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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHMUS ITPOAYKT

HeBosien 5 mg tabneTku
Nevolen 5 mg tablets

2. KAYECTBEH U KOJIMUECTBEH CbCTAB

Bceska radsnieTka cbabpika 5 mg Hebuosion (nebivolol), ekBuBaneHTeH Ha 5,45 mg HEOMBOJI0/10B
xuapoxaopua (nebivolol hydrochloride).

[TomMOLIHO BELLIECTBO C H3BECTHO AEUCTBHUE: BCsKa TaldeTKa chabpxka 143,48 mg nakrosa
MOHOXH/pAT.

3a MbJIHUA CNUMCHK HA MOMOILLIHUTE BelleCcTBa BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka
beau 10 noutu 0e/M, KpbIyld, IBOHHOU3ITbKHAIW TA0JIETKH, C ABE MEPIEHANKYJIAPHO MPEeCHYaLlH ce

NEJTMTE/IHU YePTH OT e/1HaTa CTpaHa.
Tabnerkara Moxe 1a Obae paszjiesnieHa Ha YETHPH PaBHU [103H.

4. KJ/IMHHUYHHU JAHHH

4.1 TepaneBTHYHH MOKA3AHHS

HeOuB0J1071 € MOKa3aH npuv Bb3pacTHH 3a JICYEHHUE Ha:

s eCeHLHATHA XUITEPTOHHS,

® cTabMJIHA, JIeKa /10 yMepeHa XpOHHYHA CbpP/AeYHA HEI0CTATbYHOCT, B 1OMBIHEHHE KbM
CTaHaapTHaTa Tepanus Nnpy NalMeHTy B cTapyecka Bb3pacT (=70 roauHu).

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Xunepmonus

Bv3pacmuu

Jlo3ara e enHa Tabnerka (5 mg) AHEBHO, 3a NPEANOYUTAHE MO €HO H CbLIO BPEME BCEKH [IEH.
TaGnerkute Morar aa ce npyuemar o BpeMe Ha XpaHeHe.

AHTHUXMITEPTEH3UBHHUAT €PEKT ce nposBsABa A0 1-2 CEAMULM CJie 3an0UBaHE Ha JICYEHHETO.
OnTuMaaHUAT €peKT OOMKHOBEHO Ce MocTura caMo cie/l 4 ceIMHULM.

Komounayus ¢ Opyeu anmuxunepmeH3ueHu 1eKxapcmed

bera-Onokepure Morar aa ObaaT U3MOA3BAHU CAMOCTOATEIHO HIIH B KOMOHHALIUS
AHTUXUNEPTEH3UBHH JIeKapcTBa. /o MOMEHTa, JOMbJAHUTE/IEH AHTUXHITEPTEH3H
Ha01r0/1aBaH camMo MpH KOMOMHALIMA HA HEOUBOJIOJ C XHAPOXJIOpOTHA3UA 12,5- 5§1

[ayuenmu ¢ OvOpeuna HedOCMaAMmvyHOCM



[lpu nauuenTH ¢ 6BOpEUHA HEAOCTATHLYHOCT, TIPENIOPBYHUTEIHATA HAYaNHa 103a € 2,5 mg aHesHo. [1pn
HeoDXOAHUMOCT, AHEBHATA 0033 MOXKE 1A C€ YBEIHYH N0 5 mg.

ITayuenmu ¢ ueprodpobua nedocmamuvynHocm
JlaHHUTE 32 NAaLHEHTH ¢ YepHOAPOOHA HEIOCTATHLYHOCT WM HApYlIeHa YepHOAPOOHA PyHKUHMA ca
orpandueHu. [lopanu ToBa, ynorpebara Ha HEOMBOOA OT TE€3H MNAUMEHTH € MMPOTHBOIMOKA3aHA.

Hayuenmu 6 cmapuecka gv3pacm

[IpenopbunTeniHaTa Ha4yalHa 4033 NPH MTAUKEHTH Haa 65 roaviiHa Bb3pacT € 2,5 mg AHEBHO. AKO €
HeoOXx0aUMO, HEBHATA A03a MOe Aa Obae yBennueHa 1o 5 mg. [lopaau orpanuyen onur,
NPUICKEHHETO MPU NaLMEHTH HAaA 75 roanHu TpsdOBa Aa ObAe ¢ NMOBUWEHO BHUMAHHE, KaTo
nauMeHTUTe TpadBa aa ce npocaeaspar oTdAU30.

HHeouampuuna nonynayus
Ynorpebarta Ha HeOUBONION MpH AeLA U 1OHOWU Mo 18 roauHKU He ce NpenopbUBa, Nopaau

HEJOCTATbUYHM AAHHU 332 6e301acHOCTTa U €(PHKACHOCTTA HA IEKAPCTBEHHUA MPOAYKT.

Xpornuuna cepoeyna edocmamvunocm (XCH)

JleyeHneTo Ha cTabniHa XPOHUYHA CbPACHHA HEAOCTATLYHOCT TPAOBA a 3aMOUYHE C NOCTENEHHO
yBeJIMYaBaHE Ha [103aTa A0 MOCTUraHe Ha ONTUMANHATA HHAMBUAYAHA NOAABPKALLA 1034,
[TanueuTure TpaOsa nAa ca cbhe cTabMNHA XPOHUYHA ChPAEYHA HEAOCTATBYHOCT, Oe3 enn3041 Ha ocTpa
HEJOCTATBHHOCT Mpe3 NMpeAXOAHHTE 6 ceamuild. [1penopbUMTEHO € JIEKYBALUHAT JieKap Ja UMa OnuT
NPy JEYEHUETO Ha XPOHHYHATA CHpPACUHA HEJOCTATBUYHOCT.

[Ipu nauueHTH, KOMTO Ca Ha JIeHEHHE CbC CHPAEYHO-ChAOBH JIEKAPCTBA KATO AHYPETHLH H/HIIH
nurokcuHd W/unu ACE naxnuburopu w/unu aHruoTeH3uH-I1-aHTaroHucTy, 1031MpaHeTo Ha Te3m
nekapctea Tpabra na 6sae cTabunuznpaHo nNpes NpeaxXoAHUTE BE CEAMHLH, NMPEaH 3ano4BaHe Ha
NeueHMeTo ¢ HeDUBONOI,

TuTpupaHeTo Ha no3ata TpaOBa Aa c€ W3BLPLUBA HA UHTEPBANH OT 1-2 ceaMHULUM, B 3aBUCUMOCT OT
TONEPAHTHOCTTA HA NMAUMEHTA, MO CAEAHUTE CTHNKK: 1,25 mg HeduBoNnon Aa ce ysBenuuu 10 2,5 mg
HeOHBOJION BEAHBX AHEBHO, a CM€d TOBA 40 5 mg BEAHDLXK AHEBHO M noche A0 [0 mg BeaAHBK AHERHO.
MakcumManHara npenopbyuTesiHa A03a € 10 mg HeOHBO/IO BEAHBXK AHEBHO.

3arnoyeaHe Ha NeYEeHUETO U BCAKO yBEJIHMEeHHe Ha fJo3ara TpadBa Ja ce u3BbpulBa noa HabntoaeHue Ha
neKap B IPOABLHKEHHE HA NOHE 2 4Yaca, 3a A4 € CHIYPHO, Y€ KITHHUYHOTO ChCTOAHUE (OCOOEHO Mo
OTHOLLEHHE HAa KPbBHO HANATAHE, ChpAEYHA 4€CTOTA, [IPOBOAHH HAPYLUEHHUS H CHMINTOMH HA
BJIOLLIABAHE HA Chp/evHaTa HEAOCTATbUYHOCT) ocTaBa cTabunHo.

Hanu4vyueTo Ha HEKeNnaHH p€akLHH MOXKE [1a OrpaHHYH INPpHUWIOKECHHCTO HA MAKCHMAITHATA
NnpENnopLYNUTENHA 1034 NPH BCHYKH NALHACHTH. HPH HEDﬁXGﬂHMOCT, AOCTHUHI'HATATA A03a MOXE 14 CE
HAMAJIH CTBIIKA 10 CThIIKA H MOCTENCHHO YBETIHYABAHE N4 CC 34IIOYHE OTHOBQO, KOrarg € Bb3MOMXKHO.

[lo Bpeme Ha ¢azaTa Ha TUTPUpAHE, B CIYYaH Ha BOWIaBaHe Ha CbpACYHATa HEAOCTATHUHOCT WIH MPH
HEMOHOCHUMOCT, CE NMPENOPLYBa MbPBO 44 C& HAMAH A03aTa HEOMBONON UK NPH HEOOXOANUMOCT (NpH
TEKKa XMITOTOHHA, BIOLIABAHE HA ChPACUYHATA HEAOCTATBYHOCT ¢ OCThp HenoapobeH OToK,
KapAHOre€HEeH WoK, CHMITTOMaTHYHA Opaaukapaua unu AV 0710K) fa ce cnpe BeaHara.

JleueHueTo Ha cTabMNHA XPOHUYHA ChPAEYHA HEAOCTATLYHOCT C HEOUROION OOMKHOBEHO €
MNPOABKUTENEH MPOLEC.

He e npenopbunTenHO NeyeHUeTo Aa Obae NpeKpaTABAHO BHE3ANHO, Thil KATO TOBA MOXKE Aa A0BEAEC
A0 BPEMEHHO BJIOLIABAHE HA ChpAEYHATA HEAOCTATHYHOCT. AKO € HEODXOAUMO NPEYCTaHQ
Jle4eHHETO, 03aTa TpAOBa Aa ce NOHWXKABA NOCTENEHHO, KATO HA CEAMHULIA C€ Hamans

Ilayuenmu c 6vbOpeuna Heoocmamvunocm
He e HeoOxoanMMa KOpeKUMs Ha 103aTa MPU NALUEHTH € 1€Ka 10 ymepeHa 6n0peu
Tbil KATO TUTPUPAHETO HA A03aTa A0 MAKCHMATHATA NOHOCHMA R03a € UHAUBUAY




NalMEeHTH ¢ TeKKa ObOpeUHa HeJOCTaTBYHOCT (CepyMeH KpeaTuHHH > 250 umol/l). ETo 3awo,
yrnoTpedara Ha HeOMBOAON NPU TE€3H NALMEHTH HE CE NPENOPbYBA.

Hayueumu ¢ weprHoOpodHA HEOOCMAMBYHOCT
JlaHHHWTE 332 NALUUEHTH C YepHOAPOOHA HEeAOCTATBYHOCT ca OrpaHdyeHu. ETo 3aLuo, npunoxkeHHeTo Ha
HeOUBOJIOJ € NPOTHBOMNOKA3aHO.

IHayuenmu 6 cmapuecka sv3pacm
Hsama Hy>na na ce xopurvpa n03ata, Thi KaTO THTPUPAHETO 10 MaKCMMaNHaTa NoHOCHMa 03a €
HHAUBUAYANHO.

Ileduampuuna nony.rayus
HebuBonon He ce npenopbusa 3a ynotpeda npy aeua v OHOWH noa 18 roauHy, nopaam JiMncara Ha
NOCTATLYHO JAHHH 3a 0€30NacHOCTTA U €(PHKACHOCTTA HA NPOAYKTA NPH Te3W NMALUMEHTH.,

HauuH Ha npUioKeHUe

[lepopasiHo NPUIOKEHHE.

TabneTkuTe Morat aa 6bLAaT NpUeMaHy MO BpEMeE Ha XpaHEHE, KaKTO W HE3aBHCHMO OT NpHUEMa Ha
XpaHa.

Tabnetkute TpAOBa na ce npyuemar ¢ AOCTATHHHO KOJHYECTBO TEYHOCT (HaNnpyuMep yalua Boja).

4.3 IlpormBOonokKazaHusA

— CBpbXUYYBCTBUTEIHOCT KbM AKTHBHOTO BELLECTBO HJIM KbM HAKOE OT MOMOIHUTE BELIECTBA,
n30poeHHu B To4Ka 6.1;

— yepHOApOOHA HEAOCTATHYHOCT WIH HapyLleHa YepHOoAPOOHa PyHKLUUA;

— oCTpa ChpACYHA HEAOCTATLYHOCT, KADAHOT'CHCH UIOK WIH CTIM304H Ha JCKOMINICHCHPAHA
ChpACYHA HEQOCTATHYHOCT, H3UCKBAalLd HHTPABCHO3HA HHOTPOIHA TCPAllHA.

B ronwnuenne, nogoOHO Ha octaHanure OeTa-Onokepy, HEOUBOIOI € NMPOTUBOMOKA3AH NMPH:
— CUHAPOM Ha OONMHHA CHHYCOB Bb3e/l, BKIIOYHTEIHO CHHO-ATPHAIEH OJIOK;

— BTOpA WU TpeTa cTeneH cbpae4veH 0ok (6e3 neHcMenkbp);

— aHaMHe3a 3a OpoHxocna3zsM U OpOHXHAIHA aCTMa;

— HENEKYBaH (PEOXPOMOLIUTOM;

— MeTabDONUTHA aUuna03a;

- Opaarkapans (cbpaedHa yectoTa < 60 ynapa/MHHyTa npead Ha4ajJoTO HA JIEHEHUETO);
— XHNOTOHHUA (CUCTOIHUYHO apTepranHo HangradHe < 90 mmHg);

— TEKKH HapylUeHUs B nEpUPEPHOTO KpbBOOOpalLeHHe.

4.4 ChpneuHaJ HH HNPeAYNPEeXKICHHNA H NPEANAZHH MEPKH NpH ynorpeba

CreaHuTe npeaynpexacHua U NpeanazHyd MEPKH BaXKaT 3a OeTa-aApeHEePruMHUTE aHTarOHUCTH KaTo
L0 (BX.CHUIO TOUKa 4.8).

AdecTe3und
[poawmxaBaHe Ha Hera-Onokagara HaMansBa pUcKa OT aPUTMHUM MO BPEME HA BLBEXK/AHE B
aHecTe3nsn U UHTyOHpaHe. Ako OeTa-Onokaaara ce NpeKbCHE NpH NOAroTOBKA 3a Onepaui,
npHeMaHeTo Ha OeTa-aApeHEpruYeH aHTaroHUCT TpADBa aa ObAe NPeyCcTaHOBEHO MoHe 24 yaca rnpeau
ToBa. Tpabea Aa ce BHMMaBa NpU NPUIOKEHUETO Ha HAKOU aHECTETULH, KATO HANPUMeEp
LUKIONPONaH, ETEP UAH TPUXJIOPETUIEH, KOUTO NPUYKHABAT MUOKapAHa aenpecua. MHTpaBeHO3HO
NPUJIOKEH aTPONKH MOKE /1a NPeJOTBPAaTH NOABATA HA BATYCOBU PEAKLIMH.

CbpaeyHO-CbAOBA CHCTEMA
[To npuHuUN, OeTa-aapeHEepruyHK aHTarOHUCTH He TPADRA 1a ce U3NoA3BaT MNpH
HeJIEKYBAaHa 3aCToiHA ChpAeYHA HEAOCTATHYHOCT, JOKATO CHCTOAHUETO HM HE CE




[Tpy naLMeHTH ¢ HCXeMHYHA BOMECT Ha ChPUETO, JIEYEHUETO ¢ DeTa-aApeHEePriiHH aHTarOHHUCTH
TpaOBa na ObAe NPEKpPATEHO MOCTENEHHO, T.€. B NPOABL/DKEHUE Ha noseyve oT |-2 ceamuum. Ilpu
HeOoOXOAUMOCT, NPe3 TO3H NEPUO/ CE 3anoyBa 3aMeCTBALLA TEpariui, 3a 1a c¢ M30€erHe BOLUABAHE HA
aHMMHA MNEKTOPHC.

beTa-aapeHEprUUHUTE aHTArOHUCTH MOTAT 44 MPUYUHAT OpaJHKapAuA: ako YECTOTaTa Ha nyJica ce

noHW>kK non 50-55 ynapa B MUHYTa B MOKOH W/WNHM NMAUNEHTHT NMPOABH CUMNTOMK Ha OpaauKapausa,

[o3aTa Tpsadea Aa Obae HaManeHa.

bera-agpeHepruiuHUTE aHTAaroHHUCTH TpadBa Aa ObAAT U3MON3BAHK BHHMATETHO MPH:

~ NAUHEHTH C HapylUeHo nepudepHo KpbBooOpaweHue (bonecT WK cHHApOM Ha PelHo,
MHTEPMHUTEHTHO HaKylBaHE), ThH KaTO T€ MOrarT a Ce YCITOXKHAT,

~ nal{eHTH CbC ChbpACHEH 010K [-Ba cTeneH, nopaaMn HeratuBHUA edekT Ha OeTa-ONokepuTe
BbPXY BPEMETO Ha NPOBEKAAHE;

- naLuWeHTH ¢ aHrWHa Ha [lpuHumeTan, nopaav npeau3BUKaHaTa OT anga-peuenTopure
KOHCTPHKLUMA HAa KOpOHapHaTa apTepus. beta-aapeHepruuHUTe aHTATOHHCTH MOTaT aa
yBeM4aT Opos U NPOABLIDKUTEIIHOCTTA HA AHTMHO3HUTE MPUCTBINH.

MeTabonnzbm/EHAOKPHHHA CHCTEMA
HeGuBonon He NOBNKMABAa HYMBaTa HA IIOKO3aTa NpH NaLHeHTH ¢ aAHabeT. Bee nak tpabea na ce

BHMMAaBa NPH NALHEHTH ¢ 11abeT, Thil KaTO HEOMBOJIOA MOXE a MAaCKHpa OnpeleNEHH CHMIITOMH Ha
XHMOrnuKemus (Taxukapana, cbepueduere). bera-6iokepure MoratT A0MbLJIIHUTENHO A2 YBEIHYAT
PHUCKA OT TEXKKA XHIMOTTUKEMHS, KOraTo ¢ MU3NON3BAT €AHOBPEMEHHO CbC CYJIPOHHUNYPEHHH
npou3soaHu. [TauueHTUTe ¢ NHMadeT Tpabea 1a ObaAT CHBETBAHH A CAEAAT BHUMATEAHO HUBATA HA
KpbBHATA 3axap. (BvKTe ToUKa 4.5).

JnxaTenHa cucremMa

[Ip1 nauyeHTH ¢ XpoHHUYHA OOCTpyKTHBHA Oenonpobna bonect (XObb), beTa-anpeHepruyunm
AHTAIOHHCTH TpAOBA A ce U3MOA3BaT NPEeAnasiMBo, Thb KATO MOTAT Aa 3aCHJIAT Cna3bma Ha
OUXATENHUTE NHTULLA.

EE! 'H

[TauneHTH ¢ anaMHes3a 3a Ncopyasuc TpaOBa Ja npuemar OeTa-afpeHEepru4HU aHTarOHUCTH CaMo ciea
BHHMATEJIHA MPeLEHKA.
beTa-aapeHeprudHUTE aHTAFOHMCTH MOTAT J1a YBENMUYAT YyBCTBUTENHOCTTA KbM AEPreHy U TEXECTTa

Ha aHapHIAKTHYHUTE PEAKLIMH.

3anoyBaHETO HA NeveHHe Ha XPOHHYHA CbpAe4Ha HEA0CTAaTBYHOCT ¢ HEOMBOIO H3HCKBA MOCTOAHHO
HaONoaeHKHe. 3a JO3MPOBKA U HAYMH HA NPUIKEHKE, BWKTe Touka 4.2. JleueHneTo He OvBa aa ce
NpeKbCBAa BHE3AITHO, OCBEH aKO HE € KaTEropUYHO NOKAa3aHo (Bx. Touka 4.2).

KoMOuHHauusTa Ha HEOMBONOJ C KAMLMEBH AHTATOHMCTH OT THIIA HA BEpanamMun WKW JUNTHA3EM, C
knac | aHTHapaTMHLK U C HEHTPATHO ACHCTBALLN AHTHXHNIEPTEH3IUBHH JIEKAPCTBEHH CPEACTBA HE €
NpenopbUYHTEIHA (BXK. TO4YKa 4.5).

[TomoLiHH BElIECTBA

To3u nekapcTBeH NPOAYKT ChAbpika JlakTo3a. [launeHTH ¢ peakd HacneaCcTREHH nNpodiemMu Ha
rajakTo3Ha HENOHOCHMOCT, Lapp - nakTazeH AedHUMT WK MIHOKO30-TanakTo3Ha Manabcopbuus He
TpaOBa Na MpHEMAT TOBA JIEKApCTBO.

4.5 Bianmope#icTBHE ¢ APYIrH 1eKAPCTBEHU NPOAYKTH H APYra popMH HA B3aHMOJeHCTBHE

dapMaKoAUHAMHYHA BIAUMOJEHCTBUS
[lo npyHUMD 32 DeTa-aAPEeHEPTUYHUTE AHTATOHMCTH €a XapaKTEPHH CIEAHHUTE B3aUMO

Henpenopvuume.inu kombunayuu




Kaac I anmuapummuyu (xunudun, XuOpoxunuous, yuben30aun, PIexaunuod, ouzonupamiud, IUOOKauH,

MEKCUIeMuH, RPORaghenon). MOXKe 1a €€ MOTEHUMPa €PEKTHLT BbPXY ATPHO-BEHTPHUKY/IAPHOTO BPEME
33 MIPOBEXK/IAHE U /12 C€ YCUIIM HETATUBHUAT HHOTPONEH eeKT (BXK. Touka 4.4).

Kayuesu anmazoducmu om muna Ha 8epanavit iy OuimudaseM: HEraTHBHO BIIMAHHE BbpXY

KOHTPAKTWUIINTETA U aTPHO-BEHTPHKY./IapHaTa NPoBOAUMOCT. MHTPaBEHO3HOTO MPUTOKEHHUE Ha

BepanaMu/i Npy NaLKHEHTH, Npuemaiily 6eTa-010KeEpH, MOXKE 1a A0BEAE AC TEKKA XHNOTOHHUS Y aTPHO-
BEHTPpHKYJapeH 00k (AV-0510K) (Bxk. Touka 4.4).

L{enmpaino Oeticmaauyu anmuxunepmen3uGHY 1eKapcmea (K10HUOUH, cYaHDayuH, MOKCOHUOUH,
MemLI00nd, pUIMEHUOUH). € AHOBPEMEHHOTO NPHAOKEHHE HA LEHTPATHOACHCTBALIH
AHTHUXHIMEPTEH3IUBHH JIEKAPCTBA MOXKE J1a BJIOWH ChpAeHHaTa HEAOCTATHYHOCT Ype3 MOHUXKABAHE Ha
LIEHTPATHUA CHMIMATHKOB TOHYC (MOHWKABAHE HA CbpACYHATA YECTOTA U ChpACUHHS NEOHT,
Ba3zoaMuaaTauMn) (BXK. Toyka 4.4).

BHe3anHo cnupaHe Ha nekapcTeaTa, 0co0eHO Npedy NpeycTaHoBABaHe ynorpedara Ha Oeta-0noKepH,
MOX€E Aa yBEJHYH PHCKA OT “rebound - XUNepTOHHUA™.

KovmbOunayuu,_npu xoumo mpadea 0a ce s8HuUMAasq

Kaac [T aumuapummunnu cpeocmea (avuoOdpor). MOXeE N1a Ce NOTEHLHUpa €(PEKTLT BbpXY arpyo-
BEHTPHUKYNAPHOTO BPEME 3a NPOBEKIAHE.

Anecmemuyu — remaueu xarocexnamu. €JHOBpeMeHHaTa ynorpeda na dera-aapeHepruuHm
AHTArOHUCTH H AHECTETHLM MOMKE Ja HAMANH NPOABATA Ha pedNEKTOPHA TAXUKAPIHA H Ja YBEITUYH
pycka oT XunoToHus (Bxk. Touka 4.4). Karo npasuno, H304areaiTe BHE3aMHOTO NMPEKBCBAHE HA

neyeHe ¢ beta-0nokepu. AHecte3uoNorsT TpaOBa aa Obae yBeIOMEH, aKO MAUUEHTHT NpUeEMa
HEOHBOJION.

Hucyaun u nepopannu anmuouabemuu lexapemea: BbIIPEKH 1e HeOMBOMON HE NOBAUABA HUBOTO HA
rnoKo3aTa, ChIbTCTRALATA YNOTPpeOa MOXKE Na MACKUPA HAKOH CHMITOMH Ha XHMOFNHKEMHS

(cvpuebuene, Taxukapaus). EaHospeMeHHaTta ynotpeba Ha OeTa-0nokepH ¢be CyIPOHHNYpEeHHY
MPOM3BOAHH MOXE /1a MOBHILUN PHCKA OT TEXKKA XUNOMTHKEMHSA. (BHKTE Touka 4.4).

baxnoghen (anmucnacmuuno aexapcmeo), aMuhocmun (GHMUHEONIACMUYHO NOMOUWHO CPEOCBO):
e IHOBPEMEHHOTO MPUIOKEHUE ¢ AHTHXUIEPTEH3UBHM NIEKapCTBa MOXKe Ja AOTpuHece 3a no-6bp30

CrajadHe Ha KpbBHOTO HANATaHE, neopain KOCTO CE HaJlara a cc CLOﬁpﬂSHBH 4034Ta Ha
AHTHXHUNCPTCHIHBHOTO JICKAPCTBO.

Kombunayuu, xoumo mpadea da ce umanm npedeuo

Hueumanucoeu 2auxo3uou. €AHOBpPEMEHHATA ynoTpeda MOXKE 1a YBEIMUYH aTPHO-BEHTPUKYJIAPHOTO

BpeMe 3a npoBexaaHe. KNHHWUHKM M3nuTBaHNA ¢ HEOUBONOA HE NMOKA3BaT KIMHHYHO 3HAYHMH JaHHH
34 B3aUMOQEMCTBHE.

HebuBonon He MOBAHMABA KHHETUKATA Ha JUIOKCHH.

Karyuesu anmazonucmu om Ouxuoponupuounos mun (aMioounut, eroounun, 1ayuounux,
HUDeOUNUH, HUKAPOUNUH, HUMOOUNUH, HUMPEKOUNnuH). EQHOBPEMEHHATA YNOTpeda MOXE Aa YBEIHYH
PHCKa OT XUIMOTOHHA H HE MOXE /14 CE€ U3KIIOYMH PUCK OT JOIMbIHHTENHO BJOLWIABAHE HA KaMepHaTa
MoMneHa PyHKUMA PH NALHEHTH CbC ChpPASUHA HEAOCTATBYHOCT.

Aumuncuxomuyu, anmuodenpecanmu (mpuyuriuynu, bapoumypamu u ghenomua3un):

e/JHOBpeMEHHaTa ynotpeda Moxe Aa 3aCHIN XHNOTOHHYHHA €(PeKT Ha OeTa-aapeHepru
aHTaroHUCTH (aauTUBeH edeKT).

Hecmepouonu npomueosvznatumennu cpeocmea (HCIIBC): HAMAT BINSHHE BbPX
KPBbBHOTO HansAirane eQekT Ha HeOnBoION.,



CumMnamuxoMuMemuiHy 1ekapcmeq. eAHOBPEMEHHOTO NPUIIOKEHHE MOJXKE /1a HamMallK edeKTa Ha
OeTa-anpeHepriyHUTE aHTAroHUCTH. beTa-aapeHeprHyHHTe NekapcTBa MOraT a 10BeaaT A0
OesnpenaTcTBeHa aida-aapeHepruiHa akTUBHOCT Ha CHMNATHKOMUMETHUWUTE C anga- H ¢ OeTa-
afipeHeprUi4Ha aKTUBHOCT (PUCK OT XUMEPTOHHS, TeXKa OpaauKapANa K CbpAEUEH ON0K).

PapMaKOKUHETHYHU B3AHUMOAEUCTBHSA

Toi xato 8 MeTabonu3zma Ha HeOuBonoa yyacTsa U3oeH3uMbT CY P2D6, enHospemMennaTa ynotpeda
Ha BELUECTRA, MOTUCKALLM TO3H €H3HM, 0CODEHO NapOKCETHH, QIYOKCETUH, THOPHAA3UH U XUHWUAUH,
MOJKE Na J0Bele J0 NOBULLIABaHE Ha MJa3MEHHUTE HUBA Ha HEOUBOION, KOETO € CBBbP3AHO C YBEIHYEH
PHCK OT TEXKA OpaarKapaus U HEXKENAHH peakLvM,

EAHOBpEMEHHOTO NPHUNOKEHHE HA LMMETHAMH YBEIHYABA MTA3MEHUTE HUBA HA HeOMBoNoA De3 na
NPOMEHSA KNMHUYHUA MY e¢ekT. EAHOBpEeMEHHOTO NPUEMAHE HAa PAHHTHANH HE OKa3Ba BIHAHUE
BbPXY (hapMaKkoKHHeTUKaTa Ha HeOnBoNoI. JledeHne ¢ HEOUBOION U AaHTHALMAHO JIEKAPCTBO MOXKE Aa
ce MpoBEXKIa €AHOBPEMEHHO, aKo HEOWBONOI CE NMpHUeMa No BPEME HA XPAHeHe, 8 aHTHALUABT —
MEXY XPaHEHHATA.

KombuuauuaTa Ha HeOHBONOA ¢ HHKAPAHITHH HE3HAYMTEAHO YBEIUYABRA M1A3MEHUTE HUBA U HA J1BETE
nekapcTBa 0e3 Ja NPOMEHS KIMHUYHHUTE MM eekTH. EAHOBpEMEHHOTO NpUEMaHE € aKoXorT,
pypozeMHa WM XMAPOXJIOPOTHAZU HE OKA3Ba BIMAHHE BLPXY (hapMaKOKUHETHKATa Ha HeDWBOaOJL.
HeOuBo10n He nosauvsiBa hapMakOKHHETHKaTa U (papMakoaHHaMHKaTa Ha Bap(apHH.

4,6 DepruanTer, OpeMEHHOCT H KhpPMeEHe

bpemMeHHOCT

HebuBonon uma $hpapMakonoruiHm €peKTH, KOUTO MOraT a MPUYMHAT BPEAHH €PEKTH MO BpEME Ha
OpeMeHHOCT H/MJIK HA nioaa Wik HoBopoaeHoTo. 1o npuHuun HeTa-bnokepure Hamanasar
nep@y3uaTa Ha MUIALIEHTATa, KOETO C€ CBbP3Ba ChC 3a0aBAHE HA pacTeka, BLTPEeyTpoOHa CMBbPT, adOpT
WM NIpexaespeMeHHo pakaaHe. Hexxenanu edextu (Hanpumep xunornukemus v Opaavkapaus)
MOTAT 1a ce HabNoAaBaT NPH NNoAa ¥ HOROPOAEHOTO. AKO € HANOXHUTENHO feyeHue ¢ Dera-
aapeHOpeLenTOPHU ONoKepH, NPenopPbLUYMUTENHO € Te Aa ca beTa-CeNeKTHBHN apeHOPELENTOPHH
OJ10KepH.

HeGuBonon He 61Ba na ce npueMa no BpeMe Ha OpeMEHHOCT, OCBEH B CNy4an Ha KpaiiHa
HeoOX0AHMOCT. Y TeporuialueHTapHOTO KpbBooOpalleHne 1 pacTexbT Ha niota Tpadbsa na ce
MOHHUTOPHUPAT, B Cly4ai dye TepanuaTa ¢ HeOMBONOJ € Heobxoanma. B cnyya#i Ha yepexaawo
neficTBHE NO BpeMe Ha OpeMEHHOCTTA WK BbPXY U104, TpAOBA fa ce NPHITOXKH ANTEPHATHBHO
neuyenue. Hosopoaenoto tpadea aa 6bae noa nocTOAHHO HabatoaeHHe. CUMNTOMM Ha XHNOMTHKEMMA
1 Opaaukapaua 0OMKHOBEHO C€ OYAaKBAT B MbPBHTE 3 OHM.

KbpMmeHe

OnuthTe ¢ JKHBOTHH IMOKA3BaT, Y€ HEOMBOION ce 0TAeNA B KbpMaTa. HAMa aaHHU Aanu nekapcTBOTO
ce oTaes B yoBewkata kbpma. [loeeueTo beta-6i10kepu, 0cOOEHO THNOPHUAHHTE CHLEAUHEHUS KATO
HeOHBONOJ K AKTHBHUTE MY MeTabOWTH, MPEMHHABAT B KbPMATAa B pa3dfinyHa creneH. He moxe ga ce
M3KIIOYH PUCK 3@ HOBOpOAEHUTE/kbpMaueTaTa. [lopaan TOBa, KbpMEHETO MO BPEME HA NICUEHHE C
HeOUBOION HE Ce NpEnopb4BAa.

DEPTHIHTET

HeGuponon HaAMa edekT Bbpxy (epTWIHTETA HA MUTHXOBE, OCBEH NPH A03U, HAKOJKO [MbTH MNO-BHCOKH
OT MAKCHMAIHATa NPENOpPbLUBaHa J03a MPH X0pa, KOrato ca HabnwaaBaHH HexeNlaHu eeKTH BbpXY
MBKKHTE H )KEHCKHUTE PENPOAYKTHBHH OpPraHH NpH Mbxose U MULLKU. EdekTbT Ha HeOuBoONON BBPXY
depTHIMTETa NPU XOPA HE € U3BECTEH.

4.7 EdekTH BLpxy cnoco0HOCTTa 32 modHpaHe H padoTa ¢ MAILIHHH

pabota ¢ MalwMHK. PapMaKOAWMHAMUYHUTE NPOYYBAHHUA NMOKA3BaT, Y€ HEOMBONON H
ncuxoMoTopHata GyHkuus. [1pu wodupade u pabota ¢ MaLLIMHHK TPAOBA 14 Ce UM
PEAKYU ClyH4an MOraT Aa Bb3HHUKHAT CBETOBBPTEXK HIW OTIMAAHANOCT.

4.8 HexelaHn JeKaAPCTBEHH PEAKUHH



Hesxenanu nekapcTBeHM peakliii ca H3DpoOeHH OTAESIHO 3a XMNEPTOHUA W 3a XpOHHUYHA ChpaeUHa
HEJOCTATHUYHOCT, MOPAAH Pa3iM4KNs B ChITbTCTBALLHMTE 3a00NABAHHA.

UecToTaTa Ha HeXENTaHNTE pP€aKUHH € ONpCaC/iICHA Bb3 OCHOBA HA CACIHATA KOHBCHLIHA. MHOI'O YCCTH

(>1/10), uectu (=1/100 ao < 1/10); vHeuectu (>1/1 000 go< 1/100); peaku (=1/10 000 no < 1/1 000);

MHoro peaxu (<1/10 000), ¢ Hen3recTHA YECTOTA (OT HAJTMYHUTE JAHHW HE MOXKE Ja Obae HampaseHa

OLCHKA).

an BCAKO IrpyrnupaHe B 3aBUCHMOCT OT HCCTOTATA, HOXC/IaHHUTE JICKAPCTBCHH PEAKLIUH CC H36p0HBﬁT

B HU3XOA41l pea 10 OTHOWECHHE HA TAXHATA CCPHO3HOCT.

XHUIMEPTOHHS

[loBeueTo HexetaHW NEKApCTBEHH PEaKLIMH Ca C JieKa A0 yMepeHa nposiea. Te ca uzbpoeHH no-q0ay,

KJ'[&CHC;)HL[HP&HH 1o CUCTEMH H OpraHd M nogpeicHH 1o HeCToTa Ha Npoiea.

MACTOTO Ha
[IPHJIOXKEHHE

CHcremo-opranes | Yectu (>1/100 | Hedectn (=1/1000 | Mnoro peakn C Hen3BecTHa
KJIac | mo <1/10) | ro <1/100) (<1/10000) qeCTOTA
HapyueHus Ha AHTHOHEBPO-
HMYHHAaTa CHCTEMA THYEH OTOK,
CBPBXUYBC-
TBHUTEJIHOCT
[TcuxuuHu KOLLMAapH,
HapyLIeHUs AENpecHus
HapyiuleHus Ha rnaBofome, CHHKON
HEpBHAaTa CHCTEMA | CBETOBBPTEXK,
napecTe3us
HapylueHHs Ha HapYLIEHO 3pEHHE
OUHTE _
CobpacyuHH Opaaukapans,
HapyLUEHUA ChpAeUHA
HEeAOCTATBbYHOCT,
HamancHa AV
MPOBOAHMOCT/AV-
| | 6ok
CvaoBu XUNOTOHHA,
HapylUeHHs (BnoLuaBaHe Ha)
HHTEPMUTEHTHO
HAKYLIBAHE
PecniuparopHu, AUCTHES OpoHxocna3bm
PbAHHU H
MEIHACTHHANHH
HApYLUEHHS _
CTOMaLIHO-4PEBHY | 3anek, raaeHe, INACTIENCHSA,
HapylUCHHS avapus METEOPH3IBM,
MOBpPbLUAHE _
HapyuwieHns Ha NpypUTyc, YTEIKHABAHE HA | YPTUKapus
KOXara H €pUTEMATO3€EH MCOPHA3ZUC
[I0KOXKHATA ThKaH | oOpHB
Hapywenus Ha MMIIOTEHTHOCT
BB3MPOU3BOAUTE-
HATA CHCTEMA U
rbpaara
OO01uM HapylueHns | OTNaaAHaIoCT,
U epekTH Ha OTOK




OcBeH TOBa, NPH NPHJIOKEHHUETO HA HAKOHW DeTa-0N0KepH ce ChoOLIABAT K CNIEIHHMTE HEXENAH!
NeKapCTBEHH PEaKUMK: XaNioLUHAUKWK, NCUXO03M, 00bPKBaHe, CTYASHW/ UHAHOTHUHU KpaHHYLIA,
deHomMeH Ha PeiliHo, CyXOTa B OMHTE, OKYJIO-MYKOKYTAHEHHA TOKCHUYHOCT OT MPAaKTOJIONOB THI.

XPOHHWYHA CbpAeYHA HEAOCTATHLYHOCT

JlaHHuuTe 3a Hexenanu peaxkunu npu naudedTd ¢ XCH ca ot nnauebo-KOHTPOIHPAHO KIIMHUYHO

npoyusaHe, Bnousalio 1067 nauveHTH, npuemaiin Hednsonon v 1061 nauneHTH, npuemay

riianedo. B Tosa npoyuBaHe 449 (42,1%) naumeHTH, npuemalum HeOHBONON, cboOLUABAT 3a

HeX<eNlaHW peakuuH, B cpaBHeHune ¢ 334 (31,5%) nauneHTtH, npuemalum nnauedo. Han-uecto

JIOK/1aABAHUTE HEXKENAHU peakUrM Npy MNAUMEHTHUTE HA HEOMBOION ca OpaavKapaus K 3aMasHOCT,

KaTo W ABETE ce npoassBar npu okoJsio 11 % oT naumenture. HectoTata npu niauedo € CbOTBETHO 2

% n 7 %.

ChenHUTE Cnyyau ¢a AOKIAABAHW KAaTO HEXEaHH peaKUyy (BEPOSTHO CBbP3aHH C JEUYEHUETO), KOUTO

Ce MPHEMAT 33 CREUM(PHUYHO 3HAYUMH [IPH JIEUEHHETO HA XPOHHYHA ChP/IEYHA HEAOCTATbYHOCT:

- BJIOLLABAHE HA CbpPAEYHATA HEAOCTATHLYHOCT — NpoABABa ce NnpH 5,8 % OT NAUHEHTUTE Ha
HeOHUBOMON, B ¢cpaBHeHHE ¢ 5,2 % OT nauMeHTHTE Ha nnauedo;

- NOCTYpajHa XHIOTOHUA — NpoaABABa ce rpu 2,1 % oT nauneHTUTEe Ha HEOUBOON, B CPABHEHHE C
1,0 % oT nauMeHTHTEe Ha nnauedo;

- HEMOHOCHUMOCT KbM JIEKAPCTBOTO — MpoABABA ¢€ NMpH 1,6 % OT maunueHTHTE Ha HEOKBOJION, B
cpaBHeHue ¢ 0,8 % oT nauneHTUTE Ha M1auedo;

- aTpuo-BeHTpHKYapeH 6ok [ cteneH — nposasaBa ce npu 1,4 % oT nauMeHTUTE HA HEOURONTON, B
cpaBHeHue ¢ 0,9 % oT naumeHTHTE Ha n1auedo;

- OTOK Ha JOJHUTE KpaHHUUM — nposBsBa ce npH 1,0 % or nauueHTHTe HA HEOUBONO, B
cpaBHeHue ¢ 0,2 % OT nauMeHTHTE Ha rauedo.

CnobluaBaHe HA_ MOAO3ZHPAHN HEXKETAHH PEAKLIUK
CpoOluaBaHeTO HA NOAO3UPAHK HEXKENAHHU PEaKkLUHH Clea pa3peluaBaHe 3a ynotpeda Ha 1eKapcTBeHNS

NMPOAYKT € BAXHO. TOBA MO3BONABA Ja NPOABIIKH HaDMIOAEHHETO HA ChbOTHOWEHHETO NMOJ3a/pPUCK 34
NeKapcTBeHUs NpoAYKT. OT MEAHUMHCKHUTE CNELHAIUCTH CE€ HU3UCKBA Aa ChOOLLAaBaT BCAKaA
NMoAo3InpaHa HexceNnaHa peakuus dpes M3nmbJHUTENHA areHUUs No JekapeTsara, ya. ,Jamad ['pyes” Ne

8, 1303 Codusa, ten: +359 2 8903417, yebcaiiT: www.bda.bg

4.9 Ilpeaozupane
Hsma naHHH 3a npeao3rMpaHe ¢ HeOMBOIO.
CuMnToMHy

CuMnToMHuTE HA Npeao3vpatHe ¢ bera-Onokepu ca: Opanukapaus, XMNOTOHUSA, OPOHXOCTIA3bM U OCTpa
CbpPACYHA HEAOCTATBYHOCT.

JleueHue
B ciaydait Ha npeao3MpaHe UK MPU CBPLXUYYBCTBUTENHOCT, NALMEHTHLT TpSAOBa Aa ObAe N0CTaBeH Noj,
MOCTOAHHO HaOJloACHHE U NIEKYBAH B MHTEH3UBHO OTAe/ieHue. HuBata Ha kpbBHATa 3axap Tpabea na
ce cneaar. AbcopbumsaTa Ha €BEHTYANHO OCTaHAN0 KOJIHUYECTBO OT NE€KAPCTBOTO B CTOMALUIHO-YPEBHUA
TpakT MOKe Aa 6bae NpeaoTepaTeHa Ype3 CTOMallHa MPOMUBKA M MPUEMaHe Ha aKTUBEH BbIVIEH U
NAaKCAaTHUBHU CpeacTBa. MOXe Na ce Ha/lOKH U3KYCTBEHO AuluaHe. bpaaukapaus Wik CUIHO U3pa3eHH
BaryCOBH PEaKLWH CE IEKYBAT Ype3 NPUIOKEHHE HA ATPONKUH HAH MeTUNATPONHH. [Ipu XHNOTOHUA M
LLIOK Ce Nnpuiara niasMa 1M rjaasMeHd 3aMeCTUTENH U NPU HEOOXOANMOCT - KaTeXO0JaMHHH. EdekTsT
Ha OeTa-010KkepuTe MOXE Aa ce HaManu ¢ 6aBHO UHTPABEHO3HO NMPUNOKEHHE HA HIONPEHATIMH
XUAPOXJIOPH, KATO CE 3aIOYHE C 103a OT NPUOIUIUTENHO 5 pug/min HIK 10O0YTaMKH, C HaME THRIO3
oT 2,5 ug/min, 0o nocTUrane Ha xenanva edext. [1py Henoanasailu ce Ha ;/}-a-*-l- /‘!‘31:‘°
H30MPEHATUHBT MOXKE Ja ce KOMOHHHMPA ¢ J0MAaMHUH. AKO W TOBA He J0BeAE A0 NoaghpeSHyc dtbase.a.

C€ MOMHCIIN 338 MHTPaBEHO3HO npuiioxkenne Ha 50-100 pg/kg ratokarod u npu HeOPRSAYMOTMINYSY l
MIOBTOPH B PAMKHTE Ha | uac, nocAeaBaHo OT HHTPaBeHo3Ha HHDY3HS Ha rmokarom G 1O g N anigt |
€KCTPEMHH CIy4ar HA PE3UCTEHTHA HAa MEAMKAMEHTO3HO JIeHeHHe OpaAuKapaua MO
NMEHCMENHKDBP.

- -



5. ®APMAKOJOIHMYHHA CBOVCTBA

5.1 dapmMakoaHHAMHYHM CBOHCTBA

dapmakoTepanesTHuHa rpyna: 6eta-6nokepu, cenektuBHu;, ATC kon: CO7AB 12
MexaHn3ibM Ha AEHCTBHE

HebuBoston e pauemar ot aBa eHaHTHoMmepa: SRRR-nebusonon (nin d-uedbusonon) n RSSS-
HeOusonon (unu I-Hednusonon). Toil chueTaBa ABa papMaKONOrHUHN edeKTa!

. Toii € KOHKYPEHTEH U CeNeKTUBEH DeTa-peUenTOPEH AHTArOHMCT: TO3H €(PEKT CE ABKH Ha
SRRR-eHanTHOMEpa (d-eHaHTHOMED),
. HUmMa cnabu BazoaunatatopHy edexTi nopaau B3auMOAEHCTBHE Cbe cUcTeMaTa L-

apruHUH/a30TEH OKCHA.

EAHOKPATHOTO U MHOFOKpPATHO NPUIOXKEHHE HA HEOHUBOMON MOHKKABA ChpJEHHATA YECTOTa H
KPbBHOTO HA/AraHe B NMOKOH W NPH YCHINE, KAKTO NPH HOPMOTEH3MBHU, TAKa U MPH XHNEPTEH3HBHU
MaUHEHTH. AHTUXHINEPTEH3IUBHHAT eEKT ce 3ana3Ba K NMpH NPOABLIHKHUTETHO JEYEHHUE.

DapMakoAHHAMHYHU €PEKTH

B TepanesTHuH# 403U HEOMBOOA € JIMLIEH OT an{a-aHTArOHHCTHYHA AKTHBHOCT.

[Ip¥ HHTEH3UBHO M NPOABDKUTENHO JIEHEHHE HA XUNEPTOHHULH ¢ HEOMBOMION CE NOHHUXKABA
MmepudPepHOTO CUCTEMHO CBHAOBO ChHNPOTHBIECHHUE. He3aBMCHMO OT MNOHMXKEHHUETO Ha NyJica,
OnaropapeHHe Ha yBEIMUYEHHE Ha yaapHusa obem ce orpaHHyapa HaMaeHUETO HaA MUHYTHHA CbpAeUeH
o0eM B MOKO# Mnu Npy HaToBapBaHe. Bee owe He € A00pe YCTAHOBEHO KITHHUYHOTO 3HAYEHHUE Ha TE3H
XeMOJUHAMHYHHY NapaMETPpH B CPABHEHHE C 1PYTH CENEeKTHBHH DeTa;-0nokepH.

[lpy xunepToHHYHH NauueHTH, HebrBoaon yesenuyasa NO-MeauHMpaHHa CbAOB OTFOBOP KbM
aleTuaxonud (ACh), uniito HHBa Ca MOHUKEHHW NPH NMALMEHTYU C EHIOTEAHA AUChYHKUMS.

Kaunnyua epHKacHOCT U 6€30macHOCT

B nnaue6o-koHTpOIHpaHO npoyuBaHe 3a 3adonepaeMOCT U CMBPTHOCT ¢ 2128 nauvent > 70 roauuu
(cpeaHa Bb3pacT 75,2 roaMHH) ¢bC CTA0MIHA XPOHHYHA ChPAECHHA HEZOCTATBUHOCT CbhC WM Oe3
HapyuieHa JeBokaMepHa ¢gpakuus Ha uatnackeade (JIKDH: 36% £ 12,3%, npu cnearoro
pasnpeaeneuue: JIKDOH no-manko ot 35% npu 56% ot nauuenture, JIKOHU mexay 35% n 45% npu
25% ot maunenTute v JIKOU no-ronama ot 45% opu 19% ot nauMeHTUATE), NPOCNAEAEHH B
MpoAbLIKEHHe cpeaHo Ha 20 meceua, HEOMBOIOA, N00aBEH KbM CTAHAAPTHOTO JICUEHHE, 3HAUYUTETHO
yAbJXKABa BPEMETO A0 CMBPTTa WIH XOCITUTANIH3aUWATA, NOPAAN ChPAECHHO-CHAORH NPodIeMH
(NbPBUYEH KpacH H3X0J 3a €(PHMKACHOCT), KATO peNaTUBHHUAT pUCK HaMansea ¢ 14% (abconoTHo
HamaneHue: 4,2%). Topa HaManeHHe Ha pUCKa € NOCTUIHATO CJie 6 Mecea TeyeHne M ce 3anazsa no
BpEMeE Ha LUAN0TO NeueHue (cpeaHa npoabixkurentoct 18 meceua). EdexkTsT Ha HeOuBoJON €
HE3aBUCHM OT Bb3pacTta, nosa v JIKOH Ha naausuanTe oT npoyyeaHata rpyna. [loasdte no
OTHOLUEHHE Ha 0011aTa CMBPTHOCT HE AOCTUTraT 3HA4MMa pa3JiMKa B CpaBHEHHE ¢ nnauedo
(abGconoTHO HamaneHue: 2,3%).

HabGatonaBa ce NoHMMXKEHHUE Ha Y€CTOTATA HA BHE3AlHA CMBPT MIPH NAUMEHTH, NEKYBAHKU ¢ HEOHBOMON
(4,1% cnpamo 6,6%, cpasHuTeneH cnag ot 38%).

[IpoBeaenuTe in-vitro v in-vivo W3MUTBaAHHS C KHBOTHH MOKA3BAaT, Y€ NP PapMaKOIOTHYHH 103U
HeOHBOON HAMA MeMOpaHO-cTabUIH3UpaLLO JEHCTBHE.

[1Ipu 3apaeu nobpoBonLM, HEOUBONON HE OKA3BA BAMSHME BbPXY MAKCUMATHUA PHIHYECKH KanaLuTeT
U U3PbAKITHBOCT. .

[IpoeeaeHHTE in Vitro v in vivo W3NUTBAHKMA C )KUBOTHH IOKA3BaT, 4e HeOUBOO H
CHMOATHKOMUMETHYHA aKTHBHOCT.

5.2 <DapmMakoKHHETHYHH CBO#icTBA

Abcopbuus




M neata enaHTHoMepa Ha HebuBonon ce abcopbupaT Hbp30 cnea NEPOpaHO NPUIOKEHHUE.
AbcopburaTa Ha HeOMBOJI0N He ce BAMAE OT XpaHa - HEDHMBOIIOJ MOXKE Aa Ce NMPHEMA MO BpeMe Ha
XpaHeHe WK MeKay XpaHEHHUATa,

buotpancdopmaums

Hebusonon ce Metabonnanpa H3LA0, OTHACTH B AKTUBHH XHApPOKcHMeTabonuTu. Toi ce
mMeTaboIH3INpa Upes ALMKIHYHO W ApOMATHO XHAPOKCHAUpaHe, N- neankuaupaHe y

FIOKY POHUAW3HPAHE; B AONTbAHEHUE ce GOPMUPAT MIOKYPOHHAM HA XHAPOKCHUMETAOOIUTHTE.
MeTaboM3MBT Ha HEOMBOAOA Upe3 apOMATHO XHAPOKCHIHpaHe ¢ npeaMeT Ha CY P2Dé6-3aBucum
reHeTHYEeH OKCHAATHBEH NoauMopPu3bM. bHOHATIMHHOCTTA HA HEOUBOAON TTPH NEPOPATTHO
npunoxeHue e cpeaHo 12% npu nauneHTUTe ¢ OBbP3 METAOOTUIBM H TTOYTH MBJTHA NPU NALUHEHTHTE C
OaeeH metabonnsbM. [1IpH nauveHTuTe ¢ HaBeH MeTaboIU3BLM, NHKOBUTE NJIA3MEHH KOHUEHTPALUMH Ha
HeNpoMeHeHUsi HeOMBOION NPU CTAOMUIHO CHCTOSHHE HA MALMEHTA Y €AHH H CbLUH R03H, Ca OKoNo 23
NbTH NMO-BUCOKH B CPABHEHKE € NAUUEHTHUTE ¢ Obp3 MeTadonn3bM. AKO ce UMAT MpeaBya
KOJIHYECTBOTO HEMPOMEHEHO NTEKAPCTBO H aKTUBHUTE METADO/UTH, Pa3/IMKATa B MUKOBMTE Ta3MEHH
koHUueHTpauuu € 1,3 ao 1,4 nety. [Nopanu paznukure B CKOpOCTTa HA MeTabOIU3UpaHe, A03aTa
HeOUBOJION TpAOBa BUHArK Aa Obae HHAMBUAYATHO CbOOpa3eHa, KATO MaLMEeHTHTE ¢ 1o-baseH
MeTaboU3bM HMAT HYXIa OT No-HUCKH 1034. [1pu naumedTure ¢ Obp3 MeTabONU3BM,
e/TMMHUHALHOHHHAT NOJYXHBOT Ha €eHaHTHOMepHTe Ha HeOuBosIon e cpeaHo 10 vaca. [lpu mauuenTuTe
¢ OaBeH MeTabONU3BM, TOBA MOXKE 1A OTHEME 3-5 NbTH noseue Bpeme. [lpu naumentTure ¢ 6bp3
meTaboNM3BLM, AnasmMeHuTe HUBa Ha RSSS-eHanTHoMepa ca manko no-BMcokH oT Te3n Ha SRRRK -
€HaHTHOMeEpa, AOKATO NPH Te3u ¢ 6aBeH MeTabOMKU3BM pasnukara e no-ronaMa. [Ipy nauveHTUTe ¢
Obp3 MeTaboNMN3BM, ETHMUHALMOHHHAT MNOAYKHUBOT HA XHAPOKCUMETADOIUTHTE Ha 1BATA
€HaHTHOMEPA € OKON0 24 yaca ¥ OKOJIO ABA ITbTH NO-ABJbI MPH MAUMEHTHTE ¢ DaBeH MeTabOTU3BM.

PasnpenencHue
Stedy-state nnazMeHH HUBA NPH NOBEYETO NaLMEHTH (C Obp3 MeTabOAU3IBM) CE€ NOCTURAT 3a OKOJIO 24

yaca 3a HeDHUBO101, a 38 XUAPOKCUMETADOIUTUTE — A0 HAKOJIKO AHH.
[ThasMeHHTe KOHUEHTPALMM ¢a NPONOPLIHOHAIHK HA 103aTa B paMkHTe Ha [-30 mg.
dapMakOKMHETUKATa Ha HEOUBONOM HE 3aBHCH OT Bb3pacTra.

B ruiiazmara 1 aBaTa €HaHTHOMEpPa Ha HEOMBONON Ce CBBP3BAT M1ABHO C anbyMuHa.
Cebp3BaHeTO ¢ nnazMeHu npoterHH € 98,1% 3a SRRR-nebuBonon u 97,9% 3a RSSS-nebusonon.

EJfUMUHUpaHe
ExHa ceamuua cnea npunoxeHueto, 38% ot no3arta ce eKCKkpeTHpa ¢ ypuHara, a 48% - ¢ dpexanuure.
YpuHapHaTa eKCKpeLMA Ha HEMpOMEHEeH HEOUBOJION € He noseve oT 0,5% ot ao3ara,

5.3 Ilpeax/iHHHYHH JaHHH 32 0€30MaACHOCT

[ [peAK/IHHAYUHHUTE AAHHM, Da3MpaHu HA KOHBEHUHMOHAIHH MPOYUYBAHHUA 338 FTEHOTOKCHUYHOCT,
penpoJyKTHBHE TOKCHYHOCT, TOKCHYHOCT 32 Pa3BUTHETO U KapPLUHON€HEH MOTEHLMAN, HE NOKAa3BRaT
cneLyaneH pHck 3a xopa. CtpaHHUHHTE epeKTH BbPXY penpoayKTHBHATA PYHKUHA ¢4 PErHCTPUpaHU
caMO NPH BUCOKH 103U, HAABMLUABALIHW HAKOMAKO MbTH MaKCUMATHATAa NpeNnopbhUuBaHa A03a NPH Xopa
(BK. TOUuKa 4.6).

6. CAPMALEBTHYHH JAHHH
6.1 CnHcbK HAa NOMOUIHHTE BEWECTBA

JlakTo3a MOHOXHApAT

Llapesr4uHO HHULECTE

KpockapMenosa HaTpuH

Xunpomenosa

Llenynoza, MUKpOKpUCTAIHA

CHaMuMEB AUOKCHA, KOonouaeH, He3soneH




Marue3ues cTeapar

6.2 HecLBMECTEMOCTH

Henpunoxumo

6.3 Cpok na roasocr

3 roavHH

6.4 CnennajHH yc/10BHA HA CbXpPaHEHHE
Ha He ce cbxpaHsaBa Han 25°C.

6.5 Bna v chaALpPKAHHE HA ONAKOBKATA

PVC/Al bauctepu
Onaxkoska ot 30 Tabnerku (3 GaucTepa no 10 TabneTky) B KAPTOHEHA KYTHAL.

6.6 CpoennanHd NpeANa3’HH MEPKH NPH H3XBBPJAHE H padora

Hsama cneura iy H3UCKBaHHA.

7. NPHUTEXATEJI HA PAZPELIEHUETO 3A YIIOTPEBA
EKOOAPM I'PYIH A/l

yi. Atanac Jlykos No29, er. 3,

1407 Codmusa, brarapus

Ten.: (02) 906 90 70
dakc: (02) 906 90 71

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20100835

9. JATA HA ITBPBO PASPEUIABAHE/IMTIOJHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

Jata Ha nbpBO paspewiasaHe: |7 aekemMepH 2010 r.
Hara na nocneaHo nogHoesapane: 09 nekemepu 2015 r.

10. JATA HA AKTYA/IMZUPAHE HA TEKCTA

12/2025




