MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTosn JIEKapCTBEH MPOJIYKT TOJICKH Ha JOTBIHUTEITHO HaOmoeHre. ToBa 11e mo3Boiu 0bp30To
YCTaHOBSIBAaHE HAa HOBa MH(OpMAIUsl OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CIICIIUAINCTH CE
M3KCKBa JIa ChOOIaBaT BCSIKA MO03MpaHa HeXellaHa peakius. 3a HauuHa Ha ChOOIIaBaHe Ha
HEXeJIaHW peaKINK BIDKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Acvybra 60 mg MHXEKIIMOHEH pa3TBOP B MPEABAPUTEITHO HAITbJIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcsika mpeiBapuTeIHO HaMbJIHEHA CIIPUHIIOBKA ChIbpka 60 mg neHo3ymad (denosumab) B 1 ml
pa3tBop (60 mg/ml).

JleHo3yMab € 9OBEIIKO MOHOKIIOHATHO aHTHTSUIO [g(G2, mpou3BeieHO B KIIEThYHA JIMHUS OT 003aiHUK
(k7eTkH OT AWYHUK Ha KMTANCKU XaMcTep) upe3 pekomOunantHa JJHK TexHomorus.

3a IBJIHUS CIIUCHK Ha IIOMOIIIHUTE BCIICCTBA BUXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

NnxexnmoneH pa3TBop (MHKEKLIs)

Buctsp, 6e3uBeTeH 10 671e10 *KbAT pa3tBop ¢ pH ot 5,9 10 6,5 u ocmonanuret ot 270 mOsm/Kg o
330 mOsm/kg.

4. KJIMHUYHU JAHHU

4.1 TepaneBTUYHU MOKA3AHUS

Jleuenne Ha 0cTEONOPO3a NPH KEHH B TIOCTMEHOIIAY3a U IIPH MBKE, N3JI0KEHHU Ha MOBHUILEH PHCK OT
¢bpaxtypu. [Ipu xeHu B ocTMeHONay3a, ACVybra 3HaunMo HamassiBa pucka oT GpakTypu Ha
MPENUICHATE, HEMTPENUIeHHU PpakTypu U PpaKkTypu Ha Ta300eIpeHara cTapa.

Jledenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBHP3aHO C XOPMOHAIHA a0aIsl MPU MBXKe ¢ KapIIMHOM Ha
MpocTaTara, M3JI0KeH! Ha MMOBHIIIEH PUCK OT (hpakTypH (BXK. Touka 5.1). [Ipn MBbke ¢ KapIHOM Ha
MpocTaTara, MmojiyJaBaiii XOpMOoHaaHa abarus, ACvybra 3HaunMo HamassiBa pucKa oT ppakTypu Ha

MPCIIJICHUTE.

Jleuenue Ha 3ary0a Ha KOCTHO BEIIECTBO, CBBP3aHa C MPOIBIIKUTEIHA CUCTEMHA TIIFOKOKOPTHKOMIHA
Tepamnus pyu Bb3PaCTHU MAaLMEHTH C MOBUIICH PUCK OT PpakTypa (BXK. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

£O3I/IQOBK3

[penoppunrtennata no3a ¢ 60 mg neHo3yMal, IPUIIOKEHa KaTo €THOKPATHA TIOAKOXKHA WHIKEKITHSI B
obnacTra Ha Oepara, Kopema Wi MUIITHHUIATA, BEIHEK Ha BCEKH 6 Mecela.

[TanmenTure TpsOBa A2 MOMyYaBaT CHOTBETHO JOOABKH C KaJIUHA 1 BUTaMHUH D (Bk. Touka 4.4).

Ha MNAalUCHTUTE, KOUTO CC JICKYBAT C Acvybra, Tpﬂ6Ba Aa C€ NpeaAOoCTaBU JIMCTOBKA 3a MAIMUCHTA U
HAIlOMHSIIIA KapTa Ha MaluCHTA.



OnTuManHaTa 00IIa MPOIBIDKATEITHOCT Ha aHTUPE30pOTUBHATA TEPAITHSI HA OCTEOIIOPO3a
(BmrouBama 1eHo3ymab u oudochonatn) He € yctanoBeHa. HeoOXxonuMocTTa OT MpoAbbKaBaHe Ha
JIeYEHHETO TPsIOBa Ja ce MPEOLICHABA IEPHOANYHO, Bb3 OCHOBA Ha TMOI3UTE U IOTCHIUATHUTE
PHCKOBE, CBBP3aHHU C AEHO3yMald NP BCEKH OTAENIEH MAlUeHT, 0COOCHO cle 5 WM NOBeUe TOANHH
ynotpeda (Bx. Touka 4.4).

Cmapuecka év3pacm (8v3pacm > 65)
He ce nanara kopurupase Ha J03arta [pH MAIMEHTH B CTAPYECKA BH3PACT.

bvopeuno ygpescoarne
He ce Hanara kopurupaHe Ha ji03aTta IpH MalUEeHTH ¢ ObOpeuHO yBpexaaHe (BK. Touka 4.4 3a
MPENOPBKH OTHOCHO MPOCTeIsBaHe Ha KaJLIMEBUTE HUBA).

JIuncear JaHHU ITPpU MaluCHTU C NPOABJDKUTCIIHA CUCTEMHA I'NTIOKOKOPTUKOUAHA TEPAITUA U TCKKaA
cTereH Ha OBOpeuHO yBpexkaane (CkopocT Ha riomepyiaHa ¢punrpaius, GFR < 30 ml/min).

Yeprnoopobmo yspedcoane
BezonacHoctTa M eprkacHOCTTa Ha eHO3yMab He ca MPOYYBaHU NPH MAIUSHTH C YEPHOAPOOHO
yBpexaane (Bk. Touka 5.2).

THeouampuuna nonyrayus

Acvybra He TpsOBa 1a ce H3M0J3Ba MPH JIella Ha Bb3pacT < 18 roauHu mopaan choOpaxeHus,
CBBp3aHU ¢ O€30MIACHOCTTA — CEPHUO3HA XUMEPKAIIIMEMHS 1 MTOTSHIIMAITHO HHXUOUpaHe Ha KOCTHUS
pacTexk U Junca Ha IpoOuB Ha 360U (BK. Touku 4.4 1 5.3). HalmyHKuTE OHACTOSAIIECM JJAHHU 3a Jela
Ha BB3pacT oT 2 10 17 rogunHu ca onucanu B Touku 5.1 u 5.2.

HauuH Ha npuioxxeHue

3a MMOAKOXHO ITPUIJIOKCHHUC.

[TpunoxxenueTo TpsA6Ba 1a ce HAMIPaBH OT JIHIIE, KOETO € aJjeKBaTHO 00y4eHO Ha TeXHUKATa Ha
WHXEKTHpPAHE.

VYkazanusTa 3a ynotpeba, padbota U U3XBBPIISHE ca 1aJIcHH B TOUKa 6.6.
4.3 IlporuBomokazaHus

CBp’bX‘IyBCTBI/ITeHHOCT KBbM aKTHBHOTO BCUICCTBO HUJIM KbM HIAKOC OT IIOMOIIHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

Xunokanuuemus (BXK. Touka 4.4).
4.4  CneuuajHu npeaynpexxaeHus ¥ nNpeana3Hu MepKH NpH ynorpeda

IIpocaenumoct

3a 5a ce mo1o0pH MPOCISTUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHU MPOTYKTH, UMETO U MMAPTHIHUAT
HOMEp Ha MPUIOKEHUS MPOTYKT TPSOBA SICHO J1a CE 3aIrCBar.

JloGaBkH ¢ Kajauuii U BUTamMud D

AJIeKBaTHUAT TPUEM Ha KaJITUH ¥ BUTAaMUH D ¢ BakKeH 3a BCUYKH TAI[UCHTH.

HDCI[HS.BHI/I MCPKH IIpH VHOTD€6a




Xunokanyuemus

Baxxno € ma ce uAeHTUHUITUPAT MAITMEHTUTE, U3JI0KEHN Ha PUCK OT XUITOKAIITHEMHUSL.
XumnokanueMusTa TpsiOBa 1a Ob/ie KOpUTHpaHa Ype3 aleKBaTeH MpUeM Ha KaJIuii 1 BuTaMuH D
Mpeau 3amouBaHe Ha Tepanusta. [IpenopbuBa ce KIIMHUYHO NMPOCIEsSBaHE Ha KAJIIIUEBUTE HUBA
TIpean BCSKA J103a M, IPH MAITUSHTUTE, IPEAPA3TIOI0KEHN KbM XUIIOKAIIIHEMISI B pAMKUTE HA

JIBE CEIIMUITH, CIIe]] HadaaHaTa 103a. AKO IIPH HAKOW IMAIUEHT Ce TOSIBAT MPEIT0JIaracMi CUMITOMHA
Ha XUMOKAIIMEMHUS 110 BpeMe Ha JISYSHUETO (BXK. TOUKa 4.8 32 CHMITOMH), TpsiOBa J1a Ce M3CIIeABaT
KaymueBuTe HUBA. [lanmentrTe TpsiOBa a ObIaT HAChPUYABAHU Ja ChOOIIIaBaT CUMITTOMH,
IMOKA3aTEITHH 3a XUITOKAJIIHEMHUSI.

HpI/I MMOCTMApKCTUHI'OBU YCJIOBUS CC C’BO6H_[aBa 3a TC)KKa CUMIITOMAaTHYHA XUIIOKAJIITUCMUA (BOZ[CI]_[a
0 XOCHHUTAIN3alus, )XKUBOTO3acTpaliaBalin CHOUTHA U CjIydau C JICTAJICH I/ISXOZ[). BBHpeKI/I (S
MOBCYCTO CJIydau HACTBIIBAT MPE3 MBbPBUTC HAKOJIKO CCAMHUIN OT HAYAJIOTO HA JICYCHUCTO, TS MOXKE J1a
CC MMOsABH U I10-KBCHO.

CT)H’I)TCTBaIIIaTa TJIIOKOKOPTUKOMOHA TEPAIUA € JOIIBJIHUTCIICH PUCKOB (I)aKTOp 3a XHUITOKaJIITUCMUSI.

bvopeuno yepeacoane

[NanmenTHTE C TEXKKA CTENEH HAa OBOPEYHO YBpexkIaHe (KpeaTHHUHOB KiupbHC < 30 ml/min), wim
KOHUTO ca Ha JMAIN3a, Ca C MO-TOJISIM PUCK OT pa3BUTHE Ha XUITOKAIIMEeMUs. PUCKBT OT pa3BUTHE HA
XHUITOKAIUEMHUS U ChITbTCTBAIIO MOBUIICHUE HA MAPATUPEOUHHS XOPMOH CE yBeIMYaBa ¢
HapacTBaHE Ha CTENeHTa Ha 0BOPeuHOTO yBpekaaHe. ChoOIaBa ce 3a TSKKH U JICTAHU CITyYau.
AJICKBaTHUAT MIPUEM Ha KUK, BATAMUH D ¥ peTOBHOTO MPOCIICASIBAHE HA KANIUCBUTE HUBA €
0Cc00EHO BaKHO MPHU TE€3H MAIMEHTH, BIXKTE MO-TOPE.

Kooicnu ungpexyuu

[larmenTure, momy4aBaniy [eHO3yMao, MOKe /1a Pa3BUAT KOXKHU HH(MEKINH (OCHOBHO IEIYITUT),
BOJICTIN 10 XocTinTanm3anus (Bx. Touka 4.8). [lanmmenture TpsiOBa ga ObIaT MOCHBETBAHU Ja
MOTHPCAT JICKApCKa MOMOII, aKO IIPH TAX CC MOABAT NMPU3HAIHN UJIW CUMIITOMHU HA LHCITYJIUT.

Ocmeonexposa Ha yenrocmma (OHY)
OHUY ce cpo0masa psAKO NpH NAMEHTH, TOIy4aBally IeH03yMal 3a JeUeHHe Ha OCTe0nopo3a (BixK.
Touka 4.8).

HauanoTo Ha ne4eHneTo/HOB Kypc Ha JieueHHe TpsOBa Aa ce OTII0XKH NPH MALUEHTH ¢ He3apacTHAIN
OTKPHWTH JIC3UH HA MEKUTE ThKaHU B ycTarta. [Ipy manueHT che ChITbTCTBAIIN PUCKOBH (DakTOpH ce
MpenopbyBa CTOMATOJIOTHYCH Mperiie]] ¢ MPO(QHIAKTUIHO 3500IeUCHNE H UHIUBUIyalTHA OLICHKA Ha
CBHOTHOIIIEHUETO TOJI3a/PUCK, TIPEH JIeYeHHE ¢ JeH03yMao0.

Crnemaure puckoBU GakTopy TPpsOBa Ja ce UMAT NPEIBUJI ITPH OIICHSIBAHE HA PHCKA 3a MAI[UCHTa OT

paseutre Ha OHY:

. AKTHBHOCT Ha JICKAPCTBEHUSI MTPOIYKT, KONTO HHXUOHMPA KOCTHATA Pe30pOIHs (TI0-BUCOK PHCK
MIPY BUCOKO aKTUBHHU ChEIMHCHHMS ), HAUWH HA MPHIIOKEHNE (TT0-BUCOK PUCK TIPU MAPESHTEPATHO
MPIWIOKEHUE ) U KyMYJIaTHBHA /1032 Ha KOCTHO-PE30pOTUBHATA TEPAITHSI.

. pax, mpuapy>KaBaiy 3a00JsIBaHus (HAIp. aHEMHS, KOAaryJIonaTuy, HHPEKInn),
TIOTIOHOITYIIICHE.

. CBII'BTCTBAILH JICUEHHSI: KOPTUKOCTEPOUIH, XUMUOTEpaIusl, UHXUOUTOPY Ha aHIMOIeHe3ara,
JbUETepaIus Ha TJ1aBaTta ! IusTa.

. JIOlIa yCTHA XUTHEHA, 1apOJIOHTO34, JIOLIO IOCTABEHHU IIPOTE3H, aHAMHE3a 33 CTOMAaTOJIOTHYHO

3360J’[${BaH6, HWHBAa3UWBHU CTOMATOJIOTMYHU NPOUCAYPHU (Har[p. CKCTpaKIH1sd Ha 3’56).

ITo Bpeme Ha nedeHue ¢ IeH03yMad BCHUKH MAMEHTH TPSAOBa ga ObAaT HaChpPUaBaHH 1A TIOIIBPIKAT
no0pa yCTHa XMTHEHa, /1a Ce MOAJIaraT Ha pyTUHHU CTOMATOJIOTHYHH TIPETJIeId 1 He3a0aBHO Ja
ChOOIIABAT 32 BCHYKK CUMIITOMH OT CTpaHa Ha yCTHATa KyXHHa, KaTo pa3KjalllaHe Ha 360, 00JIKa WK
MIOAyBaHE, WU HE3a3/IpaBsBaIlld SI3BU WK ceKperus. [1o BpeMe Ha JIeueHneTo, HHBa3UBHU
CTOMATOJIOTHYHH TPOIIEIypH TPsOBa J1a Ce U3BBPIIBAT CaMO CJIe]] BHUMATEIHA MIPElleHKa U TPsOBa Jia
ce n30srBa U3BLPIIBAHETO UM B HEMTOCPEACTBEHA OJIM30CT C MPUIIOKESHHUETO Ha JICHO3yMao.



[ImawbsT 3a JIeueHNe Ha MaMEeHTHTE, KouTo pa3puBaT OHY, TpsOBa ma 6b1¢ N3rOTBEH B TSICHO
CHTPYAHUYECTBO MEXKAY JICKYBAIIMs JIEKAP U CTOMATOJIOT WK JIUIEBO-YEIIOCTEH XUPYPT C OIUT B
OHUY. Tps6Ba na ce 0OMUCIIA BPEMEHHO NMPEKhCBAHE HA JICYCHUETO, JJOKATO ChCTOSHUETO OTITYMHU U
TOTIPUHACSIINTE PUCKOBH (paKTOpH OBJIAT HAMAJICHH, aKO € BE3MOKHO.

Ocmeonexpo3a Ha 8bHWHUSL CTYX08 NPOXOO

Nma choO1ieHns 3a 0OCTEOHEKpOo3a Ha BRHIIHUS CITyXOB ITPOXOJI IIPH JICUEHHE C IEHO3yMal0.
BB3MokHNTE pUCKOBH (haKTOPH 332 OCTEOHEKPO3a Ha BHHIITHUS CIIYXOB MTPOXOJI BKIIIOYBAT yIoTpeda
Ha CTEPOMIN U XUMHOTEpaNHs /Ui JOKaJIHA PUCKOBU (aKTOPH, KATO HapuMep HH(EKLUS HITH
TpaBMa. BeposTHocTTa OT pa3BuTHE Ha OCTEOHEKPO3a HA BBHHIIHMS CIyXOB IPOX0J TpsiOBa J1a ce uMa
MIpeBU/ P TALIUEHTH, IPUEMAIIH JeHO3yMab, KOUTO pa3BUBAT CUMIITOMH OT CTpaHa Ha yXOTo,
BKJIIOYUTEIIHO XPOHUYHH YITHU WH(EKIIHU.

Amunuynu ppaxmypu na beopenama Kocm

Nma crobuienus 3a atunnyHu (pakTypu Ha OeJpeHara KOCT MPH MAIUEHTH, IOJTyYaBaly JeH03yMao
(Bk. Touka 4.8). AtunnuHuTe GpakTypu Ha OeapeHaTa KOCT MOXKE J1a Ce TMOSIBIT IPH MUHUMAJIHA
TpaBMa WM 0e3 TpaBMa B CyOTpoXaHTepHHUTE U Anadu3HUTE 00acTH Ha OeapeHara Koct. Te3n
CBHOUTHS CE€ XapaKTepPU3UPAT ChC CIICUPUIHA PEHTTEHOJIOTUYHN HAXOAKH. ATHITUYHY (QpakTypu Ha
OeapeHaTa KOCT ce ChOoOIIABaT ChIIO NPH MAIMEHTH C ONPEJICNICHN ChITBTCTBAIM ChCTOSHUS (HAIIp.
neduuT Ha BUTaMuH D, peBMaTtouieH apTput, xumodocdarasus) u pu ynorpeda Ha HIKOU
JIEKapCTBEHU MPOAYKTH (Hamp. 6rudocdoHaTu, TIMOKOKOPTHKOUAN, HHXHOUTOPH HA POTOHHATA
moma). Te3u chOUTHS ca HACTHIIBANIM U 0e3 anTupe3opOTuBHA Tepanws. [lomoOHu PpakTypu,
ChOOIIIEHU BBB Bph3Ka ¢ OudocoHaTy, 4ecTo ca OMaTepaIHu; MOpaay TOBa MIPH MAIlUSHTH,
JIEKyBaHU ¢ IeHO3yMa0, KOMTO ca IpeThpIenn ¢ppakTypa Ha TAIIOTO Ha OeapeHaTa KocT, TpsiOBa 1a ce
M3cie/iBa KOHTpajlaTepaiHaTa oeipeHa kocT. TpsiOBa aa ce 0OMUCIIN IpeKpaTsIBaHe Ha TepamusTa ¢
JeHO3yMal MpH MaMeHTH, 32 KOUTO ce MOJ03Upa, Y€ MMaT aTUIHYHA (GpakTypa Ha OeapeHaTa KOCT B
OYaKBaHE Ha OLICHKATa Ha MAlMeHTa Bb3 OCHOBA Ha MHAMBUIYATHO ONPEAEICHOTO ChOTHOIICHUE
nomn3a-puck. [To Bpeme Ha JiedeHUeTo ¢ AeH03yMa0, ManueHTHTe TpsOoBa Aa ObAAT MOCHBETBAHH A2
chOOIIaBaT 3a HOBa WM HeoOM4aiiHa Oonka B Oe1poTo, Tazo0epeHaTa cTaBa wiv CIa0MHHATE.
[TanmeHTH ¢ TaKUBa CHMITOMH TpsiOBa Ja ce U3CIEBAT 3a HelrbJIHa (pakTypa Ha OepeHara KocT.

IIpoovnocumenno anmupe3opomusHo euenue

[TpoabmKUTETHOTO aHTHPE30POTHBHO JieueHHe (BKIIOUBAIIO JeHO3yMab u oudochonaTn) Moxe ga
JIOBEZIe A0 MOBUILEH PUCK OT HEXEJIaHH PE3yNTaTH, KaTO OCTEOHEKPO3a Ha YEIFOCTTa M aTHITUIHU
¢pakTypu Ha OeapeHaTa KOCT MOpaan 3HAYMMO MOTHCKAaHE HAa KOCTHOTO peMOAeTnpane (BiK.

TouKa 4.2).

Ipexpamssane na nevenuemo

Crnen mpekpatsiBaHe Ha JeHo3yMal ce 09aKBa HaMajsBaHe Ha KOCTHAaTa MIUHEpasiHa TIBTHOCT (BMD)
(Bk. Touka 5.1), KOeTo BOM 70 TTOBUITIEH pUCK OT dhpakTypu. [lopamu ToBa ce mpenophraBa
npocnensBane Ha BMD u TpsiOBa 1a ce 0OMHCIIM aNTepHATUBHO JICYCHNUE B ChOTBETCTBUE C
KIIMHUYHUTE YKa3aHUS.

Cvnememeawjo jiewenue ¢ opyau IeKapcmeenu npoOyKmu, CbObpACAuU 0eHo3ymMad

IMaruenTH, JIeKyBaHU ¢ JCHO3yMab He TpsiOBa a ObIAT JEKYBaHH CHITBTCTBAIIO C APYTH JICKAPCTBEHH
MPOIYKTH, ChABPIKAIIN IeHO3yMal (3a MpeoTBpaTsBaHe Ha ChOUTHS, CBbP3aHU ¢ KOCTHATA CHCTEMA
MPH BB3PACTHU C KOCTHU METACTA3U OT COJMIHU TyMOPH).

Xunepranyuemust npu neQuampudnu nayueHmu

Acvybra me TpsibBa J1a ce M3II0JI3Ba TIPH TIeIHATPUYHM TanueHTH (Bh3pact < 18). Crobmasa ce 3a
cepro3Ha xunepkainuemMus. Hikou coyyan B KIMHUYHU U3MUTBAHUSA Ca YCIOXKHEHU OT OCTPO
OBOpedHO yBpEKIaHE.

45 BzaumopeiicTBHe ¢ APYIrd JeKaApCTBEHH NPOAYKTH M APYTrU (popMH Ha B3auMoaelicTBHe

B enHo npoyuBaHe 3a B3aUMOJICHCTBHATA, ICHO3yMa0 HE MOBJIKABA (hapMaKOKHMHETHKATA Ha



MHJIa3071aM, KOUTO ce MeTabomm3upa upe3 iuroxpoM P450 3A4 (CYP3A4). Tosa mokasBa, ue

IeHo3yMab He MpoMeHs (papMaKOKMHETHKATa Ha JICKApCTBEHH MPOAYKTH, KOUTO Ce METabOoIM3UpaT
ype3 CYP3A4.

JlurcBaT KIMHAYHM JaHHU 33 €THOBPEMEHHOTO MPUIIOKEHHUE Ha IEHO3yMad W XOpPMOHO3aMeCTBaIla
Tepanus (HampuMep eCTPOreH ), CUnuTa ce 00ade, e Bb3MOKHOCTTA 33 (hapMaKOUHAMUYIHO
B3aMIMOJICHCTBUE € MaJIKa.

[pw >xeHU B MOCTMEHOTIAYy3a ¢ OCTEONOpo3a, (hapMakOKMHETHKATa U (papMaKkonHAMUKATA Ha
JeHO3yMal He ce TOBIMABAT OT MPEAX0JHa Tepanus ¢ aJeHIPOHAT, Ha 0a3aTa Ha JaHHU OT IPOYUBaHE
C mpexoJHa Tepanus (0T aleHAPOHAT KbM JEHO3yMal).

4.6 @epruanrTer, GPpeMEHHOCT U KbpMeHe

BbpemenHocT

Jluncear nin UMa OrpaHUYCHU JaHHU OT yNoTpedara Ha JIeHO3yMal Mpu OpeMEHHH JKEHHU.
[IpoyuBaHusTa IPH JKUBOTHH MTOKA3BaT PEMPOAYKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).

Acvybra He ce npernopsuBa 3a ynorpeba mpu OpeMeHHH KESHHU U TP JKEHH € IETEPOJICH MOTCHIIHAI,
KOUTO HE M3MO0N3BaT KOHTparenus. JKeHuTe TpsoBa ja Ob1aT MOCHBETBAHM JIa HE 3a0peMEHsIBAT 110
BpeMe Ha U Hall-MaJIko 5 Mecera cie JeUeHneTo ¢ feno3ymad. Edexture Ha meno3ymabd € BeposiTHO
Jla ca Mo-TOJIEMH IO BpeMe Ha BTOPUS M TPETUS TPUMECTHP Ha OpeMEHHOCTTa, Thil KaTO
MOHOKJIOHAJTHUTE aHTHTEJ A TPEeMHUHABAT Mpe3 TUIAlEHTaTa M0 JUHESH MOJIEIN C HalpeIBaHe Ha
OpeMEHHOCTTa, KaTO Hali-TOJIIMO KOJHUYECTBO ITPEMHHABA IIPE3 TPETUSI TPUMECTHP.

Kspmene

He e m3BecTHO manm neHo3ymab ce ekckpetupa B KbpMmarta. [Ipu reHeTHaHO MOoAenupany MUILIKH, TIPH
kouto RANKL e Oun n3kiroueH upe3 reHHO oTcTpaHsBaHe (,,knockout MUIIKK ), MpOyYBaHUATA
nmokasBar, ge yimricata Ha RANKL (munieHarta Ha aeHo3yma0 — BxK. Todka 5.1) mo BpeMe Ha
OpeMeHHOCT, MOXKe Ja TTOBJIKSAE BHPXY CH3PSIBAHETO Ha MIIEUHHUTE KJIE3H, BOJIEIIO 10 HapyIIeHa
JaKTanys ciel paxaade (BK. Touka 5.3). TpsOBa ga ce B3eMe pemeHre Jajid Ja ce MPEyCTaHOBH
KbPMEHETO MJIH Ja Ce MPEYyCTaHOBHU JICYUEHHETO C ICHO3yMal KaTo ce B3eMar NpeBHJ Moi3ara OT
KbPMEHETO 32 HOBOPOJICHOTO/KHPMAaYETO U I0JI3aTa OT Tepanusira ¢ JeHo3yMal 3a skeHara.

deprunurer

Hsiva nannm 3a edexra Ha eHO3yMad BbpXY (epTHianTeTa npu Xopa. IIpoyduBanus npy KUBOTHH He
MOKa3BaT AUPEKTHU WM WHAUPEKTHHU BpenHU e(heKTH BBpXY (epTunurera (BXK. Touka 5.3).

4.7 EdexTn BbpXy cCocoOHOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

Jleno3ymab He MOBIUSBA WM TIOBIHSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a moupaHe U padboTa ¢
MaIIfHH.

4.8 Hexenanu JieKapcTBeHH peaKkuM

0O06001menne Ha npodriia Ha 6€30aCHOCT

Haii-uectute HexxenaHu peakLuy MpH AeHo3yMal (HabIogaBaHu IIPU MIOBEYE OT €IUH MAllMEeHT Ha
JIECET) ca MyCKYJTHO-CKeJieTHa 00ka 1 O6oika B KpaiuaumuTe. [Ipy manueHTy, mpreMariy 1eH03yMad
ca HaOJFO/1aBaHN HEUECTH CIIydad Ha IeNyJIUT; PEAKH CIy4yan Ha XUITOKAIIHEMHS,
CBPBXUYYBCTBHUTEIHOCT, OCTGOHEKPO3a Ha YETIOCTTA U aTUITMYHH (QpakTypu Ha OegpeHara KocT (BXK.
ToukH 4.4 u 4.8 — onucanue Ha M30paHN HEXKETaH! PEaKIIH).



TabauueH CIUCHK HA HEXETAHUTE PEaKIuu

Janaute B Tabnuia 1 mo-q00y OMMCBaT HEKETAHU PEaKIUY, ChOOIICHH MTPY KIIMHUYHU U3MTUTBAHUS
¢aza Il u 11l mpu marueHTH ¢ 0OCTEOMOPO3a U KApIIMHOM Ha MIICYHATA JKJIe3a WU MpocTaTaTa,
MOJTy4YaBally XOPMOHAIHA a0JIalusl, W/UIH OT CIIOHTAHHH ChOOIICHUS.

HW3non3BaHa e cieHaTa KOHBEHIMS 32 KiIaCH(UKAIUS Ha HEXKEJIAHUTE Peakiuu (Bx. Tadiuua 1):
MHOro yecTe (> 1/10), uectu (> 1/100 mo < 1/10), Heuectr (> 1/1 000 mo < 1/100), peaxu (= 1/10 000
1o < 1/1 000), muoro penxu (< 1/10 000) u c Hen3BecTHA YecToTa (OT HATMYHUTE JJAHHU HE MOXKE J1a
Ob/ie HanpaBeHa oleHka). [Ipu Besiko rpynupaHe B 3aBUCUMOCT OT Y€CTOTaTa U CUCTEMO-OpPTaHHUS
KJIac, HEXKEJIAaHUTE PeaKIMy ce N30pOosBAT B HU3XOIAII peJl 10 OTHOIICHHE HA TSIXHATA CEPUO3HOCT.

Tab6umna 1. Hexxenann peakuuu, Cb001eHN NPH NALMEHTH € 0CTEONOPO3a U MAIHEHTH €
KAPIMHOM Ha MJICYHATA JKjIe3a MU NPOCTATATA, OJyYaBallid XOPMOHAJIHA adaanust

MedDRA cucremo-opraven | Kareropus no yecrora | Heikenanum peakuuu
KJIac
WNndexnum u nndecranuu Uectn WHpeknus Ha TUKOYHUTE IBTUIIA
Yectn WHbeknus Ha TOPHUTE TUXATEITHA
IHTHINA
Heuectn JuBepTuKyIuT!
Heuecrtu Lenymur!
Heuectu WHdeknus Ha yX0TO
Hapymenns Ha umyHHarta Penxu JlexapcTBeHa
cucTema CBPBXYyBCTBHTEHOCT!
Penxu ABadunakTHyHa peakius’
Hapymenus Ha Mmetabonu3ma | Penkn Xumnokanuemus'
1 XpaHEHETO
Hapyuienust Ha HepBHaTa Yecrtu Nmmac
cucTeMa
CromaiHo-4peBHI Yectn 3amek
HapylIeHUs UecTtn AOmoMuHaJIeH TUCKOM(BOPT
Hapymienns Ha koxaTa u Yectu O6puB
MOAKO’KHATA ThKaH Yectu Ek3zema
Yectn Anonenus
Heuectn JInxeHouHU IEKapCTBEHU
peakuyn!
MHoro peaku XUnepceH3UTUBEH BACKYJIUT
Hapymienus Ha MHoro yectu Bbosika B kpaitHuure
MYCKYJHO-CKEJIETHaTa MHoro yectn MyckysHO-CKeneTHa Gosika'
CUCTEMA U ChCAMHUTCIIHATA Penxu OcreoHekpo3a Ha uenocTTa
TBKaH Penxu Atunuunu GpakTypu Ha OeapeHaTa
KocT!
C Heu3BecTHa 4ecToTa OcTeoHekpo3a Ha BBHILIHUS CIIyXOB
poxon’

! Buxxte Touka ,,Onucanue Ha H30paHy HEXKEIAHU PEAKIUKN .
2 Buwxre Touka 4.4.

B cOopHus aHanKM3 Ha JaHHU OT BCHYKH IU1aie00-KOHTpoIMpanu mpoyuBanus ¢asza Il u daza Il e
CHOOIICHO 32 TPHUIIONOI00HO 3a00siBaHe ¢ 001ma yectoTa ot 1,2% 3a neHozymab u 0,7% 3a marebo.
BrIpeku ue ToBa HECHOTBETCTBUE € YCTAHOBEHO Upe3 COOPEH aHaNIM3, TO HE € YCTAHOBEHO 4pe3
CTpaTUUIMPAH aHATH3.

Onucanue Ha I/I36DaHI/I HCXKCIaHU PCaKIINH

Xunokanyuemus
[Ipu nBe m1a1e00-KOHTPOIMPAHH KIMHUYHA U3nuTBaHus (asa Il mpu eHu B MOCTMEHOMay3a ¢



octeonioposa, npuonusurenHo 0,05% (2 or 4 050) ot manmeHTKHUTE ca UMaIM HAMaJIEHHU CEepyMHHU
HHBa Ha Kayui (mo-Maiko ot 1,88 mmol/l) cien npunarane Ha qeHo3ymMa0d He ca choOIaBanu
HaMaJIeHH CEpyMHH HUBa Ha Kaui (mo-manko ot 1,88 mmol/l), kakTo npu aBete
1ane00-KOHTPOJIMPAHU KIMHUYHY n3nuTBaHus ¢a3za Il npu manuenTr ¢ XopMoHaiiHa abamms, Taka
Y TIPH IUTa1e00-KOHTPOIUPAHOTO KIMHUYHO u3nuTBane ¢asa Il mpu Mbike ¢ ocTeonoposa.

[Ipy mOCTMapKETHHTOBH YCIIOBHUS Ca ChOOIIABaHU PEIKU ClyyaH Ha TEXKa CUMIITOMaTHYHA
XHUIOKATIMEMHS, BOJIEIIA IO XOCITUTAIU3AINS, )KUBOTO3ACTPaIlIaBalll CbOUTHS U CITydau C JeTaleH
W3XO0/l, MPEANMHO MPH MAMEHTH C TIOBUIIIEH PUCK OT XUMTOKAIIIMEMHUS, TTOTydaBally J1eH03yMab, KaTo
MIOBEYETO CIy4au Ca HACTBHIMIN B IbPBUTE CEAMUIM OT HA4aJIOTO Ha JieueHuero. [Ipumepu 3a
KJIMHUYHU TPOSIBU HA TEXKKA CHMITOMAaTUYHA XUITOKAILIMEMUS BKIHOYBAT yABIKABaHE HA
QT-unTrepBaina, TeTaHus, ThPUOBE M HAPYIICHO ICUXUYHO ChCTOSTHUE (BK. ToUKa 4.4). CUMIITOMUTE
Ha XUMOKILUEMHUS B KIIMHUYHUTE U3IUTBAHMSA C IEHO3yMad BKIIIOYBAT MAPECTE3UH WM MYCKYyJTHA
CKOBaHOCT, IOTPENBaHUs, CIa3MH U MYCKYJIHH KpaMIIH.

Kooicnu ungpexyuu

[Ipu nnane6o-KOHTpOIMpPaHUTE KIMHUYHY 3nuTBanus ¢asa I1I, obmara yecToTa Ha KOXXHU
WHQEKIMH e Oula CXOHA TPH IPYNHUTE HA IUanedo u JeH03yMal: NPy jKeHH B TIOCTMEHOIIAY3a C
octeonopo3a (tane6o [1,2%, 50 ot 4 041] cupsimo neHo3ymao [1,5%, 59 ot 4 050]); npu MBKe C
octeonopo3a (tutane6o [0,8%, 1 ot 120] cnpsamo nenozymad [0%, 0 ot 120]); mpu marueHTH ¢
KaplLMHOM Ha MJIEYHATa *JIe3a WJIM [IPOCTaTaTa, ojlyyaBaliy XopMoHaiHa abnauus (rianedo [1,7%,
14 ot 845] cupsimo neHo3ymao [ 1,4%, 12 ot 860]). Koxuu nHbekmu, BoJSIIN 10 XOCTUTATH3AIHS,
ca crobmaBanu npu 0,1% (3 ot 4 041) oT >)keHUTE B TIOCTMEHOTIAY3a C OCTEONOPO3a, ITOTyYaBallH
tane6o, cupsamo 0,4% (16 ot 4 050) ot xenuTe, noxydaBainy AeHo3ymMad Tesu ciaydan ca mpeauMHO
uenynut. [lpu npoyuBaHusiTa MpH KapIrHOM Ha MIIEYHATA XKJIe3a M POCTaTaTa, KOXKHUTE HHPEKIINH,
CHOOIIEHN KAaTO CEPHO3HU HEXKETaHH JICKAPCTBCHU PEakIiy, ca CXOIHH IIPU TPYNUTE Ha Tuianedo
(0,6%, 5 ot 845) u nerozymad (0,6%, 5 ot 860).

Ocmeonexposa Ha uenocmma

OHU ce cro0m1aBa psako, mpu 16 mannueHTH B KITWHUYHUTE U3IMMUTBAHUS TIPU OCTEOTIOPO3a U MPH
MAalMEHTH ¢ KapLHOM Ha MJIeYHaTa jKjIe3a WIN NpocTaTaTa, ody4yaBalld XOpMOHaJIHA a0anys,
BKJIFOUBaI(y 00mo 23 148 nanuentu (Bx. Touka 4.4). Tpunanecet ot te3u ciyqau ¢ OHUY ca
HACTBIIMIIM IIPH )KEHHU B MMOCTMEHOIIAy3a ¢ OCTEONOpo3a Mo BpeMe Ha MPOABIDKCHUETO Ha KITMHUYHO
m3nutBaHe ¢asa I, cnen medenne ¢ neno3ymabd B npoabinkerne Ha 10 roguan. Yectorata Ha OHY e
0,04% na 3-taTta roguna, 0,06% Ha 5-rata roguna u 0,44% na 10-TaTa roguHa OT JSUYCHHUETO C
nenozyma0. Puckst or OHY HapacTBa ¢ MpOABIKUTEIHOCTTa HA €KCIIO3UIUS Ha AeH03yMad.

Puckbt or OHY e o1ieHeH 1 B peTPOCIIEKTHBHO KOXOPTHO TIpoy4YBaHe mpu 76 192 xenu B
MMOCTMEHOIay3a C HOBO3aI04BaIlo JieueHue ¢ qeHo3ymab. Yectorara Ha OHY e 0,32% (95%
noseputeneH uaTepsain [CI]: 0,26; 0,39) mpu naruenTy, H3MOI3BaIIM JeHo3yMad 10 3 TOOUHA U
0,51% (95% CI: 0,39; 0,65) pu marueHTH, U3MOI3BAIIH JIEHO3YMal /10 5 TONWHU MPOCTEIsIBaHE.

Amunuunu ¢ppaxkmypu na 6edpenama Kocm
B nporpamara 3a KIMHUYHH U3MUTBAHUS [IPU OCTEONOPO3a, aTUIIMIHU (PpakTypH Ha OeapeHaTa KOCT
ca chOOIIaBaHM PSIKO MPU MAKMEHTH, JICKYBAaHH ¢ JIeHO3yMab (Bxk. Touka 4.4).

Jusepmuxyium

B enHo mnane60-KOHTPOIUPAaHO KIMHUYHO H3nKuTBaHe ¢a3a Il npu manueHTs ¢ KapiUHOM Ha
MpocTaTarta, moy4YaBally aHporeH-aenpuBauonHa tepamnus (ADT), e ycraHoBeH qucOananc mo
OTHOIIICHHE Ha HeXeJlaHUTe ChOUTHUS 3a nuBepTHKYIHT (1,2% meno3ymad, 0% miare6o). YectoraTta
Ha JUBEPTUKYIIUT € CPaBHUMA MEXY ABETE TEPAIIEBTUYHU I'PYIIH IIPH )KEHUTE B IIOCTMEHONIAY3a HUIN
MBKETE C OCTEOIOpOo3a U MPH KEHHUTE, JIEKYBAaHHU C apoMaTa3HU HHXHUOWUTOPH 32 HEMETaCTaTH4YCH
KapIMHOM Ha MJICYHATA JKJIe3a.

Cevpsanu c 1exapcmeomo peakyuu Ha CPvLXUYECMEUMENHOCH
[Ipy HOCTMapKETHHTOBH yCIIOBUS, IPH NALMEHTH, ITOJTyYaBally IeHO3yMa0, ca ChOOICHH PEAKU
CBHOUTHS Ha CBPBXUYYBCTBUTEIIHOCT, CBhP3aHa C JEKapCTBOTO, BKIFOYHTEIHO OOPUB, YPTUKAPHS,



MOJTyBaHe Ha JIUIETO, EPUTEM U aHADUIAKTHYHH PEAKITUH.

Myckyano-ckenemuna 60axka

[Ipu mocTMapKETUHTOBH YCIIOBHUS MMa ChOOIICHHUS 32 MYCKYJTHO-CKeJIeTHA 00JIKa, BKIFOYUTEITHO
TEXKH CIIy4au MPH MAIUEHTH, OJTyYaBally IeHo3yMad. B KIMHUYHNTE N3MTUTBAHUS,
MYCKYJTHO-CKeJIeTHa O0JIKa ce ChoOIIaBa MHOTO YECTO B TPYIIUTE HA JICHO3yMal | rmareoo.
MyckynHO-CKeneTHa 00Jika, BOJIEIIa 10 MIPEyCTaHOBsSBaHE Ha M3IMMUTBAHOTO JICYCHUE, CE€ ChOOIIaBa
HEYEeCTO.

Jluxenouonu Jlekapcmeernu peakyuu
C’LO6H_IaBa CC 3a JIMXCHOUAHU JICKAaPCTBCHU PCAKLIUN (HaanMep pcakuuu, HO,Z[O6HI/I Ha JUXCH HJ'IaHYC)

IIpU Ma¥CHTHU B ITIOCTMAPKETUHI'OBU yCJIOBUA.

HDVI‘I/I CIICaJIHU ITOITyJdalinn

Ileouampuuna nonyrayus

Acvybra He TpsOBa 1a ce H3M0J3Ba PY MeAUATPUYHH narmeHTH (Bb3pact < 18). Crobiasa ce 3a
CepHo3Ha XUMepKatuueMus (Bx. Touka 5.1). Hiakou ciryyan B KIMHUYHY N3MUTBAHUS Ca YCIOKHEHH
OT OCTPO OBOPEUHO YBpEKIAHE.

Bvbpeuno yepescoane

[Tpy KIMHUYHY U3NMUTBAHMUS, TAIMEHTH C TEXKa CTENICH Ha ObOpEevHO yBpekIaHe (KpeaTHHUHOB
kmupbHE < 30 ml/min), nnu TakuBa Ha XeMOIUANIN3a, Ca U3JI0KEHH Ha MO-BUCOK PUCK OT
XMITOKAJIIUEMUS TIPH JIMIICA Ha 100aBKa Ha KAILUH. AIEKBaTHUAT IPUEM Ha Kainuuil u Butamut D e
Ba)KCH TIPH MAIUCHTH C TEXKKA CTETICH Ha ObOPEYHO yBpEK/IaHe, HiIH TaKHMBa HA XeMOIUaN3a (BK.
Touka 4.4).

C’BO6H_IaBaHe Ha 1Imoa03upad HCXCIIaHU PCAKITNN

Cro0Im1aBaHeTo Ha MOI03UPAHU HEXKEIIaH! PEaKIIUU CIel] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOJYKT € BaXKHO. TOBa MO3BOJISIBA Ja MPOIBIIKY HAOIFOICHUETO Ha ChOTHOIICHUETO OJI3a-PHCK 3a
JIEKapCTBEHHS MPOAYKT. OT MEIUIIMHCKUTE CTIICITHAINCTH CE M3MCKBA J1a ChOOIaBaT BCKa
[OI03MPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 TIlpemo3upane

Hsma onut ¢ mpeo3upane Npy KIMHAIHATE MPOYYBaHUsA. B KITMHUYHUTE IPOYYBAHUS Ca MIPUTAraHN
no3u eHo3yMao 1o 180 mg Ha Bceku 4 cenMuii (KymyaTuBHa qo3a 10 1 080 mg 3a 6 Mecena) u He
ca HaOJIr01aBaHU JAOMBIIHUTEITHU HEKEIIAHN PEaKIINH.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakogUHAMHMYHM CBOiicTBA

dapmakoTepaneBTHuHa rpyna: JlekapcTa 3a JeueHne Ha KOCTHH 3a00isiBanus — pyru nexapcTsa,
MOBJIMSABAIIY KOCTHAaTA CTpyKTypa U MuHepanusanus, ATC kox: M05BX04

Acvybra e 6ronoruyHo nogobeH nekapcTBeH nponykr. Ilogpo6Ha nHpopmMamus e nperocTaBeHa Ha
yeOcaiita Ha EBpomneiickara areHuus no nexapctsara https://www.ema.europa.eu.

MexaHU3bM Ha JIEHCTBUE

JleHo3yma0b e 4oBemKo MOHOKIOHATHO aHTUTUIO (1g(G2), KOSTO MPHUIIEITHO ce CBBP3Ba C BUCOK
adunutet U cneunpuaroct ¢ RANKL, npenoTBparsBaiiki akTHBUPAHETO HA HETOBHS PEIICIITOD
RANK, pa3nonoxeH 1o noBbpXHOCTTa HA OCTEOKJIACTHUTE MPEKYPCOPU U OCTCOKIACTUTE.


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

[IpenorepatrsaBaneTo Ha B3aumoaciictBuero RANKL/RANK unxubupa oOpa3syBaHeTo Ha
OCTEOKIIACTH, TAXHATA (DYHKIIHS U KUIHECTIOCOOHOCT, HAMAJISIBAMKY 110 TO3W HAYWH KOCTHATA
pe30pOIHs B KOPTHKATHUTE U TPaOCKyJIapHUTE KOCTH.

dapmakoAMHAMUIHA ed)eKTI/I

JledyenueTo ¢ neHo3ymad Obp30 HaMallsBa CTEIICHTa HA KOCTCH OOMEH, TIOCTHTaiiKu 3a 3 JTHU
Hal-HHUCKaTa CTOWHOCT Ha MapKepa 3a KocTHa pe3opouus, cepyman 1 C-renonentuau (CTX) (85%
HaMaJIsIBaHe), ChC 3alla3BaHe Ha HAMAJICHUETO B paMKHTE Ha JI030BHs HHTepBaj. B kpas Ha Bceku
J1030B WHTepBai HaMansiBaneTo Ha CTX € yacTHYHO 10-Ci1abo, B CpaBHEHUE C MAKCUMAITHOTO
HamalieHue oT > 87% 1o npubausutenHo > 45% (auanazoH ot 45-80%), KoeTo oTpa3siBa
oOpaTuMocTTa Ha eheKTUTE Ha ICHO3YMad BbPXY KOCTHOTO PEMOJICIIMPAHE ClIe]] TOHM)KaBaHe Ha
cepyMHHTE HUBA. Te3n eeKTH ce MOIIBbPIKAT C HEMPEKHhCHATO JieueHne. MapKkepuTe 3a KOCTEH OOMeH
OOMKHOBEHO JIOCTUTAT HMBATa MPEIU JISYCHNETo 9 Mecera cien nocienHara go3a. [Ipu moBTopHO
3aro4yBaHe Ha AeH03yMa0, HamamsiBaHeTo Ha CTX e cxoaHO ¢ ToBa, HAOII0JaBaHO IPHU TAITUEHTH,
KOHUTO 3aII0YBaT JICUCHHE C ICHO3yMal 3a ITbPBH IbT.

HNmyHOreHHoCT
[To Bpeme Ha neueHUe ¢ AeHO3yMal MOraT Jia ce Pa3BUAT aHTU-IeHO3yMab antuTena. He e
Ha0JIr0/JaBaHa sIBHA BPH3Ka MEXK]Ty PA3BUTHETO HA aHTUTENA, KIMHUYHUS OTTOBOP WIIM HEXKETIAaHUTE

CLOUTHS.

Kiauanuna Cd)I/IKaCHOCT 1 0€30IMacHOCT OpH )KECHHU B ITIOCTMCHOIIay3a € OCTCOIIOPO3a

EduxacHoctTa 1 6€30macHOCTTA Ha ICHO3YMa0, MpujIarad Ha BCEKH 6 Mecera 3a Iepruo;] OT 3 TOIUHA
€ M3CJIe/IBaHA MPH KeHU B mocTMeHomnay3a (7 808 xenu Ha Bb3pacT ot 60 1o 91 roaunu, 23,6% ot
KOHUTO ca MMaJH Mpeo0iaaaBaiio ppakTypH Ha MPELUICHUTE), C U3XOAHU T-CKOpOBE 3a KOCTHA
MuHEpaiHa mIbTHOCT (BMD) Ha iyMOaiau NpenuieHy Wik Ha Ta300eapena ctaBa Mmexny —2,5 u —4,0
U cpesiHa adCOMIOTHA BEPOATHOCT 3a dpakTypa B pamkute Ha 10 roaunu - 18,60% (auana3zon:
7,9-32,4%) 3a ronsiMa octeonopoTuiHa gpaktypa u 7,22% (nmnanason: 1,4-14,9%) 3a ¢paxrypa Ha
tazobeapenara crasa. JKeHu ¢ Jpyru 3a00JsBaHUS WM KOUTO ca Ha JICYCHUE, KOETO MOJXKE JIa TIOBIHsIE
KOCTHTE, ca OWIIM M3KIIFOYEHHU OT TOBa Npoy4BaHe. JKeHnTe ca morydaBalid exXeTHEBHO T00OaBKH C
kanuuii (Haii-manko 1 000 mg) u Butamun D (naii-manko 400 1U).

Egexm svpxy ¢ppaxmypume na npewinenume
Jleno3yMa0 3HaUMTEeTHO HaMalsiBa PUCKa OT HOBH ()PAKTypH Ha MpelUIeHuTe Ha 1-Ta, 2-Ta

u 3-ta ronuHa (p < 0,0001) (Bk. Tabnuma 2).

Tabumuna 2. EpexTsT Ha feH03yMa0 BbPXY PHCKA OT HOBH (PAKTypH HA NpellJIeHHTe

[IporenT Ha xenute ¢ ppaktypu (%) HamansaBane na HamansaBane Ha
[Tmare60 Jenozymab abCOIOTHHS PHUCK OTHOCHUTETHUSA
n=23906 n=23902 (%) puck (%)
(95% CI) (95% CI)
0-1 ropunHa 2,2 0,9 1,4 (0,8,1,9) 61 (42, 74)**
0-2 ropunaM 5,0 1,4 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 — excruiopaTopeH aHaIN3

Eghexm evpxy ¢hpaxmypume na mazobedpenama cmasa

Jeno3ymab mokassa 40% otnocurenno HamansBane (0,5% HaMansBaHe Ha aOCOMIOTHUS PUCK) Ha
pucka ot ¢pakTypa Ha Ta300eapeHara cTasa 3a nepuox ot 3 roxuuu (p < 0,05). UectoTara Ha
¢dpaktypute Ha TazobenpeHara crapa e 1,2% B mianedo rpymara, B cpaBHenue ¢ 0,7% B rpymnara Ha
JIeHo3yMa0 3a 3 roIuHMU.

B post hoc ananus mpu xenu > 75 roauuu € HaOmogaBano 62% HaMalsIBaHe HAa OTHOCHTEIHUS PUCK
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nipu neHo3ymab (1,4% namansBade Ha abcomoTHUS puck, p < 0,01).

Egexm vpxy scuuxu knunuunu ppaxmypu
JHeno3ymab 3HaunMo HamaisiBa (pakTypuTe MpU BCHYKH BUAOBE/TpYynu PppakTypH (BxK. Tadbmuna 3).

Taoauna 3. EdekTbT Ha 1eHO3yMad BbPXY pUCKA OT KIMHUYHH (PAKTYpH 32 3 roIuHU

IporieHT Ha sxenute ¢ ppaktypu | Hamanssane | Hamanssane
(%)* Ha Ha
[Inane6o Henozymab aOCONIIOTHUA | OTHOCHTEIHU
n=3906 n=3902 puck (%) st puck (%)
(95% CI) (95% CI)

KakBaTo u fa ¢ KIMHUYHA 10,2 7,2 2,9 (1,6,4,2) 30 (19,
¢pakrypa' 4] )%
Knunanuna gpakrypa Ha 2,6 0,8 1,8 (1,2,2,4) 69 (53,
TIPEIICHATE 8Q)***
Henpemuterna ¢pakrypa’ 8,0 6,5 1,5(0,3,2,7) | 20(5,33)**
lNonsiMa HempeneHHa 6,4 5,2 1,2 (0,1,2,2) 20 (3, 34)*
dpakrypa’®
lNonmsiMa ocTeonmopoTHIHA 8,0 5,3 2,7(1,6,3,9) 35 (22,
(pakrypa* 45)%*

*p <0,05, **p = 0,0106 (mopuuna Kpatina mouka, 6KIHOYEHA NPU KOPUSUPAHE 30 MHONCECMBEHOCT),
*#%p < 0,0001

* Yecrora Ha chbutHsrta mo Kaplan-Meier 3a 3 rogunm.

! BrirouBa KIMHMYHK (QPAaKTypH Ha IPEILIEHATE U HENPEILIEHHN (PaKTypPH.

2 M3kimrouBa T3 Ha MPELUIEHNTE, YEPEa, JUIETO, MAHIU0yIaTa, METAKAPIIATHUTE KOCTH U
(anaHTUTE HA MPHCTUTE HA PBIIETE U KpaKara.

3 Brirousa Tasa, aucraneH geMyp, IPOKCHMaIHa TUOHs, pebpa, IIPOKCHMAJIECH XyMEPYC,
MPEeIMUIITHATIA ¥ Ta300€IpeHa CTaBa.

4 BkiIrouBa KIMHUYHEY (PaKTypH Ha MPEIUIEHATE, Ta300€IpeHa cTaBa, PEAMULIHMIA U GPaKTypU Ha
xymepyc, onpenencau o C30.

[Ipu xenu ¢ uzxonna BMD < -2.5 na mmwmiikara Ha ¢pemypa, 1eHO3yMad HamalsiBa pHCKa OT
HenpenuieHHn Gpakrypu (35% HaMansiBaHe HAa OTHOCHTEIHUS pHCK, 4,1% HamansBaHe Ha
abcommoTHUA pHUCK, p < 0,001, ekcIuTopaTopeH aHamu3).

HamansBanero Ha yectoTaTa Ha HOBH ()PAKTypH Ha MpENUICHUTE, PpakTypH Ha Tazo0elpeHaTa cTaBa
W HETIPeNICHHN (pakTypH Ype3 IeHo3yMal 3a 3 TOJIMHHU € MOCTOSIHHO, HE3aBUCUMO OT U3XOJHUS PUCK
3a (pakTypH B pamkute Ha 10 roguHu.

Edhexm evpxy xocmuama munepanna niremnocm

Jeno3zymab 3HaunTenHo yBenuyasa BMD Ha BCHUYKM KIMHHYHO U3MEPEHH MECTa, CIIPSMO I1aredo

Ha 1-Ta, 2-Ta ¥ 3-Ta TOOUHM.

JHenoszyma0b yeenuyaBa BMD ¢ 9,2% nHa nym0Oanuute npeuuieny, ¢ 6,0% Ha Ta3o0eapeHaTta cTaBa, ¢
4,8% Ha muiikata Ha demypa, ¢ 7,9% Ha TpoxaHTepa Ha OeapeHaTa KocT, ¢ 3,5% Ha qucranHara 1/3
Ha paguyca ¥ ¢ 4,1% Ha 1s10TO TSU10 32 Iepuo ot 3 roauau (Bcuuku p < 0,0001).

[pu KIMHUYHY U3NMUTBAHMUS, H3CTIeIBAlIM eEeKTUTE OT IPEKbCBAHETO Ha AeH03yMad, BMD ce Bpbina
KBbM CTOMHOCTH, IPUOIU3UTETHO 10 HUBATA IPEIU JICYUEHHETO U OCTaBa MO-BUCOKA OT Ta3H MpH
nane6o 3a nepuof ot 18 Mecena cien nocuenHara 103a. Te3u JaHHU MMOKa3BaT, Ye ce Hajlara
HPOIBIDKUTENIHA Tepanus ¢ IeH03yMal 3a HoAabpKaHe Ha e(heKTa Ha JIEKapCTBEHUS MPOAYKT.
IToBTOpHOTO 3am04YBaHe Ha AeHO3yMab Boau 10 yBeinndaBane Ha BMD, cxonHo ¢ ToBa pu
I'bPBOHAYATIHOTO MPHJIAaraHe Ha J€HO3yMal.

Omeopeno npoovdceHue Ha NPOyY8anemo npu 1evenue Ha 0cmeonopo3a 6 NOCMMeHONAay3a
0610 4 550 sxenu (2 343 Ha meno3ymab u 2 207 Ha turanedo0), KOUTO ca MPOIyCHAIN HE MTOBeYe OT

€Ha J03a OT U3NMMUTBAHUA NIPOAYKT B OCHOBHOTO IIPOYYBaHEC, ONIMCAHO I10-rOpe, U Ca 3aBbPIININ
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MPOYYBAHETO C BU3HUTATa Ha 36-THs Mecell, ca BKIIIOYCHHU B 7-TOJMITHO, MHOTOHAIIMOHAITHO,
MHOTOI[EHTPOBO, OTBOPEHO MPOABIDKCHHIE Ha TIPOYYBAHETO C €THO PaMo, 32 OI[CHKA Ha JIBITOCPOYHATA
0e30macHOCT ¥ e(pUKaCHOCT Ha JIeHO3yMal. Bcuuku %eHr B POABIDKEHUETO Ha MPOYYBAHETO ©
TpsAOBaIIO J1a Moy4aBat AeHo3ymab 60 mg Ha Bceku 6 Mecera, KaKTO U €XKETHEBHO KU
(mait--manko 1 g) u Butamun D (nHaii-manko 400 IU). O0mio 2 626 ygactaumm (58% ot xeHwure,
BKJIIOUEHH B MPOIBIDKEHUETO HA TIPOYUYBAHETO, T.€. 34% OT KEHHUTE, BKIIOYCHH B OCHOBHOTO
MIPOyYBaHE) ca 3aBbPIIWIH PA3IMIUPEHOTO MPOyYBaHE.

[Ipu manmenTH, NeKyBaHu ¢ [eHO3yMab B mpoabibkenne Ha 10 roguan, BMD ce e yBenuunia cripsiMmo
H3XOIHOTO HHBO B OCHOBHOTO npoyuBaHe ¢ 21,7% Ha nmymOanaute npeuuienn, 9,2% Ha
tazo0enpeHaTa ctasa, 9,0% Ha mmiikata Ha pemypa, 13,0% Ha TpoxanTepa Ha 6eapeHara kocT u 2,8%
Ha nuctanHata 1/3 Ha paguyca. Cpenaust BMD T-ckop Ha iymOaiHUTE NIpENICHH B Kpasi Ha
Mpoy4YBaHeTo € —1,3 Mpu ManueHTHUTe, JIKYBaHU B IPOAbJDKeHNE Ha 10 roquHm.

YecroraTa Ha (hpakTypuTE € OlleHEeHa KaTo KpaifHa Touka 3a 0€301MacHOCT, HO eUKACHOCTTA MPU
MpeIoTBpaTABaHE Ha (PPAKTYPH HE MOXKE J1a ObJIe M3UMCIICHA TIOPaX BUCOKMS OpOi MPEKbCBAHUS U
OTKpUTHS TW3aliH Ha npoy4dBaHeTo. KyMynaTuBHATa 4eCcTOTa HAa HOBU (PpaKTypH Ha MPENUICHUTE U
HeTpenrieHHN QpakTypu € ChboTBeTHO 0K0IIo 6,8% 1 13,1% mpu manmeHTH, OCTaHAIH Ha JICUCHHUE C
JeHo3yMa0 B ripoabinkenue Ha 10 rogunam (n = 1 278). [areHTuTe, KOUTO HE Ca 3aBbPIIUIH
MIPOYYBAHETO MOPAIH HAKAKBA MPUYMHA, Ca UMAIIM TI0-BUCOKA YECTOTa Ha ()PaKTypH IO BpeMe Ha
JIEYCHUETO.

[lo Bpeme Ha MPOIBILKEHUETO HA MMPOYYBAHETO Ca Bb3HUKHAIN TPHUHAAECET JOKA3aHU CIydas Ha
octeoHekpo3a Ha yemocTTa (OHY) u aBa nokazaHu ciydas Ha aTUIMYHY QpakTypu Ha OeapeHara

KOCT.

Knnununga edukacHOCT 1 0€30aCHOCT IPU MBXKE C OCTEOIOPO3a

EduracHoctTa 1 6€30macHOCTTA Ha IEHO3yMa0, MpHiIaral BeIHBK Ha BCEKU 6 Mecella 3a IMepuoI OT
1 roguHa, e mpoydyeHa nmpu 242 Mbxe Ha Bb3pacT oT 31 1o 84 rogunn. YuactHunure ¢ eGFR

< 30 ml/min/1,73 m? ca OWIM M3KIIIOUEHH OT U3IMTBAHETO. BCHUKM MBXKeE ca MOIydaBaly €XKeIHEBHO
nobasku ¢ kannui (Hai-manko 1 000 mg) u puramun D (mait-manko 800 IU).

[IppBHUHAaTa MpOMEHINBa 32 e(hUKAaCHOCT € IpoLeHTHaTa npoMsaHa B BMD na mymGanuute
IpenuIeH:, e(UKacCHOCTTa 110 OTHOIIECHHE Ha (PpaKTypHuTe He € oreHeHa. JleHo3yMal 3HauMMO
yBennvaBa BMD Ha BcHYKH KJIMHUYHO M3MEPEHHU MecTa crpsiMo tuiaredo Ha 12 mecena: ¢ 4,8% Ha
mymOanmHuTe npenuieHH, ¢ 2,0% Ha 1s1o 6eapo, ¢ 2,2% Ha muiikara Ha pemypa, ¢ 2,3% Ha
TpoxaHTepa Ha Oeapenata kocT u ¢ 0,9% Ha nucrannata 1/3 Ha paguyca (Bcuuku p < 0,05).
Jleno3zyma06 yeennyapa BMD Ha nmymOanHuTe HpeIUieHH CIIPSIMO U3X0HOTO HUBO mpu 94,7% oT
MBKeTe Ha 1-Ta roguHa. 3HauuTeaHo yBennuenue Ha BMD na imymOannute npenuieH,
Tazo0eapeHara cTaBa, KMHKaTa Ha peMypa U TpoxaHTepa Ha OepeHara KOCT € HaOJIl0JaBaHo

no 6-us mecer (p < 0,0001).

KoctHa xucroaorus OpH )KECHU B IOCTMCHOIIAY3a M MBKE C OCTCOMNMOPO3a

KocrHara xucTonorus e oneHeHa npu 62 KeHH B TOCTMEHOIAy3a C OCTEONOp03a MM ¢ HUCKAa KOCTHA
TUTBTHOCT, KOUTO HE ca OWIIH JIEKYBaHH 33 OCTEOINOPO3a WK Ca IIPEMUHAIN OT MPEeALIeCTBAIIa
Tepanus ¢ aJICHIPOHAT KbM IOCIIeBAIIa Tepamus ¢ JeHo3ymMad 3a nepuoj ot 1-3 rogunu. [letnecer u
JIEBET KCHH Ca YIACTBAIM B MTOAMPOYUIBAHETO 32 KOCTHA Omoricus Ha 24-us mecer] (n = 41)

n/unn 84-us mecen (n = 22) OT MPOABIDKEHUETO Ha IPOYYBAHETO MPH JKEHU B IOCTMEHOIIAy3a C
octeonopo3a. KocTHata XHCTONOTHS € OlIEHEeHa ChII0 U TPH 17 MBIKE C 0CTE0Nopo3a clie]

ellHa TOJIMHA JICUeHHE ¢ IeHo3yMal. Pe3yaraTute OT KOCTHUTE OMOIICHH MMOKa3BaT KOCTH C HOPMAaJIHA
CTPYKTYpa ¥ KauecTBo, 0e3 JaHHU 3a Je(eKkTH B MUHepaliu3aIusra, 0e3 He3psiia KocT uin (udposa Ha
KOCTHHSI MO3bK. XUCTOMOP(HOMETPUIHUTE HAXOJIKU B IPOIBDKCHUETO HAa MPOYYBAHETO IIPH JKEHH B
MOCTMEHOIIay3a C OCTEOI0po3a MOKa3Bar, ye aHTUPe30pOTHBHHUTE e(heKTH Ha IeHO3yMal, H3MEepeHU
Ype3 aKTHBHPAHE Ha YeCTOTaTa M CTEIEeHTa Ha KOCTHO 00pa3yBaHe, ce 3ana3BaT ¢ TeUeHHE Ha
BpEMETO.
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Knuangna ehrKacHOCT M 0€30IMaCHOCT HPH MAIMEHTH ChC 3ary0a Ha KOCTHO BEIIECTBO, CBhP3aHO C
OTHEMAHC HAa aHAPOICHHU

EduxacHoctTa 1 6€30macHOCTTa Ha ICHO3YMa0, MPUiIoKeHa BEIHEK Ha BCCKH 6 Mecelia 3a TEPHo/T OT
3 TOIMHY € U3CIIe/IBaHa MPH MBKE C XHCTOJIOTUIHO JIOKa3aH HEMETACTATHICH KapIUHOM Ha
npocrarara, nonydasamy ADT (1 468 mbke Ha Bb3pacT 48-97 ToAuHN), KOUTO Ca U3I0KCHH Ha
MOBHILIEH PUCK OT (QpakTypH (ompeaeicH kato > 70 rogunu, win < 70 roguau ¢ BMD T-ckopoge Ha
JyMOaHUTE MpelIeHH, Ta300epeHaTa cTaBa Wi Inuiikara Ha Gpemypa < -1,0 win aHamHe3a 3a
oCcTeonopoTHYHa (hpakTypa). Bcuuku Mbke eXeTHEBHO ca MOTydYaBaliv 100aBKa ¢ KaJIlHi
(naii-manko 1 000 mg) u Buramun D (Haii-manko 400 IU).

Jlenozyma0 3Hauumo yBennyasa BMD Ha BCHUYKH KITMHHYHO U3MEPEHH MECTa, B CPABHEHUE C
iame0o 3a mepuox ot 3 ronuHu: ¢ 7,9% Ha mymOanHUTE MpenuieHw, ¢ 5,7% Ha Tazo0eapeHara cTaBa,
¢ 4,9% na mwuiikata Ha pemypa, ¢ 6,9% Ha TpoxaHTepa Ha OeapeHara Koct, ¢ 6,9% Ha nuctanHaTa 1/3
Ha paguyca u ¢ 4,7% Ha 1snoTo Tsuto (Beuuku p < 0,0001). B npocniekTHBHO mi1aHupaH
eKCIUIOPATOPEH aHalIu3 3HAYMMO yBeinmdeHue Ha BMD Ha nmymOanHuTe npenienn, Tazo0eapeHaTa
craBa, muiikaTa Ha heMypa U TpoXaHTepa Ha OefjpeHaTa KOCT ce HabroaBa 1 Mecell cie/] HayaiHaTa
J103a.

JleHo3yMab moka3Ba 3HAYMMO HaMaJIsIBAHE HA OTHOCUTEITHHS PUCK OT HOBH (DpakTypH Ha
npenuienure: 85% (1,6% HamainsBaHe Ha aOCONIOTHUS PHUCK) 3a 1 roguHa, 69% (2,2% HamansBaHe Ha
abCOFOTHUS PUCK) 3a 2 ToauHA U 62% (2,4% HamalsiBaHe Ha aOCOJFOTHHS PHCK) 32 3 TOJMHU
(Bcuukum p < 0,01).

Knuanuna ed)I/IKaCHOCT 1 0€30IMacHOCT IIpH NTalMCHTH CHC 3arv6a Ha KOCTHO BCIICCTBO, CBHP3aHO C
AJIOBAHTHA TCpamusia ¢ apoMaTa3scH I/IHXI/I6I/ITOD

EduxacHoctTa 1 6€30macHOCTTA Ha ICHO3YMa0, MPUIIOKEH BEAHEK Ha BCeKH 6 Meceria 3a 2 TOIUHH,
ca M3CJIeBaHU IPH KEHH C HEMETACTaTU4eH KaplMHOM Ha MJleuHaTa xje3a (252 >keHu Ha Bb3pacT
35-84 ronunn) u uzxoguu BMD T-ckopose mexay —1,0 10 —2,5 Ha myMOamHUTE NPELUICHH,
TazobenpeHara cTaBa WiIH MIMHKaTa Ha 0epoTo. BCHUKy KeHN eXeTHEBHO ca NoIy4yaBain J00aBKa C
kaniuil (Haii-maiako 1 000 mg) u Butamun D (Hati-manko 400 IU).

[TppBUYHATA TPOMEHIHBA 32 eUKACHOCT € poMsiHa B TiporieHTrTe Ha BMD Ha nmymOanHuTe
npenuieHH, epUKacHOCTTa 0 OTHOIIEHHE Ha PpakTypuTe He e olleHeHa. JleHo3yMal 3HauuMOo
yBennuaBa BMD Ha Bcuuky KJIMHUYHO WU3MEPEHH MECTa, B CpaBHEHHE C Iu1anedo 3a 2 rogunu: ¢ 7,6%
Ha JIyMOaTHHUTe TIpenuieHy, ¢ 4,7% Ha TazobeapeHaTa crasa, ¢ 3,6% Ha muiikaTta Ha demypa, ¢ 5,9%
Ha TpoxaHTepa Ha OejpeHaTa KocT, ¢ 6,1% Ha nucrannara 1/3 Ha paguyca u ¢ 4,2% Ha ISIOTO TSIIO
(Bcuukwm p < 0,0001).

Jleuenue Ha 3ary0a Ha KOCTHO BEILIECTBO, CBhP3aHa ChC CUCTEMHA IIIOKOKOPTHUKOMIHA TEPaIIMs

Eduxacnocrra 1 6e3omacHocTTa Ha JeHO3yMab ca nicneaBanu npu 795 nanuents (70% xeHu u
30% mbixe) Ha BB3pact ot 20 10 94 ronuHu, JeKyBaHu ¢ > 7,5 mg AHEBHO IEpOpaieH MPeaHU30H
(WM HETOB €KBUBAJICHT).

[Ipoydenu ca ABe NOAMOMYNALUK: IPOABIDKABALIH TTIIOKOKOPTUKOMIHA Tepanus (> 7,5 mg AHEBHO
MPEIHMU30H WM HErOB EKBUBAJICHT 3a > 3 Mecella Mpean BKI0YBaHE B MPOy4BaHeTo; n = 505) u
3aIloYyBally MTIOKOKOPTHUKOWAHA Tepanus (= 7,5 mg THEBHO NMPEIHU30H MM HETOB €KBUBAJICHT

< 3 Mecena mpeay BKIOYBaHE B poyuBaneTo; n = 290). Ilaunenture ca pannomusupanu (1:1) ga
MOJTy4aBaT WK JeHo3yMad 60 mg Mo KoKHO BEIHBK Ha BCEKH 6 Mecella, HiTh NepopalieH pPU3e[poHaT
5 mg BeTHBXK THEBHO (aKTHBHA KOHTpPOJIA) 3a 2 ToAuHU. [lanueHTrTe momyyaBar exxXeIHEBHO 100aBKH
¢ xanmwmii (Hait-manko 1 000 mg) u Buramun D (Haii-manko 800 1U).

Egexm svpxy xocmnama munepanna niemuocm (BMD)
B moamonynanusra, mporbiikaBaiia TTIOKOKOPTUKOUIHA Tepamus, JeHo3yMal IMoKa3Ba Mmo-ToIsIMO
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yBenmdeHre Ha BMD Ha mym0OanHuTe IpenicH, B CpaBHEHHE ¢ pu3eApoHaT Ha 1 roguHa (meno3ymab
3,6%, puzenponar 2,0%; p < 0,001) u Ha 2 ronunu (neHozymab 4,5%, puzenponar 2,2%; p < 0,001).
B moamonynamnusra, 3anoysaiia rilOKOKOPTUKOUIHA Tepamus, JeHo3yMab MmoKa3Ba Mo-TOJISIMO
yBenmdeHne Ha BMD Ha mym0OanmHuTe MpenuieHy, B CpaBHEHHE ¢ pU3epoHaT Ha | roaunHa (1eH03ymMad
3,1%, puzenponar 0,8%; p < 0,001) u Ha 2 ronunu (neHozymab 4,6%, puzenponar 1,5%; p < 0,001).

OcBeH TOBa, JeHO3yMa0 MMOKa3Ba 3HAYUTEIHO MO-TOJISIMO CPEAHO MPOLEHTHO yBenudenue Ha BMD ot
M3XOJIHUTE CTOIMHOCTH, B CPaBHEHHUE C PU3EIPOHAT, Ha Ta300eJpeHaTa cTaBa, Inikara Ha (hemypa u
TpoxaHTepa Ha OeIpeHaTa KOocCT.

[IpoyuBaneTo He € ¢ MOLIHOCT 3a IEMOHCTPUpAHE Ha pa3iuka npH ¢paxrypute. Ha 1 roguna
YyecToTaTa Ha HOBa peHTreHorpadceka GpakTypa Ha IpelnuieHuTe cpell yaacTHuIuTe € 2,7%
(nenozymab) cupsimo 3,2% (puseaponart). [Ipu yuacTHUIMTE YyecToTaTa Ha HeBepTeOpanHa pakrypa
e 4,3% (meno3ymab) cipsmo 2,5% (pusenponar). Ha 2 roquau choTBeTHHTE CTOMHOCTH ca 4,1%
cupsiMo 5,8% 3a HOBH peHTreHorpadceku BepTeOpannu Gpakrypu u 5,3% crpsimo 3,8% 3a
HeBepTeOpanau ¢ppaktypu. [loBedero ot ¢ppakTypure ce HaOIOIABAT B OATIONYJIAIHSITA,
NPOIBJDKaBaIIa C TIIFOKOKOPTUKOUIHA TEPaIIHsl.

IlemaTpuuHa momyJaamnus

[IpoBeneHo e npoyuBane ¢ equo pamo ¢asa Il 3a onenka Ha epuracHocTTa, O€30NMaACHOCTTA U
(hapMaKOKHHETHKATA TIPH JIelIa C osteogenesis imperfecta Ha Bb3pact oT 2 1o 17 rogunun, 52,3% ot
MBKKHU 11011, 88,2% 0T Ostnata paca. O6mo 153 yyacTHHLM MbPBOHAYATHO HOIy4aBaT MOJKOXKHO (S.C.)
neHozymab 1 mg/kg mo makcumym ot 60 mg, Ha Bceku 6 Mecena 3a 36 mecerna. lllectaecer yyactHUIN
MPEeMUHABAT Ha IPUJIaraHe Ha BCEKH 3 Mecera.

Ha mecen 12 npu npunarase Ha Bceku 3 Mecelia, IpOMsiHa B CPEAHUTE CTOMHOCTH 10 METO/1a Ha
Hail-mankute kBagpatu (LS) (cranmaprHa rpemka, SE) cnpsmo nzxoanoro auso Ha BMD
Z-CKOpOBeTe 3a TyMOATHUS CErMEeHT Ha rphOHagHMs cThI0 ¢ 1,01 (0,12).

Haii-uecture HexxenaHu crOUTHS, CHOOIICHH IO BpeMe Ha IpujlaraHe Ha BCEKU 6 Mecella, ca
aptpanrus (45,8%), 6onka B kpaitauk (37,9%), 6onka B repba (32,7%) u xunepkammypus (32,0%).
XunepkaJueMus ce ChoOIaBa 1o BpeMe Ha Ipuiiarane Ha Bceku 6 mecena (19%) u Bceku 3 Meceria
(36,7%). Cepno3nu HexenaHu crouTHs Ha xunepkammemus (13,3%) ce cho0ImaBat o Bpeme Ha
MpUIaraHe Ha BCEKH 3 Mecela.

B mpoapmxenne Ha npoyuBaneTo (N = 75) cepro3HU HEeXellaH!u ChOUTHS Ha XUTIEPKAIIIUEMUS
(18,5%) ca nabmogaBaHu 10 BpeMe Ha MIpHUJIaraHe Ha BCEKH 3 Mecela.

[IpoyuBaHusTa ca MpeKpaTeHN MPEXKIESBPEMEHHO MTOPay Bh3HUKBaHE HA )KMBOTO3aCTPAIIABAIIIH
CHOUTHUS ¥ XOCITUTAIIN3AIINH, TBIDKAIIN Ce Ha XUTIEpPKAIIHeMus (BXK. Touka 4.2).

B e1HO MHOTOIIEHTPOBO, PaHIOMH3UPAHO, TBOHHOCIISIO, TJ1ale00-KOHTPOIUPAHO, MapaeTHO-
IPYIOBO POYYBaHE, MPOBEACHO NPH 24 MeIuaTpuiHu NAIUSHTH C TIIOKOKOPTHKOHI-HH Iy IpaHa
OCTEOIIOPO3a Ha BB3PACT OT 5 10 17 roauHu, OIEHIBAIIO MPOMSHATA OT U3XOJHOTO HUBO HAa BMD Z-
CKoOpa 3a JTyMOaJHHUs CETMEHT Ha IrphOHAYHUS CTHIIO, Oe30macHOCTTa U e(prKacHOCTTa He ca
YCTQaHOBEHH U CIIEJOBATEIIHO JIeHO3yMal He TpsiOBa Jja ce M3I0JI3Ba 32 TOBA ITOKA3aHHE.

EBpomneiickaTa areHius 1o jJekapcTBaTa 0CBOOO0X/1aBa OT 3abJDKEHUETO 3a IPEIOCTaBSHE Ha
pe3ysTaTuTe OT MPOYYBAHMATA C pe)epEeHTHHS JIEKapCTBEH MPOIYKT, ChbpIKalll JeHO3yMal, BbB
BCHYKH IOJTPYNHN HA ITeANATPUIHATA TOIyJIAINS 3a JISYeHHEe Ha 3ary0a Ha KOCTHO BEIECTBO,
CBBP3aHO C abJIaTHBHA TEPaIs C TIOJOBH XOPMOHH U B MOATPYITH HA MeJUaTPUIHATA MTOMYyJIAHs Ha
BB3pacT MO/ 2 TOJUHY 32 JICUeHHEe Ha OcTeonopo3a. Bikre Touka 4.2 3a mHpOpMAaILMs OTHOCHO
ynotpe0a B ienuaTpusTa.
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5.2 dapMaKkoKMHETHYHM CBOIiCTBA

AOcopbuus

Cren moaKoKHO IpUIIoKeHHe Ha 1o3a 1,0 mg/kg, KosTo ChOTBETCTBA Ha 000peHaTa qo3a 60 mg,
excrio3unusTa Ha 6azara Ha AUC e 78%, B cpaBHeHHE C HHTPaBEHO3HO MPUIIOKEHUE TIPU CHIOTO
11030B0 HHBO. [Ipn moK0xkHO mpuitokeHue Ha 60 mg, MaKCUMaTHA CEPYMHH KOHIIEHTPAIUH Ha
neHo3yMad (Cmax) 6 ug/ml (rpanuiu 1-17 pug/ml) ce nocturar 3a 10 guu (rpanunm 2-28 aHH).

Buorpanchopmanus

Karo ecrecTBen nMyHOrI00yIIMH, 1EHO3yMad ChAbPKa CaMO aMUHOKHCEIHHN U BBITIEXUIPATH U €
MAaJIKO BEpPOSATHO Ja Ob/Ie eNMMMUHUPAH Ype3 YepHOAPOoOeH MeTabomm3bM. OuakBa c€ HETOBHAT
MeTabOIM3bM U CIIMMUHHUPAHE J1a CIICABAT ITHTHUINATA HA KIUPHHC Ha UMYHOTJIOO0YIMHUATE, BOJCIIHU 10
pasrpaxaane 10 MaJKH NeNTUIN U OT/IETHH aMUHOKHUCEIHHH.

Eanmunupane

Cnen Cmax, CEpyMHUTE HHBA HAMAJISIBAT C MTONYXXHUBOT 26 JHU (TpaHuiy 6-52 qHM), 32 Iepro OT
3 mecena (rpanuru 1,5-4,5 mecena). [lpu netnecet u tpu nporenra (53%) ot namueHTute, 6 Mecena
CJIe]T TIOCHIeIHATA J103a, HIMa H3MEPUMU KOJMYECTBa JICHO3yMao0.

[Ipu MHOTOKpaTHO MOAKOKHO MpUiIokeHue Ha 60 mg BeHBX Ha BCEKH 6 Mecela, He ce Ha0oaaBa
KyMyJIMpaHe WU IPOMsHA BbB (papMaKOKMHETHKATa Ha JIEHO3yMad BbB BPEMETO.
dapMaKOKHMHETHKATa Ha IEHO3yMal He ce IOBJIMsABa OT 00pa3yBaHETO Ha CBbP3BAIlY aHTUTENA C
JeHO3yMab U € cXOJIHa TIPU MbXe M KeHH. Br3pactra (28-87 roamnnn), pacara u cTaius Ha
3a00J1sIBaHETO (HUCKA KOCTHA Maca MM OCTEONOopo3a, KapLMHOM Ha IIpocTaTaTta Wi Ha MiIeYHaTa
’KJIe3a) He MOKa3BaT 3HaYMMO Bb3CHCTBIE BbPXY (apMaKOKMHETHKATa Ha IEHO3yMal.

HaGmoaBa ce TeHaeHIus 3a Bpb3Ka MEXKIY TO-BUCOKOTO TEJIECHO TETJIO U MO-HUCKAaTa EKCIIO3UITHS,
6asupana Ha AUC u Cmax. Ta3u TenieHnus obade, He € OTYSTEHA KaTO KIIMHUYHO 3HAYMMA, Thil KaTo
(dapmakoguHaMuuHUTE eeKTH, Oa3upaHH Ha MapKEPHUTE 3a KOCTEH 00MeH U yBenndeHneto Ha BMD
ca MOCTOSIHHY B IIMPOKU TPAHUIIA HA TEJIECHOTO TETJIO.

JIMHEeHHOCT/HETMHEHHOCT

B npoyuBaHnus 3a onpesiensHe Ha j03aTa, JeHO3yMab MMOKa3Ba HEJIMHEHHA, 10303aBUCAMA
(hapMaKOKMHETHKA, C ITO-HUCHK KIUPHHC MPU ITO-BUCOKH 03U WIIM KOHIICHTPAIIUHU, HO
MPUOIU3UTEITHO TPOMTOPIIMOHATHO Ha J103aTa OBUIIIABAHE HAa EKCIO3HIIUATA TIPH 1031 oT 60 mg u
M0-BUCOKH.

BuOpeuno yBpexmane

[Ipu npoyuBaHe ¢ 55 manyeHTH ¢ pa3InyHa cTereH Ha 0bOpeyHa GyHKUUS, BKIIOYUTEIHO U MAUCHTH
Ha JIMann3a, CTENeHTa Ha ObOPEYHO yBpeXk1aHe He MOBIUsIBA (hapMaKOKHHETHKATA Ha IEHO3yMao.

YepHoapoOHO YBpeXKIaHE

He e mpoBexxaano KOHKpETHO MPOYYBaHE MPH MALMEHTH ¢ YepHOAPpOoOHO yBpexkaane. Karo msmo
MOHOKJIOHAJTHUTE aHTHTEJA HE CE SIMMHHUPAT MTOCPEICTBOM YepHOAPoOeH MeTabonmm3bM. He ce
ouyakBa (hapMaKOKMHETHKATA Ha JIEHO3yMab Ja ObJ/ie IOBIUSHA OT YEPHOAPOOHO YBPEKIaHE.

IleguaTpryHa IOMyJIAIHS

Acvybra He Tpsa0Ba 1a ce H3M0J3Ba PH MeAUATPUYHU Moy aanun (BxK. Touku 4.2 u 5.1).

B npoyusane ¢aza Il npu neanaTpudHu MaueHTy ¢ osteogenesis imperfecta (N = 153)
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MaKCUMATHUTE CEPYMHH KOHIICHTPAITMU Ha JIeHO3yMal ca HabmrogaBany Ha jgeH 10 B paMKuTe Ha
BCHYKH BB3pacToBH rpymu. [Ipu mpuiarane Ha Bceku 3 Mecena 1 Ha BCeKH 6 Meceria ce Ha0ro1aBa,
4e CPEHUTE CEPYMHHU Hall-HUCKU KOHIICHTPAIUY Ha JIEHO3YyMal ca TO-BUCOKH IIPH Jiela Ha Bh3pacT
ot 11 no 17 roaunu, a Aeniara Ha Bb3pacT OT 2 10 6 TOJUHU Ca C HAM-HUCKUTE CPEAHU HA-HUCKHU
KOHIICHTpPAITHH.

5.3 IlpenkJIMHUYHM JAHHH 32 0€30MACHOCT

B npoyuBaHus 32 TOKCHYHOCT MPU €AHOKPATHO M MHOTOKPATHO TpHJIaraHe MPH ABITOOAIIATH
Makaliy, 1034 eHo3ymao, Bogenu 10 100 - 150 mbTH mo-rojsiMma cHCTEMHA €KCITO3UIUS OT
MpernopbYUTETHATA 1032 IPU X0pa, HAMAT e(heKT BPXY ChPJCYHO-ChAOBaTa (PU3UOJIOTHS,
dbepTUINTETa P MBKKUTE WM )KCHCKHUTE M HE TIOKa3BaT Crielu(UIHAa TOKCHYHOCT 3a TAPreTHU
Oprasu.

CranapTHHUTE TECTOBE 32 U3CIIe[BaHE Ha TCHOTOKCHYHHS NIOTEHIIMAN Ha JICHO3yMal He ca
MIPOBEXKIaHU, THhil KATO TaKWBa TECTOBE HE ca MPUJIOKUMU TIPH Ta3u MoJiekyna. Bee mak, mopaau
€CTECTBOTO MY € MaJIKO BEPOSTHO JICHO3yMal /1a UMa HAKAKBB IMOTSHIIAAT 32 TeHOTOKCHYHOCT.

KanneporeHHUST MOTEHIMAT Ha JITHO3yMal He € OIEHSIBaH IPH IBJITOCPOYHH MTPOYIBAHUS TIPH
JKUBOTHU.

[pu npeaxnuanYHA ipoy4uBanus, nposeneHu npu knockout mummku 6e3 RANK mnmin RANKL e
HaOII0/JaBaHO HapyIIeHHe Ha 00pa3yBaHeTo Ha MMM(HHU BB3H BB (heTyca. HabmromaBana e chIno
JIUTICA Ha JIAKTallWs, B pe3yNITaT Ha TIOJTUCKaHE HA Ch3PsABAaHETO HA MIIEYHATA JKJIe3a
(J100yJ10-aIBEOJIAPHOTO Pa3BUTHE Ha JKJIe3aTa Mo BpeMe Ha OpeMeHHocTTa) ipu knockout mutiku 6e3
RANK wmmu RANKL.

[Ipu npoy4BaHe py ABATOONAIIATH MAKalli, HA KOUTO € IPWIOXKEH JeHO3yMal Mo BpeMe Ha
nepuojia, EKBUBAIGHTEH Ha ITbPBHsI TpPUMECTBP Ha OpemenHocTTa, ipu AUC excriozunmu 10 99 mbtu
MTO-BHCOKH OT J103ata 1pu xopa (60 mg Ha Bceku 6 Mecena), HAMa IaHHU 32 YBpEeXKJaHe Ha MaiikaTa
nnu ¢peryca. GeranHute TMMPHN BB3JIN HE Ca U3CIIEABAHU IIPH TOBA POYYBAHE.

[Tpu apyro npoyduBaHe MpH ABITOOMAIIATH MaKaIy, Ha KOUTO € IPUIOKEH JeH03yMal Mo BpeMe Ha
o6pemenHoct nmpu AUC excriozuniny, 119 mpTH o-BUCOKH OT 1o3aTa mpu xopa (60 mg Ha BcekH

6 Mecena), € UMaJIo MOBHIIABaHE HA MBPTBUTE PaXKAaHUS U TIOCTHATAIHATa CMBPTHOCT; HapyIlIeH
KOCTEH pacTex, BOJIEII 10 HamMaJleHa 3[[paBUHa Ha KOCTUTE, MOHM)KEHA XeMaToIoe3a M HeMPaBUIIHO
roApeXxaaHe Ha 3p0UTe; HIca Ha repudepHu TUM(OHN BB3JIH U 3a0aBeH HeoHaTalIeH pacTex. He e
YCTaHOBEHO HUBO, MPH KOETO HE ce HAOII0IaBaT HeXKENIaH! PEAKIIUU [0 OTHOIICHHE Ha
penponykuusta. llect mecena cien paxkaaHeTo, IPOMEHUTE CBbP3aHH C KOCTUTE Ca MOKa3aJH
o0paTHO pa3BUTHE U HE € HaOMo1aBaH eeKT BbpXy MOHUKBAaHETO Ha 3p0uTe. Edextute BHpXy
TM(QHAUTE BB3JIM U HEMTPABIIIHOTO MOAPEKIaHe Ha 3p0HUTe 00aUue mepcucTUpaT 1 € HaOrogaBaHa
MUHUMAITHA JI0 YMEPEeHa MUHEPAIU3AIUI B MHOTO ThKaHU IPH €/THO KUBOTHO (BPB3Ka C JICUCHUETO HE
¢ yctaHoBeHa). HsiMa naHHU 3a yBpekJaHe Ha MaiikaTa [PeInd PaXIaHeTOo; HeXelaH! epeKTH mpu
MaiikaTa Bb3HHKBAT HEUECTO M0 BpeMe Ha paxiaHeTo. Pa3BuTHETO Ha MailuMHaTa MJIeUHA XKIle3a €
HOPMAJIHO.

[Tpu npeAKIUHUYHUTE IPOYYBAHHS 32 KAYECTBO HA KOCTUTE MPH MAWMYHH Ha MPOIBDKHUTEITHO
TpeTHpaHe ¢ IeHo3yMal, HaMaJIIBAHETO Ha KOCTHUS OOMEH Ce CBhP3Ba C MOBHUIIIABAHE HA 3[]paBHHATA
Ha KOCTHTE ¥ ¢ HOpMaJTHa KOCTHA XUCToNorusi. KasueBure H1UBa ca BpeMEHHO HAMAJICHH, & HUBATa
Ha [apaTUPEOUIHNS XOPMOH Ca BPEMEHHO YBEIUYEHH TP MAMYHH ¢ OBAPUEKTOMMSL, JIEKYBaHH C
JeHO3yMa0.

[Tpu MBxKKM MUIIKH, TeHHO Moaenupanu aa ekcrpecupaT huRANKL (knock-in mumiku), xouto ca
HOJIOXKEHH Ha TPAaHCKOPTHKAIHA (PaKTypa, IeH03yMad 3a0aBs OTCTPAaHIBAHETO HA XPYyILsIa U
peMoIeTMpaHeTo Ha Kalyca Ha )pakTyparta, B CpaBHEHHE ¢ KOHTPOJIM, HO OMOMEXaHWYHATa 3/IpaBUHA
He e Omyia 3acerHaTa HeOIaronpusITHO.
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Knockout muriiku (Bx. Touka 4.6) 6e3 RANK i RANKL neMoHCTpupar HamajieHO TeJIECHO TETrJIo,
MTOHIKEH KOCTEH PacTeX U JIUIca Ha mpoOuB Ha 350u. [Ipn HOBOpoAEeHN TUTEXOBE, HHXMOWPAHETO Ha
RANKL (uenTa Ha Tepanusita ¢ JeHO3yMal) ¢ BUCOKH JI03U OCTEONPOTETEPHH, CBbp3aH ¢ Fc
(OPG-Fc), ce aconuupa c nHXxuOMpaHe Ha KOCTHHUS pacTex U nmpoduBa Ha 350u. Te3n nmpoMeHu ca
OWJIM YaCTUIHO OOpaTHUMHU IPU TO3W MOJICT CIIe]T TIpeKpaTsBaHe Ha npuioxenneTo Ha RANKL
nHXuOuTOpH. KOBEHWITHN pUMaTH, Ha KOUTO € TIprmiIarad neHo3ymat 27 u 150 bt Hal KITMHAIHATA
excnozuyst (10 u 50 mg/kg Ha no3a), UMaT HapylIeHUE B pacTeXHUTE II04KH. [lopaan ToBa,
JICYESHHUETO C JITHO3yMal MOJKe JIa HapyIId KOCTHHS PACTEXK TIPH JIella C OTBOPEHHU PACTEKHU IIOYKH U
MOJK€ Jia MOTHCHE MPoOrBa Ha 3bOUTE.

6. OAPMAIEBTUYHU JAHHAU
6.1 Cnucbk Ha IOMOIIHHUTE BelIeCTBA

L-xuctnaua

L-XucTuInHOB MOHOXUIPOXJIOPU MOHOXHUIPAT
3axapo3a

[Tonokcamep 188

Bopa 3a urxexiumn

6.2 HecbBMecTHUMOCTH

[Ipu nunca Ha mpoy4YBaHUS 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT HE TPsIOBa J1a Ce CMECBA C
JIPYTH JIEKapCTBEHU MPOJYKTH.

6.3 Cpok Ha rogHocT
2 rOIMHU

Ciien KaTo ce U3Ba/IM OT XJIaIHIHUKA, ACVYDra Moxe /ia ce cChXpaHsBa Ha CTailHa TeMIepaTypa
(mo 25 °C) mo 30 nHM B OpUTHHAIHATA KAPTOHEHA OMaKoBKa. TpsiOBa jia ce M3M0JI3Ba B paMKHUTE Ha
T03u 30-THEBEH MEPHO/I.

6.4 CnenmaJiHu ycJa0BHUSI HA CbXpaHeHUe

Ja ce cpxpansBa B xmaguiabK (2 °C — 8 °C).

Jla He ce 3aMpa3zsiBa.

ChxpaHsBaliTe MpeIBapUTEITHO HATBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a JIa Ce
Mpeasy OT CBETIINHA.

6.5 Buau chabp:KaHue HA OMAKOBKATA

Enna ml pa3tBop B IpeBapUTEIHO HAITHITHEHA CIIPHHIIOBKA 32 €THOKpPATHA YIOTpeOa OT CTHKIO
Tt | ¢ urna ot HepeKAaeMa cToMaHa ¢ pazmep 29G, ¢ mpeana3uTell Ha UIJiaTa, ¢ yIbDKEHO MACTO 32
3axBalllaHe U IJ1aBa Ha OyTanoTo (0T OpoMOOyTHIIOBA TyMa).

OmnakoBKa C e]Ha IIPeABAPUTEIIHO HaIlbJIHEHA CIIPUHIIOBKA B OJIMCTED.
6.6 CnenmaJHu npeana3Hu MEPKH NMPH U3XBHPJIsIHE U padoTa

. [Ipenn npunoxenne, pa3TBOPHT TPAOBA J1a ce MpoBepH. Pa3TBOPBT MOXKe J1a ChbpKa CIEeIN OT
MOJTyTIPO3payHy 10 0N IPOTEHHOBH YacTHid. He nHxkekTupaiiTe pa3tBopa, ako ChIIbpxa
YaCTHUIU WK € MbTCH, WU C IPOMEHEH LIBSIT.

. He pasknamaiire.

. 3a na ce nzberne AUCKOMMOPT Ha MACTOTO Ha MHXKEKTHPaHE, OCTABETE IPEABAPUTEITHO
HaIThJTHEHATa CIPUHITOBKA Jla TOCTUTHE cTaiiHa Temmeparypa (mo 25 °C) npenn HHXeKTUpaHe |

17



WHKEKTHpanTe 6aBHO.
. WuxexTupaiiTe AI0TO ChABPKAHUE HA MTPEIBAPUTEITHO HAITBIHEHATA CIIPUHIIOBKA.

Hewnsnoia3BaHUAT JIEKapCTBEH MPOIYKT MM OTHAIbYHUTE MaTePHAIN OT HETO TPsIOBa Jia Ce U3XBBPIISAT
B CHOTBETCTBHE C MECTHUTE M3HCKBAHMSI.

7. MNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Reddy Holding GmbH

Kobelweg 95

86156 Augsburg

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1983/001

9. JATA HA ITbPBO PA3PEIIABAHE/ITIOTHOBABAHE HA PA3PEIIEHUETO 3A

YIIOTPEBA

Jlata Ha TBPBO pa3pelIaBaHe:

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Monpo6Ha uHboOpMaIMs 3a TO3U JICKAPCTBEH MPOJIYKT € MPeIocTaBeHa Ha yeOcaliTa Ha EBpomneiickara
areHIus 1o JIeKapcTBaTa https://www.ema.europa.eu.

18


https://www.ema.europa.eu/

HNPUJIOKEHUE 11

IMPOU3BOJAUTEJIN HA BUOJIOI'MYHO AKTUBHOTO
BEIIECTBO U TPOU3BOJUTEJIN, OTTOBOPHH 3A
OCBOBOXJABAHE HA ITAPTUIN

YCJIOBUA NI OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA U U3UCKBAHUS HA
PA3SPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NN OT'PAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
INPOAYKT
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A.  TNIPOU3BOJUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIMECTBO 1
IMPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKJIABAHE HA ITAPTU/ A

Hme n aJpeC HA MPOU3BOAUTCINTEC HA OHOJIOTUYHO AKTUBHOTO BCIICCTBO

Alvotech hf
Seemundargata 15-19
102 Reykjavik
Hcnanaus

Hme u aJpeC HAa MPOU3BOAUTCINTE, OTTOBOPHH 3a OCBO60)K,Z[aBaH€ Ha TapTUAUTEC

Alvotech hf
Seemundargata 15-19
102 Reykjavik
Hcnanaus

b. YCJI0OBUA WIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

.HeKapCTBCHI/IHT IMPOAYKT CC OTIIYCKa I10 JICKAPCKO NPCATIMCAHUC.

B. JAPYI'N YCJIOBUA N U3NCKBAHUSA HA PASPEHNIEHUETO 3A YIIOTPEBA
. Ilepuoguynu akTyaau3upanm aokjaaau 3a oezonacuoct (ITAJB)

W3uckBanusTa 3a moxasane Ha [TA/Ib 3a To3n ekapcTBEH MPOIYKT ca MOCOYESHH B CIIUCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cnuchk), npensuaes B wi. 1078, an. 7 ot
Hupexrtusa 2001/83/EO, v BbB BCHUKH CJICABAIIN aKTyaIU3aIUH, TyOJIUKYBaHU HA €BPOIICHCKUS
yeOmopTai 3a JiekapcTBa.

r. YciaoBusi WJid OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

[IpurexarensaT Ha pa3pemennero 3a ynorpeda (IIPY) tpsOBa na n3BbpiiBa H3UCKBAHUTE JEHHOCTH H
JIEHCTBUS, CBBP3aHU C TIPOCIesiBaHe Ha JIeKapCcTBeHaTa Oe30MacHOCT, mocoueHu B onodpenwus [1YP,
npencrased B Mozyn 1.8.2 Ha pa3pemnieHuneTo 3a ynorpeba, KakTo U BbB BCHUKH CJIEABALIH 0JJ00pEHH
aktyanuzauuu Ha ITYP.

Axrtyanusupat [1YP tpsiOBa na ce moaasa:

. 0 UcKaHe Ha EBporelickaTa areHuus 1o JeKapcTBara;

. BUHAru, KOraTo ce M3MeHs CUCTEMAaTa 3a YIPaBJICHUE Ha PUCKa, 0COOEHO B pe3yiTaT Ha
NoJly4aBaHe Ha HOBa MH(OpMalus, KOSTO MOXKe Aa AOBEAE A0 3HAYMMHU IIPOMEHH B
CHOTHOLLICHUETO IOI3a-PUCK, UJIH CJIE]] JOCTUraHe Ha BayKEH eTall (BbB BPb3Ka C IIPOCIICsSBaHE
Ha JIeKapcTBeHaTa 0e30MacHOCT WU CBEXKJIaHE Ha PUCKA 0 MUHUMYM).

. JIOMbJIHUTEIHY MEPKH 32 CBeXK/IaHe HA PUCKA 10 MUHUMYM
BoBenenu ca JOMBIHATETHE MEPKHY 3a CBEXIAaHE HA PHCKA 0 MEHAMYM IIOPaJH CIEAHOTO, CBBP3aHO
¢ Oe3omacHoCTTa CHOUTHE:

. OcTeonekpo3a Ha YENIOCTTa
HanomHsima kapTa Ha NanMeHTa
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INPUJIOKEHUE 111

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

KAPTOHEHA KYTHUSA HA ITIPEIBAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Acvybra 60 mg MHXEKIIHOHEH pa3TBOP B MPEABAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA
JeHo3ymMao

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku 1 ml npeaBapuTeIHO HaITbIHEHA CIPUHIIOBKA ChAbpika 60 mg neHo3ymad (60 mg/ml).

3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

L-xuctuanH, L-XUCTHAMHOB MOHOXUIPOXJIOPHI MOHOXHUIPAT, 3aXapo3a, mookcamep 188, Boma 3a
WHXCKITUH

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Wuxek1roHeH pa3TBop
1 mpeaBapuTENHO HATbJIHEHA CITPUHIIOBKA

| 5. HAYYH HA ITPUJIOKEHUE U TBbT(MIIA) HA BBBEXK/IAHE

oaxoxH0 MpHI0KEHUE

BasxHo: npenu pabota ¢ IpeBapUTEIHO HAIIbIHEHATa CIPUHIIOBKA IIPOYETETe JIUCTOBKATA.
la He ce pa3kiaiua.

[Ipenu ynorpeba mpoyereTe IUCTOBKATA.

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOT'JIEJA U TIOCEI'A HA JEIIA

I[a Ce CbXpaHdABa HA MSICTO, HEAOCTBHITHO 3a Aela.

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUA, AKO E HEOBXOJUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce chbxpansiBa B XJ1aJUWJIHUK.
[a He ce 3ampaszsiBa.
CobxpansBaiiTe IpeIBapUTEIHO HAIIBJIHEHATA CIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a Ce
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mnpeamnasu OT CBETIIMHA.

10.

CIIEHUAJIHU ITPEJAITA3ZHU MEPKU ITPU NU3XBBHPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11.

HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Reddy Holding GmbH
Kobelweg 95

86156 Augsburg
I'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1983/001

13.

ITAPTUJAEH HOMEP

[TapTugen No

| 14,

HAYMH HA OTIIYCKAHE

| 15,

YKA3AHUA 3A YIIOTPEBA

| 16,

UH®OPMAILIMS HA BPAJIOBA A3BYKA

Acvybra

| 17.

YHUMKAJIEH UWJIEHTUH®UKATOP — JIBYU3MEPEH BAPKO/

JIByn3mepeH 6apKoJI ¢ BKIFOYEH YHUKAJICH HICHTH(DHUKATOD

| 18.

YHUKAJIEH NJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EIUHNYHHU
II'bPBUYHH OITAKOBKH

ETUKET HA IIPEJIBAPUTE/IHO HAITBJIHEHA CIITPUHIIOBKA

1. NUME HA JIEKAPCTBEHUSA MTPOAYKT U IBbT(MIIA) HA BBBEXK/IAHE

Acvybra 60 mg nmxekmms
denosumab
s.C.

| 2. HAYYH HA ITPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBbABbPKXAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ml

| 6. JIPYTO
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TEKCT HA HAITIOMHSIIA KAPTA (zna ce npuio:ku Ha HAallMOHAJIHO HUBO — IIPEIOCTaBs C€ OT
JIeKap WIK € BKJIIOYCHA B KAPTOHEHATA OMAaKOBKA)

Acvybra 60 mg nmxekmys
JIeHO3yMao

s.C.
CrenBala HIKEKIUA ciieq 6 Mecera:

Wsmomnssaiire Acvybra TonkoBa IbIT0, KOJIKOTO € MpeAnucan BamusT gekap.

Reddy Holding GmbH
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Bb. IUCTOBKA
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JlucroBka: nngopmanusi 3a noTpeduTENsA

Acvybra 60 mg nHKeKIIMOHEH Pa3TBOP B MPeIBAPUTETHO HAITbJIHEHA CIPUHIIOBKA
neHozymab (denosumab)

vTo3H JICKapCTBEH MPOIYKT MOJICKH Ha AOMBIHUTEITHO HaOMoeHre. ToBa Iie Mo3BOIH ObP30TO
yCTaHOBSIBaHE Ha HOBA HH(GOPMAIIUs OTHOCHO Oe3omacHocTTa. MoxeTe Jia 1ajieTe CBOs IPHHOC KaTo
CHOOIIHTE BCSIKA HEXENAaHA PEAKIINs, KOATO CTE MONYYMIN. 3a HauhHa Ha ChOOIaBaHe Ha HEKETaH!
peakiMy BIKTE Kpasi Ha Touka 4.

IIpoyeTreTe BHUMATEIHO LAIATA JUCTOBKA NPeAH /14 3all09HeTe /1a N3M0JI3BaTe TOBA JIeKAPCTBO,

Thil KaTO T CbAbP KA BaxkHa 3a Bac nudopmanus.

- 3amaszeTe Ta3u JUCTOBKA. MoJe a ce HaJIOXKH J1a S POYeTeTe OTHOBO.

- AXO MMaTe HSIKaKBH JIONBIIHUTEIHN BBIIPOCH, TIONTUTaliTe Bamms iekap wim gapmanenT.

- ToBa nexapcTBo € npeanucano JU4Ho Ha Bac. He ro npeorcTenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIH, He3aBUCHMO Y€ IPU3HALUTE Ha TAXHOTO 3a00JsBaHe ca chIUTe KaTo BammuTe.

- AXo monyuynTe HSIKaKBH HEXXEJIaHU peakiuy, yBegomere Bamms nekap win ¢papmaieBt. Tosa
BKJIFOYBA ¥ BCUYKH Bb3MOKHU HEKETIAHH PEAKIIMH, HEONTMCAHU B Ta3M JINCTOBKA. Brkre
TouKa 4.

- [Ile Bu 0b1e nmpegocTaBeHa HAMOMHSIINA KapTa Ha MalfeHTa, ChbpiKallia BakHa HHPOopMaIns
BBB Bpb3Ka ¢ 0€30M1aCHOCTTA, C KOATO TPSOBA Ja Ce 3aro3HaeTe Mpe/IH U 110 BpeMe Ha
neuenrero Bu ¢ Acvybra.

Kakso CbhbABbpPiKa Ta3u JIMCTOBKA

1. KaxBo mpezcraBnsiBa ACVybra u 3a KakBo ce H3I0I3Ba

2. KaxBo Tpsi0Ba 1a 3Haere, npeau jaa usnonssare Acvybra

3. Kak ma usmomnssare Acvybra

4. Bb3MOXXHM HEXETaHU peakluu

5. Kak na cexpansiBate Acvybra

6. ChbabpxaHre Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS
1. KakBo nmpeacraBasiBa ACvybra u 3a KakBo ce H3M0JI3Ba

Kakso npeacraBasiBa ACvybra u kak aeiicrsa

Acvybra ceabppxa geH03yMa0, 6enThk (MOHOKIIOHATHO aHTHTSIIO), KOWTO CE HaMecBa B IEHCTBUETO
Ha Jpyr OEJThHK, 3a Jia JeKyBa 3arybara Ha KOCTHO BEILIECTBO M ocTeonopo3ata. Jleuenuero ¢ Acvybra
MpaBH KOCTHUTE MO-3/[PaBH M MO-MAJIKO [MOJATIIMBY Ha CUyIBaHE.

Kocrtra € xuBa ThKaH 1 HCIIPECKBCHATO CC BB300HOBSIBA. XOpMOH’BT C€CTPOIrCH romMara KOCTUTC aa ca
3ApaBu. CHC,Z[ MCHOIIay3aTa, HUBaTa Ha €CTPOI'CH NaJaT, B pE3yJITaT Ha KOETO KOCTUTE MOXKE Jia CTaHaT
cllabu u YYyIJINBH. ToBa BocneACTBUE MOXKE /1a TOBEJE 10 3a6OH$IBaHC, HaApE€YCHO OCTCOIIOpO3a.
OCTCOHOpO3a MOKE [1a C€ MMOABU U IPHU MBIKCTE NOpaAn peaArlla MPUINHU, BKIIFOUUTCIIHO OCTapsIBaHC
W/WIIH HUCKO HUBO HAa MBXKKHS XOpPMOH TECTOCTEPOH. Tst Mmoxe J1a ce TosIBU 1 IIpy Mau€HTHU,
ImoJrydaBaliy IrNIFOKOKOPTUKOH/IU. MHoro nanueHTu ¢ OCTCOIIOpO3a HAMAT CUMIITOMH, HO BBIIPEKHU
TOBa Ca MOMJIOKCHU HA PUCK OT CUYIIBAHC Ha KOCTHUTC, 0co0€eHO Ha I‘p’b6HaKa, Ta306el[peHI/ITe KOCTH U
KUTKHUTC.

XI/Ipypl"I/I"IHI/I OIrcpanuu Ujin JICKapCTBa, KOUTO CIUPAT NPOAYKIUATA HAa €CTPOIrCH UJIN TECTOCTCPOH,
H3MO0JI3BAHU 34 JICUCHUC Ha MAIIMCHTH C paK Ha I'bpJdaTa WJIX paK Ha IpoCTaTaTa, CbII0 MOraT Ja
J0BeaarT 10 3ary63 Ha KOCTHO BCIICCTBO. Kocture crasar mo-ciabu u ce YYIIAT MO-JIECHO.

3a kakBo ce u3noa3Ba Acvybra

Acvybra ce u3mos3Ba 3a JIeUeHHE Ha:
. 0CTEOIIopO3a MU JKEHH CJIe]] MEHOTay3a (ITOCTMEHOMay3aJIHa) U MBXKe, KOUTO UMAT ITOBHUILCH
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pHUCK OT dpakTypa (caymBaHe HAa KOCTHUTE), HAMAJIIBaKK pUCKa OT TPHOHAYHU M HETPHOHAYHU
(bpakTypu 1 GpaKTypH Ha Ta300€APSHUTE KOCTH.

. 3ary0a Ha KOCTHO BEIIIECTBO B PE3YJITAT HA HAMaJICHHE Ha HUBOTO Ha XOPMOH (T€CTOCTEPOH),
MPUYUHEHO OT OTIepaI¥isl WK JICUCHUE C JICKapCTBa IPH MAIUEHTH C PaK Ha MPOocTaTara.
. 3ary0a Ha KOCTHO BEUIECTBO B PE3yJITaT Ha MPOIBJIKUTEIHO JICUCHHE C TIIFIOKOKOPTUKOU I TIPH

MAIUEHTH C TIOBUIICH PUCK OT (PpaKTypa.

2. Kakso Tpsi6Ba 1a 3Haete, npean Aa u3noJ3sare Acvybra
He uznossBaiite Acvybra

° aKO MMaTe HUCKU HHMBA Ha KAJIIUH B KPbBTa (XUIOKAIIIUCMHS).
. aKO CTC AJICPTUYHM KbM JCHO3yMal WIIM KbM HSKOS OT OCTaHAJIMTE ChCTABKH Ha TOBA JICKAPCTBO
(130poenu B TOUKA 6).

Ipenynpesxkaenns U NpeanasHu MepKu
I'oBopete ¢ Bamust jekap win hapmanesT, npeau aa u3nonassare Acvybra.

Jokaro cte Ha siedeHne ¢ ACvybra, Moxe 1a ce TOsBH KOXKHa MHPEKIINA ChC CHMITOMHU KaTo MOYTa,
3ayepBeHa 00JIacT OT KoXKaTa, Hali-uecTo B JOJHATA YacT Ha Kpaka, KOsITO YyBCTBaTEe TOpela 1
Ooe3HeHa (IIeTyIIHT), U MOKE JIa € IPUAPYKEHA OT CHMIITOMHU Ha MOBHUIIEHA Temneparypa. Mo,
cpoO1ere Ha Bammus nekap He3a0aBHO, aKO pa3BUETe HAKOU OT TE3U CHMITTOMH.

Tps6Ba 1a npuemare 100aBKH ¢ Kaimuii U BuTaMuH D, mokaro cte Ha jedenue ¢ Acvybra. Bammsat
nekap e oochau ToBa ¢ Bac.

Bue Moxe 1a uMate HUCKU HUBA Ha KAJILMI B KPBBTA, IOKATO MOIy4aBaTe Acvybra. Mois kaxeTte
He3abaBHO Ha Barus JIeKap, ako 3a0€Ie)KUTE HAKOU OT CIIEAHUTE CUMIITOMHU: CIIa3MH, NOTpENBaHUI
HWIIHA KpaMIIM Ha MyCKYJIUTE, W/Uan HM3TPBIIBAaHE WIIM MpaBYYKaHE Ha MPBCTUTE Ha PBIIETE, KpaKaTa HIIN
OKO0JIO yCTarta, W/ WIH I'bpUYOBE, OG’I:pKaHOCT UM aKO YCETHUTE, Y& MOXKETE J1a SaryGI/ITe Chb3HAHUE.

Psanxo ce cpo01mmiaBa 3a TEXKH CIydan HAa HICKH HABA Ha KAIIWK B KPHBTA, BOJEIIHN /10
XOCTIMTAJIN3AINSI, U JOPH KHBOTO3acTpaIiaBamy peaknun. [lopaayn ToBa HIBaTa Ha KA B KPBBTA
Bu nie 0b1aT ipoBepsiBaHU (Y4pe3 KPBBHO U3CIICABAHE) MPEAM BCAKA 7103, a TIPU TAIUCHTH C
TIpeApa3noI0KeHUE KbM XUIIOKAIIHEMHUS - B pAMKHUTE Ha JBE CEAMUIIM CJIe ] HadaHaTa 103a.

TpsbBa na kaxere Ha Barms nekap, ako UMaTe WU CTE HMAJU TeXKU Npobiemu ¢ Ob0penuTe,
0BOpeYHa HeJJOCTATBYHOCT WK CE HYXKJIAeTe OT JUalln3a, WU IpueMaTe JeKapCcTBa, HApEeUCHU
TITFOKOKOPTHKOUIH (KaTo MPeIHNU30JI0H WITH JIeKCaMeTa30H), KOUTO MOTaT J1a yBelnJaT prucka 3a Bac
OT CIa/IaHe Ha HYBaTa Ha KaJIIi B KPHBTA, aKO HE ITpreMaTe T00aBKH ¢ KaIIHH.

IIpoGiiemu ¢ ycraTa, 30MTe UM YEIIOCTTa

Hexenana peakius, HapedeHa ocTeoHekpo3a Ha uentocTta (OHY) (kocTHO yBpexaaHe Ha YeTIOCTTA)
ce cpoOIIaBa psaaKo (Moxe na 3acerue a0 1 Ha 1 000 myim), npu manydeHTH, MoJyJyaBalin IeH03yMa0
3a ocreoniopo3a. PucksT or OHY ce yBenmdaBa npu narieHTH, JEKyBaHHA MTPOIBIDKATEITHO BpeMe
(moxe na 3acerne o 1 Ha 200 mymu, ako ce ekyBaT B poabinkerne Ha 10 roquan). OHY moxe na
Ce TIOSIBH | CIIE]] CIIMPaHe Ha JICueHneTo. BajkHO € 1a ce HampaBH OIUT 3a MPEIOTBpaTsIBaHe
passutreTo Ha OHY, THit KaTO TOBa MOXeE J1a € 60JIE3HEHO CHCTOSHUE, KOETO MOKE J1a CE€ OKaKe
TPYJHO 32 JeueHHe. 3a J]a ce Hamalld pUCKBT OT pazpurue Ha OHY, B3eMeTe cleTHNUTE Npearna3Hu
MEpPKH:

[Ipenu na 3amodHeTe NeYeHUETO, YBeoOMeTe Barms nekap wim MeIMIMHCKA cecTpa (MEIUIIMHCKA
CIICITHAIHCT), aKo:

° nMaTc HAKaKBH HpO6HCMPI C yCTaTa nuin 3’L6I/ITC, KaToO JIOMO CTOMATOJIOTUYHO 3/IpaBEC,
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3a001sBaHe HA BEHITUTE WM TUTAHUPAHO M3BAXKIaHE Ha 350.

. HE TIOJTy4YaBaTe PeIOBHU CTOMATOJIIOTUYHH TPHKY WM HE CT€ UMAJIA CTOMATOJIOTHYEH TPETIIe/T
OT JIBJITO BpEMe.

. cTe mymad (ThH KaTo TOBa MOJYKE JIa YBEJIMYU PHUCKA OT IMPOOJIEMH ChC 350UTE).

. cTe OWIM JIEKYyBaHHU Ipeu ToBa ¢ OudochoHat (M311013BaH 3a JICUCHHE WIIH [TPEI0TBpaTsIBaHe
Ha KOCTHU HapyIIICHUs).

L CTC IMpUucMaliv JICKapCTBa, HAPECYCHU KOPTUKOCTEPOUIN (KaTO MIPEAHNU30JIOH UITN
JIEKCaMETa30H).

o “MaTe pax.

Bamusr nexap Moxe ga noucka ot Bac ga ce moaoxute Ha CTOMAaTOJIOTUYEH Mperiies, Npeau Aa
3amoyHere Jieuenue ¢ Acvybra.

Jlokato ce nekyBare, TpsiOBa Ja MoAbprKaTe 100pa yCTHAa XUTHUEHA U J1a ce 1oJylaraTe Ha peloBHU
CTOMATOJIOTHYHH Iperyiein. AKO HOCUTE MPOTE3H, TPAOBaA Jja CT€ CUTYPHH, Y€ T€ IPUIIATaT IPABUIIHO.
AKO CcTe MOJJI0KEHHN Ha CTOMATOJIOTMYHO JieYeHNe Ui By mpeicTon cTOMaTOIOTHYHA ONlepanus
(Hamp. U3BaKaaHe Ha 350), MHPopMHupaiiTe Bamus nekap 3a Bareto cToMaTonoruyHo JiedeHue u
yBejioMeTe 3p00JeKaps cH, ue ce JiekyBare ¢ Acvybra.

Ceoprkere ce ¢ Bamust siekap v 3p005ekap He3a0aBHO, aKO UMaTe MPOOJIEMU ¢ ycTaTa HId 3bOUTe,
HaIpUMep paskiaTeHu 3501, 00K WIH OTOK, MM He3a3APaBsIBAIH SI3BH WIIH CEKPEIHs, Thil KaTo
TOBa MOe€ Ja ca npu3Hauu Ha OHY.

HeoOwuyaitnu dhpakTypy Ha OeapeHaTa KOCT

[Ipu HsAKOM XOpa MoraT Ja ce MOSIBAT HeoOWJaitHu (pakTypH Ha OeapeHaTa KOCT, IOKATo Ce JISKyBaT ¢
neHo3ymab. CBepikeTe ce ¢ Bamms nekap, ako MmosyduTe HOBa WM HeoOUJaiitHa 0oJKa B
Tazo0eapeHara craBa, CIabMHUTE WITH OSIPOTO.

Jeua u roHomu

Acvybra He TpsOBa Ja ce 3MoJ3Ba MU JIella | FOHOIIH o 1 8-roauiiHa Bh3pacT.

Opyru gekaperBa u Acvybra

Wudopmupaiite Bamus nexap win papmaneBT, ako npueMaTe, HACKOpO CTe IPHEMalIi WU €
BB3MOXKHO JIa TpUeMarte Apyru Jiekapcrsa. OcoOeHo BaXKHO € Ja KakeTe Ha Barus siekap, ako ce
JIeKyBaTe C APyTro JIEKapCTBO, ChIBPIKAIIO ACHO3YMao.

He tpsioBa na nmpuemare Acvybra 3aemHo ¢ Ipyro JeKapcTBO, ChABPIKAIIO ICHO3yMao.
BpemMeHHOCT 1 KbpMeHe

JleHo3ymab He e M3MUTBaH NpU OpeMeHHH skeHH. BaxkHo e na nadopmupare Bammst nekap, ako cre
OpeMeHHa, cMsTaTe, 4e MOXKe Jia CTe OpeMeHHa; WK IuaHupare OpemeHHocT. He ce mpenopbuBa
ynotpebara Ha Acvybra, ako cte OpemeHHa. JKeHu ¢ eTepo/ieH NoTeHnral TpsoBa 1a U3M0I3BaT
eeKTHBHM METOIH 32 KOHTpALCTIIHs, T0KAaTO ce JeKyBaT ¢ Acvybra u 3a Haii-mainko 5 mecena cien

crnimpaHe Ha JieueHueTo ¢ Acvybra.

Axo 3abpeMeHeeTe 1o BpeMe Ha JieueHue ¢ ACVYybra uimm mo-Majiko oT 5 Mecelia ciieji CiupaHe Ha
nedyenuero ¢ Acvybra, moss yBegomete Barust ekap.

He e m3BecTHO manm neHO3ymab ce oTaens B KkbpMaTa. BaxkHo e ma nadopmupare Bamms nekap, ako
KbpPMHUTE WX IUIAaHUpATe Aa KbpMHUTe. Bamusr nexap me Bu momorse na pemure nanu na
MPEyCTaHOBUTE KHPMEHETO WM JIa MPEKhCHETE MPUIOKEHHETO Ha ACVYDra, kato B3eMe MmpeIBu
moJ3ara OT KbpMeHeTo 3a 6ebeTo u mon3ara ot ACvybra 3a maiikara.

AKO KbpMHTE TI0 BpeMe Ha jeucHue ¢ Acvybra, mons yBegomete Barus ekap.
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ITocwBeTBaliTe ce ¢ Barms ekap win papmaieBT Opeau yrnorpedaTa Ha KOSTO | Ja € JIEKapCTBO.
Hlodupane u padora ¢ MAIIUHU

Jleno3ymab He TTOBIHSIBA WM TTOBIHIBA TIPEHEOPEKMMO CITOCOOHOCTTA 3a modupane u padbora ¢
MaIIfHY.

3. Kak n1a uznosaseare Acvybra

[IpenoprunTenHata 103a € €Ha IpeIBAPUTEITHO HAThJIHEHA CIIPUHIIOBKA 0T 60 mg, IpIIoKeHa
BEIHBXK Ha BCCKU 6 Mecella, KaTo ¢AMHNYHA HHKCKIIHS MO KoKaTa (TIOIK0KHA HHKCKITHS ).
Haii-moaxonsanmnre MecTa 3a MHXEKTHpaHE ca TOpPHATA YacT Ha Oenpara U kopema. HoBEKbT, KOUTO ce
rpuxu 3a Bac, Moxke 1a U3M0JI3Ba ChIllO BhHIIIHATA YacT Ha MUIIHUIATa Bu. Mo, nonuraiite Bamus
JIeKap 3a JaTata Ha cieaBariara umkeknusa. Acvybra Ille Bu 0b1€e npegocTaBeHa HAIIOMHSIIIA KapTa,
KOSITO MOJKE JIa ce M3IT0JI3Ba 3a 3allMCBAaHE Ha JaTaTa Ha CJe/IBalaTa HHKEKIHS.

OcgeH ToBa 11e TPsAOBa J1a NpueMaTe 100aBKH ¢ Kalluid ¥ BUTaMUH D, T0KaTo cTe Ha JICYCHHUE C
Acvybra. Bammusit siekap e o6¢hau ToBa ¢ Bac.

Bammwsr nexap moxe 1a penid, ue € Hail-noope Bue muimu 4oBeksT, KoiiTo ce rpmxu 3a Bac, 1a
uHxekTrpaTe ACVybra. Bamust nekap win MEAUIMHCKY CIICIHAIICT IIe MOKakaT Ha Bac i Ha
JoBeKa, 'prkel ce 3a Bac, kak aa uznonssate Acvybra. Mossi, mpoueTeTe paszena B Kpasi Ha Ta3u
JIMCTOBKA 32 YKa3aHHs OTHOCHO TOBA Kak Jia MHKeKTupare Acvybra.

[a He ce pa3kiama.
AKo cTe mpomycHaJIu 1a u3noJ3Barte Acvybra

Axo e nporrycHara 103a Acvybra, nrkekImsaTa TpsoBa 1a Obj1e MPHIoKeHa, KOJIKOTO € Bb3MOXKHO
no-ckopo. Cies ToBa, MHXKEKIIUUTE TPsAOBa Ja ObJaT IUIAHUPAHU HA BCEKH 6 Mecella OT JaTraTa Ha
nocjeTHaTa HHKCKIIHA.

AKko cTe cripesin ynorpeéara na Acvybra

3a ma Ma Haii-roJsIMa TI0JI3a OT Bamrero jedeHue 3a HaMaIsiBaHE HA PUCKA OT CUYIBAHIS, BaXKHO € /1a
usmoasBaTe Acvybra ToikoBa IbITo, KOJKOTO € mpeAnrcan Bammusar gekap. He crmpaiite Barero
neueHue, 0e3 1a ce cBbpXkeTe ¢ Bamms nexap.

4. Bb3MOKHU He:KeJIaHU peakuuu

KakTo Bcuukmu JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IPECAU3BHUKA HEKECIIaHN pCaKIUK, BBIIPEKH Y€ HE
BCCKU I' TIOJTy4aBa.

HeudecTo, manueHTuTe norydaBaiiy JIcH03yMal, Morar Jia pa3BUsT KOXHU HH(EKIUH (peuMHO
nemynut). Mousi, uHgopMupaiiTe He3a0aBHO Bamus sekap, ako pa3BueTe HIKOH OT Te3n
CHUMITTOMH, TOKATO CTe Ha jJeueHue ¢ Acvybra: mosyTa, 3auepBeHa 00JacT OT Koxarta, Hali-uecTo B
JI0JIHATA YacT Ha KpakKa, KOsTO 4yBCTBATe ropeina u 0ojie3HeHa (LETyJIUT) ¥ ¢ Bb3MOKHH CUMITTOMH
Ha TTOBHUIIICHA TEMIIEpaTypa.

Psnko, manmeHTHTe, MONMyYaBaIy 1eH03yMad, MOTaT J1a pa3BHAT OOJIKA B yCTaTa /WM YEIIOCTTa,
IMoAyBaHE WJIN HE3a3ApaBsBalliy A3BU B yCTaTa UJIN YCIIOCTTA, CCKPECHA, CKOBAHOCT WUJIM YYBCTBO Ha
TEXECT B YEIIOCTTa, WM pasKiailaHe Ha 350. ToBa Moke J1a ca IpU3HAIY Ha yBpEXK/IaHEe Ha
YeIoCcTHATA KOCT (0cTeoHeKpo3a). TpsadBa na kaxere Ha Bamusa jgexap u 35001ekap He3a0aBHO,
aKo TOJIy4YHTe TAaKMBa CUMIITOMH, JIOKATO ce JieKyBaTe ¢ ACVyDhra win cie/ crupaHe Ha JICYCHHETO.
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Psnxo, nanuenTuTe, notyyaBally 1eHO3yMa0, MOXe JJa UMaT HUCKY HUBA Ha KaJIUH B KPbBTA
(Xunokanuuemus); TEKKUTE cydyad Ha HUCKH HUBA HAa KaJIIMA MOTaT Ja A0BeIaT 10 XOCTIUTaIN3aius
1 MOJKe J1a ca IOpH KHMBOTo3acTpamasamy. CHMIOTOMUTE BKJIIOUBAT CIa3MH, TOTPENBAHMS WU
KpaMIH Ha MyCKYJIUTE, H/WJIN CKOBAHOCT WJIM U3TPBIIBAaHE Ha MPBCTUTE HA PBLETE, NPHCTUTE HA
KpaKaTa WIN OKOJIO ycTaTa W/WIN I'bpUYOBe, OObPKBAaHE WM 3ary0a Ha Ch3HaHUE. AKO HAKOE OT
n30poeHunTe ce oTHacs 3a Bac, kaxere Ha Bamms Jiexkap He3adaBHo. HuckrTe HUBa Ha KaJuii B
KpBBTa MOKE J1a JOBEAAT J0 MIPOMSIHA B CHPACYHUS PUTHM, HapeueHa yabibkaBane Ha QT-unrepBana,
KOETO ce BIKJa Ha enekTpokapauorpama (EKT).

Psnko morar fa ce mosBST HeoOM4aliHU PpakTypu Ha OeApeHaTa KOCT NMPH MalUeHTH, TOTy4YaBalln
neHozymMa0. Cebpikere ce ¢ Bamms jexap, ako mojIy4nTe HOBa WM HeoOnJaliHa OoJKa B
Tazo0enpeHara cTaBa, ClIa0MHHUTE WK O€IPOTO, ThIA KaTo TOBa MOXKE Jla € PaHEH NPU3HAK Ha
BB3MOXKHA (hpaKTypa Ha OeJpeHarTa KocT.

Psinxo ce HabmroaBaT ajJepruvHu peakiviy Py MaUeHTH, TIoTy4aBaiin JeHo3ymad. CuMIToMure
BKJIIOYBAT IOAYBaHE Ha JHLETO, YCTHUTE, €3UKa, I'bPIOTO MM IPYTU YacTH Ha TSIIOTO; OOpHB,
ChpOEX WK YPTHKH 1O KokaTa (KOMPHUBHA TPECKa), XPUIIOBE MITH 3aTpyAHEHO AuiaHe. MoJs,
TpAOBa Ja Ka)keTe HAa Bamms Jekap, ako NOJIy4YUTE HIKOM OT T€3M CUMIITOMH, TOKATO Ce JIEKyBaTe C
Acvybra.

MHoro 4ecTu HeKeJIaHM peakuu (Moxe J1a 3acerHat noseye ot 1 Ha 10 gymmn):

o 6OJ'IKa B KOCTHUTEC, CTaAaBHUTC I/I/I/IJ'II/I MYCKYJIUTE, KOATO ITOHAKOr'a € CUJIHA,
° 0o0JIKa B phIETE WK KpakaTa (00JIKa B KPAWHHUITUTE).

YecTu HexeaHM peakunu (Moxe 1a 3acersar o 1 Ha 10 gymm):

. 00JIe3HEHO YpUHUPaHE, YeCTO YPHHUPaHe, KPbB B YPHHATA, HEBB3MOKHOCT 3a 3aJbpiKaHe Ha
ypuHara,

WHQEKIMS Ha TOPHUTE JUXATEITHU THTHIIA,

00J1Ka, MpaBydYKaHe MM U3TPBIIBaHE, KOETO C€ Pa3lpOCTpaHsIBa HA/IONY 11O Kpaka (MIImac),
3arek,

KOpeMeH AUCKOMQOPT,

00puB,

KOXHO 3a00JsiBaHe ChC ChpOeX, 3aUepBsIiBaHe W/WIH CyXoTa (ex3eMa),

Kocota (aJomernws).

HeuecTu He:keanu peaknuu (Moxe fa 3acerHat 10 1 va 100 qymm):

. [TOBUINICHA TEMIIEPATypa, TOBPBILAHE U KOPEMHA 00JIKa WU TUCKOMQPOPT (AUBEPTUKYIIUT),

o rH(pEKIHS Ha YXOTO,

. 00pHB, KOWTO MOE JIa CE TMOSBYU 110 KOXKATa, WU SI3BU B ycTaTa (JIMXCHOWIHH JICKapCTBEHU
peaKIum).

MHoro peaku HeKeJIaHU peakuuu (Moxxe Aa 3acerHar 70 1 Ha 10 000 gym):

o allepruvHa PeaKifys, KOsSTO MOXe Ja YBPEAH KPbBOHOCHUTE ChIOBE MPEIUMHO B KOXKaTa (Harmp.
JIWJIABH WIIH KaeHUKABO-YCPBEHH NIETHA, YPTHKAPUS MO KOXKATA UITH KOXKHH S3BH)
(XMIepCceH3UTUBEH BACKYJINT).

C Heu3BecTHA 4ecTOTA (OT HATMYHUTE TaHHU HE MOXKe J1a ObJIe HallpaBeHa OIICHKA):

L4 TOBOPECTE C Bamms JICKap, ako uMate Oonka B YXOTO, CEKPET OT YXOTO W/WIH I/IH(l)eKLII/IH Ha
YXOTO. ToBa moxe 1a ca IIpU3HAIHU 3a YBPEXKIaHC Ha KOCTTAa B YXOTO.
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ChobIiaBaHe HA HeKeJIAHU PeakIuu

AKO TIONTyYnTe HAKaKBU HEXKETAHU JICKAPCTBEHU PEakIuy, yBegomMere Bamus nekap, hapmareBt win
MEIUIMHCKA cecTpa. ToBa BKIFOYBA BCHYKH BH3MOXKHU HEONMCAHU B Ta3U JIMCTOBKA HEXEIIAHU
peakini. MoKeTe ChIIO Ja ChOOIIUTE HEXKEIaHN PeaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a
crobIaBane, mocodyeHa B llpunoskerne V. Kato cho0maBaTe HeXKeIaH! PEeaKIINK, MOKETE J1a JaIeTe
CBOsI IPUHOC 3a TOJTy4YaBaHe Ha MOBeYe WH(GOPMAIUSI OTHOCHO OE30IMacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na chxpansiBate Acvybra
Jla ce cbXxpaHsBa Ha MSICTO, HEJJOCTBITHO 32 JIela.

He n3non3Baiite TOBa JIEKAPCTBO CIIE]] CPOKA HA TOJHOCT, OTOENsI3aH BHPXY €TUKETa ¥ KapTOHEHATa
omakoBka, cien ,,EXP” u ,,'ogen no:”. CpoKbT Ha TOTHOCT OTTOBaps Ha MOCIEIHIS ICH OT
IMOCOYEHHUS MECEIL.

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

a He ce 3ampa3sBa.

ChxpaHsBaiiTe IpeIBapUTEITHO HAITBITHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 JIa Ce
Mperasy OT CBETIINHA.

[IpenBapuTenHo HarbJIHEHATa CHPUHIIOBKA MOXKE /1a Ob/ie OCTaBeHA M3BBH XJIaJWIHHUKA, 32 /12
JOCTHUTHE cTaiiHa Temneparypa (mo 25 °C) npean umkekTupane. ToBa 11e HarpaBu HHKEKTUPAHETO
Mo-MaJjIko HenmpuaTHO. Cries KaTo CIIpUHIIOBKATa € OCTaBeHa Jja TOCTUTHE CTaiHa TemrepaTypa

(mo 25 °C), T4 TpsaOBa na ce u3moi3Ba B pamkute Ha 30 THH.

He n3xBbpisiiTe nekapcTBaTa B KaHAIM3ALMTA WIA B KOHTEHHEpa 32 JOMAIIHH OTIAIbIIH.
[MomuTaiite Bammst hapManeBT Kak Aa U3XBHPISTE JIeKapcTBaTa, KOUTO Bede He u3mnoi3sare. Te3n
MEpKH II[€ CIIOMOTHAT 3a ONa3BaHE Ha OKOJHATA Cpefa.

6. ChbabpkaHue HA ONAKOBKATA U JONBJIHUTEHA HH(OPMAIIHS
Kakso cbabpika Acvybra

- AKTHBHOTO BEIIECTBO € JieH03yMal. Besika npeBapuTenHO Hallb/IHEHa CIIPUHIIOBKa oT 1 Ml
cpabpka 60 mg neHozymad (60 mg/ml).

- Jpyrute cbeTaBky ca: L-xuctuamH, L-XucTuanHOB MOHOXUAPOXIOPH MOHOXHIPAT, 3aXapo3a,
monokcamep 188 1 Bosla 3a HHYKEKIINH.

Kak m3riaexaa Acvybra u kakBo cbIbpika onakoBKaTa

Acvybra e 6uctbp, 6e31BeTeH 10 O1€I0KBIT HHKSKIIMOHSH Pa3TBOP B OTOBA 32 yHoTpeba
MPEIBAPUTEITHO HAITBTHEHA CIIPUHIIOBKA.

Bcesika omakoBka ChAbpiKa €IHa NMPEABAPUTECIIHO HAITbJIHEHA CIIPUHIIOBKA C IIPEAIIA3UTEI Ha UIjiaTa.

IIpuTexkaTes Ha pa3pelIeHHETO 32 yHoTpeda
Reddy Holding GmbH

Kobelweg 95

86156 Augsburg

I'epmanus

IIpousBoauTen

Alvotech hf
Seemundargata 15-19

33


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

102 Reykjavik
Ucnanons

3a JombIHUTEIHA HH(POPMAITHS OTHOCHO TOBA JICKAPCTBO, MOJISI CBBPKETE CE C JTOKATHHUS
MpeJCTaBUTEN Ha IPUTEXKATEINS Ha pa3pelieHHeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
betapharm Arzneimittel GmbH
Tél/Tel: +49 821 74881 0
info@betapharm.de
Bbuarapus

betapharm Arzneimittel GmbH
Ten.: +49 821 74881 0
info@betapharm.de

Ceska republika

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Danmark

betapharm Arzneimittel GmbH
TIf: +49 821 74881 0
info@betapharm.de
Deutschland

betapharm Arzneimittel GmbH
Kobelweg 95

86156 Augsburg

Tel: +49 821 74881 0
info@betapharm.de

Eesti

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

EA\rada

betapharm Arzneimittel GmbH
TnA: +49 821 74881 0
info@betapharm.de

Espaiia

Reddy Pharma Iberia S.A.U.
Avenida Josep Tarradellas n°® 38
E-08029 Barcelona

Tel: +34 93 35549 16
spain@drreddys.com
France

Reddy Pharma SAS

9 avenue Edouard Belin
F-92500 Rueil-Malmaison
Tél: +33 1857817 34

pv-infomedfrance@drreddys.com

Hrvatska

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Ireland

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Lietuva

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Luxembourg/Luxemburg
betapharm Arzneimittel GmbH
Tél/Tel: +49 821 74881 0
info@betapharm.de
Magyarorszag

betapharm Arzneimittel GmbH
Tel.: + 49 821 74881 0
info@betapharm.de

Malta

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Nederland

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Norge

betapharm Arzneimittel GmbH
TIf: +49 821 74881 0
info@betapharm.de
Osterreich

betapharm Arzneimittel GmbH
Tel: + 49 821 74881 0
info@betapharm.de

Polska

betapharm Arzneimittel GmbH
Tel.: +49 821 74881 0
info@betapharm.de

Portugal

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Romania

Dr. Reddy’s Laboratories Romania SRL
Tel: + 4021 224 0032
office@drreddys.ro

Slovenija

betapharm Arzneimittel GmbH

Tel: + 49 821 74881 0
info@betapharm.de



island

betapharm Arzneimittel GmbH
Simi: +49 821 74881 0
info@betapharm.de

Italia

Dr. Reddy’s S.r.1.

Piazza Santa Maria Beltrade, 1
[-20123 Milano

Tel: +39(0)2 70106808
infoitaly@drreddys.com
Kvnpog

betapharm Arzneimittel GmbH
TnA: +49 821 74881 0
info@betapharm.de

Latvija

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

Slovenska republika
betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de
Suomi/Finland

betapharm Arzneimittel GmbH
Puh/Tel: + 49 821 74881 0
info@betapharm.de

Sverige

betapharm Arzneimittel GmbH
Tel: +49 821 74881 0
info@betapharm.de

,Z[aTa Ha MOCJIECAHO MpepasrjackaaHe Ha JIJUCTOBKaTa

JApyru u3roununu Ha uHpopmanus

[Nonpo6Ha nH(OpMaIMs 3a TOBa JICKAPCTBO € peJ0CTaBeHa Ha yeOcaiita Ha EBporelickara areHIus
110 JieKapcTBara https:// www.ema.europa.eu.
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VYka3aHus 3a yrnorpeoa:

Omnuncanue Ha YaCTUTE

[Ipenu ynorpeda Cnen ynotpeba

é s Byrano He apbixre 1 mi byrano cnen

=
HE IbpHaiTe 0yTanoTo T =) ynorpeta
M0 HUKaKbB HAUMH. -1

= — Ilpyxuna 3a

L obe3omacsBane
Mscro 3a [ |L] Ha urjara cies
3Tx3amaﬂe ynotpeba

L S

IIpo3payen
T mpeamasuTe
Ha HIJIaTa

__ Cpok Ha rogHocT
Ha eTHKETa

EXP: YYYY/MM

4~ uaunasp Ha
| CHPUHIIOBKATA

CuBa kanmayka Ha

HrjaaTa

Baxkno: [IpwxTe cuBata Urnara ce mpubupa B

Kallauyka Ha uriara, Npo3pavHusd

JIOKaTO HE CTE TOTOBH Jia NPCATIa3sUTENI HA
urJiaTa

HHXCKTHUpATC

Ba:kHo

IIpoueTeTe Ta3u BaxkHa nHGoOpMaINs, Mpean Aa n3noa3Bare Acvybra npexBapurenano
HAITbJIHEHA CIPMHI[0BKA ¢ ABTOMATHYeH NpeAna3uTes Ha UIJIaTa:

BaxHo ¢ 1a He ce onuTBaTe /1a CH MOCTABATE CAMU HHXKCKIUATA, aKO HE CTE OMIIU O0yYeHU OT
Bamus nekap Wiy MEIUIMHCKA CTICITUATUCT.

Acvybra ce npunara karo HEKEKITHs B ThKaHTa TOYHO MO KoxkaTa (TOIKOKHA MEIKEKIIHS).
He MaxaliTe cuBara Kanadka Ha urjiara oT NpeJBapUTEIIHO HallbJIHEHaTa CIIPUHIIOBKA, TOKATO
HE CTE TOTOBU J]a UHXKEKTHUPATE.

He m3nomn3Baiite nmpeaBapuTeIIHO HATBIIHEHATA CIPUHIIOBKA, aKO € Oujla 3IycHaTa BbpXy
TBBP/a MMOBBPXHOCT. V3Mmo3BaiiTe HOBA IIPEIBAPUTEITHO HAITBJIHEHA CITPHHIIOBKA H CE€
o0aneTe Ha Barus jekap WM MEIUIIMHCKH CIICIIUAJIKCT.

He ce onmTBaiiTe 12 akTUBUpATE MIPEABAPUTEITHO HATBJIHEHATA CIIPUHIIOBKA MPEIH
HMHXEKTUPAHE.

He ce onutBaiite 1a MaxHeTe NIPO3pavyHUs MPEANA3UTEN OT NPEABAPUTEIHO HATBIHEHATA
CIIPUHITOBKA.

Obanete ce Ha Baius iekap WM METUIIMHCKH CIICIIHAIMCT, aKO MMAaTe HAKAKBH BBIIPOCH.
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Cronka 1: IToaroroska

M3BazeTe rHE3MOTO C MPEABAPUTEITHO HAITBIHEHATA CIIPUHIIOBKA OT OTIAKOBKATa M ChOepeTe
KOHCYMaTHBHUTE, KOUTO ca HeoOXomuMu 3a Barrara WHXEKIINS: TaMITOHU, HATIOCHU ChC CIIHPT,
MamMydeH TAMITOH WM Mapiis, JISICHKAa U KOHTEHHEp 3a U3XBBLPIISHE Ha OCTPHU NPEAMETH (HE
ca BKJIIOUCHU B OMAKOBKATa).

3a na HamanuTe AUCKoMQopTa NPU WHKEKTHPaHEe, OCTaBeTe IpeIBApUTEITHO HAITbJIHEHATA
CIPUHIIOBKA Ha CTailHa Temreparypa 3a okosio 30 MUHYTH NpeAn HHXKEKTHpaHe. M3muiite
CTapaTeJIHO PBLETE CH ChC CallyH U BOAA.

[TocTaBeTe HOBaTa peABAPUTEIHO HATBITHEHA CITPUHIIOBKA M OCTAaHAJINTE KOHCYMAaTUBHU HA YHCTA,
no0pe ocBeTeHa pabOTHA TOBBPXHOCT.

x He ce onmTBaiiTe 1a 3aTOIUIATE CIPUHITOBKATA C TIOMOIITa HA U3TOYHUK HA TOTUTMHA KaTo
ropeiia Bojia Wi MUKPOBBIIHOBA (pypHa.

b 4 He ocTragsiiTe peIBapuTEIIHO HAITBTHEHATA CIIPUHITOBKA U3JI0KEHA Ha TIPSKa CIIFHICBA
CBETJIMHA.

x He pa3zkinaniaiite npeBapuTEIHO HAITBTHEHATA CIIPUHIIOBKA.

J ChbxpansiBaiiTe NpeIBaApUTETHO HATBJIHEHATA CIPUHIIOBKA HA MSCTO, HEAOCTHITHO 32
Jaena.

B OTBOpETE THE3I0TO KAaTO OTIICTIUTE MOKPUTUETO. XBaHETE NpeANa3uTes Ha MPEIBAPUTEIHO

HaITbJIHCHATA CIPUHIIOBKA, 3a J1a I U3BAAUTC OT THE30TO.

XBaHETE TyK

Ot croOpaskeHns 3a 6€30ITaCHOCT:

¥
b 4

He xBammaiite 6yTanoTo.
He xBaraiiTe cuBara Karmavka Ha UIjiara.
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[IpoBepeTe 1eKapcTBOTO M MPEABAPUTETHO HAITBIITHEHATa CIIPHUHIIOBKA.

JlekapcTBO

CuBa Kamadka
Ha Urjara

Eruker u CPOK Ha TOAHOCT

He w3non3saiiTe nmpeaBapUTEeIIHO HAITBIIHEHATA CIIPUHIIOBKA, aKO:

JISKAPCTBOTO € MBTHO WM ChIIbpKa yacTHn. TpsiOBa 1a e OucThp, Oe31BETEH 10 OJICHOXKBIT
pasTBoOp;

HSKOS 9acT U3IIICXKAA CUyTICHA WU TIOBPEICHA;

CHBaTa Karayka Ha WIJara JINICBA, WK HE € 3IpaBo MPUKPEIICHA;

€ M3TEKbJI IOCICTHUAT JICH OT MIOCOYCHHS MECEI] Ha CPOKa Ha TOAHOCT, OTIeUaTaH BbPXY
€THKETA.

[Ipu Bcuuku citydau ce 00aeTe Ha Barims jgexap Wiv MEIUIUHCKH CIICLUAIHCT.

Crerika 2: IlpurorBere ce

N3muiite craparenHo pbiere cu. [loaroreeTe U moyucTeTe MICTOTO HA MHKEKTUPAHE.

Kopem

(
I'opna yact Ha
pBKaTa ]

I'opna yacr Ha
0eapoTo

Mosxke n1a U3Mo0JI3BaTE:

ropHara 4acT Ha OeapoTo;

KopeMma, ¢ U3KITF0YCHUE Ha 00J1acTTa OT 5 CM OKOJIO IThIIa;

BBHIITHATA CTPaHa Ha TOPHATA YacT Ha phKara (caMo ako HAKOW Jpyr Bu mocras
WHXEKIHSITA).
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ITouncrere MsACTOTO Ha HWHXXCKTUPAHC C TAMIIOH, HAITOCH CBHC CITUPT. OcTaBeTe KoXKaTa CH Ja
HN3CHXHC.

X He Z[OKOCBafITC MSICTOTO HAa MHKCKTUPAHC MPEAN MOCTABAHC Ha MHKCKIUATA.

O He WHXKEKTHpaiTe B 00JACTH, KBJIETO KOXkKara € O0JIe3HeHa, HACHHEHaA, 3a4epPBEeHA HITH TBBPIIA.
N30srBaiiTe 1a HHXEKTUPATE B 001IacTh ¢ O€Ne3u Wiu CTPUH.

B BaumarenHo I/I3I[’praI71Te CHBaTa Kallauka Ha !uIjlaTa HallpaBO U JaJICY OT TAJIOTO CH.

C 3axBaHeTe KOYKaTa Ha MSCTOTO Ha MHXKEKTUPAHE, 32 J1a Ch3AaeTC YCTOHINBA TIOBEPXHOCT.

==

©® Baxwoena IBPKUTE KOXKAara 3aXBaHaTa MPU MHXKEKTHPAHETO.
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Creiika 3: MHKeKTHpaiiTe

A HpbxTe 3axBanarara koxHa rbHka. BbBEJIETE urnara B koxara.
90°
P 45°
X He noxocBaiiTe moyrcreHara 00JIacT OT KOXKaTa.
B HATHUCHETE OyTanoro gokpaii ¢ 6aBeH 1 MOCTOSTHEH HATHCK.
C OTIIYCHETE nanena cu. Cnen toea OTCTPAHETE cnpuninioBkara ot koxkarta.
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Cnen ocBoOOX1aBaHe Ha OyTalIOTO, MPEANA3UTEIIAT Ha IIPEABAPUTEIIHO HAIIbJIHEHATA CIIPUHIIOBKA
0e301acHO I1e MOKPUE WHKEKIIMOHHATA WA,

X He nocrassiiTe cuBaTa Kanadka Ha MIJaTa OTHOBO BbPXY U3IOJI3BAHUTEC NPCABAPUTCIIHO
HAaITbJIHCHU CIIPUHIIOBKH.
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Creiika 4: 3aBbpluere

A | U3xBbprere n3nona3BaHara MpeaBapUTETHO HAThJIHEHA CIIPHHIIOBKA M IPYTUTE KOHCYMAaTHBH
B KOHTEHHED 3a U3XBBPIITHE HA OCTPU MPEIAMETH.

JlexapcTBara TpsiOBa ga ce€ U3XBHPIIAT B CHOTBETCTBUE C MECTHHUTE M3UCKBaHUA. [lonuTaiite Barmms
(hapMarieBT Kak Jja U3XBLPILITE JICKAPCTBaTa, KOUTO Bede HEe H3Moi3Bare. Te3u MEpKH I111ie CIIOMOTHAT
3a OIa3BaHE Ha OKOJIHATA Cpefa.

CrpxpaHsBaiiTe CIIPUHIIOBKATA U KOHTEIHEpa 3a U3XBBPIISTHE HA OCTPH MPEAMETH Ha MSCTO,

HEJOCTBITHO 3a JIena.

X He u3mnos3BaiiTe MOBTOPHO MPEIBAPUTEIIHO HAIThJIHEHATA CIIPUHIIOBKA.

X He peuuxnupaiiTe npeIBapuTeIHO HAITBIHEHUTE CIIPUHLIOBKY U HE TH U3XBHPIISIITE B
KOHTEWHEepa 3a JOMAIIIHU OTHaIbIIH.

B Ornemaifte MACTOTO Ha HHKEKTHPaHE.

AKO MMa KpbB, IPUTHUCHETE TTAMYUCH TaMITOH WJIH Mapis BbPXY MACTOTO Ha uHxkektupane. He
pa3ThpKBaliTe MACTOTO Ha WH)KEKTHPaHe. AKO € HEOOXOIMMO, TIOCTABETE JICTICHKA.

42




	КРАТКА ХАРАКТЕРИСТИКА НА ПРОДУКТА
	A. ПРОИЗВОДИТЕЛИ НА БИОЛОГИЧНО АКТИВНОТО ВЕЩЕСТВО И ПРОИЗВОДИТЕЛИ, ОТГОВОРНИ ЗА ОСВОБОЖДАВАНЕ НА ПАРТИДИ
	Б. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА ДОСТАВКА И УПОТРЕБА
	В. ДРУГИ УСЛОВИЯ И ИЗИСКВАНИЯ НА РАЗРЕШЕНИЕТО ЗА УПОТРЕБА
	Г. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА БЕЗОПАСНА И ЕФЕКТИВНА УПОТРЕБА НА ЛЕКАРСТВЕНИЯ ПРОДУКТ
	A. ДАННИ ВЪРХУ ОПАКОВКАТА
	Б. ЛИСТОВКА

