W3NbIIHUTENRHA ATERLUWS NO NEKAPCTBATA

Kpemxa XapaxmepucTTus Ha npogyxma - Npuaoxesue 1

1. HME HA JEKAPCTBEHHUS ITPOAYKT

Ocwuka 150 mg punmupann tadieTku
Ossica 150 mg film-coated tablets

2. KAYECTBEH A KOJIMMECTBEH CbhCTATR

Beska ¢uimupana Tabnetka chabpka 168,81 mg HatpueB uOaHAPOHAT MOHOXMApAT (Sodium
ibandronate monohydrate), exsuBasiente Ha 150 mg ubGanapoHoBa xucenuHa (ibandronic acid).

[HoMOILLHH BENIECTBA C H3BECTHO JEHCTRUE:
Besaka Ocuka 150 mg punmupana Tabnerka cpxppxa 294,9 mg nakro3a MOHOXHAPAT.
34 ITLIHHA CIIHCHK HA TIOMOLLIHUTE BEIECTBa, BHXKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

dunmupaHa TabneTka.
Bana wau noyty 6sna GpruiMHpaHa TabneTka, OBaTHA, IBOHHOM3ITbKHAIA, C IPaBUpaH Haanue "M24" ot
eaHaTa cTpaHa K 6€3 HaAf|C OT NPYraTa CTpaHa.

4. K/IHMHHUYHU JAHHH
4.1. TepameBTH%HH NOKA3IAHKSA

Jleuenune Ha OCTEONOPO3a NPH KEHH B MOCTMEHOMAY3a ¢ YBEJIMYCH PUCK OT dbpaxkTypu (BXx. TouKa 5.1).
JlokazaHO € HaMaleHMe Ha pUCKa OT BepreGpanHu QpaKkTypH, He € YCTaHOBEHa EPHKACHOCT MO
OTHOILIEHUE Ha QpakTypH Ha MMiikaTa Ha OelpeHaTa KOoCT.

4.2. 03HpOBKA H HAYIHH HA NPHJIOKCHHE

EOBH POBKA

IpenophusanaTa no3a e eaua dwimupana Tabnetka Ocuka 150 mg BeAHBK MECEUHO. 3a npeAnoYrTaHe
e TabneTKaTa fAa c€ mpueMa Ha €lHa W ChlLia aTa BCEKH Mecell.

Ocuka 150 mg punmupana Tabaetka Tpabea 1a ce npunara CyTpHH Ha rnagHo (6e3 na e bnna npueMana
XpaHa nose 6 uaca) U 1 4ac mpeaM ITbPBHMA MPHEM Ha XpaHa WiIH HanHTKa 3a [¢HS (C H3KIIOYEHHE HA
Boaa) {BK. TOUKa 4.5) WM NpeaH nepopanHo npHeMaHe Ha ApYyro 1eKapCTBO HIIH XpaHUTE/IHa nobaska
(chabpKalla KaTLMH).

MaumenTkyTe TPAGBa Aa 6bAAT HHPOPMHPAHH, Y€ KO NMPOIMYCHAT 1032 TPAOBa Na B3eMaT eHA tabneTka
Ocuxa 150 mg Ha crieasalaTa CyTpHH Ce/l KaTO ¢a ce CETHIIH, OCBEH aKO0 JI0 Clie/iBalliaTa IVIaHHpaHa
no3a e ocrasatr 7 guu. Cnex ToBa MauMeHTKWTE TpsOBa Aa ce BbpHAT KbM NPHEM HA N033T4 BEAHBXK
MECEYHO Ha IMbPBOHAYAIHO IJIAHHpaHaTa Jara.

AKO cleIBaIATa [UIaHMPaHa AaTa e A0 7 JHH, NALMEeHTKHTE TPAOBA Aa M3vaKaT A0 CleABalnaTa 103a ¥
c/I€J TOBA Jia MPOABJDKAT Ja [IpHeMar 1o ¢Ha TafneTka MeCeqHO, KaKTo € IIaHWPaHO MbPBOHAYATHO.
[TaupeHTKHTE HE TPAOBA N1a B3eMAaT ABE TaONCTKH B €1Ha 4 ChIlla CEAMHLIA.

[Tpn HeNoCcTaThUEH [IPUEM C XPaHATa, MALMEHTKHTE TpA0Ba a2 NOMY4aBaT JOMBJIHHTETHO KalLHH WWIH
putamuH D (BXK. Touxa 4.4 ¥ TOuKa 4.5).

OnTUMATHATA TIPONBDKMTETHOCT Ha JIEYEHHETO Ha ocTeonoposa ¢ GudochonaTH
Heo6xomuMocTTa OT NpoABb/DKaBaHe Ha JieueHHeTo TpAOBa NepHoANYIHO a ¢e npe




Ha NOJ3KTE W MOTCHLUMATHUTE PHCKOBE OT IpuiaraHe Ha HOaHAPOHOBA KHCENHHA MPH BCCKM OTACIICH
MAaLIMEHT, CCOOEHO cliel 5 WM MoBeYe roAUHH Ha ynoTtpeda.

Cneyuannu nonyarayuu

bvbpeuno yepexcoane

He ce mpenopsyBa NpuiokeHHeTo Ha OcuKa NPH NMAUHEHTKH ¢ KPEaTHHHHOB KIMPBHC 1oz 30 mi/min
opagu OrpaHHuYEH KJIHHHYEH ONHUT (BXK. TOUKH 4.4 U 5.2).

He ¢ HeoOXoaMMO KOpHMTHpaHe Ha [03aTa NPH MAalMEHTKH C JIEKO MUK yMEPEHO YBPEXKAaHE Ha
oBOpeynaTa GYHKLIHSA, KOraTo KIMPLHCHT Ha KPEaTHHMHA € PaBeH WK 110-rofisiM oT 30 ml/min.

YeprodpobHo yepedcoate
He e HeoOXx0AMMO KOpHTHpaHe Ha A03aTa (BXK. TOUYKa 3.2).

Cmapuecka ge3pacm (>05 200unu)
He e HeoOX0AUMO KOpPHTHpaHe Ha Jo3aTa (BXK. Touka J.2).

ITeouampuuna nonyaayus
Hsama cpoTBeTHO NpHIOkeHHe Ha Ocuka Ipy JeLa Ha BB3pacT noxd 18 roAuHu U He ca MpoBeXIaHH

wanuTBasua ¢ Ocuka Npy Tasy nomyaaurs (BxK. TO4KkH 5.1 U 5.2).

HauuH Ha NpHIOKEHHE
3a nepopanHO NPUIOKEHHE.

- Tabnerxure Tps6Ba Aa ce morsilar neau ¢ yama poxa (180 mo 240 ml) 8 cenHano WM H3NPaBeHO
rono)KeHHe Ha nanueHTKata. He TpabBa Aa ce H3MON3Ba BOJA ¢ BUCOKO CHABPXKAHHE HA KaIUKH,
IIpenopruBa ce fa ce W3non3pa GyTHAMpaHa BojAa ¢ HHCKO MHMHEPATHO CBABPIKAHME, AKO HMA
OIMAaceHHA 3a MOTeHLHATHO BUCOKH HHBA Ha KaauuMii B yeluMsHaTa BoAa (TBepAa BojAa).

- INTanueHTKUTE He TpAOBa Aa IAraT B NPOABDKEHHE Ha | yac cien npuema Ha OCHKa.

- Bopara e eaMHCTBEHATA HANHTKA, C KOATO TpsAbBa Aa ce npueMa Ocuka.

- Tlauuentkure He TpaOBa OJa ABBYAT WiM CMydar TabieTkara nopagy BB3MOXXKHOCTTa OT

opodapuHreanHa yauepaius.

4.3. IlporasonoxkazaHHsd

- CBPbX4YYBCTBHTEIHOCT KbM AKTHBHOTO BELIECTBO WM KbM HAKOC OT MNOMOIIHWTE BEILECTBA,
H3bpoeHHu B TouKka 6.1.

-  XHUNoKaJLIHEMHA.

- AHOMAJMH Ha XPaHONPOROAA, KOUTO 3a0aBAT H3NMPA3BAHETO MY KATO CTPUKTYPH WIH aXanasu.

- Hesb3MOXHOCT 32 CTOEHE B H3MPABEHO WM CeHAIIO MONOXKSHHUE 3a HE NMO-MaJKo 0T 60 MHHYTH.

4.4, CnenuajHs npeiynpexAcHHA H Npeina3HH MePKA NpPH ynoTpeda

XHNOKaIMeMus
ChlecTBYBAlIlATA XHITOKALHEMHA TpaOBa Ja ce KOpUIrupa npeaH 3anouBaHe Ha JeUYeHHe C Ocuxa.

JpyruTe HapyllleHHs Ha KOCTHHS W MHHEPAIHHA MeTabonu3bm ChILO TpAOBa A2 ce NeKyBaT aKTHBHO.
AJCKBaTHHST IPHEM Ha KaJIUMH U BUTaMHH D ¢ BaXKeH 33 BCHYKH NMALUCHTKH.

CroMamHO-4peBHO Apa3HEHe
[epopanso npunaranure 6udochoHaTH MOraT Aa NPHYHHAT JIOKAHO JPa3HECHE B FTOPHUTE OTAC/H Ha
cTOMamHO-upeBHHAA TpakT. [lopaaM BE3MOXKHOCTTA OT MOfBa HAa TakHBA HEKENAHW PEAKUHH H
MOTEHIMAN 32 BJIOLIABAHE HA APYTH OCHOBHH 3abonaBanus, korato OCHKa Ce Npunara Ha NalUeHTKH C
AKTHBHH 3a60/IBAHUS HA TOPHHTE OTAENH HA CTOMAHIHO-YPEBHUA TPAaKT (HANp. €30(aruT ko=
nucdarus, ApyrH 3afonABaHWsd Ha XpaHOMpPOBOAA, TacTPHT, AYONCHHWT WIH S3BE /.: Qe
HeobXO0AUMO NOBHILIEHO BHHMAaHHE. X
Crobuiasat ce HexeIaHH peakLMM, Hanp. e30(aruT, 1384 H €po3HH Ha XpaHONpOBOAa
TEXKH M HAJTarammy XOCHHTAIH3aLMS, PAAKO € CBIIPOBOAEHH ¢ KbPBEHE MOC/ICABAHH O
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nepbopallis Ha XPaHOMPOBOA, MPH NALMEHTH, JieKyBaHH ¢ nepopanku 6ndochonati. PHCKBT oT
TEXXKH HE)KeJIaHH PEaKiiMy OT CTpaHa Ha XpaHOHPOBOAA H3IJIEKAA € MO- BUCOK [PH NalUHeHTKH, KOHTO
He CNa3BaT YKa3aHUATA 32 JO3HpaHe W/WIH Ipoab/DKABAT a NPHEMAT nepopalii OHPoCcQoHaTH H clien
[OABATA HAa CHMIITOMM CHMHHMTENHH 3a e3odareanHo apasHeHe. [laumenTkure Tpabsa na obbpHart
ocobeHO BHUMAHHE W Ja CIIa3BaT CTPHKTHO YKa3aHUATA 3a Jo3UpaHe (B, TouKa 4.2),

Jlexapure TpsaOBa 1a BHHMABAT 3a MOSBATA HA HAKAKBH MPH3HALM WIH CHUMITTOMH, CHUTHAIH3HPAILM 32
BB3MOJKHE PEaKLHs OT CTpaHa Ha XpaHOMpOBOJa, a MALMEHTKHTE TPAOBa fa ObJaaT NpemXynpeICHH na
ApeyCTAHOBAT MPHIOXKEHHETO Ha OCHKA U 12 MOTBPCAT KOHCY/ITALMA ¢ JIEKAp, aKO MoTydaT Aucharus,
oauHobarus, perpocTepHaiia 60aKa WIH 11og8a WK BIIONIABAHE HA KMCEHHH.

BhIIpexH 4€ No BpeME HA KOHTPOJIMPAHH KINHHHYHK M3NHTBaHUA He e 01 HabmoaaBaH MOBMILIEH PHCK,
B NOCTMAPKETHHIOBHA Mepuo] ca OWIM nonydeHH ChoOHIeHHS 3a CTOMALIHH W AYOJCHATHH A3BH IO
BpeMe Ha ynotpeba Ha nepopaiHu 6udgocdoHaTH, HAKOH OT KOUTO TEKKH H C YCIIOKHCHHA.

Toii KaTO HECTEPOHIHUTE [IPOTHBOBB3MNATHTENHY JIEKAPCTBEHH NTPOAYKTH, KakTo M GudocdoHartuTe, ca
CBBP3aHH ChC CTOMAIIHO-YPEBHO Apa3HEHe, TPAOBa Ja ce BHUMABA NpH CHITBTCTBANIO JICHEHHE.

OcreoHeKpO3a Ha HeaIoCTra
Ocreonekposa Ha vemocrra (OHY) ce cpobiiasa MHOro pAafiko B NOCTMAPKETHHIOBH YCIOBHA TIPH

MALMEeHTH, MOTydaBalld HOaHPOHOBA KHCEIMHA 38 0CTEONOopo3a (BXK. TOUKa 4.8).

HauanoTo Ha JieYeHHETO WIM Ha HOB KYpC Ha JieueHHe TpAOBa Oa ce¢ OTIOXKH NpH AALUEHTH C
He3a3ApaBel OTKPHTH Je3UH Ha MEKHTE ThKaHH B yCTara.

Mpenn neuenne ¢ OCHKa, NPH MalLMEHTH CBC CHIBTCTBAIM PHCKOBM (DAKTOPH, C€ Npenopnisa
CTOMATONOTKYEH nperiel ¢ npodunakTHYHA CTOMATONOrMYHM MEPKM U WHIWBHAYaJIHA OLEHKA Ha
CBOTHOLIEHHETO TOJI3a/PHCK.

Cnemaure puckoBu (akTopu Tpsabea fa ce MMaT MpEABUA NPH OLEHKA HA pUCKa OT passuTHe Ha OHY

NpH NalUyeHTa:

. Cunara Ha JIEKapCTBEHHMS NMPOAYKT, KOHTO MHXMOHpa KOCTHATa pe30pOuua (NO-BHCOK PHCK MNPH
MHOTO CHJAHHM CbeIMHEHHH), HAYMHA Ha NpWIOKEHHE (MO-BHCOK PHCK TpH MNapeHTCPANIHO
NPIWIOKEHNE) M KYMYJIATHBHA 1032 Ha TEPaITHATa 33 KOCTHA pe3opbiius

- Pak, ceneTcTRAInM 3a00A9BaHKA (Hanp. aHeMHs, KoaryJionaThy, WHPEKLUA), TIOTIOHOMYLLIEHE

-  ChIbTCTBAIUM TEPaNHH: KOPTHKOCTEPOMUIH, XMMHMOTEpanus, MHXHOMTOpDM Ha aHIrHOreHe3arTa,
ABYENICUCHME Ha [71aBaTa H LIHATA

. Jloma XWrueHa Ha yCTHATAa KyXHHa, 3abonsABaHe Ha MapojoHTa, HenoOpe npuidramM 3bOHH
[IPOTE3H, aHAMHE3a 3a CTOMATOJOFMHHO 3abonsBaHe, HHBASHBHH CTOMATONOrHYHH MPOLCAYPH,
Hamnp. eKCTPaKLKs Ha 350

ITo Bpeme Ha neueHue ¢ OcHKAa BCHYKM MaLMEHTH TpAGBAa Na ce HAchp4YaBar ja roaaspxar xodpa
XMI'MEHa HA YCTHATA KyXMHa, 1a MMHABAT Ha PYTMHHH CTOMATOJIOTHYHM TIPErieaH H HezabasHO na
cb06IMIABAT 32 BCHYKH CHMITTOMH B YCTHATa KyXHMHA KaTO pa3KialliaHe Ha 350, OONKa WIH NnoAyBaHe,
He3a3/JpaBaBallld paHu WK OTAe/siHe Ha rHoi. [1o BpeMe Ha JieMeHHeTo, HHBa3HBHH CTOMATONOIHYHH
mpoLieSypH TpaGBa Ja ce M3BBPIIBAT CaMO CJEA BHUMATENHO OOMMCIfHE M Aa C€ n30Arear npu
HenocpeaCTBeHa OJIM30CT ¢ NpuaoKeHHeTo Ha OcHka.

[TnageT 3a JeyeHMe Ha NauueHtTHre, Kouto passust OHY, Ttpabea ma ce paspaboTd B TACHO
CHTPYAHHYECTBO MEXAY JCKYBallius JieKap M CTOMATOJIOT WIH JIMLIEBO-UENIOCTEH XUPYPr ¢ OMHT C
OHY. Tpabpa aa ce yMa MpeABHA BPEeMEHHO MpEKbCBaHe Ha JieueHHeTo ¢ Ocuka o OT3




OcTeoHEKpO3a Ha BLHINHUA CIYXOB MPOXON
[Tpu neuenne ¢ 6uchochoHaTu ce choblasa 3a OCTEOHEKPO32 HA BBHIIHUA CTyXOB NPOXO], CBbP3aHa

[JIABHO TIPH JEIMOCPOYHA Tepanui. Br3MOXXHHTE PHCKOBH (AKTOPH 38 OCTEOHCKPO3a Ha BhHINHHA
CITYXOB MPOXOJ BKAIOYBAT yNoTpeba Ha CTePOUAH W XHMHOTEPANHs W/ JIOKATHH PUCKOBH axTopy,
KaTo HanpHMep HHQexuua Win TpasMa. BeposaTHOCTTa OT pa3sBMTHE HA OCTEOHCKPO3a HA BBLHUIHHA
CITyXOB NIpOXo/| TpAGBa a ce HMa TPEABH/ IPH NALMeHTH, TpueMalli OuchocoHaTH, KOHTO pa3BHBAT
CHMIITOMH OT CTPaHA Ha YXOTO, BKIIFOUMTETHO XPOHHUYHH YIITHH HHQEKLHH.

AtvnnyHHd dpaxTypu Ha peMypa

MMma cpobLieHMs 3a aTHIIMYHH CyOTpOXaHTepHH U avadu3Hd DpakTypH Ha deMopanHaTa KOCT NpH
Tepanus ¢ OupochoHaTH, MPEAHMHO MNPH MNALUMEHTH, KOUTO Ca HA TPOIBJUKMTENHO JICHCHHE 3a
ocreonoposa. Te3d HaMpeuHH WIH NONEraTH Mo KoHpurypauus ¢pakrypd Moxe 1a BBIHHKHAT
HABCAKBAE TIO ALDKWHATA Ha deMypa - OT HEMOCPEeACTBEHO MOA MAIKHSA TPOXaHTEp A0 TOYHO Hal
CYNPaKOHAKWIAPHOTO pazmupeHHe. Te3u ¢ppakTypu BH3HUKBAT ClIEA MHHMMAJIHA TPABMa WJIH JIMNCa Ha
TpaBMa W HAKOH MALMEHTH Noydasat 6onka B 6€ApoTO WIH CIIAOHHHUTE, YECTO Hanono6sABama 6onkara
XapaKTepHa 3a cTpec (PaKTypH, CEAMHLM 10 MECElM NMpeid MOABaTa Ha MHIHA (pakTypa Ha
dbemopanHara koct. Opakrypute decTo ca Gunarepaidd. [lopaan ToBa NpH NMALKMEHTH JICKYBaHH C
6udocdoHaTH, KOUTO ca ONYYHIH PpaKTypa Ha TANOTO Ha (heMopaTHaTa KOCT TpaOBa Na ce U3cneasa
KoHTpanatepanHus pemyp. Crobillaa ce CBILO 32 TPYAHO 3a3/ipaBABaHe Ha Te3H dpaktypu. TpabdBa na
ce MOMMCIIH 3a NpeKpaTapaHe Ha Tepanuara ¢ OudocdoHaTH NpH NAUKCHTH CbC CHMHEHHE 33 ATHITUYHA
$pakTypa Ha demypa, AOKaro NPOJABDKABA M3C/ACSABAHETO HAa NALMEHTA, KAaTO Ce WMa NpeABHL
MHIWBUIYATHATA OLIEHKA Ha CHOTHOLIEHHETO MOJ3a/PUCK.

[1o BpeMme Ha neueHue ¢ GudocthoraTi NauMeHTHTE TpAOBA Ja OBAAT MHCTPYKTHPAHU Aa choOLIIaBaT 32
Bcaka Gonka B Genporto, TazobeApeHaTa ¢TaBa HIIH C1a0MHHTE H BCCKH NALMEHT ¢ TaKHBA CUMIITOMH
Tp26Ba Ja ce mpernex/a 3a HemwIHa $hpakTypa Ha demypa.

brbpeuHo yBpexaaue
Topand orpaHHYeHWs KJIMHHYEH ONMT, Npuiaranero Ha OCHKAa MpH MALMEHTKH C KPEaTHHHHOB

KMpbHC 107 30 ml/min He ce npenopwuBa (BK. TOUYKA 5.2).

[ToMoOllIHM BEDIECTBA
To3H JieKapcTBeH NPOAYKT Chabpxka 264,9 mg nacTosa MOHOXMApPAT Ha (HIMHpaHa TabneTka.

[lapeHTH ¢ pelKM HacNeACTBEHH MpoOIeMHM Ha HETIOHOCHMMOCT KbM FajlakTo3da, MbACH JIaKTalCH
neULIHT WIH FII0KO30-TalakTo3Ha Manabcopbums, He Tpsa6Ba Ja NpHEMaT TO3H JICKAPCTBCH NPOAYKT.

ToBa JIeKapcTBO ChABPIKA MO-MaNko oT lmmol Hatpuit (23 mg) Ha ¢unmupaHa tabnerka, T.€. MOXE Aa
ce Kaxe, Ye MPaKTUUECKR Ke ChABLPXKA HATPHH.

4.5. BiammopeiicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH B ApYra ¢opMn Ha B3aRMOAelicTBHE

Bzaumoodeticmeue iexapcmeaeH RPOOYKM - XPAHA

[lepopanHaTa GMOHAIHYHOCT Ha MOAHAPOHOBATA KHCENMHA, OOMKHOBEHO HAMANABA NPH HAIMYHE Ha
xpaHa. OcofeHO NpPOAYKTH, CHABPKAWIM KalluH, BKMIOYHTETHO MJAKO M APYTH MOMHBAICHTHH
KaTHOHH (KaTO aTyMHHUN, MarHe3Hi, Ke/if30), € Bb3MOXHO 1@ MOBJIHAAT pesopbLmaTa Ha OCHKa, KOETO
CHOTBETCTBA HA JAHHMTE OT MPOYYBAHHATA NPH XHBOTHU. [Topanu ToBa MalMEeHTKUTE He TPsOBa na
npUeMaT XpaHa Tipe3 Holra (nmoHe 6 waca) npeaM aa Biemar OCHKA, W TPAOBa 1a OCTAHAT INIA/IHK B
npoAb/DKeHHe Ha | 4ac cnea npruema Ha OcHka (BX. TouKa 4.2).

BzaumoQeiicmeue ¢ Opyeu 1eKapCmeeny npooyKmu
CuuTa ce, 4e HAMa BEPOATHOCT OT METaGONMTHH B3aMMOAEHCTBHS, ThH KaTo HOAHAPOHOBATA KHCEIHHA

He HHXUOMpPa OCHOBHHTE YepHOAPOOHM M30eH3MMH P450 npu YoBeka U € I0KA3aHO, 4¢ He
yepHOApOOHaTa CHCTeMa Ha LMTOXpoM P450 npu mrexose (BX. ToUKa  3.2).

U6aHapOHOBAaTa KMCENHHA CE CJIMMHHHpA CaMo Hpe3 OBOpevHa EKCKpCLMA H HE
6uoTpaHchopMaLMs. /




Kanuuesu gobaBkd, AHTHAILIMAH W HAKOW JICKADCTBEHM TMPOAYKTH 38 MEPOPanHo MPHIOKEHHE,

ChIbPKAUIH MOJIHBATCHTHH KATHOHH
MiMa BEpOATHOCT HOBABKH, CHABPKAILH [10IMBATIEHTHH KATHOHH (KaTO AyMHHU#H, MarHe3ui, xkensso),

na nosnusaT abcopbupara Ha Ocuka. [Nopaau ToBa nauMeHTKUTE He TpabBa Na MpHeMaT ApYyrH
MepOPATTHH JIEKAPCTBEHH MPOAYKTH ITOHe 6 yaca npeau U 1 uac cnep npueMa Ha OcHKa.

Aneruncanuipnosa kucenuda  HCTIBC
TBii KaTo aLETWICATMUWIOBATA KHCEIIHHA, HECTEPOHJHMTE NPOTHBOBBIMAJIHTE/IHU JICKapPCTBCHH

nponykr (NSAIDs), kakTo H GudochoHaTuTe, ca CBBP3aHH ChC CTOMALIHO-YPEBHO ApasHeHe, TpAOBA
1a ce BHUMABa NPH eJHOBPEMEHHOTO UM MpUIIOXKEHHE (BK. Touka 4.4).

H2 610kepy nin HHXUOWTOPH HA NPOTOHHATA NOMINA
Or Han 1500 naieHTKH, BKTIOYEHH B KIHHWYHOTO M3nuTBaHe BM 16549, xoeto cpaBHABA CXEMHTE Ha

TIEUEHHE ¢ €XKEeMECEUYEH H exXeHEBEH NnpueM Ha HOarapoHOBa KHMCEIHHa, /el €Ha WIH ABE FOMHHH
choTBeTHO 14% 1 18% ot SonHMTE ca u3non3Bany xuctaMuHoBH (H2) Gnokep WIH HHXHOHTOPH Ha
NPOTOHHATA MoMna. YecToTaTa Ha HEKeJIaHH COUTHA OT CTpaHa Ha IOPHHUTE OTAC/IH Ha CTOMAIIHO-
YpeBHHA TPAKT NpH NAUMEHTKHTE, IeKyBaHH ¢ ubaHapoHosa kucennHa 150 mg dpunmupana rabaexra
BENHBK MeCeuHo, € 6rna nogofHa Ha Ta3u NpH MalKMeHTKHTe, NIpYeMani ubaHApOHOBa KHUCEIHHA 2,5
mg AHEBHO.

[pu 3apaBH MBXKEe AOGPOBOMNLIM U )KEHH B MOCTMEHOMNAY3a MHTPABEHO3HO NPHIOKEH DPAHHTHIMH €
NpeAH3BHKAN YBEIMUEHHE HA OMOHATHYHOCTTE Ha nbaHIpOHOBATA KHCENHHA ¢ 0KoNO 20%, BCPOATHO B
pe3yNTaT HA HAMAIEHATa CTOMAIIHA KHCEMHHOCT. Thit kaTo obaue ToBa yBeAHYEHHE € B HOPMAJTHHTE
rpaHMOM Ha BapHaOWIHOCT Ha GHOHAJMYHOCTTA Ha HOAHAPOHOBATA KHCEIHMHA, CUMTa C€, 4e HE €
HeoBXONUMO KOpHrHpaHe Ha Jno3ara, korato Ocuka ce mpunara ¢ Hi:-Omokepu Wnd ApYrd aKTHBHH
BElIECTBA, KOMTO YBEJHUaBaT cTOMAIIHOTO pH.

4.6. Depraaarter, 6peMEHHOCT H KhpMeHe

bpeMeHHoCT

Ocuka e 3a yrnotpeba caMo NpH XeHH CJICA MEHOMay3a H He TpA0Ba fa ce npHeMa OT XEHH B ICTCPO/HA
BB3pacT.

Hsima JOCTATHYHO MaHHM 3a ynorpebata Ha HOaHAPOHOBAaTA KHCEIHHAa NpH OpEMEHHM >KEHH.
[Mpoy4yBaHUATA NPH ILTBXOBE MOKA3BAT M3BECTHA PEMpPOXYKTHBHA TOKCHYHOCT (BX. TOUKa J5.3).
[ToTeHUHANHHMAT PUCK MPH XOpa HE € H3BECTEH.

Ocuka He TpsOBa na ce H3MOJI3Ba 110 BpeMe Ha 6peMEHHOCT.

KnpMeHe
He e u3BecTHO Rany HOAHAPOHOBATA KHCEIMHA C€ EKCKpPETHPa B KbpMaTa 1pH Y0BEKA. [TpoyupaHusTa

[pH KbPMEIHK NUTHXOBE ¢a MOKa3alny HATHYHETO Ha HHCKH HMBA Ha HOAHAPOHOBA KHCEHHA B KbpMATa
CHe/1 HHTPaBEHO3HO IIPHIIOKEHHE.
OcHka He TpaOBa 11a c¢ U3NOJ3Ba B IEPHOAA Ha KbPMEHE.

DepTHIHTET

Hsama aadHu 3a edekTHTe Ha HOaHAPOHOBA KHCENIMHA TIPH XOpa. B penpoRyKTHBHM MPOYYBaHUSA MPH
[UTBXOBE, HOAHAPOHOBA KHCEJIMHA NpHeTa NMEpopanHo Hamanssa deprwinurera. Ilpy npoydsaHus C
[UTHXOBE, HOAHPOHOBA KHUCEIHHA H3MOM3BaHa HHTPAaBEHO3HO, HAMAJIABA QEPTWINTETA MIPH NO-BHCOKH
MHEBHH J03H (BXK. TOUKA 5.3).

4.7. Edextn BLPXY cnocobHOCTTA 32 modApane € pabora ¢ MAIIHHA

Br3 ocHoBa Ha (apMakOAMHAMHYHHA u (apMmakokuHeTHuHHMA npodun # CpoOuEH
PEAKIMH ce CuMTa, ve OCHKa He TIOBIHABA HITH NOBIHARA MPEHEOPEMUMO CIIOCOOHOCTT
1 paboTa ¢ MaLIMHH.




4.8. Hexenann JexkapcTBeHd PeaKldH

Pestome Ha npodria Ha 6€30NaCHOCT

Haii-cepruo3HrTe HEXeNaHW peaKkuMM, KOMTO ¢a cboOllaBaHH, ca aHAa(QHUIAKTM4YHA peaKuUUA/IIOoK
aTHIMAYHY (paKTypd Ha (peMypa, OCTEOHEKpPO3a Ha HeNIOCTTa, CTOMAWIHO-YPEBHO IOpPAa3HEHE, OYHO
Bb3najicHHe (BK. naparpad "Onucanue Ha H30paHU HEXENaHH PeakUHH” H ToUKa 4.4).

Haii-uecTo cHOOIIABAHWTE HEXKEAAHM PEaKLMH Ca apTpalrus H FPHNONOAOOHM CHUMNTOMH. Te3M
CHMITTOMH Ce NMpPOABABAT BbB Bpb3Ka C ITbpBaTa 1033, 0OUKHOBEHO Ca KPATKOTpaiHH, JIEKH HIH
YMEPEHH IO UHTEHIUTET H OT3BYYaBaT MpH MPOAB/DKABAHE HA JIEUCHHETO, Oe3 Ja Hanarat MEpKH (BiX.
Touka "I punonogoSHo 3abonaBaxe”).

TabnnueH CNHCHK HA HEXENTaHWTE PEAKLIMM

B tabnuua 1 e mpencTaBeH MbJieH CIIMCBbK Ha M3BECTHHMTE HEXKENaHW peakunH. bezonacHocTra Ha
NEPOPAIHOTO JicueHHE ¢ HOaHAPOHOBA KHCEIMHA 2,5 mg AHEBHO € OUna olieHeHa npH 1 251 nauueHTkH,
JNeKyBaHH B 4 1u1auebo-KOHTPONIMpPaHH KIMHMYHH M3MMTBAHMUA, KATO TONAMA YacT OT MaliMeHTKUTE
HJBaT OT OCHOBHOTO TPHTOHIIIHO H3MMTRAHE N0 oTHoleHHe Ha dpakTypu (MF4411).

ITo BpeMe Ha ZBerogMUIHO KIWHHYHO WM3IMHTBAHE MPH XKEHH B [IOCTMEHoNay3a ¢ ocreonoposa (BM
16549) obmmsT npodun Ha OesonacHocT Ha WOaHgpoHoBa kucenMHa 150 mg, nmpunaraHa BeAHBXK
MecedHO ¥ MOaHApOHOBA KMCENHHA 2,5 mg, MpuiaraHa BeOHBK AHEBHO ¢ Oun noaobed. ObmusaT
NPOHEHT Ha MALHEHTKMTE, MOTYYWIH HexkenaHa peakuma ¢ Oown 22,7% wm 25,0% 3a ubanaponosa
KucendHa 150 mg BeAHBX Mece4HO ChOTBETHO ClIEH €HA U ABE rOAMHH. B noBeyero ciiyyau Te He ca
OOBEH A0 TIPEYCTAHOBABAHE HA JICYCHHUETO.

Hexenanure peakuuu ca H30poeHH O CHCTEMO-OPraHHHU KJ1acoBe H kareropusa dectora no MedDRA.,
Kareropuure uectora ca onpenesieHH KaTo € U3NOJI3BaHa CIICIHATA KOHBEHLUs: MHOro Yectd (>1/10),
vectH (=>1/100 no <1/10), Heuectu (=1/1 000 go <1/100), peaxu (=1/10 000 no <1/1 000) u MHOrO peaxu
(<1/10 000), ¢ Hen3BecTHa YecTOTa (OT HAIHYHHUTE JAHHH HE MOXe Aa Obje HanpapeHa oleHKa). [1pu
BCAKO IPYNHpPaHe B 3aBUCUMOCT OT YECTOTATA, HEXKEIIAHUTE PECAKLMH C€ H30pO4BaT B HU3XOAAM] PeA 10
OTHOMICHHE HA TAXHATA CEPHO3HOCT.

Tabnuua 1: HexenaHu nexapcTBEHH peaklMM MpPH TOCTMCHONAY3AIHH KCHHM, KOMTO NpUEMAT
wbaHaponosa kucenvHa 150 mg BEOHBXK MECEeYHO WM HWOAHAPOHOBA KHCENMHA 2,5 mg AHEBHO B
u3nuTBaHuATa ot ¢aza IIl BM 16549 u MF 4411, 4 npH NOCTMapKETHHIOBHA OIHT.

iCacremo- YecTH HeuyecTn Penxn HOTO peAKH
OpraHuH

KJIACOBE

Hapywenns Ha - (OGocTpane HaPeakuus HalAHapUNAKTHYHA
HMYHHATAa lacT™Ma CBpBLXYYBCTBHTE/IHOCT  [pEaKLHA/IOKT
cUcCTEMA

Hapynienns Ha [ napobonue [3amaliBaHe - -

HepBHATA

cHcTeMa

HapyumieHusa Hal- - IO4HO -

ouuTe BB3NAICHHET




CromamiHo-  [E3odaru, Ezodarwur, \lyoneHur
qYpPECBHU ["acTpuT, ['acTpo-  [BKIIOYUTEIIHO
napymenns  je3odarenaHa lezodarenasm

lgedmyxcna yALECpalHH HIH

OJNecT, ICTPUKTYPHU M

UTncnencus, charua,

Uuapus, [Iospruiane,

AbBpoMHHANHA NaTyeHUMA

bonka, 'ageHe

bﬁpHB MHAPOM Ha Stevens|
Hapymienuss Ha Auruoenem, Orok Hallohnsont,
KOXKATA H ITHIeTO, Y pTHKapus MYJITH(OPMEH
NOAKOMXKHATA epuTeMt, OyroseH
ITbKaH inepMaTHTY
Hapymenus Ha [Aprpanrus, bonka B repba ATHINYHH OcTeoHexpo3a  Ha
MYCKYJIHO-  [MHanrug, cybTpoxaHTepHH wdenocTTat
ckeneTHata  [MyCKYNHO- imnacdusHd dpaktypd HaOCTEeOHEeKpe3a  Ha
IcHCTEMA HiCKeneTHU BOTKH, ibemopannaTa KocTt BLHIIHUA  CIIYXOB|
Iche IUHUTENHATMYCKY/THH Mpoxox (HeXenaHa
a ThKaH KpaMIi, peaklMs Ha Kiaca)

MycKynHo- IorucdochoHaTH)

ICKEJIETHA

CKOBAHOCT
061U "'punononobHoO YMopa
HapymeHuss uzabonsBaxe”
edekTH Ha
MACTOTO Ha|
TTPUIIOKEHHE

"Bk gomwisnTenHaTa HHYOPMALIHS MO-TOMY
fHabnionasano npy NOCTMapKETHHIOBHA ONHT

Onucayue Ha U3OpaHU HekenaHd peaKUHH

CmoMauiHO-YpegrU HENCENARU PeaKiuu
[TauMeHTKH ¢ NpeaxoxKaallla aHaMHe3a 32 CTOMAIHO-4PEBHO 3a00NgBaHe, BKIUUTENHO NALMEHTKH C

MenTHYHa 1382 6e3 CKOPOIHO KbPBEHE WK XOCTIMTATIM3AIIHA, U MAlLHEHTKH C OHCIIENCHS HWIH pedykc,
KOHTPOMUPAHA MEAMKAMEHTO3HO, ca OMNIH BKIIOYEHHM B KIHMHWYHOTO W3IHTBaHE C NPWIOXKECHHE HA
NEKAPCTBEHU MPOLYKT BEAHBXK MeceuHO. [IpH Te3u ManueHTKH He € 0TOeNA3aHa pa3/iMKa B 4ecToTara
Ha HEXENaHUTe ChOMTHA OT CTpaHa Ha FOPHUTE OTAE/H Ha CTOMAITHO-YPEBHHUSA TPAKT NPH CXeMaTa Ha
nedeHue cbe 150 mg BEAHEXK MECEYHO B CpaBHEHHE C €XKEAHEBHOTO NMPHIIOKEHHE Ha 2,5 mg.

I'punonooobro 3abonsasane

[punononobHOTO 3a00NMABaHe BKMIOMBA CBHOMTHA, ChOOIIABaHM KaTo OCTpo(a3oBa peakuys WK
CHUMITTOMH, BKAIOUBAILM MHAJITHA, apTpanrus, peCpHnuTeT, cTYIeHH TPBIKH, yMOpa, rajeHe, 3aryba Ha
aneTHuT WIH O0oJika B KOCTHTE.

Ocmeonexpo3a Ha wemocmma
Cnyyad Ha OCTEOHEKpPO3a Ha 4EMOCTTa ¢¢ choOIlaBar MpeAHMHO NPH MAUMEHTH C pak, JIEKYBaHH ¢
JIEKapCTBEHH MPOAYKTH, KOMTO HHXMOHpaT KocTHaTa pe3opOuua, Karo HOAHIPOHOBA KHSAHA (B
Touka 4.4.). Ciryuan na OHY ce crofmaBaT B NOCTMAapKETHHIOBH YCIIOBHA 33 HbaHapo ol




QOuno 8b3naeHue
CrobiaBa ce 3a ¢hbOMTHA Ha OYHO Bb3NaleHKHEe, HAMP. YBEUT, ENHCKICPUT M CKIEPUT, TIPH JICYEHHE C
HOaHAPOHOBA KHCEIMHA. B HAKOM cioydau Te3H chOMTHA HE OT3BY4aBaT, JOKATO HE CE NMPEYCTAaHOBH

NPWICKEHHETO Ha HOaHIPOHOBA KHCE/IHHA.

Anaduraxmuyna peaKyus/ uox
HMa cpobilleHus 3a ciiy4aH Ha aHapUIaKTHYHA peaKLus/IUOK, BKITIOYHTENHO GaTalHy ChOUTHA NpH

NAIHEHTH, IEKyBaHH ¢ MOaHAPOHOBA KHCEJIHHA HHTPABEHO3HO.

Crobmasasie Ha NOJO3UPAHH HEXKEJIaHH peakiun
CrobmaBaHeTro Ha MOAO3IHPAHH HEXEIAaHH PEaKLIMK ClIe]l pa3pelliaBaHe 3a yrioTpeba Ha ICKapPCTBEHHA

NpOIYKT € BaxkHo. ToBa no3sonsBa Aa NPOALLKM HaGMOAEHHETO HA CHOTHOILEHHETO MOJI133/PHCK 32
IEKAPCTBEH MPOAYKT. OT MeIULMHCKHTE CHELHAIHCTH C¢ U3MCKBA Ja ChOoOLMABAT BCAKA MOA03HPaHA
He)xXeJaHa peakus upes M3nbnHuTeHa areHUMA 1o JexkapeTsaTa yi. "Hamsau I'pyes” Ne§, 1303 Codus,
Ten.: +35 928903417, yebcaiit: www.bda.bg.

4.9. Ilpenosmpane

Hama cnienndHyna vadopMaLna 3a JeueHHe Ha nperosupane ¢ Ocuka,

Bs3 OCHOBa Ha MO3HAHUETO 34 TO3M KJIAaC CheAMHEHUs obaye, NEepopaldHoTO Npeao3vpaHe MOXe 1a
JOBEAE A0 HEKENaHH PEeakUMH OT CTPaHa Ha FOPHHTE OTAENH Ha CTOMAIUHO-YPEBHHMA TPAKT (KaTo
CTOMALHO Pa3CTPOHCTBO, JUCTENCHs, €30(aruT, FACTPHT WIH A3Ba) HWIK Xuriokamemus. Tpadsa na
ce Ziaae MIISIKO WIM aHTHALIKAH 33 CBbP3BaHe Ha HOZHIPOHOBA KMUCEJIHHA, 2 HOXENIAHUTE PEaKUHH Ja Ce
NeKyBaT CMMITOMaTHYHO. [Topau PUCK OT Apa3HeHe Ha XpaHONMpoBoa, He TpAOBa na ce NMpeaH3BHKBa
NOBPBILAHE Y NALMEHTHT TPAOBA 1a OCTAHE HATIBJIHO M3IPABEH.

5. GAPMAKOJOI'HYHHA CBOUCTBA

5.1. dapMaxkoaHHAMHYHE CBOHCTBA

dapmakoTepanesTduda rpyma: JlekapcTBeHM NpPOOYKTH 3a JIEYEHME HAa KOCTHH 3a00nsBaHud,
oudochonarn, ATC xog: MOSBAOQS.

MexaHu3bM Ha JEHCTBHE

Hb6auapoHoBaTa KHCelHMHA € BHCOKOAKTUBEH OHocdoHaT, NpHHAMIEKAIl KbM a30T-ChAbpaKallaTa
rpyna 6upochoHaTH, KOUTO NeHCTBAT CENEKTHBHO BbPXY KOCTHATA ThKAH M CNCUHPHIHO MHXHOHpAT
OCTEOKJIACTHATA aKTHUBHOCT, 6€3 1a NoBnHABA AMPEKTHO (OpMHpaHEeTO Ha KOCTHTE. T4 HE NOBAMABA
BB3CTAHOBABaHETO Ha ocTreoknacture. MbanapoHOBaTa KHCEIHHA BOJAH 10 IPOrpeCHBHO HETHO
HATpYTBAHe HAa KOCTHZ Maca W 10 HaMaJieHa YeCcToTa Ha QpaKkTypHTe Ype3 NOTHCKaHEe Ha MOBUILIEHATA
KOCTHa OOMSHA A0 MpeAMeHOnay3HH HUBA [PH )KEHH B IIOCTMEHOMAY3a.

PapMakoIHHAMHYHH EDEKTH
DapMaKOAHHAMHYHOTO AEHCTBHE HA MOAHIPOHOBATA KHCEIHHA € HHXHOHpaHe Ha KOCTHATA pe3opOLusL.
In vivo nbangpoHosarTa KHCEIHHA MPEJOTBPATABA EKCIICPHMEHTAIHO MHAYLIMpaHa KOCTHA ACCTPYKLIUA,
MPHYHHEHA OT NPeyCTAHOBJIBAHE HAa (PYHKLUMATA Ha TOJIOBHTE JKJIE3H, MPWIOKEHHETO Ha PETHHOMH,
MHAYLMpPAHE Ha TYMOPH HJIH NpHIOKeHHe Ha TYMOPHH eKcTpakTH. B Mnaau (6pp30 pacTamm) mrbXose
eHAOTEeHHATA KOCTHA pe3opOuMa ChIIo e HHXHOMpaHa, KOETO BOAHM A0 NOBHILIEHHE Ha HOpMajHaTa
KOCTHA Maca B CpaBHEHUE C HETPETHPaHH XKHBOTHH.

ExcnepyMeHTAIHH MOJEJIM HAa JKMBOTHW MOTBBbPXKAABAT, 4e MOaHAPOHOBAaTa KHMCEHHA € MOLIEH
MHXHOUTOp Ha OCTEOK/IacTHATA axkTUBHOCT. HAMa naHHH 3a yBpeeHa MUHEpaIM3aLus NPU PaCTALIH
IUIBXOBE AOPH B 1034 HaA 5 000 mHTH MO-BUCOKH OT A03aTa, HEOOXOAMMA 32 JIEYEHHE Ha OCT
ITpOABIDKHTETHOTO €XXeJHEBHO H HHTEPMHTEHTHO (C ABJITH HHTEPBaNK 0e3 IeKapCTBO) -'ﬂ: PANE
[UIBXOBE, Ky4eTa U MaliMyHH € Ouwio cBbp3aHO ¢ 00pa3yBaHETO Ha HOBA KOCTHa ThUALLY HODMS
Ka4eCTBO H CHIllATA MIIH MOBHIIEHA MEXaHHYHA 3ipaBHHA XOPH NPH AO3H B TOKCHYH Yols

AP
xopara ePMKaCHOCTTA Ha HOAHPOHOBATA KHCEJIHHA TIPH €)KEIHEBHO M HHTEPMHUTE 0% PRIDNCIH




uHTEpBan 0e3 nexapcTeo 9-10 ceaMHULM € NoTBBpAEHA OT KIMHKHYHO yu3nuTBaHe (MF 4411), npu koeto
e oKa3aHa eDHKaCHOCTTa Ha HOaHApOHOBATA KHCEIMHA 3a peanasBaHe oT PpakTypH.

[Ipy ekcnepMMEHTAHH MOAENHM ¢ XUBOTHU HOaHAPOHOBATA KHCENIHHA NMpPEAM3BUKBA OHOXMMHYHH
MPOMEHH, MOKA3ATEIHW 33 H030-3aBHCHMO HHXMOMpaHe Ha KOCTHAaTa pe3opOuMs, BKAIOYHTENIHO
HaMaIIBaHEe HAa H3THYBAHETO C YpHHATa Ha OHOXMMUYHUTE MAPKECPH 33 pasrpaxiaHe Ha KOCTHHA
KonareH (KaTto AC30KCHMMPUAMHOMMH H KPBCTOCAHOCBBbp3aHH N-TenonenTtHau Ha KojareH Tvn |

(NTX)).

B easo npoyusaHe ot ¢aza I 3a 610eKBHBANEHTHOCT, POBEAEHO MPH 72 EHH B MOCTMEHOMNAY34,
NOAY4YHIH nepopaliHo o6io 4 ao34 ot 150 mg npes 28 aHu, HamanaBaHe Ha cepyMHHua CTX
(kpbeTocaHocBbp3anu C-TelonenTHAN Ha KonareH Tn [) cnen mepsara no3a € HabmonasaHo ome 24
yaca ciel NnpHeMa Ha jo3ara (cpegHo uHxubupane 28%), KaTo CPEAKOTO MAKCUMATHO HaMalliBaHe
(69%) e orGenssaHo 6 AHM Mo-KbecHO. Cnem TpeTara U UYeTBBPTATA H03a CPEAHOTO MaKCHMATHO
HaMaJsigBaHe, 6 IHK cJie] MpHeMa Ha 03aTa, € Ounno 74% ¢ HamasieHue 0 CPeaHO HAMAIIBAHe OT
56%, nHabmonapaHo 28 nHW cnen versbpraTta Ao3a. [lpu nmpexpardBaHe Ha NpHeMa HaMasiBaHE Ha
M3TBYBAHETO HA OHOXHMMHYHHTE MapKepH 3a KOCTHA pe3opOuys He ce Habmoaasa.

KnuHuusa edHkacHOCT U 6€30nmacHOCT

[Tpu onpeaesHe Ha )KEHUTE C NMOBHILEH PHCK OT (paKTypH, Jb/DKALIH €€ HAa OCTEONOopo3a, Tpadea fa
ce HMaT NpeABH/ He3aBHCHUMHTE PHCKOBH (pakTopH, Karo HanpuMep HHCKa KMI, Bp3pacTt, namaue Ha
npeauisd GpakTypH, ceMeiiHa aHaMHe3a 3a QpaKTypH, HHTCH3UBHA KOCTHA OOMAHA H HHMCHK MHIAEKC
Ha TeNlecHa Maca.

Hboandponoea xuceauna 150 mg eednvoic mMeceuno

KoctHa MuHepanHa rursTHOCT (KMI)

B aperoguiuHo, OBOHHOCIANO, MHOTOLIEHTPOBO KJIMHMYHO H3nuTBaHe (BM 16549) Ha XeHH B
niocTMeHormnaysa ¢ octeonoposa (T-ckop Ha KMIT Ha nym6anrus otaen Ha rppOHauHua ¢reab mox - 2,5
SD Ha H3XOOHO HHBC) € J0KA3aHO, Y€ MPHWIOKCHHUETO Ha HOaHIpOHOBA KuceanHa 150 mg BeaHBX
MECEYHO € MOHE TONKOBA e(peKTHBHO 3a yBenn4yapaHe Ha KMI1, konkoTo Ha nbanapoHoBa kucemuHa 2,5
mg AHeBHO. ToBa € [OOKa3aHO MNpM MBPBUYHMA aHajJM3 B Kpajd HA [bpBaTa TOJWHA H IIPH
[TOTBBLP/AMTEHHUA AHATM3 Ha ITEPBHYHUTE KpaiHH TOYKH B Kpas Ha BTopaTa roauHa (Tabnuna 2).

Tabnuua 2: CpenHa OTHOCHTENIHA npoMaHa oT u3xoaHoto HUBO Ha KMII Ha mymbanHus ormen Ha
rpbOHaunUA CTBI0, HeapoTo KaTo HAo, GeapeHaTa WHKa B TPOXaHTEpa Clie] €AHa roauHa (ITEpBUYEH
AHATK3) H ABE€ TOJHHH JedeHHe (TPH MAIUCHTKHTE NMPHIJIIOUHAHN YYacTHE CIopel MpOTOKoAa) NpH
npoyuBaHe BM 16549.

AHHM OT eaAHa TroAMHa HalJlaHHM OT JBe FOAMHHM Ha HM3MHTBaHE
w3nmHTBaHe BM 16549 BM 16549
(CpenHu OTHOCHTENHUMbOaHApoHOBA  MOaHApPOHOBA ubaHIpoOHOBRA HbaHapOHOBa
NPOMEHH OT H3XOAHOTO HUBOKKCENHHA 2,5 mgkucenuna 150 mgkvcennua 2,5 mgkucenuHa 150 mg
% [95% CI] InHeBHO (N=318) Beaunx MeceyHO |[AHEBHO BEAHDXK MECEYHO
(N=320) (N=294) (N=291)

KMII ra nymbanumna otaen|3,9 [3,4, 4,3] 4.9 {4.4, 5,3] 5,0 [4,4, §,5] 6,6 [6,0, 7,1]
Ha rpeOHaveH cTend L2-L4
KMII Ha 6eapo 2,0 [1,7,2,3] 3,112,8,3,4] 2,5 2,1, 2,9] 4,2 [3,8, 4,5]
KMII Ha 6egpenara wniika (1,7 [i,3, 2,1] 2,2 [1,9, 2,6 .1,9 1,4, 2,4] 3,1[2,7,3
KMII Ha TpoxaHTepa 3.2[2.8,3.7] 4,6 4,2, 5,1] 4,0 [3,5, 4,5] 6,2

OcBeH TOBa, B MPOCHNEKTHBEH IUIAaHHpPaH aHATH3 € N0Ka3aHo, Y€ IPHUIIOKCHUETO H
kucenuHa 150 mg BeAHBXK MeceYHO € No-e(EKTHBHO OT JieHeHHe ¢ HOaHIpPOHOBA KM




nueBHO 3a yeenmueHue Ha KMIT Ha mymbanuua otaen Ha rpbOHaYHMA CTHJAO Ciiell €lHa rojMHa, p
=(),002, 1 cnen aAese roauHy, p < 0,001.

Cnen eaua roauHa (myperHveH ananmi) 91,3% (p = 0,005) ot naumentkure, nomyvasany wbaHApoHOBa
kucenusa 150 mg seaurk MeceuHo, ca uManu KMIT Ha mymGanuua otaen va rpsbHavsus cTead no-
rojsiMa Wiy pasHa Ha u3xoaHata (KMII Ha otroBopwinTe Ha JieueHHeTO) B cpaBHeHHe ¢ 84% oT
MalHeHTKUTE, NoTyYaBaad HoanapoHOBa KMceauHa 2,5 mg queBHo. Cnen ase roaunu 93,5% (p=0,004)
u 86,4% oT MaLHeHTKHTE, NOMy4YaBajid choTBETHO (OcuKka 150 mg BeAHBK MecedHO MY HOaHAPOHOBA
KHCEJIMHA 2,5 mg AHEBHO, ca OTTOBOPUIIH HA ICYEHHETO.

3a KMII Ha 6epporo kato wuto 90,0% (p < 0.001) or mauueHTkure, noay4aBasu MOaHAPOHOBA
kucesnnHa 150 mg sBenHBXK MecedHo, ¥ 76,7% OT naimeHTKHTE, NOJYYaBajH HOaHAPOHOBA KHCEIHHA
2,5 mg nHeBHo, ca uMand KMI1 Ha 6enpoTo xaTo usno no-roisMa MM paBHa Ha M3XOJHATA B Kpad Ha
nepBeata roguHa. Cnen ase roguHu 93,4% (p < 0,001) ot nauueHTkHTEe, NONY4YaBaiu UOAHIPOHOBA
kuceHHa 150 mg seaHbxk MeceqHO, U 78,4% OT nauMeHTKUTE, MOJy4aBald UOAHAPOHOBA KHCEINHA
2,5 mg anesHo, ca iMand KMIT Ha GeapoTo kaTo Uano ro-rojasaMa WM paBHA Ha U3XOAHATA.

KaTto ce npueMe No-CTpor KPHTEPHii 3a OLleHKA Ha edeKkTa oT JiedeHHeTo, KOHTO komOurupa KMIT na
nymbanuug otaen Ha rppOHavHHa CTEI6 W Ha Gexporo xato uano, 83,9% (p < 0,001) u 65,7% or
AAUMEHTKHTe, MoAyyaBald HOaHOpOHOBa KucenuHa 150 mg BeaHbkK MeceyHO WiM UMOaHAPOHOBa
KHCEJIHHA 2,5 mg AHEBHO CBOTBETHO, Ca OTFOBOPHIM Ha JICYEHUETO Ha mbpsara roadHa. Ha Tosu
KpHUTEepHH cnen ase roauHy ca orroBopwid 87,1% (p < 0,001) u 70,5% or naumeHTKHTE B rpynHTE C
npuaokeHHe Ha 150 mg MecedHO H 2,5 mg AHEBHO CHOTBETHO.

buoxyMU4YHH MapKkepH Ha KocTeH oOMeH
KiuHWYHO 3HAYUMO HamalleHHe Ha cepyMHMTe HMBa Ha CTX ¢ HaOmoaaBaHO BEB BCHYKHM BPEMEBH

TOYKH Ha U3MEpBaHe, T.€. clied 3, 6, 12 u 24 Mecena. Cnen eqHa roavHa (ITbpBHUUYCH aHANW3) CPEIIHATA
OTHOCHTEJIHA MPOMSAHA CIPAMO M3XOOHOTO HUBO ¢ Ouna - 76% 3a ubanapoHora kucenuHa 150 mg
BEIAHLK MECEUYHO U - 67% 3a ubanapoHoea kucenunHa 2,5 mg aHeBHo. Ciiea ABe rOAWHY CpeAHaTa
OTHOCHTENHA MpoMaHa e 6una - 68% 1 - 62% CBHOTBETHO B rpYTUTE C APHIOKEHHE Ha 150 mg MeceuHo
U 2,5 mg AHEBHO CHOTBETHO.

Cnen nwpeaTta roauHa, 83,5% (p= 0.006) or nauuMeHTKHTE, NONYYaBalty HbaHApOHOBA KMcenyHa 150
mg BEOHBXK MECEYHO, B 73,9% OT nalMeHTKHTE, Noy4aBajid HOaHAPOHOBA KHCEIIHHA 2,5 mg THERHO,
ca OTTOBOPWIH Ha neueHHeTo (ONnpecneHo kaTo HaMancHue >50 % ot u3xoaHoto HuBO). Cnex BTopara
roauHa, ca orropopwin 78,7% (p=0,002) u 65,6% OT NauMEHTKHTE CHOTBETHO B IPYIIHMTE C NPHIOKECHHE
Ha 150 mg MecedHo H 2,5 mg AHEBHO CHOTBETHO.

Bb3 ocHOBa Ha pe3yATATHTE OT KIMHMYHO u3nuTBaHe BM 16549, ce ovakBa npuio)KeHHMETO Ha
ubaHapoHOoBa KucenwHa 150 mg BeaHbk MeceyHO Aa Obae mMOHe TonkoBa egeKTHBHO 3a
NnpeAOTBpaTABaHe HAa PPAKTYPH KATO Ha HOAHAPOHOBA KMCEIMHA 2,5 Mg AHEBHO.

H6aHapoHOBa KHCEIHHA 2.5 ME AHEBHO
[To BpeMe Ha ITBPBOTO 3-rOAXIIHO PAHAOMH3UPAHO, IBOHHOCANIO, KOHTPOJIMPAHO ¢ I1auedo KIIHHUYHO

M3MHUTBaHe 3a aHTH(pakTypHa edexTuBHOCT (MF 4411) e pokazaHO CTATHCTHYECKH U KIMHHYHO
3HAYHMO HaMaJIEHHE Ha YeCTOTaTa Ha HOBH PEHTreHOrpacKH, MOpHOMETPUYHO U KIIHHUYHO JOKa3aHH
Beprebpanuu ppaxkTypu (Tabauua 3). [Ipu roea npoyusane aecTBHETO HAa HOAHAPOHOBATa KHCEIHHA €
010 OLleHABAHO MNPH NMEPOPATHHU A03M OT 2,5 mg AHEBHO U 20 mg HHTEPMHUTEHTHO KaTo NpobHa cxeMa
Ha npuiokeHue. U6aHgpoHOoBaTa KHCeNHHa ¢ npuaaraHa 60 MHHYTH npeau MbPBUA MPHEM HA XpaHa
WIH HalIMTKa 3a AeHsA (MHTCpBaJ Ha rnagyBaHe clie NpUeMaHe Ha 103aTa). U3nuTBaHeTo € BKMOYBaIo
KEHH Ha BB3pacT oT 55 Ao 80 roamsm, kouTo ca 6unu Hali-Manko 5 rOJAMHM B MOCTMEHONIHET :
umany KMII Ha nymOannua oraen Ha rpeOHavHus ¢renab 2 ao 5 SD noa cpegHorg/
npeameHonaysa (T-ckop) Ha none eauH npeuvieH (L.1-14) u xouTo ca Mmanu en 1

Npeaxoxaallid BepreOpaniy QppakTypu. BcHYkH naumeHTKH ca nostydyaBanu 500 mg ke ;




2,5 mg np¥ eKeIHEBHO NMPHIOKEHHE MOKA3Ba CTATHCTHYECCKH H KIIMHUYHO 3HAYHMO HaMaCHHE Ha
YecTOTaTa Ha HOBM Beprebpanun dhakTypH. Ta3u cxema Ha Jie4eHHe € AoBesia IO HaMaJlCHHe Ha NoABaTa
Ha HOBU peHTreHorpad)cku Aoka3aHH BepreOpanHu ppaxktypu ¢ 62% (p=0,0001) 3a TpuTe roAHHH HAa
NpOBEXIAHE Ha H3NMTBaHeTo. OTHOCHTENHO HaMmalieHWe Ha pucka ¢ 61% e nabmiogasaHo cnepn 2
roaunu (p=0,0006). He e NnocTHrHaTa CTATUCTUYECKH 3HAYHMAa pasfiika ciell | roaMHa Ha JIeHeHHe
(p=0,056). AHTHdpaKTYpHHAT edekT e G1un ycrofiuuB 1o BpeMe Ha M3NUTBaHeTo. He ca Habmonasanu

JAHHH 33 HaMalsABaHe Ha €(EeKTa ¢ BPEMETO.
YecToTaTa Ha KIMHHYHO A0KAa3aHWUTE BeprebpanHy (pakTypH CHIIO € Hamaiana 3Hauumo ¢ 49%

(p=0,011). Oceen TOBa, H3paseHHAT ebekT BBLPXY BepreOpanHuTe (QpakTypd ce oOTpa3ssBa B
CTATHCTHUECKH 3HaYKHMO TO-MAIKOTO HaMajIfBaHe Ha pbeTa B cpaBHEHHe ¢ mauedo (p<0,0001).

Ta6nuua 3: PesynrarH or 3-roAHIIHO KIHHHYHO H3NMTBaHe 3a aHTHOpakTypHa edpekTHBHOCT MF 4411
(%, 95% Cl).

ILnauebo HMbanapoHoBa KucenuHa 2,5mg
(N=974) IMHEBHO
(N=977)

HamansBaHe Ha OTHOCUTENHUA PUCK §62% (40,9, 75,1)
Hoswu MOP(POMETPHYHO NOKa3aHH|
BepTeOpanHu QppaxTypu
UecTora Ha HoBM  MopdomeTpusiHo9,56% 4,68%
INOKa3aHH BepTeOpanHy ppakTypH 7,5, 11,7) (3,2, 6,2)
HamaneHHe Ha OTHOCHTEJHHS PHCK OT 49%
KJIMHHYHO H3SBEeHa BepTeOpanHa ¢pakrypa (14,03,69,49)
YecToTa Ha KIHHHYHO m3aABeHaS,33% (3,73, 6,92) 2,75% (1,61, 3,89)
BepTedpanta (pakrypa
KMII - cpeana npomsaHa no oTHoweHue Hall,26% (0,8, 1,7) 6,54% (6,1, 7,0)
H3MEPEHOTO M3XOMHO HHBO Ha nyMOannms]
loTaen Ha rpuOHAaYHHA CTBAO B Kpais Ha|
[rpeTarTa roMHa
KMII - cpeana npoMaHa no otHowedne Ha-0,69% (-1,0, -0,4) 3,36% (3,0, 3,7)
M3XO0AHO HHBO Ha O6epOoTO KaTo LSO B Kpas
Ha Tperara rouHa

Edexrnr OT NeuyeHHeTo ¢ MOaHAPOHOBA KHCENHHA € OH JOMBJIHHTENIHO OUEHEH NpH aHAIW3 Ha
cybnonynaumus NMalHEHTKH, KOUTO Ha u3xoaHo HHBo ca umany KMII T-ckop noa -2,5 B yrymbanHus
orsien Ha rppOHaunmg cTenf. HaManeHHeTo Ha pHcka OT BepTeOpanHu QpakTypH € ChOTBETCTBAIO B
rojisMa CTeneH Ha pucka 3a obara nomyaauus.

Ta6bnuua 4: Pe3ysrraTd oT 3-roAMIIHO KITMHHYHO W3MHTBaHe 3a aHTH(pakTypHa edpekruBHOCT MF 4411
(%%, 95% CI) npu naumentku ¢ KMII T-ckop Ha u3xoaHO HMBO nof -2,5 B JyMOaJHHA OTIEN Ha
rppOHaYHUs CTHIO

[Tnaune6o (N=587) ubaHAPOHOBA KHCEIHHA 2,5 mg

ITHEBHO
(N=573)

HamansieaHe Ha OTHOCHTENHHUS PHCK 59% (34,5, 74,3)

Hoen MOpGOMETPHUHO NOKA3aHH

BepTeOpanHu QpakTypH

UecTora HAa HOBH Mmopdomerpuanoil2,54% (9,53, 15,55) [5,36% (3,31,7,41)
nokasaHH BepTeOpaHu GpakTypH




HaManeHMe Ha OTHOCHTEIIHHA PUCK OT] 50%

KJIMHHYHO H31BE€HA BeprebpanHa (9,49, 71,91)
bpakrypa

YecTOoTa HAa  KJIHHMYHO  H34BeHA|6,97% (4,67, 9,27) 3,57% (1,89, 5,24)
BepTeOpanHa (ppaxTypa

KMII - cpeana npomsaHa nmo otHoumienuell,13% (0,6, 1,7) 7,01% (6,5, 7.,6)

HZ H3MEPEHOTO HU3XOAHO HHBO HA
ImymMOanHusA oTACN Ha rpbOHAYHHA CTHIO
B Kpasd Ha TpeTaTa rojuHa

KMIT - cpeana npoMsHa no otHoumenuet-0,70% (-1,1, -0,2) 3,59%

Ha HM3MEPEHOTO U3XOJHO HUBO HA 3,1,4,1)
0eIpoTO KAaTO UAfMo B Kpad Ha Tperara
roJKHA

He e HabmonasaHO HaMajieHMe Ha HeBepreOpanHuTe ¢paktypy B ofmiata ofmara nonynanus
nalMeHTH, YYacTBalld B KIHHHYHOTO H3nurBaHe MF4411, HO eXeAHEBHOTO IPHIOKEHHE Ha
HOaHAPOHOBA KHCENMHA H3rIexaa epeKTHBHO NpH cyOnomynauuaTa ¢ BHCOK pHck (KMII Ha wniikara
Ha Geapenata kocT T ckop < -3.0), npH koATO ¢ Haba0gaBaHO HaMaJIEHHE Ha PUCKA OT HeBepTeOpaiHu

ppakTypu ¢ 69%.

ExxeqHeBHOTO JiedeHHe ¢ 2,5 mg € AoBeao A0 nporpecusHo yBendueHHe Ha KMIT Ha BepreGpanuure u
HeBepreOpalHUTE YacTH Ha CKeNeTa.

Yeenuuenunero Ha KMII Ha nymbanumua otaen Ha rppOHayHMA CTHIO 38 TpU MOAWHHU B CPaBHECHHE C
rwiauedo € 6mno 5,3% u 6,5% cnpaMo U3XOAHOTO HHBO. Y BEJIMUEHHUETO 3a OefipeHaTa KOCT B CpaBHEHHE
¢ U3XOOHOTO HHBO e Ouno 2,8% Ha Geapenara mmiika, 3,4% 3a 6eapo obuwo u 5,5% 3a TpoxaHTepa.
BHOXHMHYHHTE MapKepH 3a KocTHa 0OmaHa (CTX B ypUHATa H OCTEOKAILMH B CepyMa) ca MOKA3aIH
O4aKBaH MOJIE/1 Ha TIOTHCKAaHE 0 ITPEMEHOMNAaY3a/IHH HHBA U Ca TOCTHTHAIH MAKCUMAJTHO MTOTHCKAaHE 10
3-6 Mecela.

KinuHnueckd 3HaunMMo HaManeHHe ¢ 50% Ha OMOXMMHMYECKHTEC MApKEpPH 3a KOCTHa pe3opbums e
HaOMOAAaBaHO OIlle Ha ITEPBUA Mecell Cllel] HA4YaloTO Ha JieueHue ¢ HOaHAPOHOBA KUCEeAHHA 2,5 mg.
Cnen npeycTaHOBABAHE Ha JIeUueHHETO € HabnioaBaHO BB3BPHLIAHE KBM TATOIOTHYHATA CTEMEH Ha
NOBHILIEHA KOCTHA pe3opOuums OT MpeaM JEYEHHETO, CBbp3aHa C NOCTMEHOMNAY3aldHa OCTEONopo3a.
XHCTONOTHIHMAT aHAIM3 HA KOCTHH OHONICHM cnel ABE M TPH TOAMHH Ha JICYCHHE Ha XCHHM B
MOCTMEHOMNAY3a TMOKa3Ba KOCTHA TbKaH € HOPMANHO Ka4ecTBO ©Oe3 JaHHU 3a Je(eKT B

MHHCPpAIH3alHATA.

[TeguarpydHa nomynanus (BxkK. Touka 4.2 ¥ To4ka 5.2)
EtaHopzeH He e u3caeaBaH NPy NeAYaTpyM4Ha MOMMyJialya, NOPpaJM TOBA HAMA JaHHM 34 €(pUKACHOCTTa
WIH 0e30nacHOCTTa MPH Ta3H TOMNynaiua NaueHTH.

5.2. PapMaKkOKHAHEeTHIRH CBOHCTBa

[TupBHuHKTE dapmakosoru4HH epekTH Ha HOAHAPOHOBATA KHMCE/IMHA BHPXY KOCTTA HE Ca JHUPEKTHO
CBEP3aHH C ACHCTBHUTENIHHUTE IUIa3MEHH KOHLEHTPALMH, KOETO C€ JOKa3Ba OT padIHYHH HM3CIICIBAHHUA
[IPH XXUBOTHH H XOpa.

Abcopbimis
AGcopbumara Ha MOaHAPOHOBAZ KMCEJIMHA B TOPHHTE OTAE/NH HA CTOMAILHO-YPEBHHA TPaKT CliEX
nepopanHo MpWIOKeHWe € Obp3a M Npd nepopajicH npueM Ha Ao03W go S50 mg, i
KOHUEHTPAIIMH C€ NOBHUILIABAT NMPOMOPLIHOHATHO HA J034aTa, KATO IPH NO-BHCOKH K03H YBEIAGQ
N0-roIIMO OT MPOMOPLIMOHATTHOTO Ha fo3aTa. MakcHManHuTe HabMoAaBaHy IU1a3MEHH WFHY 3
ce nocrHrar 3a 0,5 10 2 4aca (cpenHo 1 wac) Ha rnaauo U abcomoTHaTa GHoHaTHYHOCT £ BkOnud
Crenexta Ha abcopSUus ce BIOLIABA, KOTATO JEKAPCTBOTO CE NIPHEMa C XpaHa WiH Rl
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Boja). buoHamHuHOCTTa HaMangBa ¢ okono 90%, xorato wbaHAPOHOBATA KMCEIHHA CE€ MpHJIara Che
CTAHAPTHA 3aKyCKa B cpaBHeHHe ¢ OWoHanM4HOCTTa, HADMOAaBaHa MPH IALUWECHTKH, NPHEMANTH
NeXapcTBOTO Ha rnagHo. HsiMa 3HauuMo HamaneHde Ha OGHOHAMIMYHOCTTA, ako HOaHApOHOBaTa
KucenHHa ce mnpuema 60 MHUHYTM npeAaW NbpBHS NPHEM Ha XpaHa 3a JeHA. bHOHATMYHOCTTE H
HapacTsaHeTo Ha KMIT HamanaBar, Korato XxpaHara WiH HalIMTKHTE C€ NIPUEMAT Mo-paHo oT 60 MHHYTH
cjiel npueMa Ha ubaHapoOHOBa KMCENTHHA.

PaznpenencHue
Cnen HauanHa CHCTEMHA EKCTIO3ULMA HOAHAPOHOBATA KHCE/IHHA 6BP30 Ce CBbP3Ba ¢ KOCTUTE WIH Ce

eKCKpeTHpa ¢ ypuHara. [Ipu doBeka npuBuaHus obeM Ha pasnpenencHue ¢ Hali-manko 90 / M e
M34HCIICHO, Y€ KOJUYECTBOTO HA [03aTa, JOCTHTALO OO KOCTHTE, € 40-50% or uupkynupatiiata 1o3a.
CpBp3BaHETO C NNasMeHHTE TPOTEHHN NMpH YoBeKa e npubausurento B 85% - 87% (onpenneHo in vitro
NpH TepaneBTUYHY KOHLICHTPALMK) U NOpaaM TOBa B3aHMOJEHCTBHE C IPYTH JICKAPCTBCHH NPOAYKTH,
ITbJDKALLIO C¢ Ha H3MECTBAHE, € MAJIKO BEPOSTHO.

BuoTtpaHchopManus
Hsama naHHH, 4e HOAHAPOHOBATA KHCEIHHA C& MeTabOMHU3Hpa NPU XKUBOTHHUTE WIH YOBEKa.

EnuMuUHUpaHe
AGcopbupaHara ppakuma Ha MbaHIpOHOBaTa KMCEIMHA CE €MHMHHHpPA OT KpBHBOOOPAILICHHETO 4pe3

KocTHa abcopOuma (M3ukcnena Ha 40-50% ripH keHUTE B MOCTMEHONAY3a), 4 OCTAHAIOTO KOJTHYECTBO
ce oTesia HenpoMeHeHo npe3s 6noperyre. Heabcopbupanara ¢paxiing Ha HOAHAPOHOBATA KMCEIHHA €&
€JIMMHHHPA B HETIPOMEHEH BUJ Ype3 QeKaTHHTE.

[panruMTE HA YCTAHOBEHOTO BPpEME Ha MOMYKHBOT €a IUHPOKH, KATO 0OMKHOBEHO ca B paMKHTE Ha 10-
72 vaca. Tei kKaT0 H3UYHCIEHHTE CTOHHOCTH B rojiiMa CTENEH 3aBUCAT OT NMPOABI/DKHUTENIHOCTTa Ha
KIMHHYHOTO W3NHTBaHe, OT M3MOJ3BaHaTa 1034 M YyBCTBUTETHOCTTA HA METOMA, KAKTO MPH APYTUTE
OudochoHaTH, ACHCTBUTENHOTO KPAaHHO BpPEME Ha NOMTY)KMBOT BEPOATHO € 3HAYMTE/IHO IMO-TOAAMO.
PaHHHTE IUTa3MEHH HHBA OBP30 Ce MOHIDKABAT, KaTo noctHrat A0 10% ot MakcHManHuTe CTOMHOCTH
1o 3 1 8 yaca cie MHTPABEHO3HO WIH NEPOPAIHO NPHI0KEHHE CHOTBETHO.

O6IuIT KIHPBHC Ha HOAHAPOHOBATA KMCEJIHHA € HUCHK ChC CPE/IHH CTOHHOCTH B rpaHHLIMTE Ha 84-
160 mi/min. bpOpeunusT wiupbHe (okono 60 ml/min npu 34paBH XKeHH B MNOCTMEHOINAy3a)
npencraengpa 50-60% or obiMa KIMPBHC H € CBBP3aH ¢ KpeaTUHWHOBHA KiIHpBHC. CuMTa ce, ue
pa3nuKaTa Mexay oOlua 1 OBOpeyHHs KNKHPBLHC OTPasfBa IOEMAHETO OT KOCTHTE.

CexkpeTOpHMAT NBT HE BKIIOYBA M3BECTHHTE CHCTEMH 33 KHMCCIMHEH HAH ankKaneH TPaHCNopT,
y4acTBAIllM B €KCKPELHATA HAa APYrH aKTHBHH Beinectsa. OcBeH ToBa MOAHAPOHOBAaTa KMCEJIHHA HE
MHXHOGHpa OCHOBHHTE 4YepHOAPOOHH M3oeH3MMH P450 npu doBexa M He MHAYLMpa ueproApobHaTa

cucreMa nuroxpoM P450 npu mrexose.

PapMaKOKHHETHKA NPY CHESLHATHY KIWHHYHU CHTYALIUY

Hon
BuoHaNIU4YHOCTTA W (papMaKOKHMHETHKaTa Ha MOaHAPOHOBA KHMCE/IMHA C& IMOACOHH NpPU MBXKETE M

JHKCHHTEC.

Paca

Hsama gadsu 3a KIHHHYHO 3HAYMMH €THWYIECKH PA3IHKH MEKAY asHaTLHM K NPeACTABUTENH Ha Osnara
paca npHu eIMMHHHpaHeTO Ha HOaHApOHOBaTa KMcenwWHa. MMa MHOro Manko AaHHH 3a MAUMECHTH OT
appUKaHCKH ITPOU3XO.

Bvbpeuno yepescoarne brOpeyHUAT KIIMPBHC HA HOAHAPOHOBATA KUCEIMHA TIPH NALMEHTKH C DASEHMHE
CTETIEH Ha yBpexiaHe Ha Ob0peuHaTa pyHKUMS € B IMHEHHA 3aBUCHMOCT OT npeameHHo
He e HeoOXxoawMoO KopurupaHe Ha J03aTa IPH TALUHECHTH C JIEKO HIH YMEpPEHO /
OnOpeunata ¢yHxuma (CLcr pased unM no-rosisM ot 30 ml/min), kakro e BUAHO f




n3nuTBaHe BM 16549, xbaeTo NOBEYETO OT NALMEHTKHTE ¢a UMAJIH JIEKO J0 YMEPEHO YBpEXKIaHE Ha
OvOpeuHaTa QYHKIHA.

UnguBnam ¢ Texxko yBpexaaHe Ha 6b0peunara ¢pynxuua (CLcr mo-Mansk ot 30 ml/min), nonyvasanu
exXeJHEBHO TMepopaHO npuaocxkeHHe Ha 10 mg ubaHapoHOBa KHMCEIMHa B IpOABIDKEHHE Ha 21 aHH, ca
MMaIM 2-3 ITBTH NO-BHCOKH IUIa3MEHH KOHIEHTPAalLMH B CpaBHEHHE C JiMlia ¢ HopManHa 6u0pedna
pyHKkuMA, a oOIMAT WiMpbHC Ha ubaHIpoHOBaTa kucenuHa ¢ 6Mi1 44 ml/min. Cnex WHTpaBeHO3HO
npuioxkeHve Ha 0,5 mg obuuar, 6b0peuHMAT H HeOBLOPEUHUAT KIIHPBHC HAMAIBAY CBC CHOTBETHO
67%, 77% Hu 50% npu muua ¢ Texxa OBOpeyHa HeAOCTATHLYHOCT, HO HE € UMAlo HaMaJieHHE Ha
[TOHOCHMOCTTA, CREP33aHO C YBEIHYECHUE Ha ekcrio3uumATa. Ilopaau orpaHHUEHHAT IVIMHHYEH ONUT He
ce MpenophdBa MPHIOKCHHETO HA HOAHAPOHOBA KUCENTHHA MPH MAallHEHTH ¢ TEXKKO YBpEKIaHe Ha
Ob6peuHaTa pyHKLIHA (BXK. Touka 4.2 4 Touka 4.4). DapMakokHHeTHKAaTa HA HOAHAPOHOBATA KHCE/IHHA
HE € OLICHABAHA ITPH MALUEHTH ¢ TepMHHANHA ObOpeyHa DonecT, JIEKYBaHH H ¢ APYTH CPECTBA OCBEH
xemouanu3a. PapMaKOKHHETHKATa Ha HOAHPOHOBATA KHCE/IHHA ITPH TaKKUBA NMAalHEHTH HE € H3BECTHA
M HOaHAPOHOBATA KHUCEIHHa He TpAOBa Aa ce Ipuiaara npu Te3u o6CToATencTRa.

Uepnoopobro yepedicoane (6oic. moyxa 4.2)

Hsama ¢papMakOKHHETHYHH JaHHH 3a MPHIOXKeHHe Ha HOAHPOHOBATA KHCEJIHHA MPH NALHEHTKH, KOUTO
MMAT YBpexaaHe Ha uepHoapobHaTa ¢pyHkuma, HepHuUsT apob He HIrpae CBILECTBEHA PO 33 KIHPBHCa
Ha HOaHAPOHOBATA KMCENHHA, KOATO He ¢ MeTabonmsupa, a ce oTaead 4pes 6p0pedHa excKkpeLns u
noemMaHe OT KocTure. [lopagu TOBa HE € HEODXOMMMO KOPHTHMpaHe Ha N03aTa NpH MALHEHTKH C

yBpeXXAaHe Ha YepHOApoOHaTa OYHKUHA.

Cmapuecka ev3pacm (8ic. mouxka 4.2)
[Ipu MynTHBapHaHTEH aHaU3 BB3pacTTa He € Omna He3aBHCHM (DaKTOp 3a HUTO €OHH OT BCHYKH

npoy4usaH# (papMaKOKHHETHUHH MapaMeTpu. Tl kato Ob6peuHara GyHKUHA HamansBa ¢ Bb3pacTTa,
TOBa € €AHWHCTBEHHMAT (PaKTop, KOHTO TpsOBa Aa ce uMma npeaBHl (BXK. CEKLHATA 3a YBPCKIAHE Ha
OBpOpeyHaTa PyHKuuUA).

Ileouampuuna nonyaayus (éxc. mouxa 4.2 u mouka 5.1)
HaMa qaHHH 33 MPIWIOKEHHETO Ha HOaHAPOHOB& KMCEIWHA B TE3H Bh3PAcTOBH IPYIIH.

5.3. [IpeaknHARYEH AaHBH 32 6€300aCHOCT

TokcuuHH ehekTH, HANP. NpU3HaLKX Ha 6B0pedHo yBpexkaaHe, ca HaOMo aBaHu NPU Kydera caMo Cliell
eKCITO3HLHA, JOCTATHYHA, 33 1a C€ HAJXBHPIH MAKCHMAJIHATA €KCMO3ULHA NP YOBEKA, KOETO MOKa3Ba
ManKa peJeBaHTHOCT KbM KJIHHHYHATA yrioTpeda.

Mymacennocm/xanyepozennocm:
He ca HabmiopaBaHM MpH3HALM 38 KAaHUEPOreHEH MOTeHLHMan. TecTOoBeTe 3a MeHOTOKCHYHOCT HE ca

NoKa3aid JaHHH 32 edeKT Ha HOAHAPOHOBATa KUCEJIHHA BEPXY MCHHATa aKTHBHOCT,

Penpoodykmusna moxcuynocm:
Hawma nasHm 3a AMpeKkTHa (peTamHa TOKCHYHOCT MM TepaToreHeH epekT Ha ubaHapoHOBAaTa KUCETHHA
NpH NEpPOPATHO TPEeTHpPaHH IUTHXOBE M 3ailiy U He ca HabmonaBaHW HEXENAHH €(PEKTH BBPXY
Pa3BMTHETO Ha NMoKoneHue Fi Ha TUIBXOBE MPH eKCTPanoINpaHa eKCNO3ULMA Hay-Maliko 35 IMbTH Haj
YOBEIIKATA €KCNO3UIHA. B penpoayKkTHBHHM MPOYHBAaHHA TPH IUTBXOBE NMPH MEPOPATHO MPHIOKEHUE
epekTHTe BBPXY (hepTHIHTETA CE CHCTOAT B MOBHIIEHHE HA NPEAMMIUIAHTALIMOHHHMTE 3aryOH MpH
no3oeu HUB2 oT 1 mg/kg AHEBHO M MO-BMCOKM. B mpoyuBaHMA NpH IUTBXOBE NPH HHTPABEHO3HO
npHIoOkKeHHe HOaHAPOHOBA KUCENHHA HaMansBa Opod Ha criepmarozouaure npH ao3u ot 0,3 u 1 mg/kg
AHEBHO M HaMaligBa epTHIMTETa NpH MBXKHTEe NpH | mg/kg AHEBHO, a MpH xeHckuTe - 1,2 mg/
AHeBHO. Hexenanute edexkTH Ha MOAHAPOHOBATA KHUCETHUHA TPH M3CIICABAHHUATA 33 PENPOIYATIME
TOKCHYHOCT MPH TUTBXOBe ca Owin edekture, HabmonaaBaHu npu OudochoHaTuTe KARR
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6. @®APMAIEBTHYHH JAHHU

6.1. CnRchbK HA NIOMOIIHHTE BelllecTBa

Covpyesuna na mabaemrxama.

JlaxTo3a MOHOXHApAT

[osnaor(K30)

enynosza, MokpokpucTanHa (12 u 101)
KpocnioBuaoH

MarHe3ueB cTeapar

CHnyLMeB JHOKCHA, KONOHAEH 0€3BOACH

Obeuexa na mabiemrxama.
Onaapu Il 6an 85F18422 curabpika:
T1oMUBHHWIOB AJIKOXOJ1

Twrasos auokcua (E171)

Tank

Maxporon (3350)

6.2. HechbBMECTHMOCTH

HenpunoxuMmo.

6.3. Cpox ua roasocr

2 TOOUHH

6.4. CoenHanuu yc/IOBHA Ha ChXpPRHCHHE

To3u AexapcTBeH NPOAYKT HE M3UCKBA CNICLIMAIHM YCIIOBHA 3a ChXpaHeHHE.
6.5. Baa n chabpkaHHe HA ONAKOBKATA

PVC/PE/PVDC/Al 6nucrepu (6enn) ¢ 1 Tabnerka, kOMTO Ce ripeAsiaraT B ONaKOBKH, ChbIbpXKawHy 1 win
3 TaOnertkw.

He BcHukM BUAOBE OMAKOBKH Morat Aa 6baaT mycHaTH B npoaax0a.

6.6. CnenmraiHH NpeaAnASHHE MEPKH NPH H3XBLpJagne B pabora

HamMa cnelimajiHi u3UCKBaHHUA

7. TPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Gedeon Richter Plc.

1103 Budapest, Gydmrdi iit 19-21

YHrapus

8. IPUTEXATEJ HA PASPEIIEHHUETO 3A ITAPAJIEJIEH BHOC
“Becta Men” EQO/I, yvn. "KsHuo Ckopues” Ne8, 5350 Tpasua, brarapus

9. HOMEP(A) HA PAZPEIHIEHMETO 3A YIIOTPEBA
Pernctpaumonex Ne 20100207

10. JATA HA ITBPBO PA3PENIABAHE/MIOTHOBSIBAHE HA PA3PEHIEBAREYS
YIIOTPEBA

g ’ lﬁl'*.!-‘.
Jlata Ha mBpBO paspemasane: 19/03/2010 % LR
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HaTta Ha nocheaHo noaHoaBaHe: 12/08/2015

11. IATA HA AKTYAJIM3UPAHE HA TEKCTA

10.11.2022




