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2. KAYECTBEH H KOJHYECTBEH ChCTAB  {Ogotpeuue Ne ...

Beaka duimupada Tabnerka cbabpika 168,81 mg HatpueB HOaHZpPOHAT MOHOXMApAT (Sodium
ibandronate monohydrate), exsupanenten Ha 150 mg ubanaporosa kucenrna (ibandronic acid).

TloMOILIHK BelecTBa ¢ H3IBECTHO ACHCTBUE!
Bceska Ocuka 150 mg ¢punmupana tabnerka csabpska 294,9 mg nakroza MOHOXHIpAT.
3a MBJIHUA CIMCHK HA MIOMOIEHHUTE BELWIECTBA, BWKTE Touka 6.1.

3. JIEKAPCTBEHA ®OFPMA
OunMupana TabneTka.

Bana wnu noutH 6ana punmepana Tabnerka, OBaJIHA, ABCHMHOH3MBKHAJIA, ¢ TPaBHpaH Haanue "M24" ot
e/HATa CTpaHa ¥ €3 HaANHAC OT APYraTa CTpaHa.

4. KJIMHHYHHU JAHHHU
4.1. TepaneBTHUHM NOKAZAHUSA

JleyeHHe Ha OCTEOIIOPO3a TIPH KEHH B ITOCTMEHOMNAY3a € YBEJIMYEeH PUCK OT PPaKkTypH (BXK. Touka 5.1).
IlokazaHo ¢ HaMajieHHWe Ha pHcKa oT Beprebpanuu ¢GpakTypHd; HE € YCTAaHOBEHA €(hHKaCHOCT IO
OTHOILICHHE Ha (paKTYpPH Ha lIMiikaTa Ha OeapeHara KOCT.

4.2. JMo3HpoBKA H HAYUH HA NPHIOKEHME
JlO3npoBKa

[IpenopbuBaHaTa qo3a e eaHa GuiMupasa tabnerka Ocuka 150 mg BeAHBXK MECEUHO. 3a MPERNOYHTAHE
¢ Ta0eTKaTa ia ce MpUEMA Ha €[IHA H Cbllla JaTa BCeKH Mecell,

Ocuka 150 mg ¢punMupana TabaeTia Tpabsa qa ce mpunara CyTpuH Ha rnagHo (9e3 fa € Ouna npuemMana
XpaHa noHe 6 yaca) U 1 Jyac mpeau NBEPBHA MPHEM Ha XpaHa WIM HANMTKA 34 JeHA (C U3KIIOYESHHE Ha
BoAA) (BX. TOUKA 4.5) WK npean NepopanHo NMpUEMaHe Ha APYro JIEKApCTBO WIIH XPAHHUTETHA 1oDaBKa
(ChABPKALA KAJILMHKA),

IMauuenTkuTe Tpabea na Ob1aT HHGOPMUPAHH, Y€ aKO NMPOMYCHAT 103a TpAOBAa Aa B3eMaT e1Ha TabyieTka
Ocuxa 150 mg Ha cyeaBawaTa CYTpHH CJIE KATO Ca C€ CETHIIH, OCBEH aKko AO CIIEABAINaTa aHupaHa
a03a He octaear 7 AHW. Cnex ToBa MaUMECHTKHUTE TPsAOBA Ja C€ BbPHAT KbM MPHEM Ha J03aTa BEIHDBXK
MECEYHO Ha IMbPBOHAYAMHO I1aHUpaHaTa AaTa.

AKO cReJpallaTa TiaHMpaHa aara € 4o 7 IHH, TAUHEHTKUTE TpAOBa A3 U34aKaT 10 cyiedBaulaTa 103a H
cJIS] TOBA A NPOAbLIKAT A [IPHEMAT MO eaHa Tab/eTKka MECEHHO, KaKTO € IJIaHUPaHo MbEPBOHAYANHO,
[ManuenTkuTe He TpaOpa fa B3eMart ABe TAONETKH B €HA W ChILA CEMHLIA.

[Ipu HepOCTATHYEH PUEM C XPaHATA, MAUHEHTKHTE TpAOBa Ja [oJy4aBar A0
ButaMHH D (Bk. Touka 4.4 u Touka 4.5).

OnTyManHaTa MPOALDKUTEHOCT HA JIGYEHHETO HA OCTEOMNopo3a ¢ 6H¢oc¢pﬂa 1 ie eyCT
Heo0xoauMocTTa OT NpOaBIKaBaHe HA JIEYeHHETO TpAOBa NEPHOIWYHO Aa cé‘nja ueHHBa BB, mhgjs
AT ir - A



Ha TIOJI3ATE U MOTEHUHANHHTE PUCKOBE OT MpHNaraHe Ha WOaHAPOHOBA KHCE/IHHA NMPH BCEKH OTAENEH
TALMEHT, OCOOEHO clie] 5 WM TIOREUE FOAUHHU Ha yriotpe0da.

Creyuaniu nonyaayiy

Hayuenmxu ¢ yepexcoane na bvopeunama pyuxkyus

He ce nmpenopbypa NpHIokeHHeTo Ha OCHKA NPU MAUMEHTKH € KPEaTHHUHOB KNHPBHC noa 30 ml/min
Mopagy OrpaHHYeH KIMHUYEH ONMT (BXK. TOYKH 4.4 1 5.2).

He e HeoOXonumo KOpUr#paHe Ha J03aTa NMPH NMALMEHTKHU € JIEKO HIM YMEPCHO YBpeKJaHe Ha
6p6peuHaTta yHKUHA, KOTaTO KITHPBHCHT Ha KPEaTHHHHA € PaBeH WM No-roiasM ot 30 ml/min.

Hayuenmxu ¢ ywepnoopobro yspescoane
He e HeoOxoaMMO KOpUIHpaHe Ha fo3aTta (BxK. Touka 5.2).

IHonyaayus @ cmapyecxa gv3pacm (>63 200uny)
He e HeoOX0AHMMO KOpPUTHpaHe Ha K03aTa (BXK. Touxa 5.2).

[leduampuuna nonynayus
HsimMa chotBeTHO npHioskeHHe HAa OcHka NpH Jelia Ha BB3pacT noj 18 roaHHH H HE Ca MPOBEKRAHU
H3nuTBaHKA ¢ OCHKA TIPYU TA3U NOMyaauus (Bx. TOUKM 5.1 U 5.2).

Ha4yuH Ha NpUAOKEHHE

3a NepopanHo MPHIOKEHHE.

- TabGnerkuTe TpsaOBa Oa ce MOTNBIAT Lenu ¢ yama Boaa (180 xo 240 ml) 8 ceaHano MK H3NPaBEHO
nonoXXKeHWe Ha nauueHTkara. He Tpsabea ma ce u3nonssa Boja ¢ BUCOKO ChABPIKAHHE Ha KaJILIHL
[TpeniopbuBa ce Aa ce H3NoA3Ba OSyTUAMpaHa BOJA ¢ HHCKO MHHEPAJIHO ChABP:KAHHE, aKO HMa
OIaceHHs 34 MNOTEHLUUAITHO BUCOKU HHBA HA KAJILUMH B yeluMsAHAaTa Boja (TBbpAa BOJA).

- TlanuedTtkuTe He TpaAOBa Aa NAraT B NIpOXb/bKeHHe Ha 1 yac ciea npuema Ha OcHKa.

- Boparta e enMHCTBEHATA HAMMHTKA, ¢ KOATO Tpabea Aa ce npuema Ocuka.

- Tlaumentkutre He TpaAORAa Oa AbLBYAT WM cMmydar TabneTrkara MNOpasH BBIMOXKHOCTTA OT
opodapuEreaiHa yauepauHa.

4.3. IlporuBonoxa3zanHs

-  CPBpBXYYBCTEBHTE/JHOCT KBbM AKTHBHOTO BEILIECTBO WIH KbM HAKOE OT TIOMOLIHHTE BeEIlECTBa,
u30poeHH B To4ka 6.1.

- XHINOKaJILMEMH.

- AHOMAaJIMM Ha XpaHOIPOBOAA, KOUTO 3a0aB4T H3NPA3BAHETO MY KATO CTPHKTYPH UITH AXANAIUS.

- HepB3MOKHOCT 34 CTOEHE B M3MPABEHO HIIH CEIHAN0 MOJOKEHHE 32 HE NO-MAIKO OT 60 MHHYTH.

4.4. CroenHajinn NpeAYNpeXAeHHsa H NPeANa3HH MEPKH NPH ynoTpeda

XHIIOKAJIUHEMHA

CeliecTByBalaTa XHNoKaaueMua TpabBa Aa ce KOpHUrHpa Nnpeiu 3alouBaHe Ha JyieueHHe ¢ OCHKa.
JIpyruTe HapylueHHs Ha KOCTHHAA W MUHEpaNHHA MeTabonH3EeM ChILO TPAOBA 1A C€ JIEKYBAaT aKTHBHO.
AZEKBATHUAT [TPUEM HA KAl ¥ BUTaMuH D e BakKeH 3a BCHUKH NALIMEHTKH.

CToMalIHO-YPEBHO JIPA3HEHE

[Mepopanto npunaranute GHpochOHATH MOTAT 2 NPHYMHAT JTOKATHO APa3sHEHE B TOPHHTE OT/E/H Ha
CTOMAIITHO-UpeBHMA TPAaKT. [lopagu BB3MOXKHOCTTZ OT MOSBAa HA TAKMBA HEXEIAHH PEakLUHH H
MOTEHIIHAN 34 BIOILABAHE HA APYIH OCHOBHHM 3abonspanns, koraro Ocuka ce NpHIara Ha MaUHEHTKH C
aKTHBHH 3a60/11BaH{s HA FOPHMTE OTAENH Ha CTOMAIUHO-YPEBHHA TPAKT (Harnp. e30(arut Ha Barret,




nepdopanys Ha XpaHOMPOBOJA, NPH MALMEHTH, JIEKyBaHU ¢ nepopaiHd OHdocdoHatd. PHCKBT oT
TEKKH He)keSJaHW peakUMK OT CTPaHa Ha XpaHONpPOBOAA M3TJex/a € No- BUCOK NMPH NALMEHTKH, KOUTO
He CNa3BaT YKA3aHHMATA 3 IO3UPAHE H/UITH IPOAB/KABAT 1a NpHeMaT nepopainu oudochonaTH 1 crien
NOSBaTA Ha CHMITTOMM CBMHHTENIHM 3a e3ogareanHo gpa3HeHe. IlaMeHTkure Tpadsa ga obwpHat
0CcO0EHO BHUMAHME H /1 CMa3BaT CTPUKTHO YKA3aHUATA 34 A03HpaHE (BK. TouKa 4.2).

Jlexapute TpaOBa Ja BHUMABAT 34 NOSBaTa Ha HAKAKBH MPH3HALUK WJIH CUMITTOMH, CHIHANM3MPALIHA 34
BBE3MOXKHA peakl{a OT CTpaHa Ha XpaHOIPOBOJA, a NMALWEHTKHTE TPAOBa Aa ObaaT npeaynpeacHy aa
IPEYCTAHOBAT [IPUIOKEHUeTO Ha OcHKa M 1a NOTHPCAT KOHCYITALMA ¢ JIEKAP, aKo [OAYy4aT Aucdarus,
OauHO(barus, peTpocTepHanHa 00JiKa WK NMOABA WIH BJIOLIABAHE HA KHCEITUHM,

Bwrnpeku e o BpemMe Ha KOHTPOJIHPaHH KJIIMHUYHU U3MHTBAHWA He ¢ Oun HabmoaaBaH NMOBHILEH PHUCK,
B MOCTMAPKETUHIOBUA Nepuol ca OHITH noayyeHu ChLOOLIEHHS 3a CTOMAlIHK H AYOAEHAIHH A3BH 110
BpeMe Ha ynotpeda Ha nepopaiHi 6udocdoHaTH, HIKOH OT KOUTO TEXKKH U C YCIOKHEHHS.

Tsit kaTO HECTEPOHAHKTE NPOTHBOBL3MANNTENHH IEKAPCTBEHH NPOAYKTH, KakTO H OudocoHaTuTe, ca
CBBP3aHH CHC CTOMAIIHO-YPEBHO Apa3HEHe, TPAOBA J1a c€ BHHMAaRpa NpH ChIBTCTBALLO JIeUeHHE.

OcTeoHeKpe3a Ha YenocTTa
Octeonekposa Ha uentoctra (OHY) ce cpobuiaBa MHOro psako B MOCTMAPKETHHIOBH YC/IOBHA TIpH
MaLMeHTH, NoJyHaBalid HOAHAPOHORA KUCEHHA 324 OCTEONOpo3a {BK. Touka 4.8).

Hauanoro na neueHneTo WJIM HA HOB Kypc Ha jedeHWE TpAOBa Aa c¢ OTAOXKM IPH ITAUEHTH C
He3a34paBeNld OTKPHTH JIe3MH Ha MEKKTE ThbKaHH B yCTAaTa.

IIpenr newenue ¢ Ocuka, NPH MALMEHTH ChC CBLIOBTCTBALIM PHUCKOBM (DAKTOPH, CE€ MPENOpbYBa
CTOMATONOrAYeH npernel ¢ NpogHIaKTUYHH CTOMATONOTHYHH MEPKH H WHAWBMAYaJHZ OHEHKA HA
CBOTHOLUEHHETO MON3a/PHCK.

Cnensure puCcKOBH (pakTopu TpAdBa Aa ce MMAaT NpeABHI NPH OLIEHKA HA pUcKa oT pasBuTHe Ha OHY

TIpHK MTAIMEHTA!

- Cuiiata Ha JIeKapCcTBEHMA NPOAYKT, KOHTO HHXHOMpa KocTHara pe3opbums (Io-BHCOK PHUCK MpH
MHOI0 CHJIHM CBEAWHEHUd), Ha4ydHA HA MPHIOKEHHe (IO-BUCOK PUCK MpH TAPEHTEPaHO
NpIIOKKEHHE) U KYMYIaTHBHA 033 Ha TepaliaATa 3a KOCTHA pe30pOuus

- Pak, cerrpTeTBalnM 3a00n4BaHNA (Hanp. aHEMHS, KOAryaornaTHy, HH(PEKIUA ), TEOTIOHOITYIICHE

-  CobnbrcTBalIM TEpAnMH: KOPTHUKOCTEPOWAM, XHMHOTEpalusi, WHXMOWTOPM HAa AaHrHOIEHE3aTa,
TBUENICYCHUE HA r1aBaTa ¥ [HugTa

- Jloma xurueHa Ha ycTHaTa KyXHHa, 3abonsBaHe Ha MapoAOHTa, HenodOpe IpHiAramM 3B6HH
[poTe3u, aHAMHE3a 3a CTOMATOJIOTUYHO 3a00nABaHE, HHBA3WBHM CTOMATOJNIOTHYHH NpPOLENYDH,
Harp. eKCTpaKUuua Ha 360

Ilo Bpeme ma neweHue ¢ OcHKa BCMYKH NAUMEHTH TpsdBa Zla ce HAchp4yaBaT Aa noaawpxkar aodpa
XHIHMEHA HAa YCTHATA KyXHMHa, J4 MMHABAT HA PYTHHHH CTOMAaTOJIOTHUHM MpEracaH ¥ He3abaBHO fna
cpOOLIABAT 38 BCHYKY CHMNTOMM B YCTHAaTa KyXHHa KaTo pa3kiailaHe Ha 3u0, O0jika WIM noayBaHe,
He3a3[paBsABaLlMY PaHH WIH OTAENsAHE HA THOH. [lo BpeMe Ha NeueHHeTo, HHBAa3WBHH CTOMATOAOIrHYHH
npoueaypu TpaOGBa Aa ce HM3BBLPILBAT CaMO C/eJ BHHMATENHO OOMHCJSHE U Aa ce u3bArear npu
HEMOCPEACTBEHa DAM30CT ¢ NpHI0MXEHHETO Ha (OCHKA.,

[lnanbT 32 neveHue Ha manHEHTHTE, Kouto pazeuat OHY, tpabea ma ce pazpaboTH B TACHO
CHTPYAHHYECTBO MEXAY JICKYBAIHA JIEKap W CTOMATONOT WIH JIMUEBO-YEIOCTEH XHPYPr ¢ OIMT C
OHY. Tpabea na ce vma mpeaBHA BPEMEHHO INPEKBCBaHe Ha aeveHueTo ¢ Ocuka Jo:
CHMITTOMHATE H HAMAJIABAHE HA JOMPHHACAIIMTE PUCKOBH (DaKTOPH, KOTaTo € BH3ML

OcTeoHeKkpo3a Ha BLHIUHHWA CIYXOB MPOoXoa



ITpn nevenne ¢ Oucochonatn ce cHODIARA 33 OCTEOHEKPO3a Ha BLHUIHUA C/YXOB NPOX0, CBhp3aHa
TJIABHO MPH ABArOCpodHa Tepanua. Bb3MOXKHEUTE PHCKOBH (PAKTOPH 3a OCTEOHEKPO3a HA BbHLIHHKSA
CIyXOB MPOXOJ, BIUTIOYBAT YNOTpeda Ha CTEPOMIM M XUMHOTEPANH H/UJTH JIOKAJIHH PUCKOBH (PakTOpH,
KATO HANPHMEP HHQEKUHS WM TpasMa. BepoATHOCTTa OT Pa3sBUTHE HA OCTCOHEKPO3da HAa BEHHIIHMA
CILyXOB npoxon TpaOea Aa ce HMa NpeABHUA NPH NALHEHTH, npyeMally duchocdoHaTH, KOHTO Pa3BUBAT
CHMIITOMH OT CTPAHA HAa YXOTO, BKIKUATEIHO XPOHHYHH YIIHH HHOEKLHU,

ATHnuyHun bpakTypH Ha demMypa

MMa cro0OmeHus 3a aTUNHYHU CYOTPOXAHTEPHH M AHau3HH $pakTypn Ha (eMopalHaTa KOCT IpH
Tepanuda ¢ OudochoHaTH, NPEeAHMHO TIPH TNALUMEHTH, KOWTO €A HA TIPOAB/DKHTEJHO JIEUCHHE 3a
OCTeonOpo3a. 1e3d HanpeyHH HAM MNOJIEraTH MO0 KOoHQurypauus ¢pakTypy MOXE Ja BbH3HHKHAT
HaBCAKBJAE MO ABb/DKHHATA Ha PeMypa - OT HENOCPEACTBEHO MO MaJIKHA TPOXAHTEp A0 TOYHO Ha
CYNPaKOHIMIAPHOTO pasumMpeHHe. Te3n GpakTypu BB3HUKBAT CAE] MUHHMAJIHA TPaBMa MIIH JIMIICa Ha
TpaBMa W HAKOH MallMEHTH noyyasaT Oosxa B OeapoTo unu cnabuHnTe, 4eCTO HAro00sBalla doskarta
XapakTepHa 3a cTpec ¢pakTypH, CeIMHLUM A0 MeceLll TNpedd MNOsBaTa Ha MBJIHA (pakTypa Ha
(peMopanHaTa kocT. OpakTypute 4ecto ca Ounarepanuu. Ilopanu ToBa mpu NaUMEHTH NEKYBaHU C
GudochoHaTH, KOMTO ca NONYYHITH GPaKTypa Ha TAJIOTO Ha peMopanHaTa KOocT TpAOBa Aa ce U3cieasa
KoHTpaaTepartHHa ¢emyp. Cro0lIaBa ce ChLIO 3a TPYAHO 3a3ApaBsiBaHE HAa Te3H PpakTypH. Tpabsa na
CE MOMHUCIIH 3a [PEKPATABAHE HA TepafiHATa ¢ HMPochOHATH NPH MALMEHTH CbC CbMHEHHE 32 aTHITHYHA
bpakTypa Ha ¢emypa, JIOKAaTO NPOABL/DKABA H3CICSABAHETO HAa [MALMEHTa, Karo €€ HMMa MPEeiBHI
MHAWBHAYaJIHaTa OLCHKA HA CHOTHOLIEHHUETO NOMN3a/PUCK.

[To BpeMe Ha neueHne ¢ OuocdoHaTH nauMeHTHTE TPAOBA Aa OBAAT HHCTPYKTUPAHH Aa choOIaBaT 3a
Bcaka Oonka B Oesaporo, TasobeapeHaTa CTABa UAX CIAOUHMTE H BCEKH MAaLlUEHT C TAKMBA CHMITTOMH
TPAOBaA fia Ce NPeriiekna 3a HembAHa PpakTypa na demypa.

bp6peuHo yrpexkaaHe
[Topagu orpaHHUY€HHA KJITHHMYEH OTIHT, TpujaraHero Ha OCHKa NpHM NALUHEHTKU ¢ KpeaTHHHHOB

KnupsHE nog 30 ml/min He ce npenopbkuBa (Bx. Touka 5.2).

[IoMOIIIHYU BelIecTBa
To3u nekapcTBeH NPOAYKT CBHABPKA 2649 mg nakroza MOHOXMApaT Ha ¢uinMHpaHa Tabnerka.
[lanwedT ¢ peaAKH HacneaCTBEHU NMPOONEMH HAa HEMOHOCHMOCT KBbM rajlakTo3a, IbJICH NaKTrasex

ASHHUHT HIM ITIOKO30-TajlakTo3Ha Maiabcopbuus, He TpaOBa Aa NPHEMAT TO3H JIEKAPCTBEH MPOAYKT.
ToBa nexkapcTBO ChABPKA NO-MaIko oT I mmol Hatpuii (23 mg) Ha priMHpaHa Tabaerka, T.€. MOXe Aa
Ce KaxKe, 4e MPAKTUYECKH HE CHIBPAKA HATPHH.

4.5. BzaumopgeiicrBue ¢ ApYrn JJeKAPCTBEHH NPOAYKTH H IPYIrH GOpPMH HA B3AHMOACHCTBHE

Bzaumooeiicmesue aexkapcmeen npodykm - Xpana

[lepopannara OHOHANMUYHOCT HAa MOAHAPOHOBATA KHCEIHHA, OOMKHOBEHO HaMmaldsa [PpU HAIMYHE Ha
xpaHa. OcobeHO IMIPORYKTH, ChABPKAIM KAJILUWH, BKIIOYHTEIHO MIAKO W ApPYrd TONHBAJCHTHH
KaTHOHH (KaTo alyMHHHH, Marde3ui, jKena30), € Bb3MOXKHO Aa MOBIHAAT pezopduuaTa Ha OCHKa, KOETO
CLOTBETCTBA HAa JAHHHUTE OT MPOYyYBaHHATA IpH XHBOTHH. [lopaau ToBa nauneHTkHTE HE TpPAOBa Aa
NMpHEMAT XpaHa Nnpe3 HOIUTa (noHe 6 4Yaca) mpead na BieMaT OcHka, W Tpabpa ga ocTaHAT IMajlHU B
npoasibkeHre Ha | yac cnen npuema Ha Ocuka (Bxk. Touka 4.2).

Bzaumodeticmeue ¢ opyzu rexapcmeaenu npooyKmu

CunTa ce, ye HAMA BEPOATHOCT OT MeTA0OUTHH B3aUMOEHCTBHA, Thit KaTo HOAHIPOHOBATA KHCENHHA
HEe MHXHOHpa OCHOBHHUTE YEpHOAPOOHH U30eH3UMY P450 npH YOBeKa M € loKa3aHo, Ye He WHAyuHupa
yepHOApOOHATA CHCTEeMa Ha uuToxpoM P450 npu nmexose (K. Touka 5.2).
HbGanapoHoBaTa KHCEJIRHA Ce €JIHMMHHHpa camo 4ype3 OnOpeuHa exckpeLH4. Ofnara Ha
buorpaHcdopManus. /;;r'{j'.urr»‘{ ;}0
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Kanupesd [JoOaBKHM, AHTHALMAH H HAKOH JIGKAPCTBEHH MPOAYKTH
CHALPIKAIUYM NOAHUBATCHTHY KaTHOHY




Mma BeposTHOCT 100aBKH, ChIBPXKAIINM TIOJIUBATEHTHH KaTHOHH (KAaTO anyMHUHHH, MarHe3HH, xela3o),
ra nopnauast abcopbruata Ha Ocwuka. [lopaagw TOBa MALMEHTKHUTE HeE TpslGBa Ja npyaeMaT IpyYrH
niepopaiHy JeKApCTBEHH NMPOAYKTH NoHe 6 Yaca npeau u 1 4dac cnen npuema Ha OcuHka.

Anerrncanuuunopa kucenuna 1 HCIIBC
THH KaTo aUCTUICANMILIMIOBATA KHCE/IHHA, HECTCPOUJAHMTE MMPOTHBOBBINAJIHTEIHH JICKApPCTREHH

npoaykr (NSAIDs), kakro u 6udochoHaTHTE, ca CRLP3aHH CBC CTOMAIIHO-YPEBHO ApazHeHe, Tpabsa
Jla ce BHUMAaRa NpH eJHOBPEMEHHOTO UM [IpUTOKeHUe (Bx. TOuka 4.4),

H2 6nokepu uiy HHXHOUTOPH HA NIPOTOHHATA [IOMIIa
Ot nag 1500 nauneHTKH, BEIIOUYEHH B KTHHHYHOTO #3riurBaHe BM 16549, koeTo cpaBHABA CXEMHUTE HA

JIeHeHHEe C e)KeMecedeH H exkeHeBeH NPUEM Ha UOaHApOHOBA KHMCENHHA, ¢led €IHa WIH [Be MoAHHH
chOTBETHO 14% 1 18% ot OonHMTE ca M3noa3BaiH XxHcTaMHHOBH (H2) Onoxkepu wimM HHXuOGHTOPH Ha
NOPOTOHHATA MoMna. Yecrorara Ha HEXKENaHH CHEOMTHA OT CTPAHA HA TOPHHUTE OTAENH Ha CTOMALIHO-
UpeBHUS TPAKT [pY NALMEHTKUTE, JIEKYBaHH ¢ ubaHaApoHOBa KucenuHa 150 mg dunMupana Tabiekra
BEAHEX MeceuyHo, € Oma nogoOHa Ha Ta3u NMpPH NMALMEHNTKHATE, IpHeMany HOaHAPOHOBA KHCEIUHa 2,5
mg IHEBHO.

[Ipn 3apaBu mMBke AOOPOBO/LH H KEHHM B MOCTMEHOMNAay3a HHTPABEHO3HO IIPHIIOKEH DAHUTHAMH €
NpeAn3BUKA YBEIHYEHHE Ha OHOHATHYHOCTTA HA HOAHAPOHOBATA KUCEIMHA C OKOIO 20%, BepoaTHO B
pe3yjTaT Ha HaMaleHaTa CTOMallHa KHCeNUHHOCT. Thii kaTo 00aue ToBa yBeJHYECHHE € B HOPMAaIHHTE
rpaHHLH HA BapWHaOWIHOCT HA OHOHANMYHOCTTA Ha MOAHAPOHOBATZ KHCENHHA, CYHTA Ce, Y€ He €
HeoOXoAMMO KOpHrupaHe Ha go3ara, korato Ocuka ce npunara ¢ HO-6nokepr winm Ipyra akTHBHH
BELIECTBA, KOUTO YBENHUYABAT cTOMAaIIHOTO pH. |

4.6, DepTHIAHTET, OPEeMEHHOCT H KbPMEHE

bpeMeHHOCT

Ocuka e 3a ynoTpeba caMo IPH XKEHU c/1ell MEHOTIAY3a H He TpAdBa J1a ce IpyueMa OT JKEHH B ACTEpO/IHa
BB3PACT.

HsMa nocraThb4yHO OaHHM 3a ynorpedbata Ha wuGaHApOHOBaTa KucenuHa IpH OpeMEHHHM KEHH.
[IpoyyraHHATa nNpd IUIBXOBE TMOKA3BAT H3BECTHA PENPOAYKTHBHA TOKCHYHOCT (BXK. TOuka J.3).
[ToreHHATHUAT PUCK MPH XOpPA HE € U3BECTEH.

Ocwuka He TpaOBa na ce U3MOJ3BA MO BpEME HA OPEMEHHOCT.

KbpMeHe

He e n3BecTHO nanu nbaHAPOHOBATa KMCEMUHA CE EKCKpETHpPa B KbpMaTa npu YoBeka. Ilpoyusanuara
NpH KbPMEIH IUTHLXOBE Ca NOKA3AIH HAJIHYHETO HA HUICKH HHBa Ha M0aHpOHOBA KUCEIIMHA B KbpMaTta
CICH HHTPABEHO3HO NPHIIOKEHME.

Ocuka He TpaOBa na ce |3NOJ3Ba B NIEpHOIA HA KbPMEHE,

QEePTUIIUTET

Hsama pantm 3a edpexkTHTe HA MOAHAPOHOBA KHCEIHHA TPH Xopa. B penpoaykTHBHY [IpOyUBaHHS NPH
[UIbXOBE, UOAHAPOHOBA KUCE/MHA MPHETA NEepOopaTHO HaMamaBa ¢eprwivreTa. IpH npoyusan#s c
[LTBXOBE, MOAHAPOHOBA KHMCETMHA H3MOJI2BAHA UHTPARCHO3HO, Hamanasa GepTHIHTETa MPU NO-BUCOKH
JAHEBHH I03H (BK. TOUYKa 5.3).

4.7. EdexTn BbpXxy cnoco0HOCTTA 32 WodHpAHE H padoTa ¢ MAIIMHA
Bp3 ocHoBa Ha dapMakoAUHAMWYHHA 4 (hapMakOKMHETHYHHA Npodmi 1 CLODIICHUTE -HesKeJaHH
peakuMH ce cunTa, Ue OCHKa HE MOBIMABA WM ITOBIUABA MPEHEOPEXKUMO cnocoﬁnoc?afza,\qimw,g '

U pafoTa ¢ MalIuHHU. ?Q&\ e,

4.8. Hexeaanu JieKapCTBEHH peakKUHH




PestoMe Ha npoduna Ha 6e30MmacHOCT

Haii-cepro3nuTe HEXeNaHH peakiuM, KOHTO ca CbOOIIAaBaHH, ca aHadWIaKTH4HA peaKkLMA/IIOK
aTHNUYHA PpakTypd Ha ¢eMypa, OCTEOHEKpO3a Ha 4emloCTTa, CTOMALIHO-YPEBHO ApasHeHe, OYHO
EL30aNeHUe (8. naparpad "Onucanne Ha H3CpaHu HeXENany peakuui” ¥ TouKa 4.4),

Hali-uecto choOLIaBaHUTE HEXKENaHW peakLMu ¢a apTpairus M rpunonododHu cuMntomu. Tesu
CUMITTOMH Ce MpOABABAT BbB BPB3Ka ¢ MbPBATa 4032, OOMKHOBEHO Ca KPaTKOTPANHH, JEKH HITH
YMEPEHH NO HHTEH3WTET B OT3BYYABAT NPH MPOABLIKABAHE HA JICUCHHETO, OE3 a Hanarar MepkH {BiK.
Touka "[ punononobHo zabonasane").

TabanueH cNHCHK HA HEXKETAHHWTE peakLInK
B Tabnwuna 1 e NPEOCTaBEH IBJISH CMHCHBK HA H3BECTHUTE HEKECIIAHH peakLyH. be3onacHOCTTa Ha

NepOPATHOTO JIeHeHHE ¢ UOaHIPOHOBA KUCETHHA 2,5 mg AHEBHO ¢ Ouna oueHeHa rpH 1 251 nauueHTKH,
JeKyBaHM B 4 miauebo-KOHTpOMHpaHH KIMHWYHM M3MHTBAaHHA, KaTO rojisMa 4YacT OT NalMeHTKUTE
UABAT OT OCHOBHOTO TPUICAHWIIHO H3MUTBAHE MO OTHOUIEHHUE HA PpaxTypu (MF4411).

[lo BpeMe Ha ABErOAMIIHO KNMHHYHO H3MHTBAaHE MPH 3KCHH B MOCTMEHOMay3a ¢ ocreonopos3a (BM
16549) o6musaT npodun Ha GezonacHOCT Ha HOaHApPOHOBA KHcenaMHa 150 mg, npunaraHa BeAHBXK
MeCeYHO H uDaHApOHOBA KHceauHa 2,5 mg, NpHiaraHa BeARBX OHEBHO € OWa nopoben. OOmwmsar
NPOLEHT HA NAUMCHTKHATE, NMOJYUMJIM HexenaHa peakuus € oun 22,7% u 25,0% 3a ubanaponoea
KucenuHa 150 mg BeAHBK MeCEUHO CHOTBETHO CJIe €/1Ha M JABe TOAUHM. B TTOBEYETO Cliydau Te He ca
JOBEJIH 10 NMPEYCTAHOBABAHE HA JICYCHUETO,

Hexxenanure peakuuu ca u3bpoeHH no CUCTEMO-OpraHHM KJ1acoBe M Kareropus dyectora o MedDRA.
KaTteropuure 4yecToTa ca ONpeaeieHd KaTo € U3N0A3BaHa CASAHATa KOHBEHLHA: MHOTO vecTd (>1/10),
uectd (>1/100 go <1/10), reuectu (>1/1 000 po <1/100), peaxu (=1/10 000 no <1/1 000) u MHOrO peaku
(<1/10 000), ¢ Hen3BecTHA YecTOTA (OT HUTMYHHTE JaHHW HE MOKE Ja Objie HanpaseHa oueHKa). llpu
BCAKO MPyNUpaHe B 3aBUCHMOCT OT Ye€CTOTATa, HEKENTAHHTE PeakLvH ce H30poaBaT B HU3XOAALL PEA O
OTHOLLUEHHE Ha TAXHATA CEPHOIHOCT.

Tabnmuua 1: Hexenarn nexapcTBeHW peakUHH INPH TOCTMEHOTAY3AMHM JK€HH, KOHTO MpHEMar
MOaHAPOHOBAa KUceauHa |50 mg BegHBXK MECEYHO MaM MOAHAPOHOBA KMCEIMHA 2,5 mg AHEBHO B
u3nuTBaHuaTa ot (asa I11 BM 16549 u MF 4411, u npu nOoCTMapKETUHIOBUA OIHT.

ICucTemo- YecTH HevecTn Peaxu MHOro peaku
lopraHuu

K/1aCoBE

Hapyuienud Ha |- IO60CcTpaHE HalPeakLns HalAHadMnakTHYHA
¥MYyHHAT2 acTMa CBPBXMYBCTBHTENHOCT  |peaKlus/ oK
cucreMa

Hapywenus Ha [ naBobonue 3amaiiBaHe - -

HepBHaTa

cUcTeMa

Hapywenus Hal- - (Ouno -

lounTe BE3NANCHUCT

T L R
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Ctomamno-  [Esodarur, Esodarwur, L[b'o,ueﬂm
YpEeBHH ["acTput, 'acTpo-  [BKIKOUYHTEIHO
Hapymerus  |eaodarenaHa ezodarenannu
pednykcHa yALIepaLiA WJTH
Gonect, CTPUKTYpY H
JIncnencus, nHcdarng,
Juapus, [loBpeIaHeE,
AOAOMMHANHA [DnaTyneHuus
bonka, Nanexe
IO6puB (CrHapoM Ha Stevens|
Hapywenua na Auruoesem, Otok HalJohnsonf,
KoKaTa H NTHLIETO, Y pPTUKapUs MyATH(OPMEH
TIOAKOXKHATA eputeMT, OymoseH
THKaH nepMaTUT
HapylueHuns Ha {ApTpainru4, bonka B repba ATHNHYHH OcTeonekpoza Ha
MYCKYJIHO- Muanrus, ICyOTpOXaHTEpHH HMEMOCTTAT
keneTHata  [MycKyJHO- nuapuzan PpaxkTypH HaOCTEOHEKpo3a  Ha
HCTEeMa AICKENETHH OOJIKH, \bemopannara kocTt BRHINHHMA  CJIYXOB
!z'be,[[HHHTeHHaT MycKkynHH npoxoa (HexkenaHa
la TbKaH KpaMIIH, peakuMsa Ha Kjaca
MyCKyTHO- buchocdoHaTh)
CKeneTHa
ICKOBAHOCT
06 M ['punonono6HO YMopa
HapyweHHa HRabonsasaHe*
ledexTH Ha
MACTOTO Hd
TPHAMKEHHE

"Bik gomeHHTENHATa HHGOPMALIKS TT0-A0TY
THabnropaBaHo Npd MOCTMApKETHHIOBUA OITHT

Onucanue Ha 130 PAHH HEYXKCJIAHH PCAKIIHH

CmomauHo-4pe6HY ReXCeaan peaxyuu

- INatMeHTKH ¢ NpeAXOXKAALIA AHAMHEE3A 34 CTOMALIHO-YPEBHO 3a00N4BaHe, BKIIOYATENHO ITALIMEHTKH C
nentuyHa s3sa 6e3 CKOPOIIHO KbPBEHE HTH XOCTTHTANTH3ALUA, H NALHEHTKH C JUCTIETICHA HIH pequiykc,
KOHTPOJHPAHH MENMKAMEHTO3HO, ¢a OMJIM BKNIOUEHH B KJIMHMYHOTO M3MIWUTBAHE ¢ MNPHIOXKSHHE HA
JIEKAPCTBEHAA NPOAYKT BEAHBXK MECEHHO. 1IpH Te3H MalMEeHTKH He € oTOeNa3aHa pasiivKa B 4ecToTaTa
Ha HEXKEJAHUTE CHOHTHA OT CTPaHa Ha NOPHUTE OTASIH HA CTOMAIHO-YPEBHHSA TPAKT MNPH CXeMara Ha
neueHue ¢uC 150 mg BeOHBK MECEUHO B CpaBHEHHE ¢ €XKeAHEBHOTO NPUNIOKeHHe Ha 2,5 mg,

[punonodobro 2abonseane

['punonogobHoTo 3a0onaBaHe BKIOYBA CBHOWTHA, ChOOMIABAHM KAaTO OCTPO(A30BA PEAKIHA HIH
CHMITTOMH, BKIFOYBALIH MHAJITUA, apTpanrys, eSpunuter, cTyAeHH TPRIKH, yYMopa, rajcHe, 3aryba Ha
aneTHT WK DOJKa B KOCTHTE.

Ocmegonexpo3a Ha Yemocmma
Cnydyad Ha OCTEOHEKPO3a Ha YEJKCTTA ¢€ ¢hOoOLABaT NPEJUMHO NPH NALMEHTH [ C-PaksAEKYBAHHU ©
1L

NeKAPCTBEHH NPOAYKTH, KOHTO MHXMOHpAT KOCTHATA pe3opOumi, kato nGanapsRofgs! kuckny
Touka 4.4.). Cny4an Ha OHY ce cbhob1uaBaT B MOCTMAPKETHHIOBY YCIOBUS 33, MOGHAPOHOBA KYESINHA.
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Quno ev3naieHue

Crobiaea ce 3a CbOUTHA Ha OYHO BB3MAJICHHUE, HAMNP., YBEHT, CMUCKASPHT H CKIIEPHT, MPH JICUCHHE C
HOAHAPOHOBA KHCEJIMHA. B HAKOM ciiyuald Te3u CuOMTHA HE OT3BYYaBAT, JOKATO HE C& NpPEeYyCTAHOBU
NpUIOKEHUEeTO HAa HOaHIPOHOBA KHUCETTHHA.

Anaunaxmuuna peaxyus/mox

Hma cro0uIeHnA 3a cyyau Ha aHa)MNaKTHYHA PeaKiA/IIoK, BIUTIOYHTENHO GaTaTHH CEOMTHA TTPH
MALHEHTH, JIEKYBaHH ¢ HOAHAPOHOBA KUCENHHA HHTPABEHO3HO.

Crobuiapate Ha MOAO3UPAHH HEXKENAHH PEAKLINH

Crob1iaBaHeTo Ha MOJO3HpaHH HEXenaHHd PeaklliH ¢iell paspellagaHe 3a ynorpeda Ha JiekapCTBEHHA
NPOAYKT € BaKHO. T0Ba TO3IBOJMABA Aa MPOABLLKH HAOMOASHHETO HA CHOTHOUICHHETO NON3A/PHCK 32
NeKapcTBeH NpoAyKT. OT MEAHLIHHCKHATE CIELIMATACTH C€ H3MCKBA 1A CHODIIABAT BCAKa MOA03HpaHa
HexKeNlaHa peakiia upes H3mbIHATeNHa areHUpA 1o ekapereara yAa. " laman [pyes” Ne8, 1303 Codms,
Ten.: +35 928903417, yebcaiit: www.bda.bg.

4.9. IlpenozupaHe

Hsma crierpduyHa nadopMauus 3a neyeHne Ha npeaosupane ¢ Ocuka.

Bb3 0CHOBa Ha MO3HAHHMETO 34 TO3M KNac CheAMHEHHH 00ade, MEpOPANHOTO Mpelo3HpaHe MOXKe Aa
A0BENE N0 HEOKENAHA pPeakiHMM OT CTpaHa Ha TOPHWTE OTHASNM Ha CTOMAMIHO-UPCBHWA TPAKT (KaTo
CTOMAILIHO Pa3CTPOIHCTRO, AHCTIETNICHA, e30DariT, TacTpUT WK A3Ba) WM XAnokanuuemusa. Tpadsa na
ce Jlafe MIISKO WM aHTHALKHIH 32 CBbp3BaHe Ha MOaHAPOHOBA KMCENIMHA, @ HEXXeJJAaHUTE PEaKiMM 1A ¢
JeKyBaT cUuMNToMaTH4HO. [lopaau pHCK OT Apa3HEHe HA XPaHONPOBOAA, He TpAdBa [a ce NIpeAU3BUKBA
NOBPBINAHE H NALIHEHTET TPg0Ba Oa OCTaHe HAITBJIHO H3MNPaBEH.

5. ®APMAKOJIOTHUHHU CBOMCTBA
5.1. PapmMakoAMHAMHYHH CBOHCTBA

(dapmakoTepanesTruuda rpyna: JlekapcTBeHM NpoAyKTH 3a JieYEHME Ha KOCTHM 3abonsaBaHug,
Oudocdonarn, ATC kon: MOSBAOG.

MexaHW3IbM Ha JeHCTBUE

WNoanaponoraTa KucenuHa € BUCOKoakTHBeH OudocdhoHaT, mpuHalIexKan KM a30T-ChAbpXKallaTa
rpyna 6udochoHaTH, KOHTO ASHCTBAT CENEKTHBHO BbPXY KOCTHATA THKAH MU CHeUHpHYHO HHXHOUpAT
OCTEOKIACTHATA aKTHBHOCT, 6e3 Aa NOpNHUABA AUPEKTHO QPOPMUPAHETO HA KOCTHTE. TH He MOBIHABA
BB3CTAHOBABAHETC Ha ocTeokmacture. HMbanppoHoBaTa xHcenwHa BOAH JO NPOrPECHBHO HETHO
HATPYMBaHe Ha KOCTHa Maca H A0 HAMaJieHa YecToTa HA (PAKTYPHTE Ype3 MOTHUCKAHE Ha MOBHUILIECHATA
KOCTHA 0OMsHa 10 IpeAMeHoNay3HH HUBA TIPH JKEHHM B MOCTMEHOMAay3a.

(dapMakoaAHHAMHYHHK e(eKTH

dapMaKoIHHAMHYHOTO AeiCTBHE HA HOAHAPOHOBATA KHCETHHA € MHXMOHpaHe Ha KOCTHATA pe3opluus.
In vivo ubaHApoHORATA KHCEIUHA TPEROTBPATABA SKCTIEPUMEHTATHO MHAYIMPAHA KOCTHA ASCTPYKLMA,
NpUYMHEHA OT NPEYCTAHOBABAHE Ha (PYHKLIMATA HA [MOJIOBHTE KJIE3H, TIPHIOXKEHHETO HA PETHHOMIH,
HHAYLMPaHE Ha TYMOPH HJIH MPHAOKEHHE HA TYMOPHH eKCTpakTH. B Mnaau (6bp30 pacTaum) MILXoBe
CHIOTEHHATA KOCTHA pe3opOLMsA Chuo € MHXUOupaHa, KOETO BOAM A0 IOBHILCHHE Ha HOpMAallHATa
KOCTHA Maca B CPABHEHHE C HETPETHPAHH KUBOTHH.

ExcnepumeHnTanHu MOOENM Ha >KUBOTHH TNOTBBPXKIAABAT, Y€ HOAHAPOHOBATA KMUCEIMHA € MOLLUEH
WHXHOHMTOD Ha OCTEOK/IACTHATA akTHBHOCT. HAMa qaHHM 3a yBpeneHA MHHEPAIH3ALMA NIPH PACTHIIH
MTBX0BE JOopH B 403U HAaJ 5 000 msTH Mo-BBCOKH OT N034Ta, HEOOX0AUMA 33 JIEUSHHE.. : ﬁﬁ?@ 3a.
[TpoABIKUTENHOTO €XKeAHEBHO U HHTEPMHTEHTHO (C IBJIMM UHTEPRAIY He3 ekapc Q}Jhpnfnaiia W_&M
IUIPXOBE, Kyuera ¥ MaMyHW € OUIIO CBBP3aHO ¢ 0Dpa3yBaHETO HA HOBA KOCTH ﬁ dn ¢ Hopﬁ&:ﬁe\
Ka4eCTBO U CHIATA WM NOBHLIEHA MEXAHHYHA 3ApaBHHA IOPH NIPH JO3H B TOK lmlf're rpaHHuH T['pH \
xopaTa e(hprKacHOCTTa Ha HOAHAPOHOBATA KHUCEMMHA MPH €XKEAHSBHO U HHTepMH 6H’IHO npmomenﬂe c:
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UHTepBaT 6e3 nekapcTBo 9-10 ceaMHLH € NOTBBpACHA OT KTHHHYHO Hanwreane (MF 4411), opu koeto
€ JOKa3aHa e(pHKACHOCTTA HAa HOAHAPOHOBATA KHCE/THHA 34 Mpeana3BaHe OT (PpaKTypHu.

[Ip# excnepuMeHTANHH MOJENH ¢ KMBOTHM HWOaHAPOHOBATA KHCE/IMHA IpeAH3BHKBA OHOXWMHYHH
IPOMEHH, TOKA3aTeJIHH 33 [030-3aBHCHMO MHXMOHpaHe Ha KOCTHATa pe30opduMs, BKJIIOYMTETHO
HaMaJIsBaHe Ha H3/BUBAHETO C YpHHaTa Ha OHOXHMHUYHMTE MapKepH 3a pasrpaxiaHe Ha KOCTHHA
konareH (kKarto NEe30KCHMITAPHIHHONMH W KPBCTOCAHOCBBP3aHU N-TeIOoNenTHAM Ha KojareH tvn |

(NTX)).

B enno npoyusane oT ¢aza I 33 OHOEeKBHBAIEHTHOCT, NPOBEICHO MPU 72 XKEHU B MNOCTMEHONAY3a,
MOJY4HIIH nepopaiHo oG 4 ao3u ot 150 mg npe3 28 aHn, HamanaeaHe Ha cepymund CTX
(kppcTOcaHoCBBpP3aBu C-reonenTuayu Ha Konaren Tumn ) cnea mppeaTa no3a € Habmogasaxo ome 24
yaca clief mpueMa Ha pozara (cpeaHo uHxuOupane 28%), Kato CpeaHOTO MAKCUMANHO HaManIBaHe
(69%) e orbenasaHo 6 aHM No-kbcHO. Cllen Tperara M YETBBPTATA [03a CPEAHOTO MAKCHMAIHO
HaMmaJjsBaHe, 6 JHU chel npreMa Ha Jo3arta, € Owro 74% ¢ HaMaleHHe 10 CpeaAHO HaMalsBAHE OT
56%, nabmogaeado 28 nHuW cnen verBbprara no3a. [Ipy npexparsBaHe Ha npveMa HamangBaHe Ha
M3TBYBAHETO HA OHOXHMHYHHTE MapKepy 34 KOCTHA pe3opOuua He ce Habmopaasa.

KnynnnuHa edukacHOCT U §€30MacHOCT

[Tpu onpenensHe Ha )XEHUTE ¢ MOBHILEH PHUCK OT QPaKTypH, Th/DKALIH C& HA OCTEONopo3a, TpAdBa na
ce HMaT MpeaBHA He3aBHCHMHTE PUCKOBH (axTopH, karo HanpuMep HHUcka KMII, BB3pacT, Hanvume Ha
NpeayRIHA (PPAKTYPH, CeMeiiHA aHaMHe3a 3a (PpaKTypH, MHTEH3HBHA KOCTHA 0OMAHA U HUCHK MHIEKC
Ha TeJIeCHA Maca.

Hbanoponosa xuceauna 150 mg 6ednvic MECeurno

Koctha muHepanHa miubTHOoCT (KMIT)

B nperogvuoiHo, ABOHHOCHANO, MHOTOHEHTPOBO KIHHUYHO M3nuTrBaHe (BM 16549) Ha eHU B
nocrMeHonaysa ¢ ocreonoposa {T-ckop Ha KMIT Ha nym6antus otAen Ha rpeOHaUHHS CTHIO nog - 2,5
SD Ha W3XOAHO HUBO) € JOKazaHo, Ye NPUIoKenweTo Ha whanapoHoBa kucenuna 150 mg seawnk
MECEYHO € ITOHE TOJIKOBa e(hekTUBHO 3a yBennuarane Ha KMII, konkoto Ha ubaHnpoHoBa KHCE/IHHA 2,5
mg paHeerHo. ToBa € AOKa3aHO NPH IBPBHYHMA AHAJIM3 B Kpas Ha MObpBaTa roguHa W (IpH
NOTBbPAWTETHHA GHAIH3 Ha NIBPBHYHHTE KPaiiHH TOUKH B Kpad Ha BTopaTa roavHa (Tabnuua 2).

Tabauna 2: CpegHa OTHOCHTENHA NpoMsaHA OT H2xoaHoTo HUBO Ha KMII Ha nymbanundg otgen na - -
rpeOHauHKA CTENO, OeapoTo KaTo Lao, OeApeHaTa WHHKa U TpoXaHTepa ciel eAHa roquHa (IIbpBHYeH
aHATU3) U JBe TOAMHH JieueHHe (IpH NMauMeHTKHTE MPUKIIYKIH Y4YacTHe CIIOpel NPOTOKONa) IpH

npoyusane BM 16549,

aHHH OT e€JHAa TroJHHa HaII{aHHH OT JIB€ T'OJHHH HA H3NHTBAaHE
usnursane BM 16549 BM 16549
Cpennu OTHOCHTEeNHUMOAHAPOHOBA g\uﬁaﬂﬂpcmoaa ubaHapPOHOBA HGaHAPOHOBA
[IPOMEHH OT W3XOJHOTO HHBOKHCENUHA 2,5 mglkucenuna 150 mgjkucenuna 2,5 mgkucennna 150 mg
1% [95% CI] aHeBHO (N=318) [BegHDBX MECEYHC [QHEBHO BEAHBK MECEUHO
(N=320) (N=294) (N=291)

KMIT na nymbanaua oraen3,9 [3.4, 4,3] 4,9 [4,4, 5,3] 5,0 [4,4, 5,5] 6,6 [6,0, 7,1]
Ha rpbOHaueH ¢cToabd L2-1.4
KMII na 6eapo 2,0[1,7,2,3 3,1[2,8,3.4] 2,512,1,2,9] 4,2 (3,8, 4,5]
KMII Ha 6eapenara wuiika (1,7 [1,3, 2,1 2,2 11,9, 2,6] 1,9[1,4,2,4 3, l [2 7, 3,6]
KMII na TpoxanTepa 3.2[2.8,3.7] M4,6[42,51] |4,0[3,54,5] 2 15u1a 6,

?'1“’ h.f" D

OcBeH TOBa, B MPOCTIEKTHBEH IUIAHHPAH QHAJTH3 € JI0Ka3aHO, 4Ye TPUIIOKEHH S/ifa HE&H.deHb‘BEi‘\\

KMCeWHa 150 mg BEAHBAK MeCEUHO ¢ TO-eeKTHBHO OT JieueHHe ¢ HGanapo| Oﬁafﬁﬂcenﬂﬂa 2, 5 mg n';




IHEBHO 3a yeenuuyeHHe Ha KMII uwa nymbannuda otaen Ha rpuOHauHus cTBJAO Clel €fHa rojiuHa, p
=0,002, u cnen ase roguHH, p < 0,001.

Cnen eana roguHa (MbpBHYeH aHanu3) 91,3% (p = 0,005) oT nauMeHTKUTE, [10Jy4aBaIH HOAHAPOHORA
kvcenuna 150 mg seaHbk Meceudo, ca nmanu KMII Ha mymGanaus otaen Ha rppbHavnms cTead no-
rofifiMa Wik paBHa Ha u3xomHaTta (KMIT Ha oTroBopunuTe Ha eYeHHETO) B cpaBHeHHe ¢ 84% oT
NALKHEHTKHTE, MOJIyYaBaiH HoaHaApoHOBa KucenuHa 2,5 mg aHeBHo. Cnen npe rogunu 93,5% (p=0,004)
1 86,4% OT MauHeHTKHTE, TIOTy4YaBaiH choTBeTHO Ocuka 150 mg BegHLx MecedHO MM HOaHAPOHOBA
KHCEMHHA 2,5 mg JHEBHO, ¢4 OTNOBOPHIH Ha JIEUEHHETO.

3a KMII na 6eaporo kato wino 90,0% (p < 0.001) or nmanuentkure, nony4asasu ubGaHIpOHOBA
kucesdaa 150 mg BeAHDK Meceuno,  76,7% OT MalMeHTKUTE, NOMydaBad HOaGHAPOHOBA KHCEJKMHA
2,25 mg aHeBHO, ca uMan KMII1 Ha 6eapoTo KaTo U710 no-rojsiMa Uik paBHa Ha H3X0AHaTa B Kpad Ha
nbpeara roguaa. Cref ase roaunu 93,4% (p < 0,001) oT nauuMeHTKHTE, NOMy4YaBany HOaHAPOHORA
kucenusa 150 mg pemHbXK MeceuHo, 1 78,4% oOT mauMeHTKUTe, Nony4asand HOAHAPOHOBA KHCEIHHA
2,5 mg AHeBHO, ca Wmand KMIT Ha 6eapoTo kaTo 0410 no-rojiaMa HiH pasHa Ha H3XOQHATA.

Kato ce mpueMe no-cTpor KpuTepuif 3a ouenka Ha edexTa OT jiedeHueTo, KOoHTO komOunmpa KMII na
nymOanuus otaen Ha rpuOHavnua ¢Tea0 U Ha Genporo kato uano, 83,9% (p < 0,001) u 65,7% or
MALKMEHTKHTE, NONyJYaBald WOaHApoHOBA KucenuHa 150 mg BeoHBK MeceuHO WIH HOaHAPOHOBA
KHACENIMHA 2,5 mg QHEBHO CHLOTBETHO, €4 OTrOBOPHIH HAa ACYEHUETO Ha nMbpBara roamuHa. Ha Tosm
KpuTepuit cnen ape roguHy ca orroropunn 87,1% (p < 0,001) u 70,5% or nauueHTKHTE B rpyIHTe C
npunoxeHue Ha 150 mg Meceyno M 2,5 mg JHEBHO ChOTBETHO.

BHOXHMHMMHU MapKepH Ha KOCTeH 0OMeH

KnrHu4HO 3HaUMMO HamaneHue Ha cepyMHuTe HuBa Ha CTX ¢ HaOmogaBaHO BBB BCHYKH BPEMEBH
TOYKH Ha W3MepBaHe, T.¢. ciea 3, 6, 12 u 24 meceua. Cnen egHa roadHa (MbPBHYUEH aHANIM3) CpeAHATa
OTHOCHTE/IHA MPOMAHA CIIPSMO M3XOJHOTO HMBO € Guna - 76% 3a mbanzpoHoBa kucennHa 150 mg
BeAHBX MeceyHo M - 67% 3a ubannpoHoBa kucenuHa 2,5 mg aHeBHo. Cnel ABe MOAMHH CpeHATA
OTHOCHTeJIHA IpoMAHA € 61na - 68% u - 62% cBHOTBETHO B IPpYIIMTE ¢ TpHiIoKeHHE Ha 150 mg Meceuno
M 2,5 mg JHEBHO CbOTBETHO.

Cnen nepBata roausa, 83,5% (p= 0.006) oT nmauHeHTKHTE, MOJNyYaBald HOaHAPOHOBA KuceauHa 150
mg BEOHBK MeceuHo, H 73,9% OT nauueHTKuTe, Nomy4yaBaid HOaHIPOHOBA KHCENIHHA 2,5 mg JHEBHO,
Ca OTTOBOPHIIH HA JiedeHHeTo (onpeaeneHo kaTo HamaneHue >50 % ot u3xoaHoTo HKBO). Cnex BToparta
rojMHa, ¢a otropopusid 78,7% (p=0,002) u 65,6% oT naueHTKUTE CHOTBETHO B FPYNNUTE C IMIPUIOKEHHE
Ha 150 mg MeceuHo H 2,5 mg AHEBHO CHOTBETHO.

B®3 OCHOBa Ha pe3yNTATHUTE OT KIMHMYHCO u3nMTBaHe BM 16549, ce ouaksa NMpHIOXKEHHETO Ha
HbaHapoHoepa KHceqHHa 150 mg BeaHBK MeceuHO Aa OBAe NOHe TONKOBAa e€(EKTHBHO 34
MpeaoTBpaTABaHe Ha PPAKTYPH KaTo Ha MOAHAPOHOBA KHCENHHA 2,5 mg AHEBHO.

HOauapoHOBa KHcenrHa 2.5 mg AHEBHO
ITo BpeMe Ha MBPBOTO 3-TOQHIIHO PaHAOMH3UPAHO, ABOMHOCIANO, KOHTPONHPAHO C MIALe60 KITHHHYHO

H3MUTBaHe 32 aHTH(pakTypHa edexkTHBHOCT (MF 4411) e A0Ka3aHO CTAaTHCTHYECKU M KIMHHYHO
3HAYMMO HaMaJleHHEe Ha YeCTOTaTa Ha HOBH PEHTreHorpadCKH, MOPQOMETPHYHO H KIIHHHYHO JOKA3aHH
BepreOpanay ppaktypH (Tadbnauna 3). [Ipu ToBa npoyusaHe AeHCTBUETO Ha HOAHAPOHOBATA KUCEIHHA €
GHIO OLICHABAHO MPH NEPCPaIHK OO3H 0T 2,5 mg AHEeBHO K 20 mg AHTEPMUTEHTHO Kato NpodHa cxeMa
Ha npuioxenue. UGaHapoHOBaTa KucesivHA € npuaarana 60 MUHYTH npeaH MbPBHA NPHEM Ha XpaHa
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2,5 mg mpy exeqHeBHO TIPHUIOKEHHE MOKAa3Ba CTATHCTUYECKH H KIMHUYHO 3HAYHMO HAMAJICHHE Ha
4eCTOTaTa Ha HOBH BepreOpanHu daktypH. Tazm cxemMa Ha JieyeHHE € nOBeNia 10 HaMaACHHEe Ha [T0ABaTa
H4 HOBH peHTreHorpadcku Aokasand BeprebpanHu ¢ppaktypu ¢ 62% (p=0,0001) 3a Tpure ropunn Ha
MPOBEKAAHE HA M3nMTBaHeTO. OTHOCHTENHO HamajieHHe Ha pucka ¢ 61% e naGmiogasaHo cien 2
roausd (p=0,0006). He e nocTUrHara cTaTHCTRYECKM 3HAYMMA pa3jidKa ciaex 1 rofuHa Ha Jie4eHHue
(p=0,056). AHTH(PaKTYpHHAT edekT e GHT YCTOHYMB NO BpeMe Ha u3nuTBaHeTo. He ca HabnlonaBaHu
JaHHH 3a HaManfABaHe Ha e(eKTa ¢ BpeMeTo.

Yectorata HAa KIMHHYHO AOKasaHure BepTebpanHu ¢paKkTypd ChHILIO € HaMansana 3HavyuMMo ¢ 49%
(p=0,011). Ocen toBa, wW3paseHHaT €QdeKT BBPXY BepTreOpasHuTe (pakTypH Cc€ OTpa3ssBa B
CTATHCTHYECKY 3HAYMMO NO-MATKOTO HaMansBale Ha PbCTa B cpasHenue ¢ mnauedo {p<0,0001).

Tabnuua 3: Pe3ynratu or 3-roQniiHo KIHHHYHO M3MMTBaHE 3a aHTH(pakTypHa edekTHBHOCT MF 4411
(%o, 95% CI).

KIIHHHYHO M3fB€Ha BepTeOpasiHa dpakTypa

[Tnauedo HbangpoHoBa KucenvHa 2,5mg
(N=974) AHEBHO
lN=0977)
HaMansBaHe Ha OTHOCUTETHHS PHCK 162% (40,9, 75,1)
Hosu MOPGhHOMETPUYUHO JOKa3aHH
BepTeOpansu dpakTypu
Uectota Ha HOBM  Mopdomerpnuno9d,56% 4,68%
noKa3zaHH BepTeOpanHu (PppaktTypu 7,5, 11,7) (3,2, 6,2)
HamaneHHe Ha OTHOCHTEIIHHMA PHCK OT 49%

(14,03,69,49)

YecToTa Ha KITMHHYHO H3ABEHA

epreGpanta dpaxrypa

5,33% (3,73, 6,92)

2,75% (1,61, 3,89)

KMII - cpeaHa npoMsHa 110 OTHOLUEHHUE Ha

1,26% (0,8, 1,7)

6,54% (6,1, 7,0)

H3MEPEHOTO M3XOQHO HUBO Ha nymOayiHed
loraen Ha rprOHayHmMs ¢TLIO B Kpad Ha
TPETaTa rofiuHa
KMII - ¢cpeana mpomMsHa Mo oTHowenue Ha-0,69% (-1,0, -0,4)
M3XOJHO HHBO Ha OEAPOTO KATO LANO B Kpas
Ha TpeTaTa FOAUHA

3,36% (3,0, 3,7)

EdexkTsT or neyeHnero ¢ NOAHAPOHOBA KHMCeNWHA € O JONMBAHWUTEIHO OLICHEH NP aHAIW3 Ha
cyOmnomny iauus NanMeHTKH, KOUTO Ha W3xoaHo HuBo ca uManu KMII T-ckop nog -2,5 B nymbanuus
oraen Ha rpuOHaynua cTeI0. Hamanennero Ha pucka oT BepreSpasHM ()pPAKTYPH € CHOTBETCTBANO B
rojisiMa CTETeH Ha pHCKa 3a oflata MmomyJsaius.

Ta6nuua 4: PesynraT oT 3-FOAMILHG KIHHHYHO H3NWTBaHE 3a aHTUdpakTypHa edexrusHocT MF 4411
(Y, 95% CI) npn naupentkn ¢ KMII T-ckop Ha H3XOAHO HMBO mod -2,5 B aymOanHua oTAen Ha
rpLOHaYHKA CTEIO

[T1anebo (N=587) HbaHApOHOBAa KHCENHMHA 2,5 mg

NHEBHO
(N=575)
HamansBaHe Ha OTHOCHTEIIHHA PUCK 59% (34,5, 74,3)
Hosu MOPGHOMETPHUHO JOKa3aHH
BepTeOpaiHH PpakTypu
Uectora Ha nHOBH  Mopdomerpuuno(l2,54% (9,53, 15,55)

noKa3zaHH BepTeOpaliHA QpaKTypH




HamaneHne HA OTHOCHUTE/IHUS PHCK OT 50%

KIHHUYHO H3ABEHA BeprebpanHa (9,49, 71,91)
(bpakTypa
UecToTa Ha ~ KIHHUYHO n3aeeHa6,97% (4,67, 9,27) 3,57% (1,89, 5,24)
BepTeOpanna ¢gpakrypa

KMII - cpeana npomsHa no otHomenuell,13% (0,6, 1,7) 7,01% (6,5, 7,6)
HA H3MEPEHOTO H3XOJHO HHBO Ha
TyMOaTHHSA OTAEN Ha rpbOHauYHUA CTHAO
B Kpas Ha TpeTaTa roaMHa

KMIT - cpeana npomaHa nmo otHowenue-0,70% (-1,1, -0,2) 3,59%

Ha H3MEPEHOTO M3XOAHO HHBO Ha (3,1,4,1)
OenpoTO KaTo UAJI0O B Kpasd Ha Tperara
rojiHHA

He ¢ waGmomaBaHO HaMaleHMe Ha HeBepTeOpanHute ¢pakTypu B ofmiata obmara nomyJianus
MAUHEHTH, YYacTBaillh B KJIMHHYHOTO winurBaHe MF4411, HO exenHeBHOTO MPHIIOKEHHE HA
HOaHAPOHOBA KHCEIIMHA M3r/IeXkaa ¢heKTUBHO npH cybnomynanuaTa ¢ BUcok puck (KMIT Ha mwmiikara
Ha 6eapenara xoct T ckop < -3.0), npH koATO e HabnKoJaBaHO HAMAIEHHE Ha PUCKA OT HEBEpTeOpaiHu
ppakrypu ¢ 69%.

EjxeiHEeBHOTO JIEYeHHE ¢ 2,5 mg e AoBeno Ao nporpecuBHo yRennueHue Ha KMII Ha BepTebpannute v
HepepTeOpanHUTE YacTH HA CKEJeTa.

Veennuennero Ha KMIT Ha nymGannua otaen Ha rpbOHauyHUA ¢ThAO 3a TPH rOAMHH B CpPaBHEHHE C
mtauebo e 6uno 5,3% u 6,5% cnpAMo H3XOAHOTO HHBO. Y BEJIMYEHUETO 3a OeAperaTa KOCT B CPaBHEHHE
¢ U3X0AHOTO HHBO € 6uno 2,8% Ha Genpenara wukika, 3,4% 3a 6eapo obuio 4 5,5% 3a TpoxaHrepa.
BuoxuMH4HHTE MapkepH 3a kKocTHa 00MaHA (CTX B ypHHAaTa U OCTEOKAJILMH B CEpyMa) ca MoKa3ajH
OYaKBaH MOJIEN Ha MOTUCKAHE A0 NPEeMEHOoINAay3anH1i HHBa U ca AOCTUIHaAM MaKCHMAaIHO MOTUCKAHE 0
3-6 meceLa.

Kotunauueckd 3HAaYMMO HaManeHHe ¢ 50% Ha OMOXMMMYECKHTE MapKepu 3a KOCTHa pe3opOums e
HaOMOJABAHO OLLE Ha MbPBHS MECEI] Cie] HA4ajJoTO Ha JeueHHE ¢ HOaHApPOHOBa KHCEAWHA 2,5 mg.
Cnen mpeycTaHOBABaHe Ha JiedeHHETO € HabNoaBaHO BH3BPBLIAHE KBM NAaToJOrH4HaTa CTENEH Ha
MOBHILCHA KOCTHA pe3opOuMs OT NpeAW JEYSHHETO, CBBP3aHa ¢ MOCTMEHOMNay3alHa OCTeoIopo3a.
XHMCTONOTHYHHAT aHAJIM3 Ha KOCTHH OHOICHH cies OB W TPH INOOAHM Ha JICHCHWE HA JKEHHA B
MOCTMEHOMNAY3a MOKa3Ba KOCTHA TBKaH ¢ HOPMAJIHO Ka4vecTBO 03 pAaHHM 3a Oe(eKkT B
MHHEPATH3ALUATA.

[lennaTpyyna nonysarus (8. ToYka 4.2 H ToUKa 5.2)
EtanopaeH He e mM3cieqBaH NpPH [IeAHATPHUHA MONYAALMA, MOPaJHd TOBa HAMa JaHHH 3a €(PHKAaCHOCTTA
HITH 6€30MacHOCTTA TIPH Ta3M MOILYIAUS NMALHSHTH.

5.2. PapMAKOKHHETHYHM CBOHCTBA

[TepBHuHMTE hapMakoNOrHUHU edeKTH Ha HOAHIPOHOBATA KUCE/IHHA BBPXY KOCTTa HE €A JAMPEKTHO
CBBbpP3aHH ¢ JeHiCTBUTENHUTE MIa3MEHH KOHIISHTPALMM, KOETO Ce JOKa3Ba OT padjIMMHH H3CJ/ICABaHHA
[PH >KMBOTHH U XOpa.

Abcopbums
AbGcopbuuaTa Ha uOAHAPOHOBA KHCENHHA B FOPHUTE OTHENIM HAa CTOMALIHO-YPEBHHA TPaKT cnen
MepopalHe NpPHIoKEeHHe € Obp3a U npu nepopaneH TpHeM Ha Ao3d Ao 50 mgen -
KOHLIEHTPalHH C€ MOBHLIABAT MPONOPLUHMOHAIHO Ha A03aTa, KaTo MPH MO-BHCOKH 403U J7k
[O-FOJISMO OT NPONOPLMOHATHOTO Ha N03aTa, MakcuManHuTe HaGiI0JaBas MIa3MERR KOHHEHTpAD
ce gocrurat 3a 0,5 no 2 vaca (cpeano 1 yac) Ha rfiagHO U abCONKOTHATA Guouanulmnc dKojiﬁ--Oﬁ"
CrenenTa Ha abcopbiua ce BIOILIABA, KOraTo JIEKAPCTROTO CE€ MpHUEMA ¢ XpaHa &kﬂH Hamn"lm (ocﬁeﬁ ;3
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BoAa). bHoHanuuHOCTTA HamMaTABa ¢ Okono 90%, koraro UDaHAPOHOBATA KHCEJIMHA CE€ MPUIAra Che
CTaHJapTHAa 3aKycKa B cpaBHeHMe ¢ OHoHasMdHOCTTa, HAGMOAaBaHAa NpH NALMEHTKH, NPHEMAalH
nekapcTBoTo Ha rnagHo. Hama 3nadumo HamaneHWe Ha OHOHANMYHOCTTA, ako HOaHApPOHOBAaTA
KUCeNMHa ce npueMa 60 MUHYTH Mpedd DbpBUA MPHEM HA XpaHa 3a JaeHA. bHoHanMYHOCTTA M
HapacTBaHeTo Ha KMII HamanasaT, Korato XxpaHaTa WK HAlTUTKHUTE CE€ MpHeMaT Mo-paHo oT 60 MuHyTH
ciell ipeMa Ha HOaHAPOHOBA KHCETHHA.

PasnpenencHue

Crnea HavanHa CHCTEMHA eKCno3ulHA M0aHApoHOBATA KHCENHHA OBp30 ce CBBP3BA C KOCTUTE MITH Ce
eKCKpeTHpa ¢ ypuHaTta. IIpu uyoBexa nmpuBugHHA obem Ha pasnpenencHue € Hau-Manko 90 / W ¢
H3YHUCIIEHO, Y€ KOJIHYECTBOTO Ha 03aTa, JOCTHUrallo a0 kocTute, € 40-50% or uupKynHpawara /103a.
CEBP3BaHETO C MUIA3MEHHTE IPOTEMHH MPH YoBeKa € npubnusnutenHo B 85% - 87% (onpeanexo in vitro
NPH TEPANECBTHUHH KOHLICHTPALUH) W NIOpPaad TOBA B3aUMOAECHCTBHUE C APYrd JCKAPCTBEHH NPOAYKTH,
JBJDKALIO ¢€ HAa U3MECTBAaHE, € MaJIKO BEPOATHO.

buorpaHchopmalpis

Hsama ganuu, ye nbaHapoHOBaTa KMCEIHRHA ce MeTaboIH3HPA MPH JKMBOTHHTE HITH HOBEKA.

EnvumuHupate

AGcopbupanara ¢pakuus Ha MOAHAPOHOBATA KHCENHHA C€ €IMMHHHPA OT KPBbBOODpallleHHETO 4pe3
kocTHa abcopOuua {(u3uucnena Ha 40-50% npy4 skeHHTe B [IOCTMEHOMAY34a), @ 0CTAHAIOTO KOJIHYECTBO
¢e OTAeNA HenpoMeHeHo npe3 O10pewyre. Heabcoptupanara ppakumsa Ha ©6aHAPOHOBATA KHUCEITHHA CE
€JIMMHHHUPA B HEMPOMEHEH BHA Ype3 (PEKATMHTE.

[ paHMLKHTE HA YCTAHOBEHOTO BpEeMe Ha MOJYKHBOT ¢a ITMPOKH, KaTO 0OOHKHOBEHO ca B pamxute Ha 10-
72 vaca. Twi kaTo H3YHUCNEHHTE CTOHHOCTH B rojiiMa CTENEH 38BHCAT OT INMPOABILKMTENHOCTTA Ha
KIMHHYHOTO M3IIKHTBAHE, OT M3IMOJI3BAHATA J103a H YYBCTBMTE/IHOCTTa HA METOJA, KAKTO NPH APYrHUTe
OuocdoHaTH, NEUCTBUTENHOTO KPAIHO BpEME HA MMOJYXKHBOT BEPOATHO € 3HAYHTENIHO MO-TOMAMO.
PanHvTe nna3sMeHH HUBA OBP30 ce MOHMXKABAT, KaTo JocTvrar 10 10% oT MakCUMalHMTE CTOHHOCTH
A0 3 v 8 yaca cnen HHTPABEHO3HO WIHM [IEPOPATHO MPHIOKEHHE CHOTBETHO.

OOIIHAT KIMPEHC Ha HOAHAPOHOBATa KUCENHHA € HHCHK ChC CPelHH CTOMHOCTH B rpaHHUUTEe Ha 84-
160 ml/min. BeOpeunuar xnupbHC (okono 60 mL/min nOpy 3gpaBd JKEHH B IIOCTMEHONay3a)
npeacraengea 50-60% or oOuMs KMHPBEHC H € CBBp3aH C KpEeaTHHHMHOBHA KIHpBHC. CuHTa ce, ue
pasnukKaTa Mexay oOLMa ¥ ObOpedHns KIMPBHC OTpa3siBa NOSMAHETO OT KOCTHTE.

CekpeTOpHMAT NBT HE BKJIIOUBR MW3BECTHMTE CHCTEMH 3a KHMCENHHEH WIM ANKAIEH TPAaHCHIOPT,
Y4acTBalllH B €KCKPELMATA Ha APYrH aKTHBHHM BellecTra. OCBEH TOBa MOAHAPOHOBATA KHCEIMHA HE
MHXHOUpa OCHOBHHTE UepHOAPOOHH HM30eH3UMM P450 mpu 4YoBeka M He HHAYLMpa YE€pHOAPOOHATA
cuctema uuroxpom P450 npu niibxose.

DapMaKOKMHETHKA MPH COSHHAIHH KIMHUYHHU CUTYALHH

Hon

buonanuuHOoCTTa ¥ (hapMaKOKWMHETHKATA HAa MOAHAPOHOBA KHCeE/HMHA ¢ad MOAOOHHM [PU MBKETE H
FKCHHTE,

Paca

Hama nannu 3a KIMHHYHO 3HAYHMH €THHYECKH Pa3fIMKH MEKIY a3HaTUH U MPEACTABUTENH Ha OAnaTa
paca nNpu eTUMMHUHHPAHETO HA HOAHZpPOHOBATa KHCenHHa. MiMa MHOro mManko JaHHHU 3a [TallUEeHTH OT
AQPUKAHCKH TIPOHU3XO.

Hayuenmxu ¢ yepexcoane na 6vbpeunama gyHxyus

BuOpeuHuAT KiupeHC Ha HOAHAPOHOBATA KHCETMHA NP MALMEHTKH ¢ Pa3TN4YHA CTell ga,w%uaﬂ
Ha 6B6peuHata GyHKLMA € B JIMHEHHA 3aBHCHMOCT OT KPEATHHHHOBHS KIIMPLHC, %
KOPHTHpaHe Ha 1103aTa NP NALMEeHTH C JISKO HiIH YMepeHo yBpexaane Ha 6x6pey @? q)yHKuHﬂ (CLcr-.‘
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paBeH UM no-rossM ot 30 ml/min), kakTo € BUAHO OT KIMHWYHOTO M3nHTBaHe BM 16549, kbnaero
TOBEYETO OT MALHSHTKHTE ¢a MMaJlH JIEKO A0 YMEPEHO YBpexaaHe Ha OrOpeunara GpyHKIHS.
MuausuaM © TeXKO yspexaare na ObvOpeunara pynkunsa (CLer no-manbk ot 30 mi/min), noyuyasanu
€KeTHEBHO NMEPOpaHO NpHIcKeHHe Ha 10 mg nbaHapoHOBA KHCENHHA B IPOABLIDKEHHE Ha 21 aHH, ca
HMaau 2-3 MBTH [0-BUCOKH IUTa3MEHH KOHHEHTpauMH B CpPaBHEHUE C JIMLA ¢ HOpMaiHa Ovbpedsa
¢hyHKUHA, a OOIMAT KIHPBHC Ha MOaHApPOHOBaTa KuceMHHA © 6un 44 ml/min. Cnen WHTPaBEHO3HO
npunokeHde Ha 0,5 mg obuusT, 656peyHuaT U HeOBLOPEUHUAT KIMPBHC HAMANABAT CHC CHOTBETHO
67%, 77% u 50% npu avua ¢ texka OpOpevHa HEAOCTATBYHOCT, HO HE € MMaJ0 HAaMAaJICHHE Ha
NOHOCHMOCTTA, CBBLP3aHO C YBC/IMYEHHE Ha eKcno3numaTa. [lopaan orpaHHYEHUST KNHHHYEH OTIMT HE
ce NpenopbYBa MPHIOKEHHUETO Ha MOAHIPOHOBA KUCEIHHa INMPH MALUKMEHTH C TEXKKO YBPEKIaHE Ha
OwOpeunata QyHkums (B, To4Ka 4.2 ¥ Touka 4.4). dapMakoKHHeTHKAaTa Ha HOAHAPOHOBATa KHUCEIIHHA
He e OlicHABaHA MPH NauMeHTH ¢ TepMUHATHA OBOpeura 6onect, TekyBaHH B ¢ APYTH CPEACTBA OCBEH
xemoauatisa. GapMakokMHeTHKaTa Ha HOaHIPOHOBATA KUCETHHA MPH TAKUBA MTALIMEHTH HE € H3BECTHA
y MbaHapoHOBATE KUCENnrHa He Tpadea [ia e npuiara npH tesn obertoatencrea.

llayuenmxu ¢ ygpeosicoane na uepnoopobnama Qynkyua (8ac. moyxa 4.2)

HsiMa hapMakOKMHETHYHH JaHHH 33 NpWIOKeHHe Ha nOaHAPOHOBATA KMCE/IHHA TIPY NALIHEHTKH, KOUTO
MMAT YBpEXAaHe Ha YepHOoApoOHaTa dyHKuMs. YepHuUaT apod He urpae ChLUECTBEHA PO 34 KIMPBHCA
Ha UOaHJAPOHOBATA KUCE/THHA, KOATO He c€ MeTabonu3upa, a ce oraens dpes 6bp0peuHa eKCKpeLHd H
noeMaHe otT koctuTe. Ilopanu Topa He ¢ HeoOXOAMMO KOpHUIrHpaHe Ha 03aTra NpH NALMEHTKH C
YBpe:KaaHe Ha YepHoapoOHaTa QyHKIuA.

Honyrayua 6 cmapvecka év3pacm (6ic. mouka 4.2)

[Ipy MynTHBapHaHTEeH aHANH3 Bb3pacTra He € Ouna He3aBHCHUM (akTOp 3a HHATO €OHH OT BCHUKH
npoy4yBaHH papMakoKUMHETAYHM Mapamerpd. Tei kaTo OndOpeuHaTa GyHKUKMA HamMandsa ¢ BL3PACTTa,
TOBA € €JUHCTBEHHAT (hakTop, KoiTo TpAGBa Aa ce uMa npeaBup (BiK. CEKLUATA 3a YBpEXKIaHe Ha
ObOpeunara QyHKIINA).

ITeduampuuna nonynayus (6oic. moyxa 4.2 u movuxa 5.1)
Hsma naHuM 3a npuioxkedUeTo Ha HOAHIPOHOBA KMCETHHA B T€3H Bb3PACTORH IPyIIH.

5.3. IlpeaAKJIHHHYHH JAHHH 32 0e30nacHoCT

Tokcuunn edexti, Hanp. NpH3Kanu Ha 6p0peyuHo YBpeXxaaHe, ca HabMoAaBaHK NIPU KyUeTa CaMo Clle]
€KCITO3HLMA, JOCTAaThYHa, 34 Aa C€ HAAXBEPIIM MAKCUMAIHATA €KCITO3ULHA MPH YOBEKAa, KOETO M0Ka3Ba
MaJIKa peIeBAHTHOCT KbM KJIMHUYHATA yrioTpeba.

Mymazennocm/kanyepozennocm:

He ca nabniogaBanu npH3HaLK 3a KaHLUEPOreHeH NOTeHLHaN. TecToBeTe 3a €éHOTOKCHYHOCT He ca
NOKa3aiK AaHHH 3a eeKT Ha HOAHAPOHOBRATA KHCEIHWHA BbPXY F€HHATa aKTUBHOCT.,

PenpodyxmueHa moxcuuHocm.

Hsama nadHu 3a qupektHa deTalHa TOKCHYHOCT WM TepaToreHeH edekt Ha ubaHapoHOBAaTa KHCEIHHA
NpH NEepopanHO TPETHPAHM TUTBXOBe H 3aiiUd M He ca HabmopaBaHM HeKeAaHH e(PEKTH BBPXY
Pa3sBUTHETO Ha nokojMeHUe FL. Ha MIIbXOBE NIPH EKCTpanoN¥paHa eKCno3yUHs Hail-Manko 35 IBTH Hag
YOBELIKATA EKCIO3UMUMA., B penpoayKTHBHU NpOyYBaHHA NIPH MITBXOBE PH NIEPOPATTHO NPUIOKEHHES
edekTuTe BHPXY (epTHiUTETA C& CBCTOAT B NMOBUUICHHE HA NPSAMMITNIAHTALMOHHUTE 3arydoum nmpu
n030BH HHUBa oT 1 mg/kg AHEBHO W NO-BUCOKU. B mpoyusanud mpH IUTbXOBE NpU HHTPABEHO3ZHO
npuackeHne HOAHAPOHOBA KUCENHHa HaMansgBa Opos Ha cnepMartozonanTe npH ao3m ot 0,3 u 1 mg/kg
AHEBHO M HamalaBsa ¢(epTHNHTETA NMpH MBKKHATE npy 1 mg/kg AHeBHO, a MpH xenckure - 1,2 mg/kg
AHeHO. Hexenanute e)eKTd Ha MOAHAPOHOBATA KHCEJIHHA NIPH M3CNCABaHUATA 3a pe
TOKCHYHOCT TIPH TUIbXoBe ca Ounu edexrure, HaGmonasann npu Gudocdonarure xandvifnps ~Je
BIJIOMBAT HaManeH OpoW WMONAaHTAUMM, NOBIMABAHEC HA CSCTECTBEHOTO P g&%ﬂl{ﬁf}ﬂﬂ&ﬁ
YBE/HYCHUE HA BUCLIEPATHUTE BapHaLiH (CHHAPOM GBOpeUHO NereHe-yperep). (" R \
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6. GAPMAILEBTUYHH JAHHU
6.1. CnuebK HA NOMOITHHUTE BEILECTBA

Covpyesuna na mabremxama.

JlakTOo3a MOHOXHApAT

[ToBuaor{K30)

Henynosa, Mmoxkpokpuctanyda (12 u 101)
KpocnosunoH

Marnezues creapar

Cunuuues AUOKCHA, KonouzeHd 6e3BoaeH

Obeuexa nag mabremxama:
Onanpy 11 690 85F 18422 cuvabpxka:
[ToMMBUHHIOB ANKOXOI

Turanor auokcug (E171)
Tank
Makporon (3350)

6.2. HecneMecTHMOCTH

Henpunoxmumo.

6.3. Cpok Ha rogaocTt

2 rOOWHH

6.4. CnenuanHa YCIOBHSA HA ChXPaHEHHE

To3u nekapcTBEH MPOAYKT HE H3UCKBA CNELIMATHH YCJIOBHUSA 34 ChXpaHEHHE.
6.5. Bua u chbabpkaHHe HA ONIAKOBKATA

PVC/PE/PVDC/Al bnuctepu (6enn) ¢ 1 Tabnerka, KOMTO C€ npeanarar B ONAaKOBKH, ChALPKALM | HITH
3 tabnerku.

He BCHUKH BHAOBE OMAKOBKH MOrar aa 6BAaT mycHaTy B Tpoaaxba.

6.6. CneunajHH npeana3HH MEPKH NPH A3XBLP/AAHE H paborTa

HsiMa ¢cneuuanHu H3UCKBaHHUA

7. IIPATEXKATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
(Gedeon Richter Plc.

1103 Budapest, Gy&mréi it 19-21

YHrapus

8. MPHTEXATEJI HA PASPEINIEHHUETO 3A ITAPAJIEJAEH BHOC
“becta Men” EOO/L, yn. "KsHuo Ckopues” Ne8, 5350 Tpaeua, brarapust

9. HOMEP(A) HA PAZPEITEHHUETO 3A YIIOTPEBA
Perucrpanmonen Ne 20100207

YIIOTPEDA

JlaTta Ha nmbpBO paspeluasave: 19/03/2010




JlaTta va nocnenHo nogHoeaABane: 12/08/2015
11. JATA HA AKTYAJINU3UPAHE HA TEKCTA

02.10.2019
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