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1. HUME HA JJEKAPCTBEHMS ITPOAYKT R oy o e

Hesonen 5 mg Tabnetku
Nevolen 5 mg tablets

2. KAYECTBEH U KOJIHYECTBEH ChCTAB

Bcsxa Tabnerxa ceabpka 5 mg Hebusonon (nebivolol), exBupanenteH Ha 5,45 mg HeGHBONOJIOB
xunpoxiopun (nebivolol hydrochloride).

[TomowiHO BelecTBO ¢ H3BECTHO ACHCTBHE: BCsika Tabnerka chabpika 143,48 mg naxrosa
MOHOXHIpAT.

3a NbJIHKS CIIMCHK Ha MOMOILLHHWTE BELECTBA BUXKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA
TaGnerka

benu 1o noutu 61y, KpHIIH, IBOHKHOM3ITbKHAIM TabNETKH, ¢ ABE MEPHNSHAUKYIAPHO MPECHYALIN CE
JIeJTUTENIHH YEPTH OT €/1HA1A CI'PaHa.
[abneTkara Moxe fa 6bIe pasaesieHa Ha HYeTUPH PABHH I03H.

4. K/IMHWYHU JAHHHA
4.1 TepaneBTHYHH IOKAZAHHAS

He6uBonos e nokasaH Npy Bb3pacTHH 3a JieueHHe Ha:

° €CeHLIMAIHA XUTIEPTOHUS,

° crabuiHa, jeKka 10 yMepeHa XpOHHYHA ChPAeYHa HEOCTATYHOCT, B JOMBIHEHHE KbM
CTaHAApTHATAa Teparus Npyu MauUMeHTH B cTapyecka Bb3pact (>70 roaunu).

4.2 Jlo3npoBKa H HAYHH HA NPHJIOJKEHHE

ﬂO3H[20BKa

Xunepmonusa

Bv3pacmuu

Jozata e eqna Tabnerka (5 mg) AHEBHO, 3a MPEANOYUTAHE 10 €IHO H CHIIO BPEME BCEKH IEH.
Tabnerkure MoraT fa ce npueMar No BpeMe Ha XpaHeHe.

AHTUXUNIEPTEH3UBHUAT edeKT ce MposiBsBa 10 1-2 ceAMUUH CIIe] 3aM0YBaHE HA JIEYEHHETO.
Ontumanuuar egekt OOUKHOBEHO ce MOCTUra caMmo cilell 4 CeAMHLIM.

Kombunayus ¢ opyeu anmuxunepmen3uenu 1ekapcmea

beta-Onokepute MoraT Aa 6bAaT H3MOI3BAHH CAMOCTOSTEIHO WK B KOMOHHALIHS
AHTUXMMNEPTEH3UBHH JlekapcTBa. JIo MOMEHTa, AOMbJIHUTENIEH AHTHXUITEPTEH3HBE
HabnroaaBaH camMo MpH KOMOUHALKA Ha HEOUBOJION ¢ XHAPOXiiopoTrHasuy 12,5-25)

Hayuenmu c OvOpeyna HedoCMamvuHOCH



I1pu naumenTy c 6s0peyHa HEAOCTAaTBYHOCT, MPENOPBUUTENTHATA HAYATHA 1032 € 2,5 mg AHeBHO. [1pu
HEO0OXOJHUMOCT, NHEBHATA [103a MOJXKE J1a C€ YBEIU4HM 10 5 mg.

Ilayuenmu c yepHoOpodHa Hedocmamvynocm
JlaHHMTE 3a MaLHUEeHTH ¢ YepHOAPOOHA HEAOCTaTEYHOCT WM HapylleHa YepHoapoOHa GyHKUKs ca
orpanuueHH. [Topaau ToBa, ynorpebara Ha HEOUMBOJION OT TE3H MALMEHTH € MPOTHBONOKA3aHa.

Ilayuenmu ¢ cmapuecka ev3pacm

IlpenopbunTeHaTa HavYaJlHa A03a MPH MALMEHTH Had 65 roguLIHa Bb3pacT € 2,5 mg AHeBHO. AKO €
Heobx0auMo, THeBHaTa 103a Moxe Aa 6bae yBenuueHa no 5 mg. [lopagu orpannyes onwr,
NPUJIOKEHHETO NP NMaLMEHTH Haj 75 roinHy TpsabBa qa Obae ¢ MOBUILIEHO BHUMAaHHE, KaTo
nauueHTUTe TpAGBa Aa ce npociiensaBaT oTdau30.

Heouampuuna nonynayus
Vnorpebara Ha HE6MBOION MpPH el U FOHOLIK MOoA 18 ronquHH He ce MpenopbyBa, Mopaau

HEOQOCTAaTbYHHU JaHHU 34 6e30macHOCTTa U erI/IKaCHOCTTa Ha JIEKApPCTBCHUA MPOAYKT.

Xpowuwuna cvpoewna neoocmamuunocm (XCH)

JleuenneTo Ha cTabMIIHA XPOHHUYHA ChpACYHA HEAOCTATBYHOCT TPAOBA A 3aMOUHE ¢ MOCTEIICHHO
yBeJIMYaBaHe Ha 103aTa [0 TIOCTUraHE Ha ONTHMAallHaTa HHAWBHAYalTHa MOJABPXKALLA /1034.
[MaumenTuTe TpsAGBa Aa ca che cTabHIHA XPOHUYHA ChPAEYHA HEAOCTaTBYHOCT, Oe3 enu30U Ha ocTpa
HENOCTaTLYHOCT Mpe3 NpeAxoaHuTe 6 ceaMuH. [IpenopbUnuTel HO € JieKyBalUMsI T JIEKap 1d MMA ONUT
TIpY JICYEHUETO Ha XPOHUYHATA ChpAEeYHA HEJOCTATHYHOCT.

I1pu maLMeHTH, KOHTO Ca Ha JICYCHHC ChC ChPACYHO-CHIOBH JICKAPCTBA KATO JHYPCTHLIH H/UITH
qwvrokcud u/unu ACE uHxuOutopu W/unu aHrioteH3uH-11-aHTaroHUCTH, JO3UPAHETO HA TE3H
JieKapcTBa TpabBa na 6bae crabuau3HpaHo Npe3 NpeIXOAHUTE JIBE CEAMHIII, MPEIU 3anouBaHe Ha
JIEYCHUETO ¢ HEOUBOJION.

Turpupanero Ha fo3aTa Tpsa6Ba Aa ce U3BBPIIBA HA UHTEPBAJIH OT 1-2 CeAMHLIM, B 3aBUCHMOCT OT
TOJIEPAHTHOCTTA HA MALMEHTa, IO CJIEAHHTE CTHIKU: 1,25 mg HebuBonON fa ce yBenudH 1o 2,5 mg
HeOMBOI0JT BEIHBK JHEBHO, a CJIe]] TOBA 10 5 Mg BeAHBX AHEBHO W nocie 10 10 mg BeAHBK JHEBHO.
Makcumannata npenopbuutenta no3a e 10 mg HebuBonON BenHbkK AHEBHO.

3anoyBaHe Ha JICUEHHETO H BCAKO YBEJIWUEHUC Ha [03daTa Tpfl6Ba Ja c€ U3BbpLIBA MO Ha6II}OIIeHPIe Ha
JIEKAp B NPpOALJDKCHUE HA TTOHE 2 YHaca, 3a aa € CUIrypHo, 4¢ KIMHUYHOTO CHCTOSHUEC (OCO6CHO ) (o)
OTHOLICHHE Ha KPBBHO HAJIAraHe, CbpAC4YHa 4Y€CTOTA, IPOBOJAHHU HAPYLICHAI U CHMIITOMH Ha
BJIOLIAaBaHEC Ha CbpAc4YHATa HeIIOCTa’I'I)‘{HOCT) OCTaBa CTaOMITHO.

Hanuuyuero Ha HexxeslaHH peaKuyu MOXKE a OrpaHAYH NMPUJITOKCHHUETO HA MaKCHMaTHaTa
MMpEeNOpBUNTEIIHA A03a [IPH BCUYKH NALKUCHTH. Hp[/I HCO6XOIIPIMOCT, OJOCTUIrHaTaTa J03a MOXKE aa ce
HaMaJlH CTBIIKA IO CThIKAa H NOCTECNEHHO YBEJIHYaBaHE a CC 3al04YHE OTHOBO, KOraTo € Bb3MOXKHO.

Ilo Bpeme Ha da3aTa Ha TUTpUpaHe, B ClIy4ail Ha BIOLIaBaHe Ha ChPAEYHATA HEOCTATHYHOCT WK IIPH
HEMOHOCUMOCT, C€ NPeNopbyBa NbPBO [a C€ HaMalX 103aTa HeOUBOJION HIIH NIPU HEOOXOAMMOCT (IpU
TeKKa XMIIOTOHHS, BJIOILIABAHE HA ChPJSUHATA HEJOCTATHUHOCT C OCTHP DenoapodeH OTok,
KapIHOT€HEH LOK, CAMIITOMaTH4Ha Opagukapavs und AV 610k) Aa ce cripe BeaHara.

Jleuenuero Ha crabunna XpOHHYHA ChpACYHA HEAOCTATBYHOCT € HEOMBOJION OOHKHOBEHO €
IMPOABJDKUTEIICH MPOLEC.

Hayuenmu ¢ 6vbpeyna nedocmamvyrocm
He e Heobxoa1Ma KOpeKLUs Ha 103aTa NPH NALMEHTH C Jieka 10 yMepeHa Ob0peun:
TBH KaTO TUTPUPAHETO Ha A03aTa 4O MaKCMMalHATa MOHOCUMA /1032 € HHIUBHIYyan



MAlUEHTH C TeXKa ObOpeyHa HeIOCTATHYHOCT (CepyMeH KpeaTuHUH > 250 pmol/l). Eto 3aimo,
ynorpebara Ha HEOUBOJIOIN MPH TE3U HALMEHTH HE Ce PEenopbyBa.

Ilayuenmu c yepHOOPOOHA HEOOCMAMBYHOCH
JlaHHUTE 32 NnaLMeHTH ¢ YepHOApoOHa HENOCTATLYHOCT ca orpaHHueHu. ETo 3alio, npuaoxXeHneTo Ha
HEOMBOIOJ € IPOTHBOMOKA3aHO.

Ilayuenmu 8 cmapuecka eb3pacm

Hsama HY’K[Ja Ja ce KOpurupa aosara, TbH KaTO TUTPHPAHETO A0 MaKCUMajiHaTa noHocyuma 103a €
HHOUBUAYAITHO.

Heouampuuna nonynayus
Heb6uBomnon He ce npenopbuBa 3a yrnorpeda npH Aelia U I0HOLM 1o 18 roauny, nopaay JaHcaTa Ha
JOCTaTbYHO JaHHU 3a 6€30M1acHOCTTa 1 epUKACHOCTTa HAa NPOAYKTA NPH T€3U NALMEHTH.

Hayun Ha npunoxenue

IlepopanHo npuIOKEHHE.

Tabnerkure morar na 6bAaT NpUEMaHH N0 BpeMe Ha XpaHeHe, KAKTO H He3aBUCHMO OT IpMeMa Ha
XpaHa.

Tabnerxure TpsabBa fa ce NpHeMaT C JOCTATBYHO KOJIUYECTBO TEYHOCT (HalpuMep yailia Bo4a).

4.3 [IIpornBONMOKA3aAHHSH

- CBpPBXUYBCTBHTENIHOCT KbM aKTHBHOTO BELIECTBO MM KbM HAKOE OT IIOMOILHHMTE BELIECTBA,
HU30pOCHH B TOuKa 6.1;

- yepHOApOOHA HEAOCTATHYHOCT WM HapyLIeHa YepHOApoOHa GYHKLIKS;

- 0cTpa ChbpA€YHA HEJOCTAThYHOCT, KADAHOTrE€HEH LIOK MM €MU3011 Ha JEeKOMNECHCHPaHa
ChbpIe4Ha HeJOCTaTbYHOCT, M3UCKBAll]a HHTPaBEHO3HA MHOTPOIHA Tepanusl.

B nmonbiHeHue, noaobHo Ha ocTaHanuTe OeTa-0110kepH, HEOUBOJON € NPOTUBOIIOKA3aH MpPH:
- CHHAPOM Ha OOJIHHS CHHYCOB Bb3€ll, BKJIIOYUTETHO CHHO-aTpHajieH 6110K;

= BTOpA WM TPETAa CTeNEH chpaeydeH 0ok (6e3 nelcMenKbp);

= aHaMHe3a 3a O6poHXOocnazbM U OpoHXHMAIHA aCTMa;

- HeJIeKyBaH (e0XpPOMOLIMUTOM;

- MeTaboNIMTHA alluA03a;

o Opanukapaus (cppaeyHa YectoTa < 60 yaapa/MUHyTa NIPeAM HAYAJIOTO Ha JIEUEHUETO);
= XMIOTOHHSA (CHCTOJIMYHO apTepyaliHO Hajsirade < 90 mmHg);

- TEXKH HapyllueHHs B NepuepHOTO KPbBOOOpallEHHE.

44 ChoeunajiHM nNpeAynpexAeHHS H NPeANA3HA MEPKH IIPH ynoTpeda

CrnennuTte npeaynpexIeHHs U Npeana3Hi MepkH BaxkaT 3a OeTa-aipeHepruiHUTE AHTArOHUCTH KaTo
15010 (BXK.ChINO Touka 4.8).

Anecre3us
[IpoabkaBane Ha OeTa-OokagaTa HaMalsiBa pUcka OT apUTMHHM T10 BpEME Ha BbBEXJaHE B
aHecTe3Ws W HHTYOMpaHe. Ako OeTa-6oKkaaTa ce NpeKbCHE NMPH MOATOTOBKA 3a onepaLs,
npyuemMaHeTo Ha Oera-aipeHepruueH aHTaroHUCT TPSIOBa fa Oble NpeyCcTaHOBEHO NnoHe 24 yaca npeau
ToBa. TpsaOBa 1a ce BHUMARA MPH MPUJIOKEHHUETO HA HIKOM AHECTETHULIH, KATO HAIIPUMED
LIMKJIONPOTIaH, e€Tep WIH TPUXJIOPETHICH, KOUTO NPUYHHABAT MHUOKapaHa nenpecus. HHTp
MPUJIOIKEH aTPOTIMH MOJKE /1a MPEeIOTBPATH MOSBATA HA BaryCOBU PEAKLIUH.

C'bDI[e'—[HU-C"b,EI,UBa cHCTEMA
Mo npuHuKn, GeTa-agpeHepriuHy aHTAarOHUCTH He TPAOBa Aa ce U3MON3BaT MpH M
HeJleKyBaHa 3aCTOHHA ChpIeUHA HEOCTATBYHOCT, JOKATO ChCTOSHHETO UM HE CE CT:




[Tpu nauyeHTyH ¢ nexeMuuHa GoecT Ha CbpLETO, JIeYeHHETO ¢ OeTa-aApeHepruyHy aHTarOHUCTH
Tps6Ba na 6bae NpeKpaTeHo MOCTENEHHO, T.€. B NPOAbKEeHHE Ha noseye ot 1-2 ceamuuu. [pu
HeoO0X0MMOCT, NIpe3 TO3H MEepHO]], Ce 3aloyuBa 3amMecTBallia Teparnus, 3a Ja ce H30erHe BaoIIaBaHe Ha
aHr'MHa NEeKTOpHC.

Bera-appeHepruyHyTe aHTATOHWCTH MOTAT 14 MPHYUHAT OpajgrKkapAus: ako 4eCcTOTaTa Ha IyJica ce

noHwkH noz S50-55 ynapa B MMHYTa B MOKOM W/M/M NaUKMEHTHT NPOSIBH CUMITOMH Ha Opaaukapaus,

Jlo3ara Tpsabea na 6bAe HamaneHa.

Bera-anpeHepruuHuTe aHTarOHUCTH TPIOBa Na ObAAT U3MON3BAHW BHUMATEITHO MPH:

- NaLMEHTH ¢ HapylieHo nepudepHo KpbBoobpalileHue (6onecT UM cuHapom Ha PeiiHo,
UHTEPMUTEHTHO HaKyliBaHe), Thil KATO T€ MOTaT Jia C€ YCIIOKHST;

- NauMeHTy Che chpaedeH 6ok I-Ba creneH, mopagyu HeraTuBHUS edekT Ha GeTa-OiokepuTe
BBbPXY BPEMETO Ha MPOBEXIaHE;

- MalKMEeHTH ¢ aHruHa Ha [IpuHIMeTan, nopaay npeAW3BHKaHATA OT alda-peLenTopuTe
KOHCTPUKLIKA Ha KOpOHapHaTa apTepus. beTa-aqpeHepruiuyHUTe aHTArOHUCTYU MOraT Ja
yBennuat Gposi ¥ NPOABIDKUTETHOCTTAa HA AHTHHO3HUTE MPHCTBITH.

MeTabonuzsm/EHgokprHHa cucTema

He6uBonon He moBnusiBa HUBaTa Ha rIOKO3aTa NPH NalLMeHTH ¢ nuader. Bee nmak TpsOBa na ce
BHHMMaBa MMpU MaIUEeHTH ¢ auaber, Thil kKaTo HEGHUBOJION MOKE 1a MACKUpPa OIpeeNIeHd CUMITOMHU Ha
XUMoriaukeMus (Taxuxapaus, cbpuebuere). bera-6okepure Morat JOMBIHUTEHO Aa YBEIHYAT
PHCKA OT TeXKA XHIOTITHKEeMHSI, KOTaTO Ce M3MOJI3BAT eAHOBPEeMEeHHO CEC CYIDOHMITY peiHI
npoussogHu. [Taunenture ¢ nuabet TpsOBa Aa 6bAT CHBETBAHM Ja CIEAIT BHUMATETHO HUBATa HA
KpBBHaTa 3axap. (Brxre To4Ka 4.5).

JluxaTtenHa cuctema

[pu nauuenTu ¢ xponnyna obcrpykruHa 6enoapobHa 6onect (XOBB), 6eTa-anpeHepruyau
AHTaroHUCTH TPSAOBA 1A Ce U3MOJI3BAT MPEANa3IvBO, Thii KATO MOraT [a 3aCHJIAT cra3bma Ha
JMXaTeJIHUTE ITbTHUILA.

Hpyru

IlanpeHTH ¢ aHaMHe3a 3a ncopuasuc TpsibBa na mpuemar OeTa-aApeHepru4Hy aHTAarOHUCTH CaMo Cilef
BHUMATEJHA NPELICHKA.

bera-agpeHeprudHyUTe aHTATOHHCTH MOTAT A2 YBEIN4aT YyBCTBUTEIHOCTTA KbM AEPreHHU U Te)KecTTa
Ha aHa(pUIaKTHYHUTE peakivH.

3ano4BaHETO HA JIEYSHHE HA XPOHUYHA ChpAeYHA HEIOCTATHYHOCT C HEOMBOJION H3UCKBA MOCTOSHHO
HabmroneHue. 3a 1O3UPOBKA U HAYHH Ha MPHUIIOKEHHE, BIXXTe Touka 4.2. Jleuennero He OuBa na ce
NpeKbCBA BHE3AIMHO, OCBEH aKO HE € KATErOPUIHO MOKa3aHo (BK. Touka 4.2).

KomburHanusaTa Ha HeGUBOJION ¢ KAJILMEBH AHTAOHUCTU OT THIIA HA BEparaMuil Wil JUIITHA3eM, C
kJac | aHTHApUTMHULM U C LIEHTPATHO ISHCTRBALM aHTUXHIIEPTEH3WBHY JIEKAPCTBEHU CPELCTBA HE €
npenopbuuTenta (Bx. Touka 4.5).

[TomMouIHH BelliecTBa

To3u nekapcTBeH NpoayKT CbhObpka JakTo3a. [launenTy ¢ peaky HacaeACTBEHH podIeMH Ha
rajakTo3Ha HENOHOCHUMOCT, Lapp - NakTa3eH AeULUT WIH [IIOKO030-TAIaKTo3Ha ManabcopOuus He
TpsAOBa [1a MpHEMaT TOBA JIEKAPCTBO.

4.5 BsaumojeiicTBHe C APYId JJeKapPCTBeHH NPOAYKTH H ApYrd ¢GopMH Ha B3aHMOAeiHcTBHE

MapmakoIHHAMHYHH B3auMOaecTBHA
ITo npuHuM 32 GeTa-ajpeHepruiHUTE AHTATOHUCTH Ca XapaKTepHH ClIeIHUTE B3aHMOJIE

Henpenopwuumeanu koMounauuu




Knac I anmuapummuyu (XuHUOUH, XUOPOXUHUOUH, YUOEH3ONUH, (PAeKAUHUO, OUZORUPAMUO, TUOOKAUH,
MeKcunemun, nponagenon); MoXxke 1a ce NMoTeHLHpa ePeKThT BbPXY aTpHO-BEHTPUKYJIAPHOTO BpeMe
3a NPOBEXIAHE M A C€ YCHJIM HEraTUBHUAT HHOTpoIleH edekT (BxK. Touka 4.4).

Kanyueeu anmazonucmu om muna na sepanamun uny Ounmuazem: HETATHBHO BITUSHUE BBPXY
KOHTPAKTHIIMTETA U aTPUO-BEHTPUKYJIApHATA POBOANMOCT. MHTPaBEHO3HOTO MPHIIOKEHHE HA
BepanaMujl py NauMeHTH, npuemMauiy 6eTa-610kepH, MOXe Aa JoBele 10 TeXKa XUIIOTOHHS U aTPHO-
BEHTpPHUKYJ1apeH 610k (AV-6110k) (Bxk. Touka 4.4).

Lenmpanno oelicmeawu anmuxunepmeH3ugHU 1eKApCmMea (KIOHUOUH, 2YaHpALUH, MOKCOHUOUH,
Memui0ona, pUIMEeHUOUH): €AHOBPEMEHHOTO MPUIIOKEHHE Ha LIEHTpaIHOASHCTRAILH
aHTHUXUNEPTEH3UBHK IEKAPCTBA MOYKE A BJIOLUH ChbpAECYHATA HEIOCTATLYHOCT Ype3 NMOHMKABAHE Ha
LEHTPAJIHUSA CHMNATUKOB TOHYC (TIOHK>KAaBaHE HAa ChpIEYHATa YECTOTa U ChpACYHHUS IeOUT,
BazoaunaTauus) (Bx. rouka 4.4).

Bresanno cnupaHe Ha nekapcTBaTa, 0cOOEHO Mpeay NpeycTaHoBiBaHe ynorpebara Ha Geta-0okepw,
MOXe€ [1a YBEJIHYH PHCKa OT “rebound - XHNepTOHMA™.

Kombunayuy, npu coumo mpsibea da ce erumacd

Knac LIl anmuapummuynu cpedcmea (Gamuodapon): Moxe Ia ce NOTeHUHpa eeKTHT BhPXY aTpHo-
BEHTPHKYJIAPHOTO BpEMe 3a MPOBEXIaHE.

Anecmemuyy — remiusu XawiozeHamu: eqHOBpeMeHHaTa ynorpeba Ha 6eTa-aqpeHepruuHu
AHTArOHHWCTH M AHECTETHIM MOKE [ja HAMAJIU TPOsSBAaTA HA pedIeKTOPHA TAXUKAPAMA U Aa YBEJIHYH
PHCKa OT XHIOTOHHS (BXK. Touka 4.4). KaTo npaBuiio, H30sAreaiiTe BHE3AMHOTO NPEKbCBAHE Ha
neveHue ¢ 6eTa-610kepu. AHECTE3HOIOTBT TPAOBa [ia GbAe YBEIOMEH, aKO MALMEHTHT MPHEMa
HebuBOION.

Hucynun u nepopannu anmuduabemnu nekapcmea: BbIIPeKy Y€ HeOUBOJION He MOBJIHABA HHBOTO Ha
TJIKOKO3aTa, ChITBTCTBALLATA yoTpeba MOXKe 1a MACKHpa HAKOUW CUMIITOMH Ha XHIOMTIHKEMHUS
(cppucbuene, Taxukapaus). EnnospemenHara ynorpe6a Ha Geta-0iokepH ¢be CyaQOHMITYpEHHN
MPOM3BOJHM MOXKE a MOBUILIY PUCKA OT TEXKKA XUIMOTIMKEMHU. (BHXKTE TOUKA 4.4).

Baxnogen (anmucnacmuuno nexapcmeo), avugpocmun (anmurneoniacmuuHo nOMOUHO cpedcmeso):
€IHOBPEMEHHOTO NPUIJIOKEHHE C aHTHXHIIEPTEH3UBHU JIEKapCTBa MOXeE /1a IOTIpHHece 3a MMo-0bp30
criajlaHe Ha KPbBHOTO HaJIAraHe, NOpaAM KOEeTO ce Hajlara a ce chobpassBa /103aTa Ha
AHTUXHUIIEPTEH3UBHOTO JIEKAPCTRO.

Kombunayuu, kowmo mpadsa da ce umam Rpeodsuo

Huzumanucoeu 2nuxo3udu. eIHOBpeMeHHATa ynoTpeba Moxe /1a YBEIUYH aTPHO-BEHTPHKYJIADHOTO
BpeMe 3a nposexaane. KNMHUYHN W3NMUTBAaHUA ¢ HEOMBOJION HE MOKA3BAT KIIMHMYHO 3HAYMMH JaHHU
3a B3aHMOJCHCTBHE.

He6HBO0M HE NOBIMsABA KMHETHKATA HA JUTOKCHH.

Kanyuesu anmazonucmu om ouxuoponupuounog mun (amnoounun, peroounu, 1ayuounu,
HugeOunun, HUKAPOUNUH, HUMOOUNUH, HUMPEHOUNUH). SIHOBPEMEHHATA YIIOTPe6a MOXKE 14 yBEJIMUH
pHCKa OT XHMIIOTOHMS U HE MOXKE J1a C€ U3KIIIOYM PUCK OT AOITBJIHUTENHO BIIOIIABAHE HA KAMEpHATa
noMneHa QyHKIHS NMPU NALKUEHTH ChC ChPIeYHA HEJOCTATHYHOCT.

Aumuncuxomuyu, anmuoenpecanmu (Mpuyukiuyny, 6apbumypamu u peHomuazunu):
€IHOBpPEMEHHATa ynoTpeba MoXke Ja 3aCHJIN XUIOTOHHYHUS eheKT Ha OeTa-apeHepruy
AHTaroOHUCTH (aIUTHUBEH e(EeKT).

Hecmepouonu npomusosvsnanumennu cpeocmsa (HCIIBC): HAMAT BAUSIHUE BbPXY
KPBBHOTO HaJisiraHe eeKT Ha HeOUBOJION.




Cumnamuxomume muyny 1ekapcmea.; eJHOBPEMEHHOTO NPUJIOKEHHE MOXKe Aa HaMalli edeKTa Ha
feTa-agpeHepruuHUTE aHTaroHUCTH. beta-aapeHepruyHUTe IeKapcTBa MOraT Ja J0BeaaT A0
Ge3npensaTcTBeHa aida-agpeHepruiHa akTHBHOCT Ha CHMIIAaTHKOMUMETHLUTE ¢ anda- U ¢ beta-
aZipeHepruyHa akTUBHOCT (PHCK OT XHTNEPTOHUS, Texkka Opagukapaus U cbpaedeH 6J10K).

®apMakOKHWHETHYHY B3aUMOACHCTRHS

ToH kaTo B MeTabonu3ma Ha HeOHBOJON yuacTa W3oeH3uMbT CYP2D6, enHoBpeMeHHara ynotpeba
Ha BELIECTBa, OTHCKALLY TO3H €H3UM, OCOOEHO MAPOKCETHH, (PYOKCETHH, THOPHIA3UH U XMHUAMH,
MOXK€ Aa OB/ A0 MOBUILIABAHE HA IJTA3MEHUTE HUBA Ha HEOWBOJION, KOETO € CBBP3aHO C yBEJIMYEH
PUCK OT TexKa OpafuKapaus U HeXKeNlaHW peakuyu.

EQHOBpeMEeHHOTO NMpHUiIokeHHe Ha IMMETH/IMH yBevuaBa niia3sMeH|Te HuBa Ha Hebueonon 6e3 na
NPOMEHs KIMHUYHUA My edekT. ENHOBpeMEeHHOTO npremMaHe Ha paHUTHIMH HE OKa3Ba BIUSHHE
BbpXY (hapMakOKHMHETHKATa Ha HeOHBOMOIN. JleueHne ¢ HeOMBOON M aHTHALIMIHO JIEKAPCTBO MOXKeE Aa
ce MpOoBeX1a €AHOBPEMEHHO, aKO HEOUBOJION CE MPUEMA TI0 BPEME Ha XpaHEeHE, a aHTHALMABT —
MeXIy XpaHEeHHATA.

KombnHauusaTa Ha HEOMBOION ¢ HUKAPAWTIMH HE3HAYNTENTHO YRENNYaRa Mia3MeHHTe HHBA U Ha JIRETe
nekapcTBa 6e3 Aa NpoMeHs KIMHHYHUTE UM edekTd. ENHOBpEMEHHOTO NpUeMaHe ¢ anKoXod,
dyposeMuL WM XUAPOXIOPOTHA3U He OKA3Ba BAUAHUE BbPXY (PapMaKOKUHETUKATA HA HEOUMBOON.
HcbuBonon He nosnusBa papMaKOKHHETHKATA U (papMakoaUHAMHKATa HA BapdapuH,

4.6 @epTH/HTET, (peMEeHHOCT H KLpMeNe

bpemenHocT
Hebuponon nMa dpapmMakoIoruuHi ehekTH, KOUTO MOTAaT Ja NMPHUUKHAIT BpeHH eeKTH Mo BpemMe Ha

OpeMEeHHOCT W/HIH Ha IUI0Aa WM HOBOponeHoTo. [1o npuHimn 6eTa-610kepuTe HaMansIBaT
nepdiy3naTa Ha TIIAINEHTaTa, KOETO ¢e CRRP3RA Che 3aDaRAHE HA pacTexa, RhTPeYTPOOHA CMBPT, ab0pT
WIH npexieBpeMeHHo paxxaane. Hexenanu edekru (HanmpuMep XHIOrTIMKEMHs U OpaauKapans)
Morar fia ce HabJTIIofAaBaT Mpy 11012 H HOBOPOJIEHOTO. AKO € HaJIOXKUTEITHO JieueHHe ¢ GeTa-
aIpeHOPeLENITOPHHU OIIOKEepH, PENOPBUUTEIHO € Te Ja ca 6eTa;-CeNeKTUBHH alpeHOPeLeNnTOPHU
Onoxepu.

HebuBonon He 6uBa na ce npuema o BpemMe Ha GpeMEHHOCT, OCBEH B Cliyuail Ha kpaiiHa
Heo6X0OUMOCT. Y TepONIalleHTapHOTO KPbhBOOOpaIlleHHe U pacTex<hT Ha ni1oaa TpiabBa na ce
MOHUTOPHPAT, B CJIy4yail ue Tepanusara ¢ HeOUBOJIOI e HeoOxoauma. B ciyyaii Ha yBpexaaio
AeicTBHE MO BpeMe Ha OpeMEHHOCTTa UM BBPXY IUT0fa, TPAOBa Aa ce NPHIIOKH alITEPHATHBHO
neyeHde. HosoponeHoTo Tpsi6Ba na O’bae noa NocTosIHHO HabmoaeHne. CUMITOMH Ha XHIIOTJTUKEMHUS
1 Opanukapaus oOMKHOBEHO CE€ OYaKBAT B MbPBHUTE 3 THH.

Kopmene
Onwurture ¢ XXKHBOTHH MIOKA3BaT, 4e HEOMBOJION ce OTAeNs B KbpMaTa. HsiMa JaHHM [anu JIeKapCTBOTO

ce oTaend B YoBelkara kbpma. [losedyeTo GeTa-610kepu, ocobeHO TUNOPUITHUTE ChEAUHEHHS KaTo
HeOHBOJION U aKTUBHUTE My MeTabOJIMTH, NPEMHHABAT B KbpMaTa B pa3iiMyHa cteneH. He Moxke na ce
M3KJII0YM PUCK 32 HOBOpoAeHUTe/kKbpMadeTaTta. [lopaay ToBa, KbpMEHETO 10 BpeMe Ha JICUeHHE C
HEeOMBOJION He ce MPenophYBa.

DepTHanTeT

He6uBonon Hama edekT BbpXy epTHIIHTETa Ha TUIBXOBE, OCBEH IPU HO3H, HAKOJIKO IMBTH NO-BUCOKH
OT MaKCUMaJIHaTa NpernopbyYBaHa 103a MpU Xopa, Koraro ca HaboaaBaH! HeXeNaHu eQeKTH BbPXy
MBKKHTE M )KEHCKHUTE PEeNpoLyKTHBHH OPraHu MpH [UIbX0Be U MHLIKH. EQekThT Ha HeOUBOION BBPXY
depTUnUTETa PH XOpa HE € U3BECTEH.

4.7 EdexTn BbpXy cnocofHocTTa 32 LopHpaHe H paboTa ¢ MALTHHHA

He ca npoeexxaaHu U3NKWTBaHWUA 3a BIMSAHUETO Ha HEOUBOIION BbPXY cliocobHOCTTa 3a
pabora ¢ mamuuy. @apMakoIMHAMUYHHUTE NPOYYBAHUS MMOKA3BAT, Ye HEOUBOJIOI HE
ncuxoMortopHara ¢yHkuus. [Ipu wodupaune u pabora ¢ maiyHu TpsidBa na ce uma
PEIKH Clly4dau Morar Aa Bb3HMKHAT CBETOBBPTEXK MM OTNAAHATIOCT.

4.8 HexenaHn JeKapCTBEHH PEAKIHH



Hexenanu JICKapCTBCHH pCaKLIUK Ca I/I36pOCHId OTHACJTHO 34 XUIIEPTOHHUS U 3a XPOHUYHA CbpAcyYHaA
HEAOCTATHUHOCT, IIOpaau pa3iuind B CbIIbTCTBALLIUTE 3abonsBaHus.

YecToTaTa Ha HEXENaHUTE peaklMy € onpenesieHa Bb3 OCHOBA Ha CJI€HATA KOHBEHIIMA: MHOTO YECTH
(=1/10), yectn (=1/100 o < 1/10); neuectu (>1/1 000 no< 1/100); peaxu (>1/10 000 mo < 1/1 000);
mHoro peakH (<1/10 000), ¢ Hen3BecTHa YecToTa (OT HAIMYHKTE JAHHH HE MOXKe 1a ObJle HanpaBeHa
OLIEHKA).

I1pu BcAKO rpynupaHe B 3aBUCUMOCT OT YECTOTATA, HEXKEJTAHUTE JIEKAPCTBEHU PEaKLMH Ce U30POsSBAT
B HU3XOZASAL PE MO OTHOLLEHHE Ha TAXHATA CEPUO3HOCT.

XHUNEepPTOHUS
[ToeeueTo HexkenaHH JIEKapCTBEHH PEaKLMK ca ¢ Jieka 1o yMepeHa nposisa. Te ca u3bpoenu no-aony,

Knacn(bnuupaﬂn O CHCTCMH YU OpraH! U NMOAPEEHHU NO YECTOTAa Ha NMPOsBa.

Cucremo-opranen | Uectn (>1/100 | Heuecrn (>1/1000 | Muoro peaxun C HeHn3BecTHA
KJiac ao <1/10) o <1/100) (<1/10000) 4ecToTa
Hapymenus Ha aHTHOHEBPO-
MMyHHaTa cucremMa THYEH OTOK,
CBPBXYYBC-
TBUTEJIHOCT
Icuxyuynn KOLIMapH,
HapylIeHHUs Jenpecust
Hapyiuenus Ha rinaso6onue, CHHKOI
HEpBHATA CHCTEMa | CBETOBBPTEX,
napecTe3us

Hapymienus Ha HapYLIEHO 3peHHe
OUHTE
CobpaeuHu Opaaukapaus,
HapyLICHHS chpIeyHa

HEIOCTAThYHOCT,

Hamasiena AV

MPOBOAUMOCT/AV-

610K
CoaoBu XHIIOTOHHS,
HapyLIeHHs (BnO1IaBaHE HA)

HHTEPMUTEHTHO

HaKyLIBaHe
PecniupaTopuu, IMCHHes H6poHxOCna3zbM
IPBAHYA U
MeJHACTHHATHH
HapyeHHs
CromaluHO-4peBHH | 3amek, rajcHe, OUCIIEICHs,
HapyLlleHus ouapus METEOPH3bM,

MOBpbIIAHE
Hapyenus Ha NpYpPHTYC, yTEeXKHSBaHE HA | yPTUKapus
KOXKaTa u epUTeMaTo3eH ncopuaszuc
TIO/IKOYKHATA ThKaH 0o0pHB
Hapyuienus Ha UMIIOTEHTHOCT
BB3MPOU3BOTUTEN-
HaTa cucTeMa u
rpplara
OO0y HapylueHusl | OTnagHalloCT,
U epexTy Ha OTOK
MSICTOTO Ha
NPUIOKEHHE




OcseH TOBa, NpY MPHIIOKEHUETO HA HAKOU GeTa-GloKepH ce ChOOIIABAT U CEAHUTE HEXKENAHH
NIEKapCTBEHH PEAKLIMH: XaIIOLMHALIMY, TICUHX03H, 00bPKBaHe, CTyJeHH/LIMAHOTHYHH KPaiHHLIH,
denomen Ha PeliHo, cyxoTa B 04HTe, OKY/I0-MYKOKYTaHEHHA TOKCHYHOCT OT MPAKTOJIONOB THIL

XpoHHYHA ChPAEYHA HEAOCTATBYHOCT

JanHuTe 3a HexkenaHu peakuyu npy naueHTH ¢ XCH ca ot niaue60-KoHTPOIHpaHo KJIMHUYHO

npoy4saHe, BKousalo 1067 nauueHty, npuemaiuy Heburonon ¥ 1061 nauyieHTu, npyuemMaiuy

nnaue6o. B Toa npoyusane 449 (42,1%) nauneHTH, npuemariy HeGHUBOO, CHOOILABAT 32

HeXeNlaHWu peakuuy, B cpaBHeHue ¢ 334 (31,5%) nauuenty, npuemaniy niauedo. Haii-uecto

JOKJIaIBAHUTE HEXKEJIAHW PeaKLIMH [IPU NaUMEHTHTE Ha HEOWBOMOJ ca OpaaukapaAus W 3aMasiHOCT,

KaTo W JIBETe Ce NposABABaT NpH okoso 11 % ot nanuenture. Yecrorara npu nnauedo € CbOTBETHO 2

% u7%.

Crnepnnute ciy4ad ca AOKIIaBaHH KaTO HEXENAHU peaKLuy (BEPOATHO CBbP3aHH C JICYEHHETO), KOUTO

ce npuemar 3a cnellngUiHO 3HAUHMH MPYU JIGYEHUETO Ha XPOHHYHA ChP/IEYHA HEAOCTATHYHOCT:

- BJIOLIABAHE HA CHPJEUHATA HEAOCTATHYHOCT — [pOsBsiBa ce npH 5,8 % oT nanyenTHTe Ha
HebunBo0N, B cparHeHue ¢ 5,2 % oT nalWeHTHTe Ha nnaneho;

- NOCTypaliHa XUIIOTOHHS — MPOABABA ¢¢ NpH 2,1 % oT naunueHTHTe Ha HEOHBOJOM, B CPaBHEHHE C
1,0 % ot nauuenTHTe Ha nnanebo;

- HEMOHOCHUMOCT KBbM JIEKAPCTBOTO — [IpOsIBsiBa ce NpH 1,6 % OT naigeHTHTE Ha HEOUBOJIOJ, B
cpaBHeHue ¢ 0,8 % ot maumeHTHTe Ha MmIanebo;

- aTpHO-BEHTPHKyJ1apeH 6110k | cTeneH — nposirara ce nipu 1,4 % OT naiMeHTHTe HA HEGHUBONON, B
cpagHeHnue ¢ 0,9 % OT nauncHTUTC Ha nnauebo;

- OTOK Ha JOJIHUATE KpaiiHuiM — nposiBsABa ce npu 1,0 % oT nailieHTHTe Ha HEOHBOJIOJI, B
cpaBHcHuc ¢ 0,2 % oT nauueHTUuTe Ha rmianeso.

CpolduaBaHe HA MOAO3HPAHN HEXKENAHH PeaKilHy

Crob1aBaHeTo Ha NOJO3HPaHU HeXXeNaHH PeakLi|u Clie]| pa3peluasane 3a yrnorpeba Ha JiekapCTBEHHUs
NPOAYKT € BaXKHO. ToBa Mo3BosisiBa Aa NpOIbIKH HAOMIOAEHHETO Ha ChOTHOLICHUETO MOJI3a/PUCK 32
JieKapcTBeHMs NpoAyKT. OT MEAMUMHCKUTE CIIEUHAINCTH Ce H3HCKBa [la ChoOIIaBaT BCsKa
NOJI03MpaHa HeXxeNlaHa peakuus upe3 M3NnbiHuTeHa areHuys no Aekapcrsara, yi. ,,Jiamsu I'pyes” Ne
8, 1303 Codus, Ten: +359 2 8903417, yebeaiit: www.bda.bg

4.9 Tlpeaozmpaue
Hsama nanHu 3a npeno3upase ¢ HeGUBOJION.

CuMnToMu
CumniromuTe Ha npeo3upase ¢ 6eta-6i10kepH ca: GpaguKapaus, XMIOTOHHs, GPOHXOCNA3BM U OCTPa
Chp/IeYHa HEAOCTATHYHOCT.

Jleyenue
B ciyuali Ha npenosupaHe UM IPYU CBPbXYyBCTBUTENHOCT, MALMEHTHT TPAOBa Aa Ob/ie NOCTaBEH Moz,
NOCTOSHHO HabIoIeHYe U JieKyBaH B MHTEH3UBHO otnenexue. Husara Ha kpbBHaTa 3axap TpaOBa a
ce cnensat. AGcopOuMATa Ha EBEHTYaTTHO OCTaHAIO KOJIMYECTBO OT JIEKAPCTBOTO B CTOMAINHO-YPEBHHS
TPaKT MOXe Ja Ob/ie MpefoTBpaTeHa upe3 CTOMALIHA IPOMHMBKA U MPHEMAHE HA AKTUBEH BHIJIEH H
JaKCaTUBHU cpeacTBa. Mojke na ce HaJloXKM M3KyCTBEHO JulaHe. bpagukapans win cuiHo uspaseHu
BaryCoBHW PEaKiHH Ce JIEKYBAT Ype3 MPUIOKESHHUE HA aTPOIHH WM MeTinaTponuH. [Ipy XUNoToRUs U
LIOK ce MpHJIara rjiasma Hild [IasMeHH 3aMECTUTESIH U ITPU HeOOXOOUMOCT - KaTexoJaMuHH. EdexThT
Ha GeTa-0yiokepHTe MOXKeE Jla ce HaMalTi ¢ 6aBHO MHTPABEHO3HO TPUIIOKEHHE HA H30NPEHATUH
XHMIPOXITOPHJI, KATO Ce 3amouHe ¢ 032 OT npu6n143mem—10 5 pg/min vnu no6yTaMUH, C Ha4YalHa 1033

H30HpeHaJIHH’bT MO>KE J1a ce KOMOMHUPA C AoMaMUH. AKO M TOBa HE J0Be/e A0 Noaodpe
ce MOMMCJIM 38 HHTPaBeHO3HO npuiokenue Ha 50-100 pg/kg rmokarou u npu Heobxon,
MOBTOPH B paMKMUTE Ha 1 4yac, NocneABaHo OT HHTPaBeHO3HA UHGY3Us Ha TIIOKAroH OT
€KCTPEMHH CITy4ad Ha PE3UCTEHTHA Ha MEJMKAMEHTO3HO JieueHHe Opaiukapaus MOxe
nelcMenKbp.



5. ®APMAKOJIOTHYHHU CBOHCTBA

5.1 ®apmakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTUyHa rpyna: 6era-6nokepu, cenexkrusuu; ATC koa: CO7AB 12
MexaHu3bM Ha AelcTBHE

HebuBornon e pauemar ot aa enantromepa: SRRR-uebusonon (mam d-nebusonon) u RSSS-
Hebuposon (unu l-nebusonon). Toii chuetaBa ABa papmakosornuHu edexra:

o Tol € KOHKYPEHTEH H CEJIEKTUBEH HeTa-pelienTOpeH aHTarOHUCT: TO3H eDEeKT Ce Ab/DKH Ha
SRRR-eHaHTHOMEpa (d-eHaHTHOMED);
J Hwma cnabu BazoaunaraTtopHu edexTd Mopaaq B3auMoIeHCTBHE ChC cHcTeMara L-

apruHUH/a30TeH OKCH]I.

EI[HOKpaTHOTO H MHOI'OKPATHO ITPHIIOKEHHE 1A 11e0MBOJION MOHKABA ChpAcUHaATa 4eCTOTa U
KPBBHOTO HaJIA'aHE B MOKOI1 1 IIp4 yCWJIME, KaKTO MPpHM HOPMOTCH3IMBHHM, TaKa M INMPpH XUNCPTEH3HMBHH
NManHCHTH. AHTHXHHepTCH3HBHPIHT e¢>eKT C€ 3ara3Ba U INpH NpoOABIKUTEIHO JICYUEHHE.

dapMakoMHAMHUYHHU edeKTH

B TepaneBTHYHM 1034 HEOHBOJION € JIMIIEH OT aNha-aHTArOHUCTUYHA aKTHBHOCT.

Ilpy HATEH3UBHO U MPOABILKHUTEHO JEYEHUE HA XULIEPTOHALM ¢ HeOUBOOI Ce MOHMKABA
nepH(epHOTO CHCTEMHO ChAOBO CHIPOTHBIeHHe. He3aBUCUMO OT MOHIKEHHETO Ha MMyJica,
Onaronapeline Ha yBeJIH4YEHHe Ha yOapHHs 06CM cC orpaHHYaBa HAMAJICHHCTO HA MHHYTHHS ChPIEYEH
obeM B NOKOH WM NMpH HaTOBapBaHe. Bee ole He e 106pe ycTAHOBEHO KITHHHYHOTO 3HAYEHHE HA TE3H
XEMOJHMHAMHMYHH NIApaMeTPH B CPaBHEHUE C APYTH CENIEKTUBHM OeTa -0iokepH.

lpu xMnepTosHuHK MauxeHTH, HebuBosoN yBeanuasa NO-MequUpaHus ChIOB OTTOBOP KbM
auerunxoiuH (ACh), uniTo HUBA ca NOHWKEHH MPH NALMEHTH € €HIOTENHA TUCHYHKIHSL.

Kinnnyuna eduxacHocT B Oe30macHoCT

B nnane6o-koHTponupaHo npoy4BaHe 3a 3abonesaeMocT U CMBPTHOCT ¢ 2128 nauuentr > 70 roauuu
(cpenna BB3pacT 75,2 roqHHH) Che CTaOMITHA XPOHUYHA ChPAEYHA HEIOCTATHYHOCT ChC WK 63
HapylleHa JieBokamepHa dpakiuus Ha ustinackeaHe (JIKOU: 36% + 12,3%, npu crieaHoro
pasnpenenenue: JIKOH no-manko ot 35% npu 56% ot nauuenrure, JIKOU mexny 35% u 45% npu
25% ot naunentute 1 JIKOU no-ronama ot 45% npu 19% oT nauueHTHTE), IPOCIICAEHH B
NpoAbDKEHKE cpeiHo Ha 20 mecena, He6UBOJION, 06aBeH KbM CTAHAAPTHOTO JIEYEHHE, 3SHAYUTETHO
YIBJDKABA BPEMETO O CMBPTTa MIIH XOCIUTAIU3ALMATA, TIOPAAH ChPACYHO-CHIOBH MPOOIEeMH
(TrepBHYEH KpaeH U3XOJ 3a €PUKACHOCT), KATO PeNIAaTUBHHUAT pUcK HamansBa ¢ 14% (aGcontoTHo
Hamasienue: 4,2%). ToBa HamMajleHHe Ha pUCKa € MOCTUrHATO Cliefl 6 Mecela JieYeHHE H CE 3ala3Ba I1o
BpEME Ha LisUI0TO JieueHHe (cpenHa npoabpkurenHocT 18 meceua). EdextnT Ha HebuBoOION €
HE3aBUCHUM OT BB3pacTra, noja u JIKOH na ungueuaure ot npoyusanara rpyna. ITonzute mo
OTHOILIEHHE HA OOLIaTa CMBPTHOCT He JOCTUTAT 3HAUUMa pa3jiuka B CpaBHEHHUE ¢ Miaebo
(abcomroTHo HamaneHue: 2,3%).

Habnionapa ce NoHM)KeHHUE Ha YecToTaTa Ha BHE3ANHA CMBPT MPH MALMEHTH, JIEKYBaHM C HEGHBOJION
(4,1% cnpsamo 6,6%, cpaBHuTeneH cnax ot 38%).

[Iposenenute in-vitro W in-vivo U3NMUTBAHUS C XXMBOTHHM MOKA3BAT, Ye MPH HapMaKOIOTHYHK 103U
HeOHBOJI0J HAMa MeMOpaHO-CTabUIH3UpaIIIO AeHCTBHE.

Ipu 31paBu noOpoeoLK, HEOUBOIOJ HE OKa3Ba BIMSHUE BbPXY MaKCUMATHUA (PU3UYECKH KanalUTeT
Y U30PBIIIUBOCT.
IIpoBenenure in vitro W in vivo U3NUTBAHUS C )KHBOTHH ITOKa3BaT, ue HEOMBONO HAMA
CHMIIATUKOMUMETHYHA aKTUBHOCT.

5.2 ®apmaKkoKHHETHYHH CBOHCTBa

Abcopbuus




Y nBata eHanTHOMEpa Ha HeGUBOITON ce abcopOupaT Gbp30 clies NepopaiHO MPHIIOKEHHE.
Abcopbuusra Ha HeOGHUBOJION HE ce BiMsE OT XpaHa - HeOWBOJION MOXKe Ja Ce MpHeMa Mo BpeMe Ha
XpaHEeHEe WJIK MEeX1y XpaHeHUSTa.

buorpanchopmariia

HebuBoson ce MeTabonn3upa U3LsIo, 0TYaCTH B aKTHBHY XuapokcumeTadbonuty. Tol ce
meTabonu3Hpa Ype3 alMKIMYHO U apOMaTHO XHAPOKCHIMpaHe, N- IealkuinpaHe u
TJIIOKYPOHHIAU3HPAHE; B JOMbIHEHUE ce GOPMHUPAT [NIIOKYPOHHIM Ha XUAPOKCHMETaOONUTHTE.
MeTaboau3MBbT Ha HEGHBOJION Upe3 apOMaTHO XHAPOKcHIpaHe e npeameT Ha CYP2D6-3aBucum
FEHETHYEH OKCUAATHBEH NoAUMOpdu3bM. broHanuyHOCTTa Ha HEOHMBOJION NPHU MEPOPaTHO
NpUIIOKEHHE € cpeaHo 12% npu nauueHTHTe ¢ 6bp3 MeTabOMU3bM H ITOUTH NBJHA NPU NALMEHTHUTE C
6aBeH MeTabonuzbM. [Ipy nauneHTHTE ¢ 6aBeH MeTaGONM3bM, MMKOBHTE TJIA3MEHW KOHUEHTPALIMH Ha
HENPOMEHEHHsT HeOUBONOJI TIPH CTAOMITHO ChCTOSIHHE HA MALMEHTa U €HH M ChIIU 1034, ca OKOJIO 23
IIBTH M0-BHCOKH B CPABHEHHUE C MALUEHTHTE ¢ Obp3 MeTaboau3bM. AKO Ce HMAT MPEABUL
KOJIMYECTBOTO HEMNPOMEHEHO JIEKAPCTBO M aKTHBHUTE METAOOJIMTH, pa3jiiKaTa B MUKOBUTE [UIa3MEHU
koHLeHTpauuH e 1,3 1o 1,4 mery. [lopanu pasnukute B ckopocTTa Ha MeTabonu3upaHe, 103aTa
He6HBOJION TPAOBa BUHAru na 6be HHAWBHAYAIHO ChOOpa3eHa, KaTo MallMeHTHTe ¢ No-0aBeH
MeTaboM3bM UMAT HyXKa OT MO-HHUCKH 103H. [Ipu mauneHTHTe ¢ OBbp3 MeTabOMH3bM,
€JIMMUHALIMOHHUAT MOJY>KMBOT Ha €eHaHTHOMepuTe Ha HebuBoson e cpeado 10 vaca. Ilpu nauuentuTe
c 6aBeH MeTabonu3bM, TOBa MOXKE Na OTHeMe 3-5 mbTH noBeue Bpeme. [Ipu nanueHtute ¢ 6bp3
MeTabou3bM, IazMeHuTe HuBa Ha RSSS-enanTnomMepa ca manko no-sucoku ot te3u Ha SRRR -
€HaHTHOMEDA, JOKATO NMpH Te3u ¢ 6aBeH MeTaboJIM3bM pa3iuKaTa € rno-roysma. [Ipu nanueHTure ¢
Obp3 MeTabOIN3bM, ETUMHUHALIMOHHUAT TOJIY>KHBOT Ha XHAPOKCHMETa0OTHTUTE Ha ABaTa
€HaHTHOMEDA € OKOJIO 24 Jaca Y OKOJIO ABa TbTH NO-ABJBI NMPH NaLUEHTUTE ¢ 6aBeH MeTaboIH3bM.

Pasnpenenenue

Stedy-state I1a3MeHH HUBA MPH MOBEYETO NaLKeHTH (¢ 6bp3 MeTabOIM3bM) Ce JOCTHraT 3a OKOJIO 24
yaca 3a HeOMBOJION, @ 33 XUIPOKCUMETAOONUTUTE — [0 HAKOJNIKO JIHH.

[In1asMeHUTE KOHLIEHTpaLMK ca PONOPLUOHAIHM Ha fo3aTta B paMkuTe Ha 1-30 mg.
@®apMakOKHMHETUKATa Ha HEOUBOIIOI HE 3aBUCH OT BH3pacTTa.

B nna3mara u aBara eHaHTHOMepa Ha HEOHMBONOI ce CBHP3BAT IMIABHO C al0yMHHA.
Cebp3BaHeTO ¢ MIa3MeHH NMpoTerHHH e 98,1% 3a SRRR-uebuBos0a 1 97,9% 3a RSSS-nebusono.

Enumunupane
Enna cenqmuna ciien npuioxkeHuero, 38% ot no3ara ce ekckpetupa ¢ ypuHarta, a 48% - ¢ dexanuure.
VYpunapHaTa eKcKpelMs Ha HermpoMeHeH HebUBoo € He nosede ot 0,5% ot no3zara.

5.3 IlpeaxIMHHYHH JAHHH 32 0€30MACHOCT

[IpeaxnvHu4HKTE AaHHH, 6a3MpaHy HA KOHBEHI[MOHAIHH MPOYYBaHHS 32 TEHOTOKCHYHOCT,
penpoAyKTHBHA TOKCUYHOCT, TOKCUYHOCT 32 Pa3BUTHETO H KapLIMHOT€HEH TIOTEHIIHAN, He TIOKa3BaT
creuaseH puck 3a xopa. CTpaHH4YHHTE eeKTH BbpXY PeNpOAyKTHBHATA (YHKLMSA Ca PpErUCTPHUPAHU
camo MpH BHCOKHU 03H, HaJIBHLIABAIIK HAKOJIKO TBTH MaKCHMaJTHAaTa MpernopbyBaHa A03a IMpH Xopa
(Bx. TouKa 4.6).

6. ODAPMAILIEBTUYHHA JAHHHA
6.1 ChnHcbk Ha MOMOIIHHTE BEI[ECTBA

JlakTo3a MOHOXHApAT

[{apeBU4HO HUILLIECTE

Kpockapmesnosa HaTpuii

Xunpomenosa

Henyno3a, MUKpOKpHUCTaIHA

Cunyuues n1MOKCHT, KOJNOHEH, 6e3BoneH




Maruesues creapat

6.2 HecbpBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

4 roguHU

6.4 CrnenHa/j HH YCJIOBHA HA ChXPAHEHHE

Jla He ce cbxpansBa Hang 25°C.
6.5 Bngn chabpkaHHe HA ONAKOBKATA

PVC/Al 6nucrepn
Onakoska oT 30 Tabnerky (3 Gnucrepa no 10 TabieTKH) B KAPTOHEHA KyTHS.

6.6 CrnenuaJHyu nNpeINa3sHA MEPKH NPH HIXBLPasiHe H paboTa

Hsama cretdanHyg MU3HCKBAHHUA,

7. TIPHTEXATEJI HA PABPEIIEHUETO 3A YIIOTPEGA

EKOOAPM I'PYIT A

ya. Aranac [lykos Ne29, er. 3,
1407 Codus, brarapus

tes.: (02) 906 90 70

dakc: (02) 906 90 71

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20100835

9. JATA HA ITBbPBO PASPEIIABAHE/TIOJHOBABAHE HA PAZPEILEHHMETO 3A
YIIOTPEBA

Jara Ha mepBo paspeuiaBane: 17 nekempu 2010 .
Jara Ha nocneano nogHossBane: 09 nexkemepu 2015 r.

10. JTATA HA AKTYAJIM3UPAHE HA TEKCTA
02/2025




