Bac, Moxxe a M31o0J13Ba ChIIO BBHILHATA YacT HAa MUIIHKALIATa Bu. Mo, nonuraiite Bammus
JIeKap 3a JlaTata Ha Clie/iBaIaTta nikeknusa. Beska omakoka Denosumab Intas cbabpika oTiensair ce
STHKET, KOHTO MOJXKe J1a ObJIc M3BaJICH OT OJIMCTEpa M Jla C€ M3II0JI3BA 3a 3alKMCBaHE Ha JjaTaTa Ha
CJICBAIATA HHXKEKIIUS.

OcgeH ToBa Iiie TPsIOBa Ja mpueMate 100aBKH ¢ KaJIMi 1 BUTaMUH D, TOKaToO CTE Ha JICUCHUE ¢
Denosumab Intas. Bamms sekap e o6chau ToBa ¢ Bac.

BamusT nexap Moxxe aa pemu, ge e Haii-no0pe Bue nin woBexkbT, KOiTO ce rpuxu 3a Bac, n1a
utkektupate Denosumab Intas. Bamust iekap mim MEAMIIMHCKH CTICIHAIMCT e MOKaxat Ha Bac
WITH Ha YOBeKa, rprvkel ce 3a Bac, kak ia nznonssare Denosumab Intas. Mousi, mpouerere paszena B
Kpasi Ha Ta3u JIMCTOBKA 32 yKa3aHWsI OTHOCHO TOBa Kak Ja umkekTupare Denosumab Intas.

a He ce pa3kiaina.

Axo cTe mponycHayu 1a uznoasate Denosumab Intas

Axo e mporrycHara no3a Denosumab Intas, umkekiusta TpsiOBa 1a Ob/e IPUIOKEHA, KOJIKOTO €
BB3MOXKHO T0-cKOpo. Ciie] ToBa, MHXKEKIIMUTE TPOBa Jia Ob/IaT IUIAHUPaHH Ha BCEKU 6 Mecera

OT J1aTaTa Ha MOCJIeAHATa HHXKEKLIUSI.

Axo cte cipesn ynorpedara Ha Denosumab Intas

3a 1a uMma Haii-rossMa moj3a ot BaimreTo edyeHne 3a HaMmalsiBaHe Ha PUCKa OT CYYIIBAHUS, BaXKHO € J1a
n3nomBate Denosumab Intas TonkoBa abiro, KOJIKOTO € npeanucai Bammusr nexap. He crimpaiite
Bamero neuyenue, 6e3 na ce cebpkere ¢ Bamms iekap.

4. Bb3MOKHU HesKeJTaHU peaKIuu

KakTro Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOKC J1a NPCAN3BHUKA HCIKCIIaHU PCAKIIUHN, BBIIPCKU YC HC
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BCEKH T'Yl TIONTyYaBa.
Heuecro, marmenTrre momydasamnty Denosumab Intas, Morat qa pasBHAT KOXHHA WH()EKITAH
(npeaumHoO nenynaut). Mouasi, uH(popMHupaiiTe He3a0aBHO Bamms nexap, ako pa3Buere HAKOM OT
Te3W CUMITTOMH, JOKATO cTe Ha jiedenne ¢ Denosumab Intas: moayTa, 3auepBeHa 001acT OT KOKarTa,
Hal-4ecTo B JI0JIHATA YacCT Ha Kpaka, KOATO YyBCTBATE Toperia u 0one3HeHa (IIeTyTUT) U C BB3MOXKHH
CUMIITOMH Ha MOBHIIIEHA TEMIIeparypa.

Psiiko, manuentute, nomyyasaru Denosumab Intas, morat aa passust 0oJka B ycTaTa u/uin
YeII0CTTA, TOYBAHE WM HE3a3/[PaBsIBalllY S3BU B YCTaTa WIH YEIIOCTTA, CEKPEIUsl, CKOBAHOCT WU
YyBCTBO HA TEKECT B YESNIOCTTA, WITH pa3Kiiaiiane Ha 360. ToBa Moxe Jja ca MpHU3HAIY Ha YBPEKIaHEe
Ha YeNIFOCTHaTa KocT (ocTeoHekpo3a). TpsioBa ga kaxkeTe Ha Bamms jJgekap u 3b00/1eKap
He320aBHO, aKO MOJyYUTE TAKMBA CUMITTOMH, JIOKATO ce jiekyBaTte ¢ Denosumab Intas wiu cren
CIUpaHe Ha JICUCHUETO.

Psinko, nanmentute, nonyyasarmu Denosumab Intas, moske na mMaT HUCKM HHBA Ha KaJlUi B KPbBTa
(XMITOKATIHUEMHS); TEXKKHUTE CITydad Ha HUCKU HUBA Ha KM MOTAT Jia TOBEAAT 0 XOCITHUTATH3aIlHsI
¥ MOXe J1a ca TOpH JKUBOTo3acTpamasamy. CHMIOTOMUTE BKJIFOUBAT CIIa3MHU, TOTPETIBAHUS UITH
KpaMIli Ha MYCKYJIUTE, I/I/I/IJII/I CKOBAHOCT WJIM U3TPBIIBAHC HA MIPHCTUTC HA PBUCTE, IPBCTUTEC HA
Kpakara WM OKOJIO ycTaTa U/WiK I'bpUY0OBe, OObPKBaHE WK 3ary0a Ha Chb3HaHHUE. AKO HAKOE OT
n30poeHuTe ce oTHacs 3a Bac, kaxeTe Ha Bamms nexkap nezadaBHo. HuckuTe HUBa Ha Kaluii B
KpBbBTa MOXKE Jia 10BE€AAT OO0 IMPpOMsAHA B CbpACUHUA PUTHM, HAPCUCHA YABJDKABAHC Ha QT-I/IHTepBaJ'Ia,
KOETO ce BIKJa Ha enekTpokapauorpama (EKT).

Psimko Morar n1a ce mosiBAT HeoOW4aitHu GpakTypH Ha OepeHaTa KOCT MPHU MAIUSHTH, T0TyJaBalin
Denosumab Intas. Cebpakere ce ¢ Bamusi iekap, ako Mojay4nTe HOBa WK HeoOWYaiiHa 00JKa B
TazobeapeHara craBa, ClIaOMHUTE WU OEIPOTO, Thil KATO TOBAa MOXKeE Ja € PaHEH MPHU3HAK Ha
BB3MOXKHA (paKkTypa Ha OeapeHaTa KOocCT.

Psanko ce Habmogasar QJICpru4yHy peakuuu IIpy MalUeHTH, oJTy4yaBallu Denosumab Intas.
CI/IMHTOMI/IT € BKJIFOUBAT HO)Z[YBaHe Ha JIMIECTO, yCTHI/ITe, €3HKa, F’[)pJ'IOTO NN leyFPI YacCTH Ha TAJIOTO,
00puB, CHPOESK WM YPTUKH TI0 KOXKaTa (KOIPUBHA TPECKa), XPUIIOBE WITH 3aTPYAHEHO TUIIIAHE.
TpﬂﬁBa Ja KaKeTe Ha Bamus JIEKaAP, aKO IMOJIYYHUTC HAKOH OT TE3U CUMIITOMHU, TOKATO CC JICKYBATC
¢ Denosumab Intas.

MHoro 4yecTy HeKeJIaHU peakuu (Moxe 1a 3acerHar noseue ot 1 va 10 mymm):

o 0oJIKa B KOCTHUTE, CTABUTE W/MJIM MYCKYJIUTE, KOSITO TIOHSKOTA € CUITHA,
. 0oJKa B phIIeTe WK Kpakarta (00JIka B KpaHUIINTE).

YecTH He:keJTaHH peaknuu (Moxe Aa 3acersar a0 1 va 10 gymm):

o 00JIe3HEHO YpUHUPAHE, YeCTO YPUHHPaHE, KPbB B YPHHATA, HEBB3MOXKHOCT 32 33/IbpXKaHe Ha
ypHHara,

WHQEKIS Ha TOPHHUTE JMXATETHHU ITHTUIIA,

0o0JiKa, MpaBy4KaHe MM U3TPBIIBAHE, KOETO CE Pa3lIpOCTpaHsIBa HAJIOIY 110 Kpaka (MImac),
3arex,

KOpeMeH JUCKOM(OPT,

00puB,

KOXKHO 3a00JI1BaHe ChC ChPOEIK, 3aUepBsIBaHE H/UIIH CyX0Ta (eK3eMa),

Kocora/ (Iomemnus).

HeuvecTu HexkeaaHu peakuun (Moske aa 3acerHat 10 1 va 100 mymm):

. MTOBUINIEHA TEMIIEPATypa, MOBPBIaHE U KOpEeMHa 00JIKa MW TUCKOMGOPT (AUBEPTUKYIIHUT),

. H(pEKIHA Ha yXOTO,

. 00pHB, KOHTO MOXE J1a C€ TIOSIBU TI0 KOXKATa, MJIH 3B B ycTaTa (JIMXCHOUTHU JICKAPCTBEHU
pEaKInm).
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MHoro peaku HexxeaHu peakuuu (Moxe na 3acersar a0 1 xa 10 000 gymm):

. aJIepruyHa PeaKiysi, KOSTO MOXE Jla YBPEIU KPbBOHOCHUTE ChJIOBE NPEANMHO B KOXKaTta (Harp.
JUIIABY WK Kad)eHUKAaBO-UYePBEHH METHA, YPTUKAPUS 110 KOXKATA HITH KOXKHU SI3BH)
(XuTIepCeH3UTUBEH BaCKYIIUT).

C Heu3BeCTHA 4eCTOTA (OT HATUYHUTE TaHHHU HEe MOXe Ja Ob/Ie HalpaBeHa OICHKA):

. roBopete ¢ Bamms nekap, ako uMaTe 60JIKa B YXOTO, CEKPET OT YXOTO H/Mii HH(EKIus Ha
yxoto. ToBa MOXKe a ca MPU3HALHM 33 YBPEKAaHE Ha KOCTTA B YXOTO.

Cho01iaBaHe HA HEXKEJIAHU Peakuuu

AKO MoNyuynTe HSIKaKBH HEXETaHU JICKApPCTBCHU Peakiuy, yBeaomere Bammst gekap uinu apMaresT.
ToBa BK/IIOUBA BCHYKH Bb3MOXXHH HEOIIMCAHU B Ta3 JMCTOBKA HEXKEJIAHHU peakuuu. MoxkeTe ChIIo 1a
CHOOLINTE HEXKETIAHU PeaKIiy AUPEKTHO Ype3 HallMOHAIHATA CHCTEMa 3a ChoOIIaBaHe, MOCOYeHa B
[punoxenue V. Karo chobmaBare HexenaHu peaklum, MOXKeTe JIa aJeTe CBOsI IPUHOC 32
[oJTy4aBaHe Ha MoBede MH(OpMALKs OTHOCHO 0€30I1acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansBate Denosumab Intas
Jla ce chXpaHsiBa Ha MSICTO, HEJOCTHITHO 32 JIeTIa.

He u3non3BaiiTe TOBa JISKAPCTBO CJICA CPOKA HAa TOAHOCT, OTOCNSI3aH BhPXY €THKETa U KapTOHeHATa
onaxkoBka, cien ,,EXP” u ,,I'ogen no:”. CpoKbT Ha TOJHOCT OTIOBapsl HA MOCIEAHUS IEH OT
MMOCOYCHHUS MECEIl.

Ja ce cpxpansiBa B xyaamwiHuk (2°C — 8°C).

Ja He ce 3ampa3siBa.

CobxpansiBaiiTe peABapUTEIHO HAITbIHEHATA CIPUHIIOBKA B KAPTOHEHATA OIIAKOBKa, 3 J1a Ce
NpeIasy OT CBETIINHA.

[IpenBapuTenHo HaTbIHEHATA CIIPUHIIOBKA MOYXKeE Jia O'bJIe OCTaBeHa M3BHH XJIQJIMITHUKA 32 JOCTHT'aHEe
craiiHa Temneparypa (1o 25°C) npeau nmxektupane. ToBa 11e HanpaBy HHXEKTUPAHETO [10-MAJIKO
HenpuaTHo. CIiesr KaTo CIPUHIIOBKATA € OCTaBEeHA Ja OCTUTHE cTaiHa Temneparypa (10 25°C), T
TpsiOBa J1a ce U3Moi3Ba B pamkute Ha 30 aHU.

He u3xBbprsiiTe nekapcTBaTa B KaHAIM3ALMATA WM B KOHTEMHEPA 3a IOMAIIHK OTHAbIIH.
[Nonwmraiite Bamms dpapManeBT Kak J1a U3XBHPIIATE JIEKapCcTBaTa, KOUTO Bede He M3Mon3BaTe. Te3u
MEpPKH 1€ CIOMOTHAT 3a OIa3BaHE Ha OKOJHATa cpefa.

6. C’b}l’bp)l(aHl/le Ha OIMaKOBKaTa U JO0IIbJHUTE/IHA I/I]—[(l)OpMaIII/lfl
Kakso cpaspaxa Denosumab Intas

- AKTHBHOTO BEIIECTBO € IeH03yMa0. Besika mpeBapuTesHO HAITbJIHEHA CIPUHIIOBKA oT 1 ml
cpappika 60 mg neHozymab (60 mg/ml).

- JlpyruTe ChCTaBKH ca: JieieHa OLeTHA KUCEIMHA, HATPHEB XUIpoKcua, copoutoin (E420),
mosircopOar 20 1 Boja 3a MHKEKIMK (BIOKTE Touka 2, Denosumab Intas ceabpika
copbuTon, Denosumab Intas ceappika momucopbar 20 m Denosumab Intas coabpika
HaTpUi).

Kak m3raexxna Denosumab Intas n kakBo chabpika onakoBKaTa

Denosumab Intas e OucTsp, 6e31BeTeH 10 OJICAOKBIT HHKECKIIMOHEH Pa3TBOP B TOTOBA 3a yHOTpeda
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MNpCABApPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA.

Bcsika onmakoBka chabpika eHa MPeABAPUTEIIHO HAITBIHEHA CIIPUHIIOBKA C TIPEINAa3UTeN Ha UIJIaTa.
He Bcruky BUioBe OMakoOBKY MOTaT Ja ObJaT ITyCHATH Ha a3apa.

IpurexkaTes Ha pa3penIeHNETO 32 yHOTpeda

Intas Third Party Sales 2005, S.L.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

cmanns

IIpousBoauTe
Accord Healthcare Polska Sp. z.0.0.

Ul. Lutomierska 50, 95-200,
Pabianice, ITomma

3a JOMBIHHUTENTHA HHPOPMAITHSI OTHOCHO TOBA JICKAPCTBO, MOJISI CBBPIKETE CE C JIOKATTHUS PEACTABUTEN
Ha MPUTEXKATEIs Ha Pa3pelIeHUETo 3a yrnorpeoa:

AT/BE/BG/CY/CZ/DK/EE/EL/FI/FR/HR/HU/IE/NSNT/LT/LV/LU/MT/NL/NO/PL/PT/RO/SE/SI/SK

Intas Third Party Sales 2005, S.L.
Tel: +34 93 301 7351

DE

Altamedics GmbH

Tex: +49 221 277 299 100
ES

Meiji Pharma Spain, S.A.
Ten:+34 91 887 09 80

JlaTa Ha mocs1eqHO Npepa3riie:kaaHe Ha JIUCTOBKATA
Apyru uzrounnum Ha nagopmauus

[MonpoGHa nHpopMalus 3a TOBA JICKApCTBO € MPeA0CTaBeHa Ha yeOcaliTa Ha EBporielickara areHIust
o JiekapcTBata: https://www.ema.europa.eu.
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VYkazanus 3a ynotpebda:

OrnrcaHue Ha YaCTUTE

[penun ynotpebda Cnen ynorpeba

Byrano

Byrano cien ynorpeda
Kinuncose na y A ynoTp

NpeaAnasuTeiid Ha urjata

MscTo 3a 3axBaiase b ,

1L

ETuker u cpok Ha romHOCT

IIpennasuren

IIpyxuHa 3a
oOe3omacsiBaHe Ha UIjiaTa
cien ynorpeda

unuuasp Ha
CIIDMHIIOBKATa
ITpo3opue 3a JIEKapCTBOTO

[Ipyxuna 3a
o0Oe3ormacsBaHe Ha WUriara

IlocTtaBena kamauka

Ha uriara CBalleHa KamaJka Ha

urijara

36




Bazxxno

IIpouyereTe Ta3zu Baxua uHopmauus, npeau 1a u3noazsare Denosumab Intas npexBapurenaso
HallbJIHEeHa CIPHHIOBKA ¢ ABTOMATHYeH NpeAna3uTeJ HA UIJIaTa:

° BaxxHO ¢ J1a He ce OMUTBATE J]a CU MOCTABATE CAMU MHXKCKITUTA, aK0 HE cTe Omin o0ydyeHu ot Baus
JIeKap WU MEIULUHCKU CIEI[UAIUCT.

° Denosumab Intas ce mpuara KaTo WEXKEKIHS B THKAHTa TOYHO TTOJ] KOKaTa (TTIOJJKOKHA WHKEKIIHS).

X He maxaiiTe cuBarta KamnaJyka Ha Urjara OT MpeJIBapUTENIHO HAITbIHEHATa CIIPUHIIOBKA, TOKATO HE CTE

TOTOBHU da WHXEKTHUPATE.

X He usnon3saiite MpeABApUTCIIHO HAITBJIHEHATA COPUHIIOBKA, aKO € ouna H3IlyCcHaTa BbpXY TBbPJa
TMMOBBPXHOCT. H3non3Balite HOBa peABApUTCIIHO HAITbJIHCHA CIIPUHIIOBKA U CC o6a)1eTe Ha Bamms
JICKap Wi MEAUIUHCKU CICIIUAIHNCT.

X He ce onutBaliTe na akTUBUpATe MPEABAPUTEIHO HAITbJIHEHATA CIIPUHILIOBKA NPEIA NHKEKTHUPAHE.

X He nokocBaiiTe KIMIICOBETE HA MPEANA3UTEII Ha UTJIaTa Ipe/u ynoTpeda. B mpotuseH ciayvai
MpeAna3uTesis Ha UIiaTta Ha CIIPUHLIOBKATa MOE J1a C€ aKTUBUPA TBBPJIE PAHO.

X He ce onutBaiiTe 1a MaxHETe MPO3payHUs IPEANa3UTeIl OT MPEABAPUTEIHO HallbJIHEHATA

CIIPHUHIIOBKA.
O6anere ce Ha Bamus nekap Wiv METUITMHCKHU CTIEIIMATIUCT, aKO UMATe HAKAKBU BHIPOCH.

Cronka 1: IToaroroBka

A M3Bajnere omakoBKaTa Ha NpeIBapUTEIIHO HAITbJIHEHATa CIPHUHIIOBKA OT XJIaAWIHUKA. VI3Banere

6nuctepa ¢ IpeABapUTEIHO HAITbJIHEHATa CIIPUHIIOBKA OT OIIAKOBKATa U ChOepeTe KOHCYMaTHBHTE,
KOMTO ca HeoOXouMH 3a Barrata WHKeKIMs: TAMIIOHH, HAIOGHH ChC CITUPT, TAMYYEH TaMIIOH W
Mapisi, JIeeHKa 1 KOHTEHHep 3a H3XBhPIISHE Ha OCTPU MPEAMETH (HE ca BKIIOYCHH B OTMIAKOBKATA).

3a 1a HaMaTUTe AUCKOM(OPTA IPU HHKCKTHPAHE, OCTABETE MPEABAPUTEIIHO HATBIHCHATA CIIPUHIIOBKA Ha
cTaifHa TemIieparypa 3a okosio 30 MUHYTH TIpeu UHKEeKTUpaHe. VI3MUiiTe cTapaTeTHo PhLETE CH ChC CAMyH U
BOJA.

IlocTaBeTe HOBaTa NpeABAapUTCIHO HAITbJIHCHA CIIPUHIIOBKA U OCTAHAJIMTE KOHCYMAaTUBU Ha YUCTA, I[O6p€
OCBE€TCHaA pa60THa HOBBPXHOCT.

X He ce onutBaiiTe Aa 3aTOIUISITE CHPUHIIOBKATa C IOMOILITa HA U3TOYHUK Ha TOIUJIMHA KaTo ropenia
BOJIa UJIM MUKPOBBJIHOBA (ypHA.

X He ocrassiite pEeABAPUTEIIHO HAITbJIHCHATA CIIPUHIIOBKA U3JIOKEHA HA MPAKa CIIbHYCBA CBCTJIMHA.
X He pa3zkiamaiite npeaBapUTeIHO HaIllbJIHEHATA CIIPUHIIOBKA.

o ChxpaHsiBaiiTe MpeIBAPUTETHO HATBJIHEHATA CIIPHHIIOBKA HA MSICTO, HETOCTHITHO 32 I€elAa.
b OTtBoOpeTe OrcTepa KaTo OTICTUTE MMOKPUTHETO. XBaHETE MPEANIA3UTENS Ha IPEABAPUTEITHO

HaITbJIHCHATa CIIPUHIIOBKA, 3a 1a s U3BAJAUTE OT 6HI/ICTepa.

XBaHeTe TyK

OT choOpaxkeHus 3a 6E30MacHOCT:

X He xBamaiite 0yTaaoTo.
X He xBamaiite cuBara Kamadka Ha WrjaTa
‘ B ‘ TIpoBepere 1exkapcTBOTO U MPEIBAPUTEITHO HAITBIIHEHATA CIIPUHIIOBKA.
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I
f [Ipozopue 3a
JIEKapCTBOTO

X He m3non3Baiite npegBapuTeIHO HAITBIIHEHATA CIIPUHIIOBKA, aKO:

®  JIeKapCTBOTO € MBTHO WJIHM ChIbpiKa BUIMMH YacTHIH. TpsiOBa a e Ouctsbp, Oe31UBETEH /10
0JIeJOXKBIT Pa3TBOP;

o HAKOS 4acCT U3IJICKAa CUyIICHa WX IMOBPEACHA,
o CHBaTa KallaukKa Ha vIjiaTa JIMIICBA, UJIN HEC € 3ApaBO IIPUKPCIICHA,

L € U3TCKDBJ MOCICAHUAT ACH OT IMMOCOUCHUA MECCI] Ha CpOKa Ha 'OJHOCT, OTIICHATAH BHPXY
CTHKCTA.

HpI/I BCHUYKHU CiIydau CC 06a/:[eTe Ha Bamms JICKap Wi MECAUIMHCKH CHICTIUAIUCT.

Cronka :2 [Ipurorsere ce

A Wzmmuiite CTAapaTeIHO PBUCTC CH. HOZ[FOTBGTG 1 NMMOYUCTCTC MACTOTO Ha MHIKCKTHUPAHC.

I'opHa yacrt Ha pbKaTa

Kopem

I'opna wact Ha GenpoTo

Mo:ke 1a H3M0JI3BATE:

o TOpHaTa 4acT Ha 66,Ilp0TO;
L KOope€Ma, C U3KIIFOYCHUEC Ha 00J1acTTa OT 5 CM OKOJIO IrpIia;
o BBHIIIHATA CTPpaHa HAa rOpHATa 4aCT HAa pbKaTa (CaMO aKo HAKOU Apyr Bu nocrags I/IH)KGKLII/IHTa).

[TouuncreTe MACTOTO HaA WHXXCKTUPAHC C TaMIIOH, HAIIOCH CHC CIHUPT. OcTaBeTe Ko)KaTa cu Ja U3CBbXHC.

X He nokocBaiiTe MICTOTO Ha HHXKEKTHPAHE MPEIH MOCTaBIHE Ha MHXKEKIUATA.

o He nrxektupaiite B 00acTu, KbAETO KOXKaTa € 00JIe3HEeHa, HACHHEHA, 3aUePBEHA MIIH TBBP/A.
N30srBaiiTe 1a HHXKEKTHPATE B 00JIACTH ¢ OeNe3n WK CTPHH.

’ b ‘ Buumarenno H3ﬂLpHaﬁTC crBaTa Kalayka Ha uriaTa 0e3 Ja s oreBaTC M JaJI€4 OT TAJIOTO CH.
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He ycyxBaiiTe uinu orbBaiiTe Kanaykara Ha UIJiara.

He xBamaiite npeBapuTeIHO HaITbJIHEHATa CIIPUHIIOBKA 33 OyTasoTo.

I/I3XB’I)p.HeTC KalladykKaTa Ha vurjara B KOHTeﬁHepa 3a OCTPHU OTHAdbIIN.

He HOKOCBaﬁTe WTJIaTa U HEe T03BOJIIBAUTE Ja ce aomvpa 10 MOBbPXHOCTH.

He mocrassiiTe 0OTHOBO KamadkaTa Ha UIJjIaTa.

B

3axBaHeTe KO)KaTa Ha MSICTOTO Ha WHXXCKTUPAHC, 3a 1a Cb3AaJICTE yCTOﬁHHBa TIOBBPXHOCT.

o Baxno e Ja AbPKUTC KOXKATA 3aXBaHaTa IPpHU MHXKXCKTUPAHCTO.

Croiika 3: MH:kekTHpAaiiTe

A ‘ Hpbxre 3axBanarata kokHa reHka. BbBEJIETE urnara B koxara.

X

He HOKOCBaﬁTC MOYHCTeHaTa 00JIACT OT KOKAaTa.

HATUCHETE 6yTanoro ¢ 6aBeH U MOCTOSIHEH HATUCK, TOKATO YCETUTE WIIH UyeTe ,,IIpaKBaHe”.

Haruckaiite Hapony noKpail 1o BpeMe Ha IPAaKBAHETO.

>
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o BaxxHo € 1a HaTHCcKaTe HaoTy 10 BpeMe Ha ,,[IpaKkBaHeTo”, 3a 1a JOCTABHUTE IThJIHATA JI034.

B ‘ OTITYCHETE nanemna cu. Cien toBa OTCTPAHETE cnpuniioBkara ot Koxara.

Cren ocBoOOX/1aBaHe Ha OyTaNoTO, NPEIIA3UTEISAT Ha PEIBAPUTEIIHO HAITbJIHEHATa CIIPHHIIOBKA 0€3011aCHO

I11e TOKpHe WHKEKIIMOHHATA UTJIa.

X He nocrassiiTe cuBara Kanayka Ha UIjaTa OTHOBO BbPXY U3IIOJI3BAHUTE NIPEABAPUTEIIHO HAITBIHEHU
CIPUHIIOBKH.

Crpika 4: 3aBbpiuere

A W3xBBpIieTe U30J13BaHaTa IPEIBAPUTEIHO HAIBJIIHEHA CIIPUHIIOBKA U IPYTUTE KOHCYMaTUBU B
KOHTEHHEp 3a OCTPU OTHAAbLIH.

SHARPS
2
S

.HeKapCTBaTa Tpﬂ6Ba Jla C€ UBXBBPJIAT B CbOTBETCTBUC C MECTHUTE U3UCKBAHUAA. IlonuraiiTe Bamms
(I)apMaIICBT KakK J1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HE U3II0JI3BATE. Te3n MCEPKHU IIC CIIOMOTHAT 34
OIlla3BaHC Ha OKOJIHATa cpea.

C’LXpaHHBaﬁTe CIIpUHIOBKAaTa 1 KOHTeﬁHepa 3a OCTPU OTHAABIU HA MACTO, HCAJOCTHITHO 3a ACLA.
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x

He n3nomn3BaiiTe MOBTOPHO NMpEABAPUTEITHO HAITBJIHEHATA CIIPHHIIOBKA.

X He penuknupaiite npeaBapuTeIHO HATbJIHEHUTE CIIPUHIIOBKU U HE TH U3XBBHPJIUTE B KOHTEWHEpa 3a
JOMAIIHN OTMAIbIIH.

b OrenaiiTe MSCTOTO Ha HEDKCKTHPAHE.

AK0 nMa KpbB, IPUTHCHETE TaMy4€H TaMIIOH WJIM MapJis BbPXy MsCTOTO Ha MHxkekTupane. He pasrepksaiite
MSCTOTO Ha MHXKEKTHpPaHe. AKO € He0OX0ANMO, TOCTABETE JCTICHKA.

41




