KPATKA XAPAKTEPACTHKA HA IPOAYKTA
Nebicard
HeGaxapa

M3MBIHUTENHA ATEHLNS MO NEKAPCTBATA |

1. HAME HA JEKAPCTBEHHA IPOAYKT

Nebicard 5 mg tablets
Hebuxapn 5 mg TabneTku

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Bcsaxa tabnerxa cemrppika 5,45 mg HeOHBOJION XHAPOXJIOPH, CKBHBATICHTCH HA 5 mg HEOMBOION
(nebivolol). |
INomMomHE BemECTRA C H3BECTHO AelicTeHe: 85,96 mg nakro3a MOoHOXHApaT B TabneTka.

3a TLIHMA CITHCHK Ha MOMOIMHHTE BEllecTBa, BK. To4uka §.1.

3. JEKAPCTBEHA ®OPMA

Tabnetka.

beny, KpbriM, ABOMHOMIITLKHAIH Taﬁnerm, ¢ 1B MEPISHAHKYIAPHO npecaqam;n ce ACITHTeNHHA
JIHHHH OT ¢HATA CTPaHa, ¢ AHAMETSP IpHOAH3HTETHO 9 mim.
HebOuxapa moxke aa Obe pasaciicH Ha paBHH JO3H.

4. KIAHHAYHH JAHHH

4.1 TepameBTHYNH NOKAABHN

Xunepmonus
TepanKs Ha eCeBIUATTHA XMIIEPTOHKA.

Xponuuna cvpdeuna nedocmamvynocm (XCH)
JobaBka KpM CTAHAAPTHATA TEPANMA Ha cTabMHA, CpeAHOM3PA3CHA CHPACYHA HEAOCTATHBIHOCT Y

BBE3PACTHH NaEenTd Haa 70 romunHm.

4.2 JA03ApoBKA B HAYMHE HA OPAJCACHEES

HauyH Ha NPWIOKEHHE
3a nepopanHo NMPHIIOKCHHE.

TabneTkara AIM 4acT OT Hed ce MPHEMA IIPe3 YCTATA C JOCTATHYHO KOJAYECTBO TeqHOCT (Banp. 1
qama Bofia). [IpueMbT Ha HeOnkapy He 3aBHCH OT XpaHEHETO.

O3HPOBKA
Xunepmonus |
Bwipacmnu: 1 Tabnetxa (5 mg) AHEBHO, 32 NPeANOYHTAHE IO €JHO H CHINO BpEME HA AEHA. .. ..
[ommwkeHNETO HA KPEBHOTO HALITAHE CTABA BHAEMO cey 1-2 ceaMmuy Tepanva. Paako
edexT ce OCTHIA €/1Ba clel 4 CEAMHIH.

Kombunayus ¢ opy2u anmuxunepmen3ugHu Meouxamesmu



Bera-GioKepHTe MOTAT J1a C& M3MOJI3BAT CAMOCTONTETHO HIH CHUETAHO ¢ APYTH AHTUXMNEPTEHSHBHH
MEMKAMEHTH. 3a CETa NOMBIIHUTENICH AHTHXHIIEPTEH3HBEH e(heKT ce e Habmoaasa camMo NpH

| koMOmmarms Ha HeOnkapy 5 mg ¢ xuapoxnoporuasug 12,5-25 mg.

Iayuenmu c 6vbpeuna nedocmamvunocm
[IpenopraMTenHaTa CTAPTOBA 034 IIPH NauMeHTH ¢ Gh0peTHa HemocTaThUHOCT € 2,5 mg AHeBHO. [pn
HeoOXOAMMOCT THEBHATA 033 Moske Aa Ob1¢ yBemueHa A0 5 mg.

Hayuenmu c yeproopobua nedocmamuvunocm
JInnceaT naHHH 3a epeKTHTEe NPH DALMEHTH ¢ 9epHOapoOHa HeIIOCTATHIHOCT HIH HapynieHa

gepaoapoOHa pyrnkmms. [Topaay ToBa ynorpetara Ha HeOnkapn npu TIX € KOHTpauHNIHPaHa.

Ilayuenmu 8 nanpeonana sv3pacm

TIpn maumenTH BHayg 65 roAMHH MPENOPLYATETHATA CTAPTOBA 034 € 2,5 mg AHEBHO. [Ipn
HeoOxoAuMOCT TH MOKe Ja Obae yBemdeHa Ao 5 mg. Ilopaau mincara Ha JOCTATHYIHO OIMT C
MALMEHTH HaA 75 rOMMHH, PH TAX NPHIATaHeTo TpAOBa Ja CTaBa MHOIO BHUMATENIHO M Te Aa GnaaT
110/ HeNpeXbCHATO HAOMONcHHE.

Heouampuuna nonynayun
He ca npoBexxany MpOydRaHma Opd Aena o loHomm. [Topamm Te3d mpuawHHE ynorpebara My IIpH Jielia
H IOHOIIM HE CE MPenopL1Ba.

Xponuuna copdeyna nedocmamvunocm (XCH)

Tepamuara Ha cTabmIHA XpOHHYHA CHPACYHA HENOCTATHYHOCT TpAOBA Ja 3aMo9He ¢ MOCTENCHHO
TUTPHpAHE HA J034Ta A0 JOCTHIaHe Ha ONTHMANHATA HHAHBHAYAIHA MOJAAbpKAINA AO34.

[Taupenrrre Tpsabea na amar crabunna XCH, Ge3 exzauepbaumm B OCITICTHUTE ECT CEIMHITH.
[IpenopbuUMTENHO € NEKapAT, HA3HAYABAL] TepPAIMATa, ja ¥Ma oruT B Jie9enneTo Ha XCH.

3a Te3H NAMEHTH HA CHPACTHO-CHAOBA TEPAIHA, BIIIOMBAIIA JHYPETHIH H/HITH JHIOKCHH H/HIH
ACE maxuburops B/une anruoTeHsyH [ aHTaroHHCTH, I03HPOBKATA HA TE3H MEIHKAMEHTH TPA0Ba Na

0bAe cTabwmizMpana B OCHECAHATE ABE CEAMHELM NPeaE Ha4ajioTo Ha TepanuaTa ¢ HeOukapa.

HauannoTo THTpHpaHe HA JO3HPOBKATA TPAOBA A4 € H3BHPILBA B HHTCPBAIH OT 1-2 ceAMHIM, B
3ABHCHMOCT OT TOJIEPAHTHOCTTA HA NAIHEHTA, B CIEHATA NOCIEAOBATEHOCT: 1,25 mg HeOruBONOI Aa
ce yBemuMH 1o 2,5 mg HeOHBOION BEAHBXK NHEBHO, a CIIell TOBA J0 5 Mg BeIHEX THCBHO H MOCTIC 10
10 mg Beanbx AHEBHO. MakcHMANHATA NpenopbYATEITHA 1033 ¢ 10 mg HeOMBONON BEAHEX JHCBHO.

3anogBaHeTo Ba TepallHATA B BCAKO YBEIMUYCHHE HA A03aTa Tpa0Ba Aa ce U3BBPUIBAT MO
HaOJnofeHHeTo HA ONIMTEH JIEKap B IEPHOJ OT NOHe 2 Jaca, 3a Aa ¢ YBEpH, Y€ KJTHHHYHOTO ChCTOSHHE
(ocobeHo Mo ce OTHACH 10 KPBBHO HA/IMTaHe, CHPACYHA Y€CTOTa, MPOBOAHH HAPYINICHAS, CHMITTOMH
3a BJIOIIABAHE HA CHPACYHATA HEAOCTATHYHOCT) OCTABA CTAOIWIHO.

HanpmameTo Ha HEXXENAHH peakiH MOXKeE Ja He MO3BOJIM TPETHPAHETO HAa BCHYKH NAIHEHTH C
MAKCHMAIHY A03H. [Ipy Hy»na JOCTHTHATAaTA 40328 MOXKE /12 C¢ HAMANIH CTBIKA MO CTHIIKA B A Ce
npunara DOAXOAAINA ITO-HHCKa 1034,

- Ilo Bpeme Ha THTpaUHOHHATA Pa3a, B ClIy4al HA BIOIIABAHE HA CHPACYHATA HENOCTATHIHOCT HIH
HETIOHOCHMOCT, ¢€ NMPENophYBa Aa C& HAMAJIH 03aTa Ha #eOHBONION HIM NPH Heoﬁxomocr (n




He ce npenopbuBa TepanuaTa ¢ HEOMBOJION Ja ce CIHpa BHE3AHO, Thi KaTO TOBA MOXKE J1a A0BEJE 0
MPeXOAHO BJIOIIABAHE HA CHPIEIHATA HEAOCTATHYHOCT. AKO CIIMPRHETO HA TEPANHATa BCE IaK €
HAJIOKHTEITHO, 103aTa TpA6Ba Na Ce MOHMKH MOCTENEHHO, Pa3Ae/ieHa HA MOJIOBHHH CEIMHYHO.

Ilayuenmu c napywena vbpeuna gynxyua

He e HeoOXoanMa KOpexIHs Ha AO3ATA NIPH NAIMEHTH CEC cnala fo cpeaHo HapymneHa 6u6peuna
¢yHKIMS, Thi KaTO THTPHPAHETO HA 034Ta J0 MAKCHMAIHATA IOHOCHMA 032 € HHAHBHAYAIHO.
Hama nanHH IpH NALMEHTH ¢ TEXKKO HapymeHa 6x0peusa ¢yHKIm (cepyMEH KpeaTuHuH > 250
pmol/1). [Topagu ToBa ynorpeﬁm HA HeOMBOJION ITPH TE3H NALHEHTH HE CE NMPEenophyBa.

Iayuenmu c napywena weprodpobna gynxyus
Hsama nocTaTs9HO ZaHHH NPH NALHEHTH ¢ HApyIIeHa qepﬂonpoﬁna (YHKIHA, HOPaH KOETO
ynorpebara Ha HeGuxapa nps T4X € KOHTpaMHAHIHPAHO.

Ilayuenmu 6 nanpednana ew3pacm
He e Heo6xoaHMa MPOMAHA HA J034TA, Thil KATO THTPHPAHETO JI0 MAKCHMATHATA MOHOCHMA /1034 €

HHAHBUYAITHO.
Heouampuuna nonyaayus

He ca npoBexaaHH npoydBaHHs NPH Aena M oHomHE. [Topaam Tesy NpHYHHM yHoTpebaTa My NpH JeHA
H IOHOIIM He Ce MPEnopLYBa. |

4.3 IIpoTHBONOKA3AHESA

- CBpBXIYBCTEHTEIHOCT KEM AKTHBHOTO BEeECTBO WIH HAKOE 0T MOMOUIHHMTE BEIIECTBA
n30poeHH B Touxa 6.1.
- YepHoapoOHA HEAOCTATHUHOCT MM HAPYIMIECHHE HA YepHOApOOHATa PYHKIHA.

- Octpa chpAeUHA HEZOCTATEIHOCT, KApAMOTeHEH MIOK WIH eNH304M Ha ChpAeyHA
HEIOCTATHHHOCT ¢ JAEKOMIIEHCAIMA, HAJTATAMA HHTPABEHO3HA HHOTPONHA TepaiHd.

He6Huxapa, kakTo H ApyruTe Gera-6noKepn, € MPOTHBOMOKA3aH NPH:
- CuHzapoM Ha OONHNMA CHHYC, BKII. CHHYATpHAIEH ONOK.

- AV 6nok lI-pﬁ u Hl-ta crenen (Oe3 meticMeliksp).
- AHaMEe33 32 OPOHXOCTIa3bM H OPOHXHAIHA aCTMA.
- Henexypana GeoXpoMOLMTOMA.

- MeTtaGonuTHa anuA03a.

. bpaawxapmua (cspaedra 3ecrora < 60 ynfmm MpeH 3anQ4yBaHe Ha TEPAnHaTa).
- XunoreH3Ha (CHCTONMYHO KPEBHO HanaraHe < 90 mmHg).

- Octpu nepudepHn HapylleHHS Ha KpbBooGpamenuero.

- Kombunaigia ¢ gnmokTageHHH H CYJITONPHN (BEx T. 4.5).

4.4 Coennasme upegyupexicHEs B HpeAnasnd MEPKH HpH ymorpeba

Bix cemo T. 4.8. HexxenaHu 1eKapCTBCHH peakMH




Chnegnyre npeAyNpeXACHAA ¥ CIICIHAIHH MEPKH BaXaT 34 OeTa-aIpeHSPrAdHHTEe aHTATOHHCTH KaTo
I4J10.

Anecmezus

Ipombmkenvero HAa GeTa-010KanaTa HAMANABA PHCKA OT APHTMHH 110 BpeMe Ha HHAYKLUMA Ha
aHeCTe3dsTa H HHTYOauHa. Ako Gera-6rokanara ce cHpa KaTo NOATOTOBKA 3a onepaiHi, 6era-
a/ipeHEPrHYHHTE aHTAPOHKCTH TPAOBA A2 ce CIpaT MoHe 24 Jaca NpeTH TOBa.

" TpaOra Aa ce BHHMABa ¢ HIKOH AHECTETHIH, KOHTO NPHMHAHABAT MHOKApAHA Acnpecus. [IaneHTsT

MOXe Na ObIe MPOTEKTHPAH OT BarycoBA PEakLMd 9pe3 MHTPABCHO3HO NPHIOKEeHAS Ha ATPOIIMH.
Cupoeunocroosu

Kato usino Gera-aapeHepriuHeTe SHTATOHUCTH HE TPAOBA Ja ¢ H3MOJSBAT NpH NAHEHTH C
HETPEeTHpaHa 3acToiHa chpAeuHa HegocTaThbHHOCT (XCH), ocBeH axo TAXHOTO CLCTOAHHE HE ¢
crablwimsnpa.

Tepamusara ¢ GeTa-agpeHepraTHH AHTArOHACTH NPH NALMEHTH ¢ HCXEMHYHA 6onecT Ha ChpLETO
TpAGBa fa ce crpe MOCTeNeHHO, Hamp. 32 1-2 ceamuui. ITpn HeoOX0AMMOCT, 3a Aa ce CMpe
BICIIABAHETO HA AHI'MHA NEKTOPHC, TpAbBa 1a ce 3anmodHe 3aMeCcTBalla TCPAIH.

Beta-aapeHepravHHTe AHTArOHACTH MOTAT 2 NPEAR3BHKAT GpaAMKapAua: 103aTa cle/Ba fa Gpae
HaManena, aKo MyACOBaTa YeCTOTa B oKOM naaue noa S0-55 ya/MHAR #/1ANN NAUHEeHTHT HMa

CHMITTOMH, NpeATIONIAralmy Opazuxapams.
beTa-ajipenepravHATE AHTArOHHCTH TpA0Ba 1a Ce MPUIATAT ¢ BHUMAHKE [IPH:

- ' IAIHEeHTH C nepuepHH NHPKYNATOPHH 3a0oasanua (GosecT Ha PeifHo Hiu cmmpou HA
HHTEPMHTEHTHA KIAYAMKAITAA), Thi{ KATO T¢ MOTAT Ja Ce YCIOKHAT;

- np4 DaIHeHTH ¢ AV 0ok I-8a creneH, nopaan Herarasaua edexr Ha Geta-OROKEPHTE BBPXY
MPOBOHOTO BpEME; .

- TIpH MAMEHTH ¢ aHrHHA Ha [IpuAMeTan, mopam npeaM3BHKAHATA OT an(a-pelenTopH
KOHCTPHKLIAA Ha KOPOHAPHMTE CBAOBE, GeTa-aApeHepraYHHTe aHTANOHACTH MOTAT a2 YBEIHIaT 6pod
¥ OPOABIDKUTENHOCTTA HA AHMHHO3HHTE &TAKH.

KomOuHaimsaTa Ha HeGHBOON ¢ KaAIMeBH GnokepH OT BepanaMHuiIoB H JUITHA3EMOB THIL, ¢ Kmac 1

' aHTHAPHTMHAYHE MEIHKAMEHTH H ¢ HeHTPATHOASHCTBALIN AHTHXHITEPTEH3IHBHH METHKAMEHTH IO

MPHHLMIT He e MPETIOPLYBA, 33 AETaiIH BHXK T. 4.5.

Memaborumny/Exooxpunnu

HeGuposion He mOBMHMABA HABATA HA KPHBHATA 3aXAp Y NauHeHTH ¢ auaber. Bee nak Tpa6sa aa ce
BHHMABA MPH TaKHBA NALMEHTH, THH KaT0 HEeOHBOJION MOXKE 48 MACKHpa HAKOH CHMITTOMH H3

XATIOT/IMKeMHA (TaXHKapAMA, NATIHTAIIAH ).

BeTa-aHApesepravHATe aHTArOHHCTY MOTAT A3 MACKHPAT TAXMKAPITHH CHMIITOMH NPH

- XumeprupeongEzsM. OCTPOTO NpeKBCBaHEe HA TEPANMATA MOXE A3 H30CTPH TE3H CHMITTOMH.

Pecnupamopnu

Ilpr namuenTn ¢ XObb Gera-agpeHepruvauTe aHTArOHHCTH TpaOBa Ja ce MOJ3BAT C E
KaTO MOTAT Ja JOBEAAT A0 YCH/IBAHE HA KOHCTPHKIMATA HA BE3AYXOHOCHHTE ITETHINA.



Apyzu

TlanpenTn ¢ ncopuasic TPAOBa Aa NpHEMAT GeTa-aApeHepraTHE AHTArOHMCTH CaMO CJIe/l BHUMATe/HA
npeueHKa.

BE’I‘&-&I[]JEHE])I‘H‘I}]HI’B AHTAr'OHHACTH MOTaT ,I[ﬂ YBB.IIH‘I&I' CEH3HTHBHOCTTA KbM AIICPI€HH H OCTPOTATA

Ha aHAQHIRKTHYHITE PCAKLIHNA.
bera-bnokepuTe MOraT a NPHIHHAT HAMAJICHA JIAKPHMALIHA.

3ano4YBaHeTO HA TEpanHs ¢ HEOMBOJION Ha XPOHHYHA ChPACYHA HEAOCTATHHHOCT H3ACKBA NIOCTOAHHO
Ha0mozeHHe. 3a 203APOBKA H METOJI Ha NPWIOKeHHe BIK T. 4.2. [IpexscBaneTo Ha ICYEHHETO HE
TpA0Ba A3 CTaBa BHE3AIHO, OCBEH MMPH CISIHATHE HHAHKALIAY. 3a moBeve HHpOpMAIHg BIDK T. 4.2.

To3u nexapcTBeH NPOAYKT ChABPXKaA akTo3a. IlaiHenTn ¢ peaky HacaeacTeeHM npobieMu Ha
rafakKTo3Ha HEMOHOCHMOCT, Lapp akTaseH AeHMItHT MM IMOKO30-TanaKkTo3Ha Manabcopbuma He
TpabBa A DpUEMAT TOBA JEKAPCTRO.

4.5 B3amMoneiCTBHE ¢ APYTH JeKAPCTBEHH HPOAYKTR H APYrH (JOpPMHE Ha B3aHMOJcHCTBHE

OapMaAKOoIH 10 B3aAMOCHCTBHS

Dnoxmapenun (HCIIBC): Gera-Onokeprre MOraT Ja 3aTpyAHAT KOMIIEHCATOPHUTS KapaHo-
BACKYJIapPHH peakiui, CBbP3aHH ¢ XHIIOTCH3HA WM MOK, mpeau3srkann ot floctafenine.

Cynmonpud (anmuncuxomux): #e6uBONION He TpAOBA 1a ce npHsiara CHBMECTHO CBC sultopride nopanu
YBEJTHICH PHCK OT BEHTPHKY/IApHA APATMMA.

Caepnure B3auMOACHCTBHAA ce mpuarar 3a 6eTa-agpeHeprHaHHTE AHTATOHUCTH KaTO IT4JIO.

KoMOHH KOHMTO HE ca 1

Krac I asmuapummunu cpedcmsa (Xunudus, XUOPOXURUOUN, YUDEH30MUH, REXKAUNUO, OU3ONUPAMUO,

Rudoxaun, Mexcunemus, nponaghernon): ePEKTET BPXy aTPHO-BEHTPHKYIAPHOTO NMPOBOJHO BpEME
MoJke Aa Ob/ie NOTEHIMpaH H HETaTHBHHA HHOTponeH edekT Aa Obae ysemudeH (BK T. 4.4).

Kanyueeu anmazonucmu om sepanamunios wiu Ouimuazemos mun. HETAaTUBHO BIMSHHUE BhPXY
KOHTPaKTHIHOCTTA H ATPHO-BeHTPHUKYAPHOTO MPOBEXIAHE HA MMITYJICHTE. IHTpaBeHO3HOTO
BHBEXKIAHE HA BEpanaMII NPH NALMEHTH HA Tepamusa ¢ GeTa-GokepH MOXe Ja AOBEAE A0 TEXKA
XHIIOTOHHA H AV 010k (BDK T. 4.4).

Henmpannodeiicmeaiy anumuxunepmensusry MeOUKaMermu (KRORUOuH, 2Yanpayur, MOKCOHUOUH,
Memuioona, puiMenyoun); CpueTaHaTa ynorpeda ¢ HeHTpalHo AeHCTBAINH aHTHXUICPTEH3HBHH
MEIMKAMEHTH MOXKE Jia BIOIIH ChPASYHATA HeAOCTATHYHOCT, KATO HAMAITH [CHTPANHHA CHMIIATHEOR
TOHYC (HaMaJieHHe Ha ChPAEYHATA 9eCTOTA H ¢pakiHg Ha H3TIACKBAHE, BA3oAMWIaTAlMA) (BIDK T. 4.4).
Ps3k0 cnupane Ha MEOHKAIMATA, B YACTHOCT OPEQH CIIMpAaHe HA JTCYCHHETO C 6e1'a-6noxepa, MOXE Ja

YBEJIHYH PUCKA OT ,pefayHn XMIIepTeH3Hd .

oM0O KOMTO Tpadna CC MpHuiiarar ¢ IOBHIIICHO B AHHC .

Knac Il aumuapummusnu cpeocmea (amMuo0apon): NOTEHIMPa ePeKTa BLPXY aTpHO-
BEHTPHKYAPHOTO MMPOBOAHO BpeMe. |




Anecmemugu — xanozennu npou3600Ku; ChBMECTHATa YIOTpeOa Ha Oera-afpeHeprui1HH aHTarOHHCTH
H aHECTETHIIH MOXe Ja 0TCHabH pedieKCHATa TAXHKAPAHA H YBEJIMYH PHCKA OT XHMOTEH3HA (BIOK T. -
4.4). Karo o0mo npasmio A3 ce H30ArBa BHE3AMHOTO NMPEKBHCBaHe HA TepanmmaTa ¢ GeTa-GnokepH.
AHecTe3HONOrET TpaOBa fa 6B1e YREIOMEH, KoraTo naiEenTa npruemMa Hebukapn.

Hucynun u opannu npomueoduabemnu cpedcmea: BBIIPEKH Ue HeHHBOJOI He NOBIHABA HHBATA HA
KPBBHATA 3aXap, CHYETAHATA MY YIIOTPEOA ¢ TE3H CPEACTRA MOXKE Ja MACKHPA HAKOH CHMIITOMH HA
XUTTOTIIMKeMEs {(TAXHKAPIAA B NAJINHTALAH ).

Baxnogben (cnasmonumux), amupocmun (anmuneonracmuuna 0o6aeéxa): chBMecTHaTa ynorpebac
AHTHXHMIICPTEH3HBHH MCIHKAMEHTH BOJH IO NIO-CHJICH CNajl B KPBBHOTO HAIATAHE; A03aTa Ha
GHTHXMIIEPTCH3UBHHS MEAHKAMEHT ClieBa Aa 65e ChOTBETHO KOPHTHPAHA.

Megroxun (m;muuanapuen Meouxamenm): TEOPETHYHO CHBMECTHATA TEPAIHA C 6e'ra-anpeﬂeprmea
aHTArOHHMCT MOJKe Aa JONprHece 33 yorwpkaBane Ha QT mHrepsana.

Komb KOHTQ Ba CC B3CMAT 1101 BHHMAHHC.

Inuxozudu na duzumanuca: CbBMECTHATA yoTpeba MOXe Aa oBe/ie A0 YABRDKABAHE HA aTPHO-
BEHTPHKYJIAPHOTO MMPOBOAHO BpeMe. KUIMHMIHH MpoyYRaHHs ¢ #eOHMBOIIOI HE A MOKA3AINH KITHHAIHO
SHAYAMH JAHHHM 33 B3aHMopeilicTeie. HeGuBonon He mopminBa GapMAKOKHHETHKATA HA JHTOKCHH.

Kanyueeu anmazonucmu om ouxudponupuounoe mun (Gmaooumad, (Ppeascounun, Aayuounum,
HugeOunuH, RUKAPOUNUY, HUMOOUNUN, HUMPeHOUNnWH); CEBMECTHATA HM YIIOTPea MOXKE 18 YBS/IHIH
PHCKA OT XMIIOTEH3HSI; He MOJKeE 1a 6b/ic H3KMIOYEeHO YBEIMUSHHE HA PHCKA OT OBemo RIOIIaBaHe Ha
BEHTPHKYJIAPHATA MOMIICHA GYHKI(HA ITPH MANHEHTH CBC ChPACYHA HENOCTATHYHOCT.

Anmumcuxomuyu, anmudenpecanmy (mpuyuxiuuru anmudenpecanmu, bapbumypamu u
Peromuazuny), opzanuLHU HUMPAMY U OPYeU GHMUXUNEPMEHIUBHY MEOUKAMERMY: CEBMECTHATA

ynoTpeba Moke a3 3aCHIIH XMITOTCH3HBHIA edeXT Ha Oera-Onokepure (a0HTHBEH edeKT).

Hecmepouonu npomusoevinanrumennu cpedcmaa (HCIIBC): HAMAaT edexT BHpXy NOHIKEHHETO HA
KPBBHOTO HAIATAHE OT #eOHUBOTIOM.

Tpabea na ce p3emMe NoA BHEMaHHE, Y€ MAIIKH JHEBHH aHTHTPOMOOTHIHE 103U AUETH/ICATHLIANIOBA
kucesmHa (Hanp. 50 wm 100 mg) morar GesonacHo Aa ce ynotpebasar ¢ Hebukapa.

Cumnamuxomumemuyu: CEBMECTHATA MM ynioTpeOa Moske Aa HaMaH epexra OT OeTa-
aJpeHEPTHIHHTE AHTarOHMCTH. beTa-aapeHepruvaHn MeJUKAMEHTH MOTAT JIa I0BEAAT 0 anda-
ANPEHEPTHYHA. AKTHBHOCT OT CHMIIATHKOMHMMETHYHH CpeACTBa ¢ GeTa- n anda-aapecHepruaad eexTH
(pHCK OT XMIIepTeH3N4, ocTpa OpanHkapaud u AV 6mok).

MeTabomusma Ha HeGHBOMTON MuAaRra npe3 CYP2D6 maoen3nM. CHBMECTHOTO NPHIATaHeE C
MEHKAMEHTH, HHXHOHPAIM TO3H CH3AM H IQ-CIICIMATHO HapOKCeTHH, PIYyOKCeTHH, THOPHAA3HH,
XHHHIHH, TepOHHAGHH, OYTIPONHOH, XJIOPOXHH H JICBOMENPOMA3HH, MOXKE J1a 0BEAE [0 YBCITHICHH
IUIa3MEHHM HHBA Ha HEOHBOJIOI, CBBP3aHO ¢ YBEMMYESH PHCK OT eKCIIeCHBHA OpaMKap/IHa U HEKECJIAHM

peaxmH .

NPOMEHS KITHHUYHHA My e(eKT. CBMECTHOTO NPHIICKSHHE C PAHHTHIHH HAMA eqaem :
dapMakoKkuHeTHKATA HA HeOuBonon. Tepams ¢ HeOUKapa H aHTHALIMACH Memmaue
NnpoBexa eAHOBpeMenHo, ako Hebuxapa ce nprema mo speMe Ha XpaHeHe, 8 aHTHE
XpAHEHMATA.



KoMOrEHpaHe HA HeGHBONON ¢ HUKAPAWIIHH NeKO YBeMW9IABa [UIA3MECHKTE HURA HA BATA
 MeOUKAMEHTa, 0¢3 Aa MPOMeHd KIHHMYHNA MM e(exT. CHBMECTHOTO TIPHIIOKEHHE ¢ ANIKOXOJI,

dyposeMua M XMAPOXJIOPOTHA3HA HAMA e(eKT BhpXY PapMakOKHHETHKATA HA HEOUBOJION.
Hebusonon se normmaea dapMakoKHHETHKATA B HapMaKONMHHAMHKATA HA BapgapHH.

4.6 @epTRANTET, GPEMERHOCT H KLPMeERe

bpemennocm

HeGuBoson uma tbapmxonorm neﬁmm KOMTO MOTAT Ja IIPeAH3BHKAT ONAaCHH e(eKTH BHPXY
GpeMEeHHOCTTA H/WIH IWIoAa/HoBopoaeHoTo. Karo nano Gera-anpeneprudnure O1o0xepH HaMangBar

. IUIALCHTapHATa nepdy3us, KOETO € CBBP3aHO C H30CTABAHE B PACTEXa, HHTPAYTCPHHHA CMBPT, ab0pT
v paEyo paxaane. Hexenanw peakupy (Xunorikemus 1 OpagEKapamus) MOTaT Aa ce HOABAT BhE
teTyca mH HoBopoAeHoTO. bera-ceniexTHBHHTE GNIOKEPH ce MPEANOYHTAT, 4K0 € HeoDOX0aHMa
Tepanus ¢ Gera-Onokepu.

HeGuBonon He TpAOBa Ja Ce MBMOI3BA 10 BpeMe Ha GpeMeHHOCT, OCBEH IPH kpaiHa HeoOXO0IHMOCT.
YTepoIaleHTapHOTO KpbBooOpameHKe H deTamHus pacTex TpaOBa 1a ce MOHHTOPHPAT B CITydai, ue
‘TepamisTa ¢ HeOMBOMIONA € HeoOxoauma. B ciryqait Ha yspexnamo aeficrsHe BbpXy OpeMEHHOCTIA M -
mnoga TpAdBa Aa ce MMCIIH 3a ANTEPHATHBHO neyeHue. HoBopozenoro Tpabsa na Obae moA NoCTOAHHO

HaOmogenHe. Bpamukapaua H XMITOTJIHKEMHUS e OYAKBAT B ITHPBHTE TPH AHH.

Kvpmene

OnuTH ¢ JKMBOTHH Ca IOKA3aH, 9¢ HeOuBoToI ce exckpeTHpa ¢ KepMara. He e AcHO pamm ce
eKCKpeTHpa B gosemxoro Miako. [loseuero Gera-Gnokeps U nO-TOYHO, MMNOPHITHATE CheAWHEHKA
KATO HeOMBOJIO ¥ AKTHBHATE My MeTa(OJIMTH, PEMHHARAT B KbpPMAaTa B paviiiHa cTernieH. Ilopamu
TOBa KbPMEHETO N0 BpeME Ha TEPanHa ¢ HEOHUBOION He ce IpenoprYBa.

4.7 EdexTn BLpXy cnocofHOCTTA 38 modRpane H pabora ¢ MAIINARH

He e m3cnezxsan edexra Ha HeGHBOION NpH modHpaHe W paboTta ¢ MammMHH. PapMaKoAHHAMHIHH

H3CNICIBAHHUA Ca NIOKA3aNH, 9¢ HeOHBOJION He MOBIHIBA IICHXOMOTOPHATA PYHKIIMA.
Tlo BpeMe Ha modupane Win paboTa ¢ MAITHHHE € HEOOXOAMMO Ja ce HMA TIPEBH/I, 9¢ € BhIMOXKHA

MofABa Ha 3aMaipaHe HiIH YyBCTBO HA yMOpa.
Tesu edexTr HAl-9ECTO Ce NPOABABAT Clie]] HAYAJIOTO Ha TEpaNHATA HiIH CJe]] YBeIHICHHE Ha 03aTa.

48  Hexenann 1exapCcTBEeHH peaknun

Hexenanure nexaApCTBEHH PEaKLMH ¢a JaICHH NOOTHeHO 3a xuneprersuara u XCH nopann
pasnuIMA B NpAApYxasamure 3abonasanns.

Xunepmenzun
JIOKIaaBaHHTE HEXKENAHH PeakiiH, KOMTO B IOBEYETO CAYYaH ca cnabo A0 CpefHO H3Pa3eHH [0

'MHTEHIHTET Ca NPeACTABEHH B TaOIHIaTa NO-AONY, Pa3AeiIeHH NO OPraH Wi CHCTEMA U NOAPEACHH
MO 9eCTOTa.

EHcTeuaf'op;l-H

Hapymenus Ha
HMYHHATA CHCTEMA




PecrmpaTopHH, NMCIIHEA
[[PBAHH H
MeAHUACTHHAIHE

HADYIICHHS | ___...__..—J. .

TOMAITHO-YPCBHH BallCK, rafICHE, THCTICIICHA,

) ﬂp}"l]lEHHﬂ THADHA 0 T}fJIEHI[Hﬂ,
NMOBPBIRAHC

HapviieHHsd Ha IIPYPHTYC, QOOCTPIHE HA
KOIKATA H CPHTCMAaTO3CH NCOPHA3ZHC
NOAKOXHATA ThKAH OPHB _
HapvIIeHHUA HAa HMIOTEHIIMA
BB3NPOH3BOIHTCII-
HaTa CHCTCMA A
rbpAaTa _

JOIIH HAPYIIeHHA [YMOp&a, 0TOK
Ik e¢em1ia
MACTOTO Ha

ChneHATE HEXENAHN peaklMH ca Ha0moAaBauy ¥ IpH HAKOH OeTa-agpeHepriuHH AHTATOHHCTH:

XAMOWHHALIHH, ICAX03H, o0bpKBaye, CTYIeHW/ IHAHOTHYHY KpaiHuim, GeroMen Ha PeitHo,
KcepodTanMua, OYHO-KOXHO-THMABAIHA TOKCHIHOCT OT IPAKTONOJIOB THII.

Bera-0NoKepHTE MOTaT Aa MPEAA3BHKAT OHKKEHA MPOAYKIMA HA CHII3H OT OUHTE.

ADORUYHA CHPOeYRA HeOOCMAamMvYHOCT

Jansute 3a Hexxenatn peakuu npy XCH ca ot egro mianeb0-KOHTpONHPaHO KIHHMYHO NpoyJsaHe,
BmouBamo 1067 nauuenm, npuemamu #efusonon, 1 1061 mamper, npuemanms anebo. B Tosa
npoyueane 449 naipenTn Ha HeOuBooA (42,1%) cro0mapaT 32 BR3MOKHY HEKEJIAHH DEAKIIHHA B
cpaBHeHHe ¢ 334 manneHTH Ha IWnaiedo (31,5%). Hali-yecTaTa 3adBeHa HEXEJIaHA PEaKIMA MPH
NaIMEHTH Ha HeOHBOJION € Oiia OpaiKapAKus B 3aMasHOCT, KaTo T€ CE NPOABABAT CAHOBPEMEHHO ¥
noutu 11% or nammenrTHTe. YecToTaTa HM Y NanMeHTH Ha Naneto & CHOTBETHO 2% | 7%

CnenanTe cielpiPHIHOCEBP3aHH ¢ TEpanugTa Ha XpOHHYHA CEPACIHa HEAOCTATHIHOCT
AOK/IARBAHK KATO HEXKEJIAHH PEaKIUM (BPB3MOXKHO JICKAPCTBEHOCBEP3aHH):

- 3aCHJIBAHE HA CHPACYHATA HEAOCTATHIHOCT CE NPOoABABA Y 3,8% OT nmaumer
HeOHBOJION B CpaBHEHME C 5,2% OT NAllMEHTHTE Ha Maueto.



- IMosHUMOHHA XHIIOTEH3Ks ¢¢ JOKNaBa Y 2,1% oT naupeHTHTe HA HEOHBOJION B CPABHEHHE C
1% ot naumenTITe HA MNAaNedo.

- JlexapcTaeHa HeMOHOCHMOCT C¢ NpoasABa Y 1,6% ot mamMenTHTE Ha Heﬁlmonml B CpaBHCHHE
¢ 0,8% ot manmeHTHTE Ha Manedo.

- I-8a cremeH AV-610k ce HaOmoAara y 1,4% oT naleHTHTE HA HEOHBOJION B CPABHEHHE C
0,9% ot nmaumenTUTe Ha NraLedo.

- OToK Ha NONHHTe KpaliHuIM ce Ha0moaaea y 1% oT naneHTHTe HA HEOWBONION B CPpaBHEHHE
¢ 0,2% ot maiMeHTHTE Ha rwanedo.

~ CrofmaBane Ha TOMOZHPAHH HEXKEJIAHH PEAKIIHH

CpobmaBaHeTo Ha NOAOIMPaHH HEXETaHH PeaKI[HH Ciiell paspeliaBaHe 38 ynoTpeOa Ha JICKapCTBeHHA

NPOAYKT € BaXHO. TOBa N03BOJIABA A2 NPOXB/DKH HAOMIOAEHHETO HA CHOTHOMIEHUETO NOM3A/PHCK 34

NEKAPCTBEHHA NPOAYKT. O MEHLMECKHTE CIELHATACTH CE H3UCKBA J1a Cho0INaBaT Besdka

 NOZO3HPAHA HEXKEJIAHA Peakiid Ype3 HAHOHAIHATA CHCTeMa 3a cho01asane: M3mpaaHTenHa
areHIMd IO NEKAPCTBaTa, Y. ,.Jlamsan Ipyen” Ne 8; 1303 Codus; Ten.: +35 928903417; yebeaiir:

www.bda.bg |

4.9 Ipenozapane
Hsama naHHHM 33 IpeNo3HpaHe ¢ ReOHBOJIOI.
Cumnmomu

CaMmrroMuMTe Ha Ipeao3HpaHe ¢ OeTa-Onokepu ca: Opaguxapamsa, XHIIOTEH3HA, OPOHXOCIIAZBM H OCTpa
- ChpAeYHA HEAOCTATLIHOCT.

Jevenue

B cinyuaii Ha npe03MpaHe HIH CBPBLXYYBCTBHTEIHOCT MAlMEHTHT TPAGBA Aa ¢ NEPXKH IO
NOCTOAHHO HAOMONCHHAE U 1A ¢e JIEKYBa B HHTeH3HBHO OTAeNeHHe. HHBaTa HA KPhBHATA 3axap TpaOea
aa ce mpoBepar. AGcopOLmaTa Ha Bce OIe HAMHMHM OCTaThiH OT JIEKAPCTBOTO B
raCTPOHHTECTHHAIHUA TPaKT MOKe A C¢ IPEAOTBPATH 9pea CTOMAITHA TPOMHBKA H NIpHEMAHE Ha
aKTHBEH BBIJICH H CIACHTEHO. Moxe /2 ce HAJI0XKH KOMAHAHO JumaHe. Bpaaukapaus M
CBPBXCH/IHM BaryCOBH pPeakliMH ce KYIHpAT ¢ IPHIOKEeHHe Ha aTPONHMH WIH METHIATPOITHH.
XHIOTEH3HA H MIOK ¢e JIEKYBaT ¢ I1a3Ma WM [U1a3MO03aMECTHTENH H IIpH HeoOXoaMMocT
karexosaMeHH. EQexTrsT Ha Oera-0aoKxepHTe MOXe Ja ce HaMamH ¢ 6aBHO BeHO3HO MPHJICKEHHE HA
H3ONPEHANHHE XHAPOXJIOPH], KaTO Ce 3a109Ba ¢ A03a OT OKOJIO 5 jug/min wiM A00yTaMHH ChC CTapTOB2
A03a oT 2,5 pg/min 10 nony4aBaHe Ha xemaHud edexT. [IpH HemoamaBauy ce Ha JIeYeHHE CITy4aH
MOXKe A4 ¢€ KOMOMHHMpa H30IPeHATHH ¢ JOOYyTaMEH. AKO AK He ¢e TIOCTHUTHE JKETaHHA ePEKT, MOXKe
Iia ce MHCIIH 33 HHTpaBeHo3HO npiioxkerne Ha 50-100 pg/kg rmokaron. [pn Heo6xoaAMMOCT no3aTa
MOXKE Ad CE NIOBTOPH B paMKHTE Ha |- 9ac ¥ a3 ObJe nocieABaHa (NpH HY>KJa) OT HHTPaBeHO3HA

wHGy3us1 Ha rirokaroH 70 pg/kg/h. B xpaiinm ciyuan Ba pe3HCTEHTHA HA JICYCHHE Gmm MOXe
A8 ce HAJIO)KH NOJI3BaHe Ha MEHCMeRKbp. |

5. @APMAKOJOTrHYHH CBOMCTBA
5.1 DapMakoARHEAMHAYEE CBOHCTBA

PdapmaxoTepanesTHYHA IPyNa: celneKTHBeH Gera-0iokep.
ATC xon: CO7AB12

He6mBonon e cMec oT gBa enarTHOMepa, SRRR-HeGuBoNON (WiH d-HebuBomon) H RSS¥-+
(umu l-aebusonon). Toit komMOummpa mBe dapMakoNOrHIEH AKTHBHOCTH: | '




° TO#i ¢ KOHKYPEHTEH H CeJIEKTHBEH GeTa-pelleNlTOpeH aHTArOHMCT: TO3H eeKT ce MPHCEKIA Ha
SRRR-enantHOMepa (d-eHarTHOMED).

¢  Hwma cnabu pasommaraTopHu eeKTH MopagM B3AHMOIEHCTBHETO CH ¢ L-apruHnn/asoreH
OKCH/ IThTA.

EMHITHE B MHOrOKPaTHH JI03H HeOHBONON HAMAJIABAT MyNCa H KPBBHOTO HALITaHe B IIOKOH H 110
BpeMe Ha HATOBapBaHE KAKTO MPH HOPMOTCH3NBHH, T2Ka H NPH XATICPTCH3HBHH NAIHCHTH.
AHTHXHMNEPTEH3HBHMAT €(DEKT CC 3ama3pa 1o BpeMe Ha MPONWDKHATETHO JICICHHE.

B TepanestTHuHM 403H HEOHBOIION € IMIIEH OT alia-aapeHeprudeH aHTarOHH3IBM.

ITo BpeMe Ha KpaTKO H OPOABIDKHTEIHO JieueHN e ¢ HeOHRONO) NPH XATICPTCHIHBHH NAIHEHTH
CHCTEMHOTO CHAOBO CHIPOTHRIICHHE € HaManeHO. He3aBUCHMO 0T IOHIDKEHHETO Ha IIyJICa,
IOHHDKEHHETO HA ChPASYHRA HHACKC 110 BpeMe Ha NOYKBKA W HATOBAapBaHE MOXE AA € OrpaHHueH
MOpAZH YBeJIH9eHUE HA yaapHHA 00eM. KilmHnaHOTO 3HaYeHHE HA Te3H XeMOAHHaMHYHH Pa3IMMHA OT
Apyru Oeral-penenTOPHH AHTATOHHUCTH HE € HAITHIIHO H3ACHEHO.

IIpn xAnepTOHMYHM TALHEHTH HeOUBONON yBenadaBa NO-MeqaupaHHa CBA0B OTroBOp Ha
ALICTAIXOITHH, KOHTO € HAMANIeH Y MAIHCHTH C eHAOTETHAIHA JACH YHKIHA.

B cMBpTHOCT-3860€BaeMOCT WIaNEe00-KOHTPOIHPaHO XITHRMYHO M3IHTBAHE, NpoBeneno ¢ 2128
naumMeHTH Hax 70 roaMHm (cpeaHa BB3pacT 75,2 rogMiM), Che cTabHIHA XPOHUYIHA CHPACTHA
HEAOCTATHYHOCT, ¢ WiH (€3 HapymeHa (pakiua Ha H3TACKBaHe OT /1ABaTa Kamepa (cpeana LVEF: 36
+12,3% cnc cneasoro pasnpeaencane LVEF no-manka ot 35% y 56% ot naiperrure, LVEF Mexny
35% 1 45% y 25% or nauuenture B LVEF nosede ot 45% y 19% oT naupeHTHTE), NPOCISACHHA
cpexmo 20 Mecena, #e6uBOION, NOOABEH KbM CTAHJAPTHATA TEPATIMA, CHTHHQHKAHTHO YAB/DKABA
BPEMETO 0 CMBPT WIH XOCITHTAIH3AIMA 33 KapAHOBACKYIApHH NPHIHHEA (OCHOBEH Oerler 3a
epuKacHOCT) ¢ OTHOCHTENHA peayKIA Ha pHcka oT 14% (abcomoTtHa pegyKima Ha pucka: 4,2%).
Ta3u penyxipus Ha PHCKA ¢ MOCTHIHATA CJEH IIECT MeCelld IedeHHe H € 38AbPKAHA {10 BpeMe Ha
LUIOTO NledeHne (CpefHa NPOTLDKUTENHOCT Ha JeueHUeTo 18 mMecena). EdexrrT na #ebuBOION €
HE3aBHCHM OT BB3pacTTa, oJjia ¥ (PpaKiiiTa HA H3TIACKBAHE HA JIIBATA KAMEpa HA H3CNECABAHUTE
naiEenTH. HaManeHneTo Ha CMBPTHOCTTA OT BCHYKH MPHYHHH HE NOCTHTa CTATHCTHYECKH 3HAMHMH
¢cTOHHOCTH B cpaBHeHHE ¢ miaanebo (abcomorHo HaManeHHe 2,3%).

[loHyDKeHHE Ha 9€CTOTAT Ha BHE3AIMMHATA CMBPT ¢€ Hab/I0aBa NIPH NALHEHTH, JICKYBaHH C
HebuBonon (4,1% cpemy 6,6%, oTHOCHTENHO HaManeHue ot 38%).

In vitro 1 in vivo eXCTIEpHMENTH C XXABOTHH JOKA33X4a, 9¢ HeOMBOIIO HAMA BETPEIIHA
CHMITATHKOMHMETHYIHA AKTHBHOCT.

In vitro 4 in vivo eKCIIEPUMEHTH ¢ XHBOTHH I0K233X2, Y€ NpH (GapMaKoNOTHIHH 103K Heﬁmon
HAMA MeMOpaHocTabaIM3HpaIn ehexT.

[pu 3apasu 0o6poBoIM HeGHBOMON HAMA 3HAYHM e(eKT BEPXy H3APEAIMBOCTTA WIH MAKCEMATHATA
BE3MOKHOCT 38 HATOBAPBAHHA. |

52 PapMaKoKHECTRIHE cpolicTna

Hebuponon e mmoduien kapayuoceliekTHper Oerabaokep Ge3 BTpeNIHA CHMIAT!
AKTHBHOCT WM MemMOpasocTabmmsMpans ceoiicTsa (l-eHaHTHOMED).



Y npaTa eHaHTHOMEpA HA HeOHBONON ce aGcopOHpaT GBp30 cien opaneH npueM. A6copbupsTa Ha
' HeDHBOIION HE C€ BIIMAC OT XPAHA; #eOHBOJION MOXKE 13 Ce IPHEMA MO BpeMe WITH MEXAY XPaHCHHATA.

Merabonmsm

He6uBonon ce merabonmsapa eKCTeH3HBHO, YACTHYHO JI0 aKTHBHM XuApokcHMeTaGoauTH. HebrBonon
ce MeTaboJM3Hpa 9pe3 ATHLHMKITHYHA W apOMATHA XHAPOIH3aIHs, N-AcankuIH3upane U
rIOKYPOHH3HPAHE; B XOMBIHEHHAE ce GOPMHpAT MNIEOKYPOHHIH OT XHAPOKCHMeTabomuTuTe.
MeTabomu3MeT Ha HEOHBONOJ 9pe3 apOMATHO XHApokcwmpane ¢ obexr Ha CYP2D6-3asucumM
reseTHYeH nonuEMopdrssM. Opamuara OuoHATHUHOCT Ha HeOuBOAON € cpeaHo 12% npu 6npau
MeTa0ONM3ATOPH H € MPAKTHYECKH ITRJIHA NpH 0aBHH MeTabonm3aTopH. B crabuiHo cecrogHue B npH
€IHAKBH JO30BH HHBa NMKOBATA INIA3MEHA KOHICHTPALAA Ha HEIPOMEeHeH HeOHBOIION € OKoJIo 23
ITLTH NO-BHCOKA Y cIabH MeraGommzaropu, B cpaeHeHHe ¢ Onp3H MeTabommsaropr. KoraTo ce B3eMa -
Mo BHHMaHHE HENMPOMEHEHOTO JIEKAPCTBEHO BEIIECTBO M AKTHBHHTE METAOOHTH, paIMKHTE B

' MMKOBHTE TUIA3MEHH KOHLeHTpaiaH ¢ 1,3 no 1,4 xpatHo. [lopagu BapranumTe B CTENEHTA Ha
meraboimi3ma, nosara Ha HeGuxapn TpaOBa BHHArH i C€ KOPHTHpA 0 HHANBHAYATHHTE HYKIH Ha
DAIMERTA: CACIOBATEIHO CIabUTe MeTaboNM3aTOPH e Ce HYXKAAAT OT MO-HMCKH JI03H. -

Caino Taka go3ara Tpabpa fa ce KOpHTHpa 3a NALMEHTH HAL 65 rOAMHH, NALMEHTH ¢ OBOpeIHa "
4epHOAPOOHA HEAOCTATHYHOCT (BHK T. 4.2).

[Ipu OBpauTe MeTAOOII3ATOPH BpeMETO 33 IOAYETHMHHAIMA HA €eHAHTHOMEPHTE Ha HeOHBONIOI
cpenso 10 gaca. ITpu cnabwre MeTaboummarops 1o € 3-5 meTH No-xeiro. [lpH ObpanTe
MeTaboITH3aTOPH ILNa3MeHHTe HABa Ha RSSS-eHaHTHOMED Ca MANKO MO-BMCOKH 0T Te3d Ha SRRR-
enanTHoMep. IIpr ciabu MetabonmsaTops Tasu pazinka e no-ronaMa. [lpu 6sp3rre MeTaboumzaTopn
BPEMCHATA Ha IOJTye/IMMMHALINA Ha XUAPOKCHMETa00/MTHTE HA IBATa eHAHTMOMEpa ca cpeqHo 24
3aca ¥ ¢a OKOJIO 2 ITBTH NO-IBIIrH y OaBHATE MeTa0OIM3aTOPH.

IInasMeHUTE HHBA B CHCTOAHHE HA HACHINAHES [IPH NOBEYETO NalHeHTH (0Bp3a MeTabonmmsaTopH) ce
NIOCTUTAT 3a 24 4aca 3a HeOHBOJION, H B PAMKHTE Ha HAKOJIKO AHH 33 XHAPOKCHMETaOONMTHTE.,

IInasMeHHTe KOHIICHTPALMM 3aBHCAT OT A03aTa Mexay 1 1 30 mg. PapMakOKHHETHKATA HA
HEOMBOJION HE 38BHCH OT BB3PacTTa.

Pasnpesenenue =
B nnasMara 4 JBaTa €eHAHTHOMEPA HA H#eOMBOJIONA Ca MPEeHMYINECTBEHO CBBP3aHH ¢ AIGyMUHHTE.

IInazMeHOTO cBBp3Bane ¢ npoteraH € 98,1% 3a SRRR-mebuBonon u 97,9% 3a RSSS-nebusonon.

O6emsT Ha pasmpeaencHue ¢ mexay 10,1 u 39,4 I/kg.

Exckpenpq

Enna ceamuua cien npueM 38% o1 a03ara ca exckpeTupanu ¢ ypuHata H 48% ¢ dexamnTe.
YpuHapHaTa eKCKpella Ha HEMPOMEHEH HefMBOJIoN € no-Manko ot 0,5% ot posara.

5.3 IIpeaxnEEaYHE AanBHE 3a (esonacmocT

Hpemunnn{qmrre ,Ilﬂ!-l]i[ﬂ, Gasnpam{ Ha KOHBCHIIHOHAITHHA H3CICABAHHA 33 'CHOTOKCHYHOCT H
KapIHHOINCHECH NOTCHIMAL, HC MOKA3BAT 3allnaxa 3a YOBCIIKOTO 31paBe.

6. OAPMAINEBTHYHHN JAHHH
6.1 CorRchk HA NTOMOIMHEETE BEIeCTBA

JlaxT038 MOHXHApPAT




Kpocnonuﬁon THII A
ITonmokcamep 188
[Touaon K 30

MEKpOKPHCTANTHA TeTy103a
MarHe3ues cTeapar
6.2  HecrBMECTHMOCTE
He ce Habmogasar.

. 6.3 Cpox Ba rogsocT

3 romunn

6.4 CoenuaTHE YCJ0BHES HA ChXpaNeHHe
Ha He ce chxpanapa Hax 30°C.
. 6.5 JAHHH 38 OMAKOBKATA
Tabnerkure ce npemnarar B PVC/PEPVDC/AnyMyHiesn O/pscreps, nmpospassy, no 7, 101 14.
Kyran o 7, 10, 14, 20, 28, 30, 50, 56, 60, 90, 100 u 120 Tabaerxn.
He BcHUYKH BHAOBE ONAKOBKH MOTAT Aa OBJAT MyCHATH B IpoAaxOa.

6.6 ChennajJHH NpeANA’HA MEPKH BPH B3XBLPASNE

HamMa crieqmamHy H3HCKBAHNA.

7.  IIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

CODAPMA A]] |
ya. Himencxo moce 16, 1220 Codus, brarapus

8. HOMEP(A) HA PAPENIEHHAETO 3A YIIOTPEBA

20090133

9. JATA HA TBPBO PAIPEHIABAHE/IOTHOBABAHE HA PAPEIHEHHETO 3A
YIIOTPEBA

27.03.2009

10. JTATA HA AKTYAJIM3APAHE HA TEKCTA

Mapr 2014




