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1. HME HA JJEKAPCTBEHMIS ITPOAYKT

Concor COR 2.5 mg film-coated tablets
Konkop KOP 2.5 mg dunmupanu tabnerxu

~ Concor COR 5 mg film-coated tablets
Konkop KOP 5 mg ¢punmupanv Tabnerku

Concor COR 10 mg film-coated tablets
Konkop KOP 10 mg dunmupanm rabnerxu

2. KAYECTBEH H KOJIMYECTBEH CBhCTAB

Kotxop KOP 2.5 mg (Concor COR 2.5 mg):
Bcaka TaGnetka chanpxa 2.5 mg 6usonponon xemudymapar (bisoprolol hemifumarate) (2:1)

Kouxop KOP 5 mg (Concor COR 5 mg):
Beaxa Tabnerxa cuaspxka 5 mg 6Gusonponon xemudymapar (bisoprolol hemifumarate) (2:1)

Koukop KOP 10 mg (Concor COR 10 mg):
Beska Tabnerka chanpika 10 mg 6usonponon xemudymapar (bisoprolol hemifumarate) (2:1)

3a NOMOLIHN BenlecTsa BIDK T. 6.1

3. JEKAPCTBEHA ®OPMA

dunmupann tTabnerku

Konxop KOP 2.5 mg (Concor COR 2.5 mg): 6enn punmupanu Tabnerks, ¢ dopma Ha chpiie i
AeJIUTENHA YepTa

Koukop KOP 5 mg (Concor COR 5 mg): acbiTeHuKkaBo Genn dmnunpaﬂﬂ Tabnetkn, ¢ popma Ha
ChpuUE ¥ JeTUTEeNHA YepTa

Koxkop KOP 10 mg (Concor COR10 mg): 6neao opaHXXeBu A0 CBETMO OPaHKEeBH QHIMHPAHH
Tabnerkn, ¢ popma Ha Cbplie H AeNIUTENHA YepTa

4, KJIMHHUYHH JAHHH
4.1 TepaneBTRYHH NOKAIAHAN

3a neyeHue HA cTAOMNHA XPOHHYHA ChpACYHA HEAOCTATHUHOCT ¢ HAMANEeHa CHCTONIHYHA
BEHTPHKYJ1lapHa PYHKXUMA
(3a pombAHUTENHA HHpOPMALIMA BIK T. 3.1).

4.2 Jo3RpoBKa H HATHH HA NPHJIOKEHHE

Koraro ce 3anoupa neuyenue ¢ Gusonponosn, nauneHTHTe TpaGsa aa ca crabunisupann (Oes
MPOSABH HA OCTPa HEAOCTATBUHOCT).

[penoprusa ce JSKYBAIMUAT eKap A2 UMA ChOTBETHH
CbpAeYHa HEJOCTATBYHOCT.

Ha XpOHH4YHA

Turpaunonna dasa



JleuenneTo Ha cTabGHIHA XPOHKBUHA ChPAEYHA HEAOCTATLYHOCT ¢ OHIONPOIOA U3UCKBA
THTpaUMOHHA (a3a.

IpenophbunTenHaTa Ha4yanHa Ao3a € 1.25 mg peaunxk aHesHo. B 3aBHCHMOCT OT
HHOMBUAYATHATA NOHOCHMOCT, 2103aTa Ce YBenuyana Ha 2.5 mg, 3.75 mg, 5 mg, 7.5 mg v 10 mg
BEOHDXK ZAHEBHO Mpe3 HHTEPBA OT ABE CEAMHLIH WIH NO-ABIr0. AKO yBEIHUEHaTa 1038 He CC
noHaca fobpe, Te4eHHETO MOXKE Aa ce MPOABJIKH ¢ MO-HHCKATA 103a. |

Makcumansara npenopbudTenta aosa e 10 mg e AHBLXK QHEBHO.

[To BpeMe Ha TUTpaUMOHHATa (pa3a ce npefnopb4ba NPOC/AeIMBAHE HA XXHIHEHHTE NOKA3IATENN
(ChbpleueH PHTHM, KPBBHO HAMAraHE), KaKTO K 34 110882 Ha CHMITTOMH HA BJIOLLIABAHE Ha
CbpAEUHATA HEAOCTATHHHOCT.

IIpoMuAna HA ACUCARETO
AKO MaKCHMAJTHO TIpPENophYaHaTa 103a HE ce NoHaca Aobpe, neyeHHeTo Mozke 1a NPOABIKH ¢

NOCTENEHHO HaMansealla Ao3a. B ciyyail Ha npexoaHO BIOIIABAHE HA ChpACYHATA
HEACCTATLYHOCT, HA XHNOTOHKA UNH Opanukapaus, ce NpenopbL4YBa MpepasrneKaaHe
AO3HPAHETO Ha CHITLTCTBALLOTO JieyeHue. Moxke 21a € HeOOX0ANMO BPEMEHHO HaMaABaHe
Ao3aTa Ha OM30NPOJION WIH NPEeyCTAHOBIBAHE HA HEMOBHA NPHEM.

Cnen ctabunnsnpate Ha CbCTOAHHETO HA NALMEHTA, MOXeE A C& NPHCTHNH KbM MOAHOBABAHE Ha
Ne4YeHHeTO W/ NAK NOBKIIABAHE A03aTa Ha Ousonponod.

A Ko € HeoGX01HMO NPEYCTAHOBABAHE HA JISUEHHUETO, NPENOpPbYEa C& NOCTECNCHHO HaMA/IABaHE
HA A03aTA, Thif KATO BHE3AMHOTO CAMPAHES HA TEPANUATA MOXKE Aa AOBEAC S0 PA3KO BJIOWIABAHC
Ha CbCTOSHUETO HA TALMEHTA.

[To npuHUKI NeYeHHeTo ¢ 6M30npoNoN e NPOaARLKHTENHA TEPANHA.

[IpunoxeHue

Busonponon Tabnerku TpaGea 4a ce B3eMaT CyTPHH U MOXe Jia e pHeMaT ¢ xpaHa, MOraT Ja
ce MPerabLIAT C MAJIKO TEYHOCT, HO He TpAOBa na ce CABLBKBAT.

CneluHaiH¥ Nonynau1H

bvopeunu unu weprodpobuu 3abonrsanus

Hama nudopmaumna 3a papmMakoKHHETUKaTa Ha HH30NpoNon NpH NAUHEHTH C

XPOHHYHA ChPAEYHAa HEJOCTAThYHOCT H HapylLleHa OuOpeyna Win

yepHoApobHa ¢pyHKuHA. [ToeuiapaHeTO HA 103aTa B TE3H CYyYan KIHCKBA

DONBAHUTETHO BHUMAHME.

Ilayuenmu é nanpeonana av3pacm
He ce nanckBsa aganTHpaHe Ha A03aTa.

Heya | |
Hsma neauaTpyueH onuT ¢ Suzonponon, 3aToBa Heropata yroTpelba npy Aeua ne ce
NpenopsYBa.

4.3 IlporaBonoKa3anus

BU30TIPONON € NPOTHBONOKA3aH MPH NAUMEHTH C XPOHHYHA ChPAEYHA HEAOCTATHLYHOCT B CaTyal

Ha: |

- OCTpa CbpAeYHA HEAOCTATLYHOCT WAK NO BPEME HA €MH30AH HA NEKOMIICHCALMA HA
ChbpAEYHA HEAOCTATHUHOCT, W3CKBALLK i.V. HHOTPOMHA TEpANHA,;

- KapAvoreHeH LIOK;

- BTOpA MAH TpeTa cTeneH AV 6ok (6e3 neficmeitkbp);

- CHHApPOM Ha OONHUA CUHYCOB B3,

-  CHHOaTpHaneH ONoK;




- Opaaukapaus ¢ no-manko ot 60 yaapa/MHH Npen 3aMQusaHe HA TepanudTa;

- XHMNOTEH3MA (CHCTONHMHO KPbBHO HanfraHe No-Hucko ot 100 mm Hg);

- TeXKa OpoHXHanHa acTMa WIH XPOHHUYHO 00CcTpYKTHBHO OenoapobHo 3abonsapane;

-~ KbCHH CTAWU Ha nepHpepHO apTepHATHO OKITY3HBHO 3a00NABaHE U CHHAPOM Ha PeitHo;
- HeJAeKyBaH (peoXpoMOLHTOM (BXK. T.4.4);

- MerabonnTHa aunaoaa;

- CBPBLXUYYCTBHTEJHOCT KbM OH30MpONon WK HAKOE OT IIOMOLHUTE BELLECTRA.

4.4 Cnennajien npeaynpexneHns H NpeIRA3HA MEPKH NpH ynoTpeba
busonponon Tpabea na ce npuiara ¢ BHUMaHUE NPH:

- OpoHxocnasbsm (GpoHXHANHA acTMa, OGCTPYKTUBHH 3a00/19BAHNS HA JHXATETHHTE IThTHELA);

- 3axapeH avabeT, NoKa3saill rojieMH Bapualdi Ha HHBATA HA KPBBHATA 3aXAp; CUMITTOMMTE
Ha XHIOrNHKEMUS MOXKE J1a C€ MACKMPAT;

- CTPMKTHO NMOCTEHE;

- IO BpeMe Ha JeceHCHOWIM3Hpallia Tepanus;

- mbpea cTeneH AV 6nok;

- AHruHa Ha Prinzmetal;

- nepndepHO apTepHaNHO OKTY3HBHO 3a0ongBaHe (MOXe Aa ce C/yYd 3aCHIBaHE Ha
OIUIakBAHUATA, 0CODEHO B HAYANOTO HA TEPANHATA);

- 00wa aHecTe3ns.
[IpH mauveHTH NoanoxeHH Ha obwa anectesns, Gera-Gnokanara HaMansgpa
CTY4aHTe HA APHTMHA H MHOKAPAHA HCXEMUSA MO BPEME Ha HHIYKLMA H
HHTYOHpaHe, KAKTO H B NOCTONEPaTHBHHUA NEPHO/. 3acera ce NpenopbyRa
noaabpkawara Sera-6nokana na 6sae npoarKeHa NEPHONEPATHRHO.
AHecTe3nonorsT Tpabea aa 6nae nobpe 3anosHar ¢ 6era-Gnokanara, NOPaIH Pb3MOKHH
B3AHMOACHCTBHA C APYTH JIEKAPCTBEHKH CPEACTBA, BOACLM N0 OpanHapHTMHUK, HaMansBaHe
Ha pedNeKTOpHATA TAXHKAPANA K NOHKKEHATA pednekTopHa cnocobHOCT 38 KOMIEHCAUMS
Ha kpbBO3arybata. Ako e HeoOxoauMo npeycraHoBaBaHe Ha GeTa-BnokMpalLiaTa TEpANKS
NnpeAy XUPYpruyHaTa HHTEPBEHLUHA, TOBA TPAORA Aa cTaHe MOCTEeNeHHo W Aa MPHIIONH 48
4aca MPEAH AHECTEINATA.

Hsama TCPANCBTHUCH ONHT 34 JIe4YCHHEe HA CbPOSUYHZ HEAOCTATHYHOCT C GHBOI'I]JDJIGJI
NPpK NauHCHTH CBC CACOHHTE 3abonAaBaHn H CbCTOAHUA:

- HMHCYJIHHO3aBUCKM 3axapeH avabet (Tun I);

- € TeXKKH HApPYUICHUS Ha OvOpeynara ¢pyHKLUA;

- C TeXKH HapyLEeHH] Ha YepHoapoOHATa PYHKLUMS;

- PECTPUKTHBHA KAPAHOMHONATHE;

- BpOOeHO chpaeuHo 3abonsaBane;

- XeMOAHHaAMHM4YHO 3HAYHUMO OpraHM4Ho 3a00nsBaHe Ha ChPASYHHTE KIATH;
- WHQApKT Ha MHOKApAa Mpe3 NOCNEAHHTE 3 Mecela.

KomOuHauusTa Ha 6130nponon ¢ KanuueBH AHTACOHKUCTH OT IPYyNara Ha Bepanamun M
AWJITHA3eM, C AHTHAPUTMHYHH IEKapCTBEHH cpeacTBa Knac | U ¢ aHTUXHNEPTEH3KBHM TIPENapaTH ©
LEHTPANHO ACHCTBHE, NO NPUHLIEN HE CE NPENnopbYBa, 338 NoApoGHOCTH BIDK T. 4.5,

[pn 6porxuanna acTMa UnK apyra XpoHHYHAa oGCTPYKTHBHA ﬁenonpoﬁua Gonecr, (GAHOBPEMCHHO
Tpabea na ce npunara u GpoHxoaunarnpawa tepanug. Ionakora, npys Al
CE MMOABH NOBHINEHHE HA PE3UCTEHTHOCTTA HA IMXATEITHUTE ITETHL, 389

yBeiyuyaBaHe J03aTa Ha [3;-CTHMYNaTOPHTE.




Kaxto W apyrute $-6nokepu, Suzonponon MOXe 4a NOBHILIH KAKTO YYBCTBUTENHOCTTA KbM
anepreHu, Taka v TEKeCTTa Ha aHapunakTHUHUTE peakuKu. JICHEHHETO ¢ aAPCHATHH HE BHHATH AaBa
OYaAKBAHHA TepaneBTHUYCH e(PeKT.

[MawmeHTH ¢ NCOPHAINGC UK aHAMHE3A 3a NcopHasic TpAbBa aa npuemar B-6nokepH (Hanp.
6uzonponon), caMo cnes BHHMATENHA NPELEHKA HA NOJ3aTa ¥ PHCKA.

[Tpu naunenTt ¢ deoxpomouTom Gusonponon ce npuiara camo chea anda-peuentopta 6nokaaa.
Ha ¢oHa Ha neueHuero ¢ 6u3onponon, CHMNTOMHATE Ha THPEOTOKCHKO3a MOXKE J1a Ce MacKHpaT.

[Ipu craprupaHe Ha Tepanua ¢ 6H3onposnion € HeobXoaUMO peIOBHO HabmoaeHHE.,
3a RO3NpPOBKA W HAYMH HAa NPUNOKEHHE BHXK T. 4.2.

IlpexpaTaeaHeTo Ha TepanuaTa ¢ 6M3onposon He TpAOGBa Aa ce Npasy BHE3AMHO, OCBEH AKO He €
ACHO NOKa3aHO. 3a AOITbNIHHTENHA HHOpMaLIK, BHXTe T.4.2.

4.5 JlexapcTBeHn U APYrA B3aMMoAelicTBRS

Henpenopwuumenrnu xombunayuu

Kanunesn aHTArOHUCTH KATO BepanamMil H B [10-MaJIKa CTENEeH AWITHA3EM: HeTRTHBHO BJIHAHKE
HA KOHTPAKTHAHOCTTA ¥ aTPHO-BEHTPHKYJIAPHATA NPOBOAUMOCT. MHTPaBEHO3HOTO MpHIOHKeHHE
Ha BepanamMusi npH NaLMeHTH ¢ NekdeHue ¢ B-OnokepH, Moke Aa JOBEAE M0 TEKKA XHINOTEHIHA H
aTPHOBEHTPHUKYAapeH bnox.

Knac | aHTHapuTMHUM (Hanp. XWHWIHH, AV3ONUPAMHA, NHIOKauH, (eHHTOHH, (NexaHHuA,
nponapeHOH): Bb3MONHO € 3aCI/IBAHE HA e(peKTa BbpXy BPEeMETO Ha ATPHO-BEHTPHKYNADHATA
NPOBOAWMOCT W YBE/THYABRaHE HA HEraTWBHHA MHOTPOTICH edekT.

HenTpanno aelicTsaii aHTHXWNEPTEH3MBHH JIEKApCTBEHW CPEACTBA KATO KNOHHONH B Ap.
(Hamp. METHNAONA, MOKCOHORMUH, PWIMEHHIMH): €AHOBpEMEHHATa YNoTpeda Ha LEHTPANHO
DEHCTBALLH aHTHXUMEPTeH3MBHH NEKapCTBEHW CpeacTsa MOMaT A BAOWAT ChpAeYHaTa
HEAOCTATBYHOCT 4pe3 HAMANABAHE Ha LEHTPATTHMA CHUMMATHKOB TOHYC (HAMANARAHE HA
ChpAcYHaTa vecToTa W JeOMT, Bazoaunarauus). BaesanHo cnmpaHe, ocobBeHO ako e fpeay
npeycraHopspaHe Ha Gera-Gnokepa, MOXeE Jia YREIUYH PHCKA OT XHNEPTOHHA ¢ rebound edexT.

Kombunayuu, xoumo mpabea O0a ce u3non3eant ¢ GHUMAHUE
KanuueBH AaHTarOHMCTH, OT AHXHAPONUPHAMHOB THM, KATO (ENOAMNMH H AMIOJHITHH:
EnHoepeMenHaTa ynotpeba MOXE Aa MNOBUILIM pUCKA OT XHMOTEH3HN, BB3MOXHO € H
YBEAHUYABAHE HA PHCKA OT AOMBJHHTENHO BNOWABAHE CUCTONHATa QYHKUHA HA CHPUETO HpH
MauKMEHTH CbC ChpleyHa HeAOCTaThYHOCT.

Knac 111 aHTHapnTMH4YHM NeKapcTBeHH NpOAYKTH (Hanp. aMHOAAapOH). MOXKE Na ¢€ 3aCH/IH
edexra BLPXY BPEMETO Ha aTPUO-BEHTPHKYJApHATA TPOBOJAUMOCT.

Jlokanuy [B-6nokepn (Hanp. Kankd 3a O4YW 34 JIGYEHHE HA TAYKOMA), MOratr Aa 3acuaar
cucTeMHua edekT Ha Ou3onposon.

[lapacumnarukoMumernum: EaHoBpemennara ynorpeba Moxxe a yBeW4YH BPEMETO HA BTPHO-
BEHTPHKY/apHATa MPOBOAHMOCT, KAaKTO H pHCKa OT Dpaaukapani.

HHcynWH M opanHH aHTHAHAGeTHH NeKapCcTBEHM cpelcTBa: Jacwipane edekTa Ha HAMaRABAHS
Ha KpbBHATA 32Xap. baokaaara Ha [3-aapeHopeuenTOpHTE MOXKe 13 MACKHPa CHMNTOMMTE HA
XMNOrAHKEMHUA.

AHecteruu: Hamanspave Ha pednekropHaTa TaxukapAud W MOPHMIUABAHE Ha PpHCKE OT
XMNOTeH3UA (32 JONBAHUTENHA HH(POPMALUA OTHOCHO 001 aHECTE3UA BIDK H T.4.4). _
JNurutanucosd ranko3nan: HamanseaHe Ha chplevHaTa uecTOTA, YBenwdBRye Ha BPEMETO Ha
ATPHO-BEHTPHKYIAPHATA NPOBOAUMOCT. -
HecTeponaAHH NPOTHBOBLINANMTENHHA NEKAPCTBEHH CPEACTBE
XHNoTeH3NBHHUA edrekT Ha Huzonponoin.




B-cumnaToMuMeTHUM (Hanp. uzonpeHannH, Ao6yramun). KomOuHupanero um ¢ Ousonmponon
MOJKe Aa HaManu edekTa U Ha JBETE NEKAPCTBEHH CPEACTRA.

CUMNaTOMUMETHUWTE, KOMTO aKTHBUPAT KaKTo B- Taka 4 0-aapeHOPEUESTTOPHTE

(Hanp. HopaapeHaNnH, aapeHanul); KomOHHHMpaHeTo UM ¢ Or3onponon Moxe Aa

DEMACKHpA MOBIMAHOTO OT 0-aAPEHOPSLENTOPHTE BA3OKOHCTPHKTOPHO NCHCTBME HA Te3M
areHTV, BOACIIO A0 YBEAMYEHME HA KPLBHOTO HanAraHe M H30CTpaHe Ha - claudicatio
intermittens. Cuura ce, ¥¢ TaKMBA BIAMMOAEHCTBHA €a MO-BEPOATHH C HECENEKTHBHH [-
Onokepn.

EavospeMenna ynotpeba ¢ aHTHXMNEPTEH3NMBHW CPEACTBA, KAKTO M C JIDYTH npenapard ¢
XMIOTEH3MBEH NOTEHUMAN (HANp. TPHUMKIMYHK aHTHACTIpecaHTH, GapOUTYpaTH, PeHOTHASHHN)
MOJKE A YBESIMYH PHCKA OT XHUIIOTECH3HA.

Kombunayuu, xoumo mpnbea oa ce obmucaam
MedaokuH: NMoBHLIEH PHUCK OT OpaaHKapAHA.
MAO unxuGurops (c w3kniovenre Ha MAO-B uHXMGHTOPH): 3aCHIEH XHNOTEHIHBEH eheKT

Ha - OnoKepPHTE, HO CHUIO TAKa H PUCK OT XHMEPTOHUYHA KPH3a.
4.6 bpeMenRBOCT H KbpMene

bpemennocm;

busonponon uma dapMaKonorHuHn aeiCTBUA, KOMTO MOMAT Ja NPeAH3BUKAT YBpeKAALLH
edekTH BBPXY OpeMeHHOCTTa H/WIM BBpXY TUToaa/HoBopoaeroto. [o npuHuun, B-
aZpeHopeLienTopHHTe ONOKEePH HaManaBaT NAaUeHTHaTa nepdy3nt, KOATO MOXE Aa C€ CBBbPIKE
CBhC 3a0aBAHe Ha pacTeXka, BbTPEMATOYHA CMBPT, a00PT WIH NPEXKAEBEPEMEeHHO paXaaHe.
HexxenaHHre NekapcTBeHH peaKUMH (Hanp. XUnornukemus v OpajnKkapaus) MOraT Ja Ce NoABsY
Npu NAOAA ¥ HOBOPOAEHOTO. AKO NEUEHHETO ¢ B-aapeHopelenTopHH GnokepH e HeobxoaHMO,
3a MPEANoYUTaHE Ca [3,-CeNeKTHBHHTE aapeHopenenTopHH BnokepH.

Busonponon ne Tpabea Na ceé H3NON3Ba MO BpeMe Ha OpeMeHHOCT, OCBEH aKo He € KpadHO
Heobxooumo. Ako neueHuero ¢ Gu3omponon ce cuura 3a Heobxoaumo, Tpabea na ce
HabnionapaT MATOYHOIMMNAUEHTHUA KPBHBOTOK K pacTexa Ha mioAa. B cnyual Ha yppemRaatiu
eekTH BBpXy OpeMeHHOCTTa WIH nnoaa, TpaGsa Aa c¢ OOMUCIH ANTEPHATHBHO JICHCHHE.
Hoesopoaenute TtpabGepa cTpukTHO Aa ce Habmomasar. CHAMITOMHM HA XHITOMHKEMHA H
Opanukapaus, MO NPHHLMI, Ce O4AKBAT MPE3 NbPBHUTE TPH AHH.

Kvpmene:

He e u3secTHO Aanu TO3H NEKAPCTBEH NMPOAYKT C& eKCKPETHPa B KbpMaTa. 3aTOBS KbPMEHETO
HE € NPeNnoOPhYUTERHO MO BpeMe Ha NPUIOKEHHETO Ha Ou3onponon.

4.7 EdexTn Bupxy cnocofHocTTA 32 modHpane H pabora ¢ MAIHHE

[1pu npoyuBaHe ¢ NaUMEHTH ¢ HexeMu4Ha GonecT Ha chpueTo OuzoNpANoN He BOLLABA
cnocobHocTTa 32 Wwodupane. Bonpexu Topa, Nopaan HHAWBHAYANHHTE Pa3IMKH Ha PeAKLHWTE
KbM JIEKapCTBEHUA NPOAYKT, cnocofHOCTTA 3a wodHpaHe Ha NPeBo3HO ¢PEACTBO K paboTa c
MaLLHHH MOXe fa ce pnoum. Tosa Tpalea aa ce HMa npensu, ocodeHo MpH 3aNOUBAHE HA
TepanuaTa 1 NPH NpoMAHa Ha eYeHHUETO, KAKTO U npH ynoTpeba Ha ankoxoJl.

4.8 Hexenann NexapcTBelH PeaknHy

CneannTe ONpeAeNeHIis Ce OTHACAT KbM ONMCAHATA YEeCTOTA,
H3MO/3BaHA N0-AONY:

MHuoro vecty (= 1/10)
Yecrnn (& 1/100, <1/10)
Heuectu (= 1/1000, < 1/100)




Penkn (1/10000, < 1/1000)
Muoro peaku (< 1/10000)

HacnenpaHus:
Peaky: yBENHYEHH TPUIIHLIEPUIY, YBETHYEHH Y€PHOIPOOHH EH3HMH

(ALAT, ASAT)

HapyuieH!s Ha cbplieuHaTa NeHHOCT:

Muoro decTH: OpaguKapnus,

UecTH: BNOLUABAHE HA CHPASCYHATA HEAOCTATHYHOCT
HeuecTn: HapyuieHus Ha AV-npoBoauMocTTa

HapylueHHs Ha HEPBHATA CHCTEMA:
Yecru: samaitsade*, rnasobonuec*

Peaxku: npyunanbuu

3pUTEAHM HADYLLICHHUS:
Peakn: HamaneHo chn3oTeueHye (1a ce UMa NpeaBHd TPH TIALIMEHTH, H3MOA3BALLH JeUIN)

MHOro peaxu: KOHIOHKTHBHT

HapvilieHHA Ha 1a0HPHHTA HE BbTPELIHOTO YXO M HA CNVXA:
Peaxu: Orcnabpane Ha cnyxa

AuXaTenHy, rpbAHH W MEANACTUHANHH HAPYLIEHHS:
Heuectn: GpoHxocnazsm npu naumMeHTH ¢ GpOHXHANIHA acTMa MU

aHaMHe3a 3a XpoHH4Ha o6cTpykTueHa 6enoapobHa Gonecr.
Penku: anepruyed pHHUT.

CToMallHO-4YPEEHH HAPYINEHHA:
YecTH: CTOMALIHO-YPEBHH OIUIAKBAHHA KATO rageHe, NOBPbhILAHE, AMAPHA, KOHCTHIALIMA.

Hapyiienna Ha KOKaTa U NOAKOKHWTE ThKAHH;
Peaxn: peaklii Ha CBPBXUYCTBHTEIHOCT (ChpOerk, 3auepeaBaHe, oOpHB)

MHoro penku: [3-6;10keprTe MOXKe Aa NPOBOKMPAT WK A2 BIOWAT NCOpHAa3HC
WIH A& NpEAH3BHKAT NoACDEeH Ha ncopHa3ue oOpHB, ANoNeLns.

HapyuieHHa Ha CHEAMHWTENHATA ThKaH H MYCKYJIO-CKENIETHH HAPYIICHNS:
Heuectu: Myckynua ciabocT M cnaMu

C1A0BH HADYUICHMA:
YecTu: yceiane 3a Ty HIH H3TPBNBAHE HA KPAHHULIHTE, XHTIOTOHHA

HeuectH: oprocTatHuHa XHNOTOHHA.

Obwm HapywieHws:

HecTit: acTeHHs, yMOpa

Hapyluenusa Ha YepHo HATA M JKNbYHA PYHKLMA:
Penxu: xenaTut

HapyweHHa Ha penponyKTHBHATA CUCTEMA U r'bpg
Peaku: HapyLI€HHA Ha MOTEHTHOCTTA.

[cuXKaTpHYHHU HApYIICHWA:
HedecTH: HAPYUICHHA HA CBhHA, AETIPECHS




PenkH: xowmapu, XanouMHaLUH

4.9 Ilpeno3npane

5.

[Tpu npenosvpane (Hanp. AHeBHa Ao3a oT 15 mg BMecTO 7.5 mg) ca HabmoAaBaRK 1'pe'm creneH
AV-0510K, Opanuxapauns v 3amMaiisate.

Haii-uectTe npusnaui, ouaksany npu npeaosupaxe ¢ B-6nokepu, ca 6pagnkapans,
XUMOTEH3HA, OPOHXOCTA3BM, OCTPA ChpAEHHA HEAOCTATLYHOCT

M Xunornukemun. JJocera ca cboOIeHH HAKONKO ciy4as Ha npeao3upaHe ¢ OH3onponon
(makcumym: 2000 mg) npH NALKMEHTH C XHNEPTORUA W/ HIH CHPICYHO-CHAOBO 3a00nABaHE;
BCUYKH NALHEHTH €a C€ BB3CTRHOBUIK. FIMa LUMPOKH HHAMBHAYATHH PaliH4ud B
YYBCTBHTEJTHOCTTA KbM €IHHHYHA BHCOKA 1032 OH30Npoa0on W BepOATHO MALIHEHTHTE CBbC
ChpAEYHA HeAOCTATLYHOCT Ca& MHOMO YYBCTBHTENIHU. 3aTOBA NPH TEIU MNALHEHTH IEUEHUETO
3aABLKHTENIHO TPAGBA 13 3ano4He ¢ NOCTENESHHO YBSMHYaBaHe Ha 103aTa, CHI/IACHO CXeMATAS,
nocoueHa B 1. 4.2,

B cnyuail Ha npenosnpane, Tepanusta ¢ Gusonponon Tpabea aa ce cnpe U Aa ce Npopene
NOAABLPKAWO W CHMITTOMATHYHO Jevyenue. Cnopea orpaHHYEeHHTE AAHHH, MAJIKO BEPOATHO €
GU3ONpONION Aa ce eNMMHUHHPA Ype3 aHanu3a. basupalixy ce Ha ouakBaHUTE PapMaKONOrHHKK
AeicTBNA U Npenopbky 3a pyruTe B-Onokepu, TpAOBa fa ce HMAT MPEeABHA CheAHHTE 00WH
MEpPKH, KOraTo TOBA € KNTMHHYHO 000CHOBAaHO.

bpazuKapaua: HHTPaBEHO3HO TIPHIOKEHHE Ha ATPONIMH. AKO OTFOBOPHT € HEANCKBATEH, MOXKE
OpeaANnasiHBO Aa Ce Naae W3ONPEHAAHH UNH JPYro CPeacTBo ¢ MO3HTHBHH XPOHOTPOIMHH
cBoHCTBa. [1pu Hakou ofcToarencrea MoXxe ga e HeobxoauMo TPaHCBEHO3HO BbBe)KIaHe Ha
necMelKDp.

XHNOTEHINA: NPWIOKEHWE HA HHTPABEHOIHH TEYHOCTH H BasonpecopH. HuTpaBeHo3eH
MIIOKAroH MoXke Aa € OT [oN3a.

AV- 610k (BTOpa M TpeTa CTeneH): MauMeHTHTe TPA6Ba fa 6baaT BHUMATENHO MOHUTOPHPEHH H
NEKYBaHH C H3ONPEHATHH KHQY3HS WK BHBEXKIAHE Ha TPAHCBEHO3EH ChpACHEH nelcMelikbp.

OcTpo BaowaRaHe HAa CHPACUHATA HEAOCTATBYHOCT: 1.V. npu.nmceuue HA ARYPETHLH,
HHOTPOMNHY CPEACTBA, BA3SOAWNATHPALIH CPEICTRA.

Bpotxocnazbm: npunoxenue Ha GPOHXOAKWNATATOPHA TEPANHA KATO H3ONPEHANNH, [Po-
CUMNATHKOMUMETHYHE JIEKAPCTBEHH MPOAYKTH W/HIH aMHHOPIITHH.

XHUNOrnuKeMus: i.v, NPUNOKEHHE HA MNIOKO3a.

DapMaKk0JOrHYHA CBOHCTBA

3.1 QPapmakoanHHAMHYEE cBOMcTBA

(bapMakoTepaneBTHYHA rpyna: P-6nokep, celeKTHBEH
ATC xon: CO7AB07

busonponon € BHCOKO [3,-cenexTHBeH aapeHopeLenTopeH OAOKHpalLll areHT, THILEH OT
BbTPEIIHA CHMNATOMHMETHYHA AKTMBHOCT M Ha CBbp3aHaTa C Hed Meuﬁpauocmﬁunmupalm

akTuBHOCT. Toil noKasBa camo cnab adunnTer KM Ba- peuen'rop AKMTE MYCKYNH Ha
OpoHXHUTE K CHAOBETE, KAKTO H Ha [3;-peLENTOpHTE HA METAOONHTH? v\, ﬁU‘M
NPUHUHNN, He ce oyakea Ou3onponon na Bauge Ha ANXaTeNHaTa PEARCTEHTHOCT X




MeauupaHuTe MeTabonnTHH eekTH. beTa,-CeNeKTHBHOCTTa Ha OHM3OIPOAON € H3BLH
TEPaNEeBTHUHUTE AO30BK MPAHKLIN.

0610 2 647 nauuentu 6axa BknoyenH B npoyusanero CIBIS I1. 83% (n=2 202)

Oaxa ot knac lll Ha NYHA, a 17% (n=445) — ot knac [V Ha NYHA. Te nmaxa

cTabMIHA CHMIITOMATHYHA CHCTONIHA ChpPAEYHA HEXOCTATHLYHOCT ((ppaKuUMs HA H3ITNACKBAHE <
35%, Ha Ga3a exokapauorpagus). O6uwata cMbpTHocT Oelte HamaneHa o1 17.3% a0 11.8%
(oTHOcHTEeHO HaManeHue oT 34%). BAxa oTyeTeHH HaMaNeHye Ha BHE3ANHATA CMBPTHOCT (3.6%
cnpamo 6.3%, orHocuTenHo Hamanenne 44%) 1 HaManeH Opoii Ha CliydaHTe CbC ChpACHHR
HENOCTATBYHOCT, H3MCKBALLN XocnuTanu3auua (12% cpewy 17.6%, OTHOCHTENHO HaMANICHHE
36%). HabmopaBsano € v aHauuTenHo noaodperne Ha GyHKLUHOHATHHA CTATYC crnopen
knacupukaunsaTa Ha NYHA. B HauanoTo Ha TepansusTa v no Bpeme Ha THTPHPAHETO Ha
OH3onponon ca oTYETEHHU CYYau Ha XOCNUTANU3ALMA NOpaaH NosBa Ha Opanukapans (0.53%),
xunoTeHaud (0.23%) u ocTpa nexomnencauns (4.97%), Ho Te He ¢a NO-YeCTU OTKOJIKOTO B
nnauedo rpynara (0%, 0.3% n 6.74%). bposar Ha daTanHuTe M HHEANHAM3IANPALIN YARPH NO
BpEME Ha LANoTO u3caeasaHe ca 20 B rpynara ¢ Guzonponon v 15 B nnauebo rpynara.

B wwmnnunoTo npoyysaHe CIBIS Il ca uscneasann 1010 nauneHTH Ha pu3pacTt > 65 roamHu ¢
Neka no ymepeHa Xponnuna cbpaeuHa HepocrarburocT (CHF; Il unu I knac NYHA)u assa
BEHTPHKYNapHa (ppakliia HA W3TnackBaHe < 35%, koMTO He ca OHIH NeKyBaHy Npean ¢

ACE nHxuburopu, Gera-Gnokepy HaK aHrMOTEH3WH pelenTopHH Onokepu. H3cnensaneTo
cpaBHABa 6e30NacHOCTTA M ehEKTHBHOCTTA HAa IMLPBOHAYATHA LIECTMECEUHa MOHOTEPANHS ¢
Gusonponon (TapreTHa no3a 10 mg BeaHbK ZHEBHO)KBM KoRTO ce npHOars ACE nnxu6GuTOpa
eHananpun (tapreTHa mpo3a 10 mg asa mbTH AHEBHO) B NpoAbIKEHME Ha oLle 6 o 24 Meceua, ¢
NPOTHBOIMOAO0XKHATA NOCRESAOBATENHOCT HA MbPBOHAYANHOTO JieucHHe. BeAxa rpyna ce CheTOH OT
505 naumeHTH.

JIBeTe CTpaTernu ca Cisno cpaBHEHH KAKTO NO OTHOLLIEHHE Ha koMOuHMpaHaTa obLua xpaiua Le
— 001118 CMBPTHOCT WIN XOCNHMTANU3ALMUA, TAK2 H N0 OTHOILIEHHE HA BCEKH OT TE3H KOMIMOHENTH
nooTaenHo. Ot NeKysaHuTe NauHeHTH obLara KpaiHa uen e nocturHara npy 178 naigueHTH
(35.2%)oT rpynara, nekysanu nupeo ¢ Ousonponon cpeiy 186 naurenTu (36.8%)oT rpynara,
NEKYBAHH NTbPBO C EHANANPHII, KOSTO NOKA3RA Ye IEYEHHETO, 3anovHano ¢ Gusonponon e
CpaBHUMO MO e(PeKTHBHOCT (C HE NO-HUCKH Pe3YNITATH)KATO NEUECHHETO, 3aMo4HaNno ¢
eHananpun. [Tpy mepBoHauanHo neueHue ¢ HH3oNponoa ca novHHaMU 65 nauweHTH cpeuty 73,
NEKYBaHH bPBO ¢ eHaTanpun (Mexxay rpynosa paznuka p=0.44) u 151 cpemy 157
XOCTIHTANH3IUPpaHU NauneHTH (p=066). bpoaT Ha cepHO3HH M 001N HEXENaHHK NEKAPCTBEHH
peaxkuum € nonoOeH 3a ABeTe rpynu. AHANNIBLT HA NAHHHUTE 24 ITbPBATa roAHHA NOKA3BA
HE3HAYHTE/HA TEHACHUMA KbM HaMansgBaHe Ha o0ulaTta CMbPTHOCT Ha rpynara, IeKyBaHa mbpao ¢
6usonposon, ¢ 31% B cpaBHeHHe ¢ Ta3H, AeKyBaHa MbPBO ¢ eHaNanpui. CTaTHCTUYECKH
3HAMMMOTO HaM&IABAHE HA PHCKA OT BHe3anHa cMbpT ¢ 46% (p=0.049) npes nupeaTa roauta
rNMaBHO AOMPUHHACKH 32 no-Jo0paTa NPeKUBAEMOCT HA TPYNAaTa, JieKyBaHa mbpso ¢ Huzonponoi.
JBete cTparernu 3a HAYANO HA NeMeHHe HAa XPOHUYHA ChpACYHE HEOCTATHYHOCT NOKAIBAT
noaobHn obLM pesynTaT NO OTHOLLIEHHE Ha CMBPTHOCT M XOCITHTATH3ALNA, KAKTO H TeHACHUMA
KbM YABJDKEHA NPEeXHBACMOCT, NMO-CMELKHANHO Ype3 PEAYKLKA HA BHE3AMMHATA CMbPT,
HabJit0laBaHa npH rpynara, NeKyBaHa bpeo ¢ Ou3onpoion, Pesynrarnre noKa3sar, Ye NOpagH
cxoaHaTa $e30MnacHOCT M ePHUKACHOCT, ICYEHHETO HA XPOHHYHA ChPACYHA HEAOCTATLYHOCT
MOJKE 1A 3aM0YHE WM ¢ OH30NPONON, HITH C EHANATPHII.

br3onponon chiO TaKa c€ NPHNAara 3a ledeHne Ha XUNCPTOHHA U CTEHOKAPIHA.

[Tpx MHTEH3WBHA TEpanKA NpU NAUMEHTH C KOPOHAPHO cbpae4Ho 3abontBaHe 6e3 XpOHH4HA
ChpAe4Ha HEAOCTATBYHOCT, ODH3ONpONON HaManABea cbpneqnm YeCTOTH U YAapt ’

BCNEACTBHE HA KOETO HAMANABAT ChpACYHKA ACOHT H icucmpo P (ArgsIN
XPOHUYHO NPUNOKEHHE, NBPBOHAYANHO YBCAMUCHATA NEPHPGPHE DEIUPTRY s TQMAanABa.




5.2 OapmMaKoKHHETHYHH CBolicTBa

bu3onponon ce abcopObupa ¥ uMa SuonoryyuHa HanuuHoct okono 90% cnen opanHo
npunoxkesue. CBbP3IBAHETO Ha SH30MPONON C MIAIMEHHTE NPOTEHHH e okono 30%. OGeMsT Ha
pasnpeaeneHue e 3.5 Vkg. O6wmmar knubprHe e npubaunsurenno 15 l/kg. 10-12 yacosua
Nra3MeH NOTYXUBOT, BOAH A0 24-4acoB e(eKT ciiel ¢AHOKPaTHA AHEBHa 1034,

Busonponon ce enUMHHHPA OT Opraku3mMa no Aea mbTR. 30% ce MeTaboONUIUPAT OT YEPHHA
Apo0 N0 HeaKTWBHH MeTabONUTH, KOMTO CNej TOBA Ce eKCKpeTHpAaT upes Orbpeuure.
Ocrtananure 50% ce oraensaT ot 0LOpewyre B Hemerabonu3aupaHa popma. Tril kaTo
C/THMHUHHPAHETO Ce H3RbPLUBA Npe3 6b0peunTe U YepHUa Apod B eIHAKBA CTefeH, He Ce
U3HCKBA aAanTHpaHe Ha K03aTa [PH NALHEHTH C Hapyulena YepHOApoOHa pyHKUMA By
ObOpeuHa HenOCTaTBLHHOCT.

GapMakoKHHETHKATA NPH NALHEHTH CbC CTAOKWNHA XPOHMYHA ChpeYHA HeAOCTATBYHOCT H
ObOpeuHr HAu YepHOAPOGHH HapYLIECHHA HE € H3y4eHa.

bu3onponon uma nuHeapHa, Bb3pacTOBO-HE3aBUCHMA KHHETHKA.

[1pu naumenTH ¢ XpoHU4HA cbpaeyHa HeaoctaThyHocT (I ctanwii no NYHA) nnasmenure
HHBA HA OH30MPONOJ €A NO-BUCOKH H NEPHOABT HA MOJIYIKHBOT € YAL/DKEH B CpaBHeHHe ChC
anpaeu aobposonun. MakcuMannara miasMeHa KOHUEHTpaUMa B CTA0UNHO cecTOIHME € 64 +
21 mg/ml npn anesHa a03a ot 10 mg 1 nepronbT Ha nonypasnan e 17 + 5 vaca.

5.3 Ilpeannau<HH AaERA 32 Ge3onacHoCT

[penkINHHYHHTE RaHHH He pa3KpuBaT ocobeHa onacHOCT 3a XOopara, OCHOBABAKKH ce Ha
TPAANLIMOHHH U3CNIEABAHHA Ha dapMakonornyHa 6e301acHOCT, MHOTOKPATHA A030B4
TOKCHMHOCT, FeHOTOKCHYHOCT H KapuHoreHHocT. [Toao6Ho Ha apyru Gera-Gnoxepy,
OM30MpoOsIoN BEE BUCOKH 03K BOAH 10 TOKCHYHOCT KAKTO Npx MalikaTta (HaManaea npueMaseTo
Ha XpaHAa Y TENIECHOTO TerNo), Taka ¥ Ha eMOpHOHa/MNoaa (YBenHuaBaHe CyuanuTe Ha
pe3opOuMa, HaMaNABAHE TETNIOTO HA TU10AA, 3a0aBaHe Ha PM3UHMECKOTO My Pa3BHTHE), HO HAMA

TepaToreHeH edeKxT.

6. PAPMAINEBTHYYHHA JAHHHU

6.1 CnRcBK HA DOMOLHETE BOIIECTBR H TEXHATE KOJHTECTBA

Konkop KOP 2.5 mg /Concor COR 2.5 mg:

TabneTHo anpo:

Cinuuves AHOKCHA, KONONAEH, Oe3soaeH/ |
Silica, colloidal anhydrous 1.500 mg
Marue3ues creapat/Magnesium stearate 1.500 mg
Kpocnoenaon/Crospovidone 5.500 mg
Mukpokpucranta uenynosa/Cellulose, microcrystalline 10.000 mg
Llapesuvno Humecte/Maize starch 15000 mg
Kanuues xuaporen ¢pocdar, 6earonen/

Calcium hydrogen phosphate anhydrous 134.000 mg

QHUAIMOBO NOKPHTHE:

Jumeruxon 100/Dimeticone 100

Makporon 400/Macrogol 400

Turasos anoxcna E171/Titanium dioxide E171
Xunpomenosa 2910/15/Hypromellose 2910/15




Konkop KOP 5 mg/Concor COR 5 mg:

TabnerHo saxpo:

CuIHLHEB AHOKCHA, KOSOUAEH, besponeH/

Silica, colloidal anhydrous

MarHe3nes creapaT/Magnesium stearate
Kpocnosunon/Crospovidone

MukpokpucTanHa uenynosa/Cellulose, microcrystalline
LiapesmiHo Huecre/Maize starch

Kanunes xuaporer pocdar, 6ezponeH/

Calcium hydrogen phosphate, anhydrous

DOHAMOBO NOKPHUTUE:

Xwnt xenezen okcua (E172)1ron oxide yellow (E172)
IumervkoH 100/Dimeticone 100

Makporon 400/Macrogol 400

TuraHos auokcka (E171)/Titanium dioxide (E171)
Xunpomenosa 2910/15/Hypromellose 2910/15

Konkop KOP 10 mg/Concor COR 10 mg:

TabnetHo aapo:

CunHunee AHOKCHA, KONoUAeH, 6easoaeH/

Silica, colloidal anhydrous

Marnesnes creapar/Magnesium stearate
Kpocnosnaon/Crospovidone

Mnukpokpucranna uenynosa/Cellulose, microcrystalline
Llapeenuno Huwecte/Maize starch

Kanuues xuaporeH gocgar, Ge3pogeH/

Calcium hydrogen phosphate, anhydrous

OunMoa0 NOKPHTHE!

ACunT xenesen okeun (E172)/1Iron oxide yellow (E172)
XKenezen oxcun uepned (E172)/Iron oxide red (E172)
MumeruxkoHd 100/Dimeticone 100

Maxkporon 400/Macrogol 400

Turanos auokcua (E171)/Titanium dioxide (E171)
Xunpomenosza 2910/15/Hypromellose 2910/15

6.2 HechBMeCTHMOCTH
Hama
6.3 Cpok Ha roasocr

Konkop KOP 2.5 mg - 3 roaunn
Koukop KOP 5 mg u Koukop KOP 10 mg — 5 roaunu

6.4 Cnennajnn yC/JIOBHS HA ChbXpaHEeHHE

6.5 1annAn 3a onaxopxara

1.500 mg
1.500 mg
5.500 mg

10.000 mg
14.500 mg

132.000 mg

0.020 mg
0.110 mg
0.530 mg
0.970 mg
2.200mg

1.500 mg
1.500 mg
5.500 mg

10.000 mg
14.000 mg

127.500 mg

0.120 mg
0.002 mg
0.220 mg
0.530 mg
0.850 mg
2.200mg




[TupeuyHaTa onakoBka e 6auctep ot PVC ¢unm u AL nokpuBHo ¢osHO.
Onakoska 1o 30, 50 u 100 O6p. Tabn.
Mosxe He BCHUKM ONIAKOBKH [la ca IMyCHATH B npojaxda.

6.6 CoenuajHH npesnaIdl MEPKHE OPH R3IXBLPJISHE
HaMa cneunanHd HIUCKBaHHA.
7. IIPHTEXATEJI HA PASPENNIEHUETO 3A YIIOTPEBA

Merck KGaA, Frankfurter Strasse 250,
64293 Darmstadt, Germany

8. HOMEP HA PAIPENIEHUETO 3A YIIOTPEBA

9. 1ATA HA TBPBO PASPENIABAHE/MMONAHOBSABAHE HA PAPEINEHMRETO
3A YIHOTPEEBA

10. JATA HA AKTYAIM3IUPAHE HA TEKCTA
Maii 2008 r.
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