KPATKA XAPAKTEPHCTUKA HA TIPOAYKTAX VO €0 3.2 9 /20 /34

1. WME HA JIEKAPCTBEHUS ITPOJYKT Eryyr-s  U9-0-20m

Kapsuiekc 6,25 mg tabnerku
Carvilex 6,25 mg tablets

Kapsunekc 12,5 mg tabnerku
Carvilex 12,5 mg tablets

Kapsunekc 25 mg tabieTku
Carvilex 25 mg tablets

2. KAYECTBEH H KOJIMMECTBEH CbCTAB
Beska Tabnerka ebabpxka 6,25 mg, 12,5 mg unu 25 mg kapseawion (carvedilol).

[ loMOLIIHO BELECTBO € U3BECTHO JAEHCTBHE: JIAKTO3a MOHOXHU/IpaT.
3a MbJIHUA CITUCHK HA NMOMOIIIHUTE BEIIIECTBA BHKTE TOUKAa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Kapeuiiekc 6,26 mg — 0eu WM XKbITEHHKABO O€/TU, KPbIJIK, IJIOCKH TabJETKH ¢ JIeJIMTE/IHA YepTa OT
e/lHaTa cTpaHa ¢ aMaMeTbp 8 mm. Tabnerkara moxke na Obje pa3jieneHa Ha paBHH J103H.

Kapsunekc 12,5 mg - 011 MM )KbATEHUKABO O€/H, KPbIUIK, IUIOCKHU TabJIeTKH C AeJIMTENIHA YepTa OT
e/Harta cTpaHa ¢ Adamersp 7 mm. Tabnerkara moxe aa Obje pa3jiesieHa Ha paBHHU JI03H.

KapBunekc 25 mg - 0e/iM Wi KbJITEeHUKABO Oe/U, KPBbIJIH, TUIOCKH TabJIeTKH C JeJIUTE/IHA YyepTa OT

e/lHara cTpaHa ¢ nfuaMetTsp 9 mm. Tabnerkara Moxke na Obae pasaesieHa Ha paBHHU J103H.

4. KJIUHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

Xpoununa cspaeuna negocrarbunocT (XCH)

JleyeHune Ha cTaOuiiHa M CUMNITOMATHYHA JIeKa, YMEpPEHa U TeKKa XpOHHYHA Cbp/ievHa

HEI0CTaThYHOCT C UCXEMHUYHA WJIH HE-UCXEMHUYHA €THOJIOTHS, B KOMOMHALIMS CbC CTAHAAPTHA
repanus (BKIOUYUTENTHO ACE HHXHOUTOPH U AMypeTHLIM C UK O€3 AUruTaJIuC).

XHIEPTOHHS
JleyeHue Ha eceHUHaAIHA XUNIEPTOHUA. MOXkKe aa ce M3M0J13Ba CaMOCTOATE/THO WM B KOMOMHALIUA ¢

JAPYTH aHTUXHMIIEPTEH3UBHH cpeAcTBa (Hanp. OJOKepH Ha KAJILIMEBUTE KaHAJIU, JIMYPETHLIH).

Crenoxkapauns
Jleuenue Ha crabuiaHa cTeHOKapaAus.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

[lepopanHo nipunoxkeHue.
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Kapeunekc e Hanuued B 3 koHUeHTpauun: Tabnerku oT 6,25 mg, 12,5 mg 1 25 mg.

XpoHH4YHA ChpAeYHa HeaocTaThYHOCT ( XCH)

JleueHneTo ¢ kKapBeAWION TPAORA Oa ce 3ano4Ba caMo noj HabMOACHHETO Ha Jiekap B O0lHHUA cief
3a1BJ100YEHAa OLEHKA HAa ChCTOAHUETO HA NAaLMUEeHTA.

[peny BCAKO NOCAEABALIO MOBHILEHHE HA A03aTa KIMHWYHOTO CHCTOAHHE Ha NalMeHTa TpadBa aa ce
OLieHABa B JICHA Ha NOBUHUIABAHETO OT CNELHAITUCT C ONHT B JICYUEHUETO Ha CbhpAeYHA HEOCTATBUYHOCT,
33 212 C€ MNOTBBPIK, He KIIHHHYHOTO ChCTOsAHHE ocTaBa cTabunHo. JlozaTra Ha kapeeawion He TpsdBa aa
ce yBe/JIMYaBa fpHu NalKeHTy ¢ BNOLUABALlIa Ce ChPACYHA HEAOCTATEYHOCT CJIE], NMOCRIEAHOTO
NOCELIEHUE WIH ¢ MPU3HAUMN Ha JEKOMIPECHPaHa WM HecTaOWIHA XPOHHYHA ChbpPACYHA
HEAOCTATBYHOCT.

HeobxoauMara noaaspaxaiia no3a tpabea aa ce onpeacnu Cnopea HHAHBHAYATHUTE HY KM HA BCEKH
NauMeHT NMoj CTPOr MEAMLIMHCKH KOHTPON. [Ipn NaLMEHTH, KOWTO NOTy4YaBaT OCHOBHA TEPAIKs C
NWYPETHUH WWIH QUrokcHH, WHiH ACE nHxuburopu, no3HpoBKaTa Ha ApyryTe JieKapCcTBEHY
NMponyKTH TpAOBa Na ce ctabunusvpa npen 3ano4yBaHe Ha EUYEHHE ¢ KapBeaWwIol.

Buvipacmuu

[TepBOoHauanHaTa 103a € 3,125 mg aBa MbTH JHEBHO 3a ABE CEAMHULM. AKO Ta3H 034 ¢ NoHacs Aodpe
OT MALMEHTA, TA MOXKe Aa ObA€ MOBHIICHA NOCTENCHHO NMpe3 HHTEPBA/ OT JBE HIIH NOBeUYe CCAMHLH,
mspBO A0 6,25 mg aBa MbTH JHEBHO, nocae 12,5 mg ABa MbTH AHEBHO, MOC/E€ABAHO OT 25 mg J1Ba
nbTH AHEeBHO. [IpenopbuBa ce gozara Aa ce NOBHIIABA 10 AOCTHraHe Ha MaKCHMAJIHO NMOHOCHMATA

203a 3a NalHCHTA.

[IpenoppunTeNHaTa MAKCHMA/HA JHEBHA 032 € 25 mg ABa MbTKH AHEBHO 32 BCHYKH MaLMEHTH ¢
Texxka XCH n naupenTu ¢ neka no ymepena XCH ¢ terno noa 85 kg. [1pu nauneHTH ¢ neka 10
ymepeHa XCH c terno Han 85 kg npenopbunrennara MakcumanHa no3a € 50 mg aBa ITbTH JHEBHO.

[Ipenu BCAKO MOBHILABAHE HA 03aTa, TPAOBa Aa ce HIBLPILBA JIEKAPCKH NpeEriel 3a NOTEHUHAIHH
CUMITTOMH Ha BIIOIIEHA ChpAeYHa HEAOCTATHYHOCT WM 38 CHMIITOMU Ha TEXKa Ba3OAWIIATALMUA (KATO
peHaHa PYHKIHA, TENECHO TETN10, KPBBHO HajIAraHe, ChbpAcyHa 4eCTOTa H pUTHM). BiiotiapaHeTo Ha
CHpAEYHATA HEAOCTATBYHOCT MM 3a0bPXKaHETO Ha TEYHOCTH C€ TPETHPA ¢ MOBHILABAHE HA J103aTa HA
IUYpPETHKA, KaTO 103aTa Ha KapBeAWI10J He TpaOBa 1a ce MOBHMIABA A0 CTA0OWJIM3MpaHe Ha NALMEHTA.
B HAKOM cayyan Moxe Ra € HeoOXOMMO N1a ce NMOHIKK 103aTa Ha KapBEAWIION U B PEIKH CITy4aM,
BPEMEHHO A C€ NPEeyCTaHOBH JICYEHHETO ¢ KapBEAWION.

AKO JIGUEHHETO C KAPBEIWION ¢e MPEYCTAHOBH 3a NOBeYe OT €Ha CeAMHLA, JTCUYECHHETO CIEBa Na Ce
NOAHOBH HA MO-HUCKOA030B0O HUBO (Ba MbTH AHEBHO) K MOCTENEHHO Ja C€ NOBH1LIaBa Criopej
rOpHHUTE NPENOPbKH 3a J03HpaHE. AKO TepanuaTa ¢ Kapeeanion e buna crnpsHa 3a nopeye ot Ase
ceqMHIIH, Bb3CTAHOBABAHETO Ha TepanuaTa TpAbBa ja 3ano4YHe OTHORO ¢ A03a 3,125 mg asa MbTH
IHEeBHO H NOCTENEHHO Aa Obae NOBUILABAHA CMIOPEA NO-rope YNOMEHaTHTe NPEeNopbKH 3a A03UpaHe.

CuMIITOMHTE Ha Ba3oAWAaTauua MOTaT 4a ObJaT OBJaACHH NNLPBOHAYANHO Ype3 HaMalsABaHe Ha
N03aTa Ha NUYPETHUHTE. AKO CUMIITOMMTE Npoawnkar, fo3uposkata Ha ACE unxubHTopa (ako ce
npreMa) Moxke 1a ObZie HaMalneHa, cliel KOETO, aKo ¢ He0OXOAMMO fia ce HaMalld M R03HPOBKATa Ha
kapBeaunon. [1py TakuBa 0OCTOATENCTRA, IOKATO CHMITTOMUTE Ha BJIOLIABAHE Ha ChpACYHA
HEIOCTATBLYHOCT MIIM Ba3oAWNaTalua He ObaaT OBNaacHH, J03HPOBKATa Ha KapBeAWIoN He TpaOBa Aa
CE€ YBEIHYABA.,

Hayuenmu 6 cmapuecka 6v3pacm
KakTo npH Bb3pacTHUTE.

Heya
besonacHocTTa M edurkacHocTTa 1pH Acua (noa 18 roauHK) He ca YCTAHOBEHH.
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XHIEPTOHUA

Bw3pacmuu

[MpenopbuBa ce NbpBOHAYANHa A03a OT 12,5 mg BEAHLK NHEBHO Npe3 MbPBUTE ABA AHU. AKO T4 ce
noHacs no6pe, Moxe aa 6bae yBenuueHa, IlpenoppukTennarta noaabpkallia 103a € 25 mg BEAHbXK
nHesHO. I1pu HeoOXoAUMOCT 03aTa MOXKE A4 C€ MOBHIUHK MOCTENEHHO MPe3 HHTEPBAN OT ABE WIH
noBeue ceAMHLUM, KATO MAKCHMAIIHATA MpENopbYMTENTHA AHERHA 103a € 50 mg KapBEXHIION BEAHDBX

IOHERHO WIH 25 mg aBa TbTH JHEBHO.

Hayuenmu 6 cmapuecka év3pacm

[penopbUKTENIHATA MbPBOHAYATHA J03a MPH XUIEpTOHHA € 12,5 mg BeAHDbK AHEBHO, KOATO CHIIO
TaKa MOJXKE /12 C€ OKaXKE AOCTaTbYHA NPH NO-HATATBILIHO JleveHue. Ako obdaue HAMA aNeKBaTeH
KIMHHYEH OTTOBOP, J03aTa MOXe J1a ObAe MOBHILABaHa A0 MAKCHMallHaTa AHeBHa 103a ot 50 mg

BCAHBXK AHCBHO HIIH B pa3aAcC/iCHH ITPHCMHA.

Heya
be3onacHocTTa H eprKacHOCTTa npu Aeua (1o 18 roguHu) He ca yCTaHOBEHH.

CteHokapaus

Buvapacmnu
[penopnuBa ce MbpBOHaYaIHa 103a 0T 12,5 mg ABa NBTH AHEBHO Npe3 MbpsHTE ABa oHH. Cnen ToBa

[03aTa NOCTENEeHHO ¢ NOBHINABA HA 25 mg IBa ITbTH AHEBHO. AKO € HeoOX0AUMO, 103aTa MOXE 12
ObJe NOBHILEHA HA UHTEPBAIH OT ABE CCAMMLUH, KATO MPENOPBUNTENHATA MAKCHMAJIHA 1IHEBHA 11034 €
100 mg kapBeannon, pazaeneHa B ABE OTACAHH A03H (IIPHEM JIBa IBTH JHEBHO). |

Hayuenmu 6 cmapuyecka ev3pacm

[Ipenopbusa ce NbpBOHaYanHaTa A03a Npes NbpBUTE ABa AHH Ja € 12,5 mg ABa nbTH AHEBHO. Chen
TOBA TepanuATa NpoAb/KaBa ¢ A03a OT 25 mg ABa TbTH AHEBHO, KOATO € MAaKCHMAJIHATA
NpenopbLUYHTE/IHE AHEBHA J03a.

Heya
Be3sonacHocTTa H eprkacHocTTa npH Aeua (noa 18 ronMHM) He ca yCTAaHOBEHH.

[TanMeHTH CbC CHITBTCTRALIY YepHOAPOOHO 3aboaBaHe
KapBuiiekc e mpoTUBOINOKAa3aH MPH NALMEHTH C HApYLIEHa YepHOAPoOHa GyHKLHA (BXK. TouKa 4.3).

[TaLMEHTH CBC CHITLTCTBAILA HAapYLIeHa 0LOpeyna (GyHKUHSR
Hannunure ¢apMakOKMHETHYHH NapaMeTpH (BxK. TOYKa 5.2) ¥ NyONHKYBaHHTE KIHHHYHH

npoyusaHus (Bxk. Touka 4.4), npu naiMeHTy ¢ 6B0peuHO yBpexnaHe OT pasTdyHy CTENeHH
(BKIIOUHTETHO ObOpeYHa HEOCTATBYHOCT) NOKA3BAT, Y€ HE CE HAJTara KOpMrupaHe Ha
[PENOPBYHATE/IHHTE A03W KapBEAWNO NMPH NALUEHTH C YMEPEHO A0 TEKKO 610peuHo yepexaae,

IlaunenTy ¢ auaber
Bera-6nokepuTe Morar a yBe/IMYaT HHCYTMHOBATA PE3UCTEHTHOCT H /1a MACKHPAT CHMIITOMHTE Ha

XUMNOT/IUKEMHS. BBIIpeKH ToBa, MHOTO NpOY4YBaHKA Ca YCTAHOBH/IH, Y€ Ba30AWIaTUPaILH OeTa-
6710KepH KaTo KapBEAWION ca CBbp3aHH ¢ no-01aronpUaTHH ePeKTH BbpXY IIIOKO3HHA W IHNKAEH

npodun.

00J1eKYH HAKOH MPOSBH Ha MeTabOMIMTEH CUHAPOM.

HauuH Ha npuioxkeHHe

TabnerkuTe TpsbOBa Aa ce NnpveMaT ¢ AOCTATHYHO KOJIHYECTBO BOAA. He e 3aabiik
Ja ce mpHeMar ¢ XxpaHa. Benpeku ToBa, Ha NALMEHTHTE CHC CHPACYHA HEAOCTATHYHOY
npenopLuBa 1a NpUeMaT KapBeAW0/ ¢ XpaHaTta, 3a Ja ce 3abasu abcopbuuaTa H 1a CQ 3
OT OpPTOCTaTHYHA XUTNIOTOHUA.
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IIpoovrxncumennocm na revenuemo
JleueHHETO C KAPBEAHION € ABIroCpOYHO NeveHHe. KakTo npu BCHUKH OeTa-010KepH, ICYCHHETO He

Tpa6Ba PA3KO Ja ce CrHpa, a NO-CKOPO MOCTENEHHO /1a C€ HaMaJIfBa Ha CeAMUYHU UHTepBany. Topa e
0cobeHO BaXKHO IMPH NALMEHTH ChC CHITHTCTBALLO 3a60onsaBaHe HeXxeMHYHA 6ONECT HA CHPLIETO.

4.3 IlpoTHBONOKA3ZAHMA
Kapseannon He TpsbBa na ce ynorpebapa OT NaLMEHTH ChC:

L

o CBPBXUYBCTBHUTE/THOCT KbM KapBeAWI0N WIH KbM HAKOE OT NOMOLHHTE BEILECTBA, H3OPOCHH B
Touka 6.1;

- HecTaOWIHA/JeKOMNEHCHPAHA Cbpie4Ha HEAOCTAaTbYHOCT;

° KJIHHHYHO M3ABEHA YepHOApPoOHa QUCPYHKLIHUA.

Kakro npu apyrute 6eta-610kepu kapBeawion He TpaOBa Aa ce npuiara NpH NaLMEHTH ChC.

. chpieyeH aTpHoBeHTpHKyJapeH (AV) baok 11-pa win lll-ta creneH (ocBeH npH nocrapen
NOCTOSHEH NEHCMEHKDBP);

Texkka Opanukapauns (< 50 yanapa/MHHyTa);

CHHAPOM Ha OOJTHHA CHHYCOB Bb3€N ( BINTIOUMUTEIHO CHHOATPHANEH O/10K),

TEXKA XHMOTOHHUA (CHCTOMMYHO apTepuaiHO HastArane < 85 mmHg);

KapAKMOreHEeH LIOK;

aHaMHE3a 32 OpPOHXOCTIa3bM HITH acTMA.

4.4 Cnensajnn npeaynpexaeHus H npeana3Ha MepKH NpH ynorpebda

Xporuuna 3acmoina CepPoesHa HedoCmambUHOCM

[Tpy noBUIIABAHE HA J034TA Ype3 THTPHPAHe NMpPHU NALMEHTH ChC 3aCTOHHA ChPAEHHA HEAOCTATBYHOCT,
MO3KE J1a C€ BJIOWIM CHPASYHATA HeAOCTATHhYHOCT MIIH Ja ce 3aabpKar TeuHOCTH. [1pH nosdea Ha
TaKHBa CHMIITOMH TpAOBa Ja ce MOBHILM 103aTa Ha JHYPETHLHTE, a J03aTa Ha KapBeanaon He Tpabsa
/1a ce MOBHILABA 0 BH3CTAHOBABAaHE Ha KIWHHYHATA cTabunHocT. TToHskora MoxXe-Ja € HEOOXOAHMO
N03aTa Ha KapBEAWIION a ce NOHMXKHU WIK B PEKH CllyYaH JICYEHHETO BPEMEHHO J1a C€ NpPEKPaTH.
TakuBa enU30aH He MIKIIIOYBAT NMOCIECABAILO YCNELUIHO THTPUPAHE HA 103aTa KapBeaWNOI1.
Kaprenunon TpabBa a ce H3NoN3Ba ¢ NOBUILIEHO BHUMAHHE B KOMOMHALIUA ¢ AMTUTAIHCOBH
rMMKO3HWAH, Thil KaTO H ABETE JIEKAPCTBEHH BELIECCTBA 3a0aBAT AV nipoBoAUMOCTTA (BXK. TOYKa 4.5).

Bvbpeuna gynxkyws npu 3acmoiina chpoedna HeoocmamvyHocm

O6paTumo BioaBaHe Ha Op0OpeuHaTa GpyHKUMA € HabNOAABAHO MO BPEME HA TEPanHA C KapBeaAWo
Np¥ NaLHUEHTH CHC Chpe4Ha HEAOCTaTbYHOCT ¢ HUCKO KPBHBHO HaJIsiraHe (CHCTONHO

AH < 100 mmHg), ucxeMu4Ha 6051€CT Ha CbPLUETO B IHDY3HO CBAOBO 3a00nIBaHEe W/ HIH
cbbTCTBalLA 6B0peuna HeaoctaTeuHOCT. [1py naunentn ¢ XCH ¢ Te3n puckosH GakTopH
6n0peunaTa GpyHKUMs TpsOBa Ja ce MOHHUTOpHpa N0 BpEME Ha NoBHLlIaBaHe Ha no3aTa Ha KapBunekc n
NpH BlollaBaKe Ha Ob6peuHaTa HeAOCTaTEYHOCT TPAOBaA Aa C€ HAMaANM WM NPUEMBT Ha
NEKapCTBEHUS MPOIAYKT AA C€ NPEYCTAHOBH.

bpaouxapoun
Kapseaunon moxe na npeau3srka Opanvkapaua. [Ipn Hamanssave Ha CbpAetHaTa YecTOTa Moz

55 ymapa/MHH, [103aTa Ha KapBEIWION TPAOBa J1a ce MOHIKH.

Bapuanmna anzuna na Hpunymeman

JlekapcTBeHHN NpOAYKTH, NPUTEXKAaBALUK HecEeIeKTHBHA DeTa-Onokupalna akTHBHOCT, MOTaT Ja

MPOBOKHPAT rpbAHA 6ONKa NPH MaLMEHTH CbC CTEHOKapAHS, BapHaHT [IpuHumeTast. Hama knupssreh e ~
ONKT OT MPWIOKEHHETO Ha KapBeJAWIO/ NpH TaKHBA NalHEHTH. BBIpEKkH Ye KapBeansion u A Lo, /g
6nokupaino JeficTBHE H MOKe 1a IPelOTBpaTH N0ABAaTa Ha TAKUBa CHMITTOMH, TOH TpabBa /
H3MOJI3Ba BHUMATENIHO NPH NAUMEHTH, NPH KOUTO € NOJ03UPA HAIMYHETO HA BADHMAHTHA AHEW
[IpHHiMeTAan.
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Jlesoxamepna Ouchynxyun cied ocmvp Muoxapoen ungapkm

[Tpeam 3anouBase Ha NEYESHHETO C KAPBEAUION NALMEHTHT TpAOBa Ja Oblie KINIHHKWYHO CTaDMIIEH H 1a e
npueman ACE uHxuburop noHe 48 yaca npenH Topa, a fo3ata Ha ACE uHxubutopa Tpabea na e
crTabunHa B NpoABDKEHHE HA HaH-Manko 24 vaca.

Xponuunama obcmpyxkmuena benoopobrna borecm (XObb)

ITpy nauMeHTH ¢ XpoHHYHA 0OCcTpyKTHBHA GetoapobHa OosecT ¢ OpOHXOCNACTUUEH KOMIOHEHT,
KOWTO HE ¢a NOMy4aBali NepopaHO WK HHXANaTOPHO NeYeHHe, Kapeeauion TpabBa na ce uanonisa
C MOBHLUCHO BHUMAHHE W TO CaMO aKO MOTEHLUHATHATA NOJI3a HAAXBBHPIIA OTEHIIHATHHA PHCK.

[MpH nauMeHTH CBC CKNOHHOCT KbM GpOHXOCNa3bM, MOXKE 12 Bb3HHKHE PECTIHPATOPEH JAHCTpeC
BC/IEICTBHE Ha BL3MOXKHO YBEJIHYaBaHe Ha PE3UCTEHTHOCTTa Ha AWXaTteaHuTe nbTuila. [lannenture
Tpsabpa Aa 6bAAT BHUMaTENHO HabMoAaBaHy B HA4aNOTO Ha TeparkaATa ¥ Npy NOBULIABAHE HA 103aTa
Ha KapBEAWIO H 103aTa Ha KapBeauno TpsOBa Ja ce MOHKXKH, aKo M0 BPEME HA JIEYEHUETO HMa
noKa3aresiCTBa 3a HPOHX0OCNAILM.

HHuabem

TpabBa fa ce BHUMaBa NpH NPHIOKEHUE HA KAPBEAWIO)N Ha NALMEHTH ChC 3aXapeH AMaleT, ThH KaTo
PaHHKTE MPU3HALKA U CHMIITOMH Ha OCTpa XHINOINIMKEMHA MOrat aa ObaaT MAaCKUpaHH MIIH OTCITA0EHH.
[Ipu nalMeHTH ¢ XpOHHYHA ChPACYHA HEQOCTATHYHOCT W nHaber, ynorpebara Ha KapBeAWION MOXE

Aa BJIOLIH KOHTPpOJIa HA KPBEBHATA 3axap.

Ilepughepno cvdoso 3abonasane u gperomen na Peuno

Kapeeawnon Tpabpa na ce U3Mon3Ba C NOBULIEHO BHUMaHHE MPH NalMEHTH, CTPaAallM OT nepudepHu
LMPKYIaTOPHH HapylueHHs (Hanp. ¢peHoMeH Ha PeliHo), Thit kato Gera-Onokepure Morar 1a
OTK/TIOYAT WIH Ja BJIOLIAT CUMITTOMWTE HA apTepHaliHa HEAOCTAThYHOCT.

Tupeomoxcuxo3a
KapBwiekc, KakTo M Apyrure cpeacTsa ¢ 6eTa-010KHpaLllM CBOHCTBA, MOXKeE 1a MACKHpa CHMITTOMHTE

Ha THPCOTOKCHKO34.

Deoxpomoyumom

IMpu nauMenTy ¢ PeoxpomouuToM TpsOBa Aa ce 3aN0YHE ¢ JeyeHHe ¢ anda-61okep npenu
NpUIoKeHUeTo Ha GeTa-Gnokep. Burpeku, ye kapsequioNn npuTexasa H anda- H 6era-610knpaio
dapMaKkonOrH4HO AeHCTBHE, HAMA AOCTAThYHO OfMT B JIEYEHHETO Ha TOBA 3a00/ABAHE H CHOTBETHO
TOM TpAOBa f1a ce npuiara ¢ 0cob6eHo BHUMaHHE NPH NALIMEHTH, NIPH KOKHTO Ce NMoA03Hpa HATWYHETO

Ha TOoBa 3abondBaHe.

Cepwvxuyscmeumennocm

HeobxonuMo € BHUMaHHE NMpH NMPHIOKEHHE Ha KapBEIWIO Ha MalHEHTH ¢ AaHAMHE3a 338 TEXKKH
peaKklHH Ha CBPBXUYBCTBHTEIHOCT H MPH TaKHBA, NOJIOKEHH HA IECCH3HOMNHU3MpALLO NeveHHe, THH
kaTo OeTa-010KepUTe MOraT 1a NOBHILAT KAKTO YYBCTBHTEIHOCTTAa KbM ANEPreHHTE, TaKa H TEXKECTTa

Ha aHA(pWIAKTUYHHTE peaKLUH.

Texcku kOOKICHU pearkytiu ,,

[To BpeMe Ha NIEUEHHETO C KapBEJWION ¢€ ChoOINAaBa 38 MHOrO PEAKH CNIy4aH Ha TCKKH KOXKHH
HeXeJIaHH PeakLIK KaTo TOKCUUHa enuaepManta Hekponusa (TEH) u cunapom Ha CTHBBHC-
JbkoHCHH (BXK. TOuKa 4.8), KOWTO € Bb3MOXHO Aa ce Ab/DKAT Ha KapBeaunol. B rakusa ciryyau
NPHEMBT HA KapBeaunon TpadbBa aa ce npeycTaHOBH.

[lcopuasuc
[TauMeHTH ¢ aHaMHeE3a 3a NICOPHA3KC, CBbP3aH ¢ JieueHue ¢ Oera-Onokepu, TpsbBa na npHeMar

KapBEAWION CaMO Clie/l NPELICHKa Ha ChOTHOLIEHHETO T0JT13a/PHCK.

Anecmeszun u 2oremMu onepayuu |
[Ipy nauHEHTH NOANEkKALM HA OOLUH XHPYPrHYHH HHTEPBEHLHH C€ H3HCKBA MTOBHLICHO fHP
nopajd CHHEPrUWYHK HEraTHBHH HHOTPOMNHH eeKTH Ha KapBEAWION M aHECTETHLIMTE.
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Bzaumooeticmsue ¢ opy2u 1eKapcmeeny npooykmu

Hanuie ca peauua sHauuMu papMakOKMHETHYHH H PapMaKOAHHAMHYHH B3aUMOIEHCTBHA C JpYrH
JIEKapCTBEHH NMPOAYKTH (Hanp. AUrOKCHH, LUKIIOCTIOPHH, PHPaMITHLUKH, aHECTETHLIH, AHTHAPUTMHYHH
NIEKapCTBa), BIDKTE TOUKa 4.5,

EOonospeMenno npunodicenue ¢ Karyuesu anmazonucmu
KoraTto xapBe1uion ce U3noa3sa €1HOBPEMEHHO € KAJILMEBH AHTArOHUCTH, OT BH/A Ha BepanaMul H
AWITHA3EM WIH € JPYTH AHTHAPHTMHLM € HeoOX0auMO BHUMaTEnHO MoHHTopHpaHe Ha EKI u

apTEPHATTHOTO HAJIATAHE.

Konwmaxmmuu aewgu
[lauueHTHTE, HOCELIIH KOHTAKTHH A€M TpaOBa Aa 6bAaT npeaynpekAaBaHK 3a Bb3MOXKHA peAyKLUHA

Ha C'b3HATA CEKpEeLUs (TakpuMaliug).

Cunopom na omuemane
JleueHHeTo ¢ KapBeAWION He TPAOBA J1a Ce MpeKpaTaBa PA3KO, OCOOEHO NPU NALMEHTH C UCXEMUYHA
Sonect Ha chpLeTo. Tepanuara ¢ KapBeanion TpabdBa aAa ce NpeKpaTABa NOCTENEHHO (B paMKHUTE Ha |-

2 ceaAMHLIH).

IloMOImHH BelnecTBA

Jlakxmosa

To3u JekapcTBEH NMPOAYKT ChAbpaKa NakTo3a. [lanueHTy ¢ peakn HacneacTBeHH npobneMy Ha
HEMOHOCHUMOCT KbM ManakTo3a, MbJieH J1aKkTa3eH AepULMT WIK roKo30-ranakro3Ha Manabcopdbuus He
TpabBa Aa NpUeMaT TOBA JIEKApPCTBO.

Hampuu
Tosa nekapcTBO CbABPKa No-mManko o1 | mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXE 21a C€ Kaxe,
ye NPaKTHUECKH HE ChABbPXKa HATPHM.

4.5 BiauMoaeHCTBHE ¢ APYI'd NeKAPCTBEHH NMPOAYKTH H ApPYrH GOpMH HA B3IAUMOAEHCTBHE
DapmMaroKuHeMmuIHU 83QUMO0CHCMBUR

Bausnue na xapeeouion evxpxy papmaxoxunemuxama Ha Opyzu 1eKapcmeenu npooyKmu
Kapeeannon e cybcTpar u MHXHOUTOP Ha P-rnukonporenHa, nopaau Koeto OHOHATUYHOCTTA Ha
NeKapcTBa, TPAHCNOPTHPAHHU OT P-rnMkonpoTeHH Moxe na Obae yBenuyeHa npy eIHOBPEMEHHO
[IpUNOXKEHME Ha kapBeaunoi. B nonbnHeHue, GUOHANIMYHOCTTA HA KapBeAWIONn MoxXe 1a Obae
MOAHG(HUKHPAHA OT HHAYKTOPH WIX HHXHOHTOPH Ha P-rnHKonpoTenH.

Huxubutopu, kakto H MHAYKTOpH HA CYP2D6 n CYP2C9 Moxe na NnpoMEHAT CTEpPeOCeNeKTHBHO
CHCTEMHHS HW/WIH npeAcHcTeMeH MeTabONMU3bM Ha KapBEAWIION, KOETO BOAH AQ yBeJIMUaBaHe UK
HaMaJIABaHE Ha TU1a3MEeHHTE KOHUEHTPALUMH Ha R n S-kapseawnon (Bx. Touka 5.2). HakoH npuMepm,
HabnonaBaHy MPH NALMEHTH WM NPH 34paBH HHAHBUAH, Ca JAACHH NO-A0JTY.

HHuzoxcun
KoHueHTpauuHTE Ha AMroKCHH ce yeenHuaear ¢ 10 20%, Kxorato JUroKCHH H KapBeAWION Ce
MpUJIaraT eIHOBPEMEHHO. 3HAaUMTENHO NO-ToNAM eeKT ¢ HabMoAaBaH NPH NALMEHTH OT MBXKKW NOA
B CPABHEHME € MALMEHTH OT XeHCKH non. [IpenopwuBa ce 3acHneHo MOHHTOPHpaHe Ha
KOHLIEHTPALIMMTE Ha JUrOKCHH MpPH 3aMOoYBaHe, adanTHPpaHe WK MPeyCcTaHOBABaHE HA JICYEHHETO C
KapBeAMAOI. (BHX TouKa 4.4).

Kapseaunon He BIIHAC BPXY NPHWIOKECHHAA HHTPABEHO3HO THIOKCHH.

L{uxnocnopun u maxkpoaumyc
B nBe npoyupaHua Npu nauyeHTH ¢ 6b0peuna U copaeyHa TpaHCIUIaHTaLUs Ha nepop
LHHKJIOCIOPHH € HabMoaaBaHO YBEeJIHYECHHE Ha MUIa3MEHHMTE KOHLIEHTPALIMH HA LM
3aMouBaHe Ha JeueHHETO ¢ kapeeannod. [1pu okono 30% or naumedTH, no3aTa Ha l &4
TpAOBa Aa ce MOHWXKH, 3a J1a Ce NOANbP)KA KOHUEHTPAUHATA HA LIMKJIOCTIOPHH B paM@WiTs
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TeparieBTHUHHA 06XBAT, 10KaTO MIPH OCTaHANaTa 4acT He ¢ HeobxoauMa kopexuua. Karo uino, nosara
Ha LHKJIOCTIOPHH TpsOBa aa ce noHwxu ¢ okono 10 go 20% rnpy Te€3u naLMeHTH.

MexXaHHU3MBT Ha B3aUMOIEHCTBHE HE € H3BECTEH, HO MpUYMHATA MOXE Aa Obae UHXUOKHpaHeTo Ha
ypeBuua P-rivkonpoTeH ot kapeaunon. Ilopaau sapHabunHocTra Ra HUBATA HA UHKJIOCTIOPHH NpH
OTAEJIHWTE NMALHEHTH C€ Npenopbyba clie] 3anQ4YBaHe Ha TEpaNuA ¢ KapBeAWI0, KOHUEHTPaLMHTE Ha
LIMKAOCTIOPHH Aa ¢ce Hab/101apaT BHUMATETHO H aKO € HEOOX0AUMO 103aTa Ha LIMKJIOCTIOPHH J1a ce
KOPHUIrHpa HHAMBHAYATHO. B ciy4aii Ha HHTPaBEHO3HO NMPUIOIKEHHE HA LIMKIIOCTIOPHH HE Ce O4aKBa
g3auMozelicTeue ¢ kapseawnon. Uma cuuio uHaukauny, ye CYP3A4 yuyactea B MeTabosin3Ma Ha
kapseawion. Toit kaTto Takponumyc e cyberpar Ha P-rnuxonporenn n CYP3A4, Herosata
¢apMaKOKHHETHKA MOXE ChILO [a OBb/ie MOBJHAHA OT KapBEIWION YPE3 TE3H MEXaHU3MH Ha
B3aUMOAEHCTBHE.

Bausnue na Opyzu aexapcmea 8vpxy apmMakoKuHemuxama Ha Kapeeowion

Uuxuburopute, kakto U nHaykropute Ha CYP2D6 u CYP2C9 Morart aa npOMEHAT CUCTEMHHS W/ HIH
NpeACHCTEMHUSA METabOIHIBM Ha KapBEHION CTEPEOCENEKTHBHO, KOETO YBE/IM4aBa WK HamansaBa
NIa3MeHUTE KOHLIEHTpalMHK Ha R n S-xapseaunon (Bxk. Touka 5.2). Haxou npuMepH, HaOmogaBaHu
MPH NanMEeHTH WIH NPH 30paBy UHAWBHAM Ca U3OPOeHH No-a0y, HO CIUCBKBT HE € H3YEPIaTENCH.

Amuodapon

B in vitro npoyuBaHe ¢ YOBELIKH YEPHOAPOOHH MHKPO3OMH € YCTAaHOBEHO, 4€ aMHOAAPOH H
Ne3eTWIAMHORAPOH HHXHOHpAT OKHCJIEHHEeTO Ha R- u S-kapeeaunon. MyHMManHaTa KOHLEHTpaLs
Ha R- 1 S-kapBeai/ion 3HaUMTENHO Ce yBE/IM4aBa 2,2-KpaTHO NPH MALKHEHTH CbC ChpAevHa
HEAOCTATHYHOCT, NOJMyUaBallld KApBEAWION H €IHOBPEMEHHO aMHOJAPOH B CpaBHEHHE ¢ MallHEHTH,
NOMIOKEHH Ha MOHOTEpanus ¢ kapeenwinoin. EdexrsT Ha S-kapBeaWION €€ NPHITKCBA Ha
AC3ETHIAMHOAAPOH, META0ONHT Ha aMHOAapOHa, KOMHTO e ciieH HHxHbuTop Ha CYP2C9. .
[penopbuBa ce HabmoaeHKe 3a npossa Geta-610Kkana NPH MAUKEHTH, JIEKYBaHH ¢ KOMOHHALWA
KapBeIUI0J U AMHUOAapOH.

Pugamnuyun

B npoyusase npu 12 3apaBu 106poBONLK, MPUIArAHETO Ha pHPAMNULIMH HAMaNABA MUIA3MEHUTE

' KOHIIEHTpAalliH Ha kapBeawion ¢ okono 60%, Hali-BepoATHO Ype3s HHAYKLMA Ha P-riiMKonpoTenHa,
KOETO BOJAM A0 HaManasaHe Ha upeBHarTa abcopOuma Ha xapeeawnon. Heobxonumo e na uma crtporo
HabmoaeHKne Ha OeTa-0s10Kkanara Mpu NAUKEHTH, NMPUEMALLH €THOBPEMEHHO KapBEIKIION H
pHAMITHLIMH.

dpyoxcemun u napoxkcemun
B pannoMu3upaHo, KpLCTOCAHO MpoyYBaHe npH 10 naiHeHTH ¢bC CHpAEYHA HEAOCTATBHHHOCT,

€IHOBPEMEHHOTO MPHAOKEHHE Ha QITyOKCeTHH, MolleH HHXHOUTOp Ha CYP2D6, Boau no
cTepeoceNeKTHBHO HHXUOHpaHe Ha MeTabon3mMa Ha KapBeanon ¢bC 77% yBenuueHHe Ha cpeaHarta
AUC Ha R (+) eHaHTHOMeEpa U CTATHCTHYECKH He3HaYHMo yBenuyeHue ¢ 35% na S (<) AUC na
eHaHTHOMEpa, B cpaBHEHHE ¢ Tiaueho rpyna. Burpeky TOBa MEXTy TepaneBTHYHHTE IPYIIH HE CE
Ha0JIIonasa pas/iMKa 1o OTHOLUEHHE Ha HEXENAaHKUTe ChbOUTHA, aPTEPHATIHOTO HaNAraHe WiH
chplieuHaTa yectora. EdexTbT Ha enHoKpaTHaTa A03a NapOKCETHH, MOLIeH HHXHOUTOp Ha CYP2D6,
BbPXY (PapMaKkOKHHETHKAaTa Ha KapBeawion ¢ 6un wacnensan npu 12 3apasu no6poBonum cien
eJJHOKpaTeH nepopaieH npueM. HezaBucUMO OT roNSMOTO YBETHYEHHE HA BNUAHHETO HA R- K 5-
KapBeAKIO, MPH T€3H 3ApaBK HHAMBHAYW He ca HabnoaaRaHW KITHHHYHH €EKTH.

Aaxoxon
EnHoBpeMeHHaTa KOHCYMaLMs Ha aJIKOXOJ1 MOXKE 71a MOBJIMA€ Ha AaHTHXHNEPTEH3IMBHOTO NeficTBHE Ha
KapBeAWION H Ja NPHUYKUHH Pa3iInYHH HEXETaHH peakUH. JloKa3aHo €, ue KOHCYMALIMATA Ha allkoxod
MMa OCTPH XHMOTEH3UBHH eeKTH, KOUTO BEPOATHO YBEIHUYABAT NOHMKABAHETO HAa KPBBHOTO ‘
HansArase, NPUYHUHEHO OT KapBeAUno. ThH KaTo KapBEeAW10J € ¢1ab0 pa3TBOPHM Bb8 BOJIA, BP
Pa3TBOPHM B €TAHOJI, HAJTHMHETO Ha ANKOXO0J1 MOXKE J1a MOBJIHAE CKOPOCTTA H/HIIH CTeneHT \’,

abcopOuus Ha KApBEAMNON Ype3 NOBUIIABAHE HAa HEroBaTa pasTBOPHMOCT. OCBEH TOBa € POKE3AHAY
kapBeaunon ce Metabonusupa yacTuuHo oT CYP2E], eH3uM, 3a KOHTO € U3BECTHO, Ye celHIgY i
HHXHOMpa OT ankoxoJa,
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Cox om epeiinghpym

KoHcymauuaTa Ha eauHH4Ha no3a ot 300 ml cok ot rpeHndpyT Boan A0 1,2-KpaTHO yBENHUEHHE Ha
AUC Ha xkapBeauion B CpaBHEHHE ¢ BoaaTa, Beripeky ve KIHMHHMHATA 3HAYMMOCT Ha TOBA
HabmoneHHE € HESCHA, NPENOPBLUYNTENTHO € MALMEHTHTE Aa H30AreaT eAHOBPEMEHHOTO NMPHUEMaHE HA
COK OT rpeHndpyT, NOHE I0KATO Ce YCTAaHOBH CTabWIHa Bpb3Ka 103a-0TroBOP.

DOapMakoIHHAMHYHH B3AHMOACHCTBHS

Hucynun unu nepopanvu Xuno2iukemMuiiu cpeocmesa

JlekapcTBeHMTE NpoaykTh ¢ Oera-6oKknpaly cBOHCTBA MOTaT Aa YCHIAT XUIOTTHKEMHYHHA €DeKT
Ha WHCYJIHH W Ha NEPOPATTHHTE XHNOIIIHKEMHYHH cpeacTaa. [Ipu3HaumTe Ha XUNOTIHKEMHSA MOTaT Ja
ObAaT MACKHPaHH WIM CMEK4YeHH (ocobeHo TaxHukapaud). [lopaau ToBa npH NaLMEeHTH, NpHEMaLLH
MHCY/THH WIH NEPOPAITHHA XHIIOTIIMKEMHYHH CPEACTBA CE NPENopbyuBa PEROBHO HAOIIOAEHHKE HA
rMI0Ko3aTa B KpbBTa(BXK. ToOuKa 4.4),

Cpeocmea, koumo uuepneam Kxamexoramuna

[TauMeHTHTE, KOUTO IIPHEMAT €IHOBpEMEHHO OeTa-ONOKEpH ¥ 1EKAPCTBO, KOETO MOXKE Ja H3YepIH
KaTeXOJaMMUHHTE (Hanp. pe3eprnyiH 4 HHXUOUTOPH Ha MOHOAMHUHOOKCHAA3aTa), TpAOBa aa 6baar
Hab1101aBaHH BHUMATEJTHO 32 NMPH3HALIM HA XHIIOTOHHA W/WIH TeXKKa Opaaukapans.

Huzoxcun
KomOuHHpaHOTO w3non3saHe Ha 6eTa-0JloKkepH W AHFOKCHH MOXKe Aa NOBEE N0 AONBJIHHTETHO

yAb/DK2BaHE Ha BPEMETO Ha aTPHOBEHTPHKYJTapHaTa (AV) NpoBoIHMOCT (BX. Touka 4.4).

He-ouxuoponupuounoeu baoxepu Ha Karyuesume KaQHARU, AMUOOAPOR Wil Opy2u GHMUapUmMMuInu
cpeocmead

B koM6GuHaLMa ¢ KapBEAWION MOTaT 1a YBENHUAT pucka oT AV npoBoaHu Hapyuenus. Habmonasasu
ca W30JIMPAHM ClIyYay Ha HapyWICHHE HA NPOBOAUMOCTTA (PAAKO C HAPYLIEHKHE Ha XEMOJAHNHaMHKaTa),
KOraTo KapBeAWJION Ce NpHiara eHOBPEMEHHO ¢ AWATHa3eM. KakTo ¥ npu ApYry npoayKTH ¢ beTa-
O/IoKMpalliM CBOMCTBA, aKO KapBeawno TpaOBa na ce npHaara rnepopaiHo ¢ He-
AUXUAPONIUPHAMHOBUTE DJIOKEPH Ha KAJILIMEBHTE KAaHAIH OT BHAA Ha BEpanaMHi WIIH IHIITHA3EM,
aMHOAPOH WIH APYrH aHTHAPUTMUYHH TIPOAYKTH, C€ Nnpenopbysa aa ce koHTpoarpa EKI™ u
KPBbBHOTO HAJIATAHE.

Kronuoun
EnHOBpeMEHHOTO NPHIOKEHHE HAa KIOHU/AKH ¢ OeTa-0oxepH MoXe 12 3aCWIH XHNOTEH3HBHUTE H

NOHKXKaBallKTe cbpAcyHaTa YecToTa edexTu. Korato TpabBa na ce npekpaTH eAHOBPEMEHHOTO
neyeHHe ¢ Oeta-6710KkepU M KNOHHAHH, ITLPBO TpAOBa ha ce npeycraHoBu Oeta-Onokepa. Tepanuara ¢
KJIOHHAHH MOXE Jia Ce MPEeYCTAHOBH HAKOJIKO JHH T0-KbCHO YPe3 NOCTENEeHHO MOHW)KaBaHe Ha

Ao3arta.

Aumuxunepmenzuenu cpeocmed

Kakrto u npyrure 6¢Ta-6nokepH, Taka H KapBeAWI0J1 MOXKE Aa NOTEHUHpa edeKTa Ha APYrH
€AHOBPEMEHHO NPHEMAHH AHTUXUNICPTEH3UBHH CpeacTBa (Hamp. anga;-peLenTOpHH aHTaroHHCTH),
WIH NPH KOHTO XUIIOTOHHATA € HacT OT NMpO(na Ha TEXHHTE HEXKENIAHH peaKLIHH.

Anecmemuyu
[To BpeMe Ha aHeCTE3UA Ce NpenopbUBa BHUMATENIHO NPOCEAsBaHE HA ) KM3HEHHTE NOKA3aTe/NH

nopaau CHHEPruyHATC, HCraTHBHH, HHOTPOIMHH H XHITOTCH3NBHH EqJEICTH Ha KapBCIaIHION U
AHCCTCTHULIHMTC.

Hecmepoudnu npomusoswv3narumennu cpedcmsa (HCIIBC)
EanospeMennoro npunoxeHue Ha HCIIBC u 6era-bnokepn Moxe 12 1oBEAE N0 NOBHIIHE Hﬁwﬂ o
apTEPHUATIHOTO HANATAHE U NO0-C/1a0 KOHTPOJ BBPXY HETo. ‘§}
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Bema-azonucmu ¢ bponxoounramupango oeucmeue
Hekapanocenektueuute GeTa-GiokepH aHTaroHHW3KWpaT OpOHXOAHNAaTHpaLUiuTe eQeKTH Ha OeTa-
aroHMcTHTe ¢ OpoHxoaunaTupailo aeicteue. [IpenopbuBa ce BHUMATENHO HaOAKOAEHHE HA

NANHCHTHTE.

4.6 DepruanTter, 6peMEeHHOCT H KbpMeEHe

bpemeHHOCT

[TpoyuBaHHUATA BLPXY )KHBOTHH Ca [0Ka3any penpoyKTHBHA TOKCHYHOCT (BK. TOUKa 5.3).
TToTeHLUMATTHHUAT PHCK MPH XOpa HE € HIBECTEH.

Bera-GnokepuTte HaMaNsBaT MJaLeHTapHaTa nepdysusa, KOETO MOXE 1a AOBee 10 HHTPayT¢pUHHA
CMBPT Ha IUI04a, HE3PENIOCT Ha TUI0Ja H NMPEXAEBPEMEHHO paxcaaHe. OCBEH TOBA MPH IU10]a K
HOBOPOAEHOTO MOraT Aa ce HabMIOAABAT HEXEJIaHH JIEKAPCTBEHH Peakury (0COOEHO XHMOTIMKEMHA H
Gpaavkapaua). Bb3MOXXHO € NPH HOBOPOAECHHTE B MOCTHATANHHUA NMEPHOA A2 CC MOBHLIN PHCKDBT OT
chpAeYHH U 6enoapobHM ycnoxHeHua. [1pu npoyusaHHUATa BbpXY XKHBOTHH HE € 0Ka3aHa

TEpAaTOreHHOCT Npu ynotpedara Ha KapBEAWIOJN.

Hsma aocTarsbuHO KIMHHYHH JaHHHM 3a ynotpebaTa Ha KapBeAWIo/] NpU OpEeMEHHH XKEHH.

Kapseaunon He TpabBa Aa ce H3N0A3Ba NO BpeMe Ha OPEMEHHOCT, OCBEH B CITYYaWTe, KOraTo
OYaKBaHATA 1107138 HAABHILABA NOTEHIIHAIHUA PHUCK.

KtpmeHe
[TpoyuBaHHATA BLPXY KHBOTHH MOKA3BAT, He KApBEAWION HIIH HETOBHTE METa0OJIMTH Ce EKCKPETHPAT

8 kbpMara. He € H3BECTHO Jany KapBeAWI0/l Ce €KCKPEeTHPa B KbpMaTa npH xopa. Benpeku Toea,
noseyeTo 6eTa-OnoKepy, NO-CNeLHaNHO JTHNOPUIHUTE CHEAHHEHHA, NPEMHHABAT B KbpMAaTa, MaKap H
B paannusa crened. [lopaau ToBa, No BpeMe Ha leueHne ¢ KapBeJHUJION HE Ce MPenopbYBa KbPMEHE.

4.7 EdexTn Bupxy cnocobHocTTa 32 modpHpane H padora ¢ MANIHHH

He ca npoBexaaHH npoy4YBaHHs 3a e(peKTHTE Ha KapBEAWION BbPXY COCOOHOCTTA HA NalKeHTHTE Aa
wogupat U paboTAT ¢ MALIMHM.

Mopaau HHAMBHAYANHO NPOMEHIHBH peakumy (Hanp. 3aMaiBaHe, yMopa), CrtocoOHOCTTA 32
wodHpaHe U paboTaTa ¢ HHCTPYMEHTH W MallWHK MoraT Aa ObaaT HapyuwieHd. KakTo npu apyru
nexapcTBeHM NPOAYKTH, KOHTO NPEAN3BUKBAT NPOMEHH B apTEPHAITHOTO HAJIATAHE, MALMEHTHTE,
npuemaiuy Kapsunekc, TpaGea na 6paaT npeaynpeieHy Aa He WMoGHpaT WK fa He paboTar ¢
MALLKMHY, aKO UMAT 3aMaiiBaHe WIH CBbP3aHU CUMITOMHU. ToBa € BAIMAHO 0COOEHO B HAYAIOTO HA
NeYeHHETO, ClleA NOBHIIABaHE HA 103aTa, NNPH 3aMsHa Ha MPOAYKTA, KAKTO W NMPpH KOMOHWHALMA C
ANKOXOJ1.

4.8 HexenanH leKapCcTBEHH peaKIHH

HexxenaHuTe peakLHH ca H30pOEHH CbIIacHO cHcTeMO-opraiHuTe KiacoBe HAa MedDRA u
KaTErOpHHTE 3a YECTOTA, KAKTO cleaBa: MHOro vectH (>1/10), yectu (21/100 no <1/10), HeuecT
(>1/1 000 no <1/100), peaxu (>1/10 000 no <1/1 000), muoro peaxu (<1/10 000), ¢ HeH3BecTHa

yecToTa (OT HATHYUHHTE JaHHHU He MOXe aa Hbae HanpaBeHa OLCHKa).

Ta6nuua 1 no-nony o6obuiaBa HeXKEMAHUTE PEeaKLHH, 33 KOHTO € OW/10 CLOOLIaBaAHO B KIIHHHYHH
NPOYYBaHHA CBC CIEAHUTE NOKAa3aHHA: XPOHUYHA ChPAEYHA HEAOCTAThYHOCT, JIEBOKAMEpHA

OONnecT Ha CBPLETO.
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Tabauua 1 Hexxenann iekapcTBeHH peaKUHH OT KNIHHHYHH NPOYYBAHHA

CHCTEMA H CBCAHHHUTCIHATA THKAH

CHcTeMO-Opranes Kiaac Hexe1aHa peaknns YecToTa

HapyiueHus Ha KpbBTa U IMM¢HATA AHemud YectH

cucremMa
TpoMOOUHTONEHHS Penku
JleBKOMEHHA MHoro peaku

CbpaeyHH Hapyll€HUS CopaeuHa HEMOCTATBYHOCT MHoro uecTu

. bpannkapaus YecTH

XunepponeMHs (fL1eTopa) YectH
ATpHOBEHTpHKY1apeR 010K Heuectn

’ AHIrHHa NEKTOPHC HeuecTn

HapyiwieHus Ha oudre YspexaaHe Ha 3pEHHETO YectH
Hamaneno chiaseHe (CyXoTa B OYHTE) - YecTy
JlpasHeHe Ha OUYHTE YectH

CroMalIHO-UpPEBHHU HApYILIECHUA ["'agene Yectn
inapus YecTH
[ToBpbliane YecTH
Jlncnencus YecTH
KopemHa 6oJika YectH
3anex Heyectn
Cyxora B ycTara Penku

OO611H HapylieH!A H €éPEKTH Ha AcTteHns (ymMopa) MHoOro 4ecTu

MACTOTO Ha NPHIOKEHHE HA Ortox YecTH

npenapara Bornka | | YectH

XenaTtoOHIHAPHU HApYLICHHS VBenuueH ajlaHHH aMHHOTpaHCcdepasa MHoro peaxu
(ALT), acnaprar amuHoTpaHcdepaza (AST)
H rama-rayramuarpancpepasa (GGT)

Hapyuienys Ha BKMyHHATa CHCTEMA CBpBX4YYBCTBUTE/IHOCT (AJIEPTHYHHE MHoro peaku
pEaKkLHH)

Hudexunn n HHPeCcTaunK [1HeBMOHHS YecTH
BpoHXHT YecTH
Mnbekunn Ha ropHdTe A¥XaTeaHd npTHIIE | Yecty
Uudekiiiy Ha THKOYHHUTE ITHTHILA YecTH

Hapyiienna Ha Merabonnima m [MorMinaBaHe Ha TENECHOTO TErNO YecTH

XPaHEHETO XHnepxonecTepoicMus YecTH
HapylueH KOHTpON Ha KpbBHATa 3axap YecTn
(XUneprimkKeMHus, XHINOrJIHKEMHA) nNpy
NauXWeHTH ¢ YCTAHOBEH AHaleT

HapyiueHns Ha MycKylHO-CKeneTHara | bonka B kpaHHHUHTE YecTH

[MMKOYHHTC HbTHilA

O0bOpeynaTa PyHKUHMS NMPH NALHEHTH C
AHDY3HO CLAOBE 3abongBaHe W KWK

chIbTCTBaLNA OBOpeYHa HEAOCTATHLYHOCT

HapyuieHns Ha YPHHUPAHETO

MHKOHTHHEHIIMA Ha ypyHaTa

Hﬂp}’ﬂlEHHﬂ Ha Bb3NPOH3BOIAHUTC/IHATA

EpexTuntna auepyHKUKA

CHCTEMA H I'bpaaTa
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Hapyienuns Ha HepBHaTa cHcTEMA CBeTOBLpPTEX Muoro yecTu
I"'naBobonue MHOTO YeCTH
CHHKoN, NPECHHKON YecTH
[TapecTe3ns HeuecTu
[TcuxuuHKn HapyLWIeHNA Adenpecus, NOTHCHATO HACTPOCHHE YectH
J HapyuieHHa Ha CbHA HeuecTH
Hapywenns Ha 666peuwrre u B1OpeyHa HEAOCTATHYHOCT K AHOMAJIHH Ha Yectu




PecnupaTopHH, rpbAHH H 3aTpyAHEHO AHIlaHe YecTn
MeIHACTUHAIIHA HApyLUeHUA

benoapoben oTok Yectn

AcTMa MpH npeapasnojokeHd naudeHTH | Yectn

Hazanna koHrecus Peaxn
HapyuieHus Ha xo)kaTa M noakoxHarta | KoxKHH peakuuu (Hanp. ajlepruvHy Heuecrn
THbKaH €K3aHTEMa, RACPMATHT, YPTHKApHi, cbpdex,

MCOPHATUYHH H JIMXEH IVIAHYC KOXKHH
JIE3HHU), anoneuus

TeXKH KOXKHH HEXKENaHH peakuuH (tokcudHa | MHoro peakwu
enuaepMaiHa HeKpon3a, CHHAPOM Ha
CrrBbHC- JDKOHCHH, epuTeMa MynTHdopMe)

C1a0BH HapyLICHHA XHUIMOTOHMS MHoro yecTu
OprocTaTHuHa XMIIOTOHUA YecTu
Hapyuienuns Ha nepudepHoTo YectH

KpbrooOpallieHHe (CTyAeHH KpaitHHLH,
nepudepHa cpaoBa bonect, 06oCTpsHE Ha
HHTEPMHUTETHO HAKyLBaHe H (PpeHOMEH Ha
Peiino)

XHIIePTOHHA Yectu

Onucanue Ha u3Opanu HexCeaarnu peaKyuu:

YecToTaTa Ha HEXENAHUTE PEAKIIHM HE 3aBUCH OT 103aTa, ¢ U3KTIOYEHHE HA CBETOBBPTEXKA,
HapyileHoTO 3peHue H OpaaukapauaTa. CBETOBBLPTEKBT, CHHKOMBT, IMaBOOOTHETO U aCTEHHUATA
OOMKHOBEHO ca ¢1ab0 U3pa3eHH U € NO-BEPOATHO Jia ce HabMoaaBaT B HA4ANOTO HA JIEUEHHETO.

Ilpu noBHIIaABaHE Ha A03aTa Ha KApBeAWI0A NPH NaLHUEeHTH CbC 3aCTOMHA ChpACYHA HEAOCTATBYHOCT
MOraT fa ¢€ HabMoaaBaT BIOUIABAHE HA ChpACYHATa HEJOCTATBYHOCT M 3a0bPKAHE HA TEUHOCTH (BXK.
Touka 4.4). |

CbpaeyHaTa HEAOCTATHYHOCT € MHOTO YECTO ChoOLLABaHa HexeNaHa peakLus NPy NALMEHTH C
NeBoKaMepHa AUCQYHKLIMA ClieAl OCThp HH(APKT Ha MHOKAPAA ¥ B IpyNaTa NMaLuueHTH, JIEKYBEHH C
anedo (14,5%), 1 B rpynara nauueHTy, AeKyBaHu ¢ kapseaunon (15,4%). Obparumo BnowaBaHe Ha
OpOpeunara GpyHKUMA € HADMOAaBaHO MPH JICUCHHE C KAPBEAWION NP NALMEHKTH ¢ XPOHHUYHA
ChpACYHA HEAOCTATBYHOCT ¢ HUHCKO apTEPHAITHO HAJIAraHe, HCXeMHUYHA D0IECT Ha CBPUETO B AUGY3IHO
ChAOBO 3a00nABaHe H/HWIH CHITBTCTBAILA 6BOPeUHa HEAOCTATHYHOCT (BXK. TouKa 4.4).

HDCT-HHPIEETHIIFOBH HEMXCIaHR ﬂélﬁ!ptTBﬂHﬂ PCAKIIHH

Cneanure HexeNnaHy peakuuu ca Ounu waeHTUGHLHPAHU N0 BpEME HA MOCT-MAPKETHHIOBAaTa
ynotpeba Ha kapseannon. Toi KaTo Te3n chOHTHA ca JOKNIaABaHH NPU NMOMyaaliks ¢ HeONpeaeneHa
rojeMUHa, HE BHHAru € Bh3MOXKHO 2 C€ HAMPaBH HaZeKAHA OLlEHKA HA TAXHATA Y€CTOTa W/ WK 1a ce
yCTaHOBM NMPUUUHHO-CJIEACTBEHA BPB3Ka ¢ Bb3/eHCTBUETO HA JIEKAPCTBEHUSA MPOAYKT. -

Cvpoeunu napyuenus
CHHYCOB apecT npH NMpeaApasnoNOKeHH NAHEHTH (HANpUMep NaLKMeHTH B HANPeAHAJIa BH3pacT WIH

NaLUHeHTH ChC ChLUECTBYBaLIa Opaaukapana, AMCPYHKLMA Ha CHHYCOBUS BB3€EN WIH
aTPHOBEHTPHKYJNApEH ON10K).

Hapywenun na memabonusma u xpanenemo
[Topann Oeta-Onokupallidre CBOHCTBA CHILO TaKa € Bb3MOXKHO JJATCHTHUAT 3aXxapeH aHadeT na ctaHe
ABeH, ABHUAT AHabeT na ce BIOLIM U KOHTpa-peryJjauMaTa Ha KpbBHaTa riiloko3a Aa 6sae not

Hcuxuunu napyuenun
XamouNHaLKH

Hapywenua na xkoxcama u nOOKONCHamMa muKaH
- Anoneuus;
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- TexKu KOKHH HEXeJIaHH peakLvu (TOKCHYHA enuAepManiHa HeKpoin3a, CHHAPOM Ha CTHUBBHC-
IIKOHCBH (BHXK TOUKA 4.4)),
- Xunepxuaposa.

Hapywenus na 6vopeyume u nuxoxnume nomuya
TloknajaBaHy ca W30AMPaHH CJIyYaH Ha YpHHapHa WHKOHTHHEHLIUA MPH JKEHH, KOATO OT3BY4aBa cjie]

NpeyCcTaHOBABAHE HA ICUCHHUETO.

ConobuiaBane Ha NoJO3MPAHH HEXKENAHH PEaKiliy

C1o01aBaHETO HA MOIO3UPaHH HEXENIaHH PEaKLIWK CIEA pa3peluaBaHte 3a ynoTpedba Ha JIEKapCTBEHHA
MPOAYKT € BaxxHO. ToBa Mo3Bonsaea Aa NPoALIKH HabNOREHHETO Ha CHOTHOLICHHETO NOJ3a/PHCK 32
NIEKapCTBEHMA MPOAYKT. OT MEeAHUMHCKHTE CNEUMANMCTH Ce H3MCKBa J1a ChoOILABAT BCAKA
MoAo3HpaHa HeXxeNnaHa peakyHa upes M3nbnHuTeHa areHuus no nexapcrsara yiu. ,Jlaman ['pyes™

Ne 8, 1303 Cogus, Ten.: 02 8903417, yebcairT: www.bda.bg.

4.9 Ilpeno3zupane

Cumnmomu u npusHayu Ha nPeoo3UpPaHe

[pu npeno3upaHe MoraT aa ce HabIIOaBaT: TeXKKa XHNOTOHNS, Opaaukapaus, cbpaeyHa
HEAOCTATHYHOCT, KAPAHOreHEH LLIOK U cbpAcUeH apecT. JOMwIHHMTEIHO MOTAT J1a C€ MOABAT
3aTPYAHEHHA B AULLIaHETO, HpOHXOCNa3bM, MOBPBLLAHE, HAPYILEHO Ch3HAHHE H FEHEPANH3HPAHH

rbp4OBE.

Jeuenue npu npedoszupane

OcBeH KI1aCHYECKMTE MEPKH € HeoOX0IHMO Aa ce MPOCEaABAT XKHUIHECHHTE NOKA3aTe/IH H NMPH HyXa
Ja C€ KOPUrHpaT B WHTEH3HBHO OTAe/ieHHe. Morar aa ce npoBear CNeIHUTE NOAABPHKALLH MEPKH:
3a oBnagsBaHe Ha CWIRO W3sABEHA OpagHKapaus ce NPenopbyBa Aa ce W3N0/3Ba ATPONKH WK
TPaHCBEHO3HO CTHMYJIUPAHE; 3a NOAXbPKAHE HA KAMEPHATA QPYHKLHSA - [JIIOKArOH HHTPABEHO3HO WIH
CUMIMAaTHKOMUMETHLH (10OYTAMKHH, K30NpPEeHANHH). AKO € HEOOX0AMMO ia c€ NOCTHTHE NOI0KHTENEH
HHOTponeH edekT, Tpabea na ce npunokat pochoarecTepazHH HHXHOUTOPH. AKO NpHU Npeo3HpaHe
npeobnanara nepugepHaTa Ba3oAUNATaALUA € HEOOXOAHMO Na C€ Ha3HAYH HOpaAPECHATHH HIIH
nopheuedpun. HeoGxoauMo e nocToSHHO A2 c€ MOHUTOpHpa XeMOAHHAMHKaTa Ha nauuedTa. I1pn
pe3ucTeHTHa Opaauxkapans TpadBa aa ce NoCTaBH NEUCMENKDP.

[Tpu 6poHxocnasbM Ha nauueHTa TpAGBa J1a ce NpHIoXKaT OeTa-CHMNAaTHKOMUMETHLIM (oA (opmMaTa
Ha aepo30/1 WKW UHTPABEHO3HO) HIKH HHTPAaBEHO3HO OaBHO a ce HHXKEKTHpa WIN HHPY3Hupa
TeoprunnH/aMHHOQUITHH.

an NLPHYOBE €€ NpenopuHBa Ja €€ HHXCKTHPAT DaBHO HHTPAaB€HO3HO AHAa3CIIaM WIH KNOHA3CaM.

Baxcna 3abenexcka

[Tpy TeKKO NMpeao3rpaHe cbC CHMITOMH Ha LUIOK, NOJABPXKALLIOTO eueHHe TpabBa na 6nae
NPOABLDKEHO AOCTATHYHO ALIT0, A0 cTaOUNN3HpaHE Ha MALHEHTa, ThH KaTo C€ OYaKBa yAbJDKABAHE
HA eIMMHMHALIMOHHHS NOJTYKHBOT ¥ Mpepasnpeaensie Ha KapBeauion oT Nno-aAblbokuTe
KOMMAapTHMEHTH. [IpoAWIKUMTENHOCTTa Ha NOATbPXKALIATA/aHTHAOTHA TEPAIKHA 3aBHCH OT TEKECTTA
Ha npeaosupaHero. [Nopaan ToBa nogAbpXkALLOTO TeUeHHe TpAOBa Aa NPOARJDKH, JOKATO
CHCTOSHHETO Ha MallueHTa ce cTabunn3mpa.

5 G®APMAKOJOIrHUYHH CBONUCTBA

5.1 PapmMakoAHHAMHYHH CBOHCTBA

dapmakorepaneBTHYHa rpyna: Anda- u dera-6nokepu, ATC xon - CO7TAGO2
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Mexanuzovm na deidcmeue

Kapeeawnon, pauemuysa cmec ot Aa eHaHTHOMepa (R- 1 S-kapsenunon), e 6nokep Ha anda- u Gera-
aJpeHEPrHYHHUTE PELIEITTOPY C MHOXeCTBO AeHCTBHA. brokanaTa Ha beTa-aapeHeprHYHHTE PELENTOPH
e CBbP3aHa ChC S-eHAHTHOMEpA H € HeceNeKTHBHA 3a feTa) — H 6eTa; -aApeHOpeLeNTOPHTE, JOKATO H
JABATa EHAHTHOMEPA MMAT ChILKTE OJIOKKpAILHY CBOICTBRA, crieUMdHUYHH 33 anda;-aJpeHEpruuHHUTe
peuernrropu. IIpH Mo-BHCOKH KOHUEHTPaLMK KapBEAUNOIBT ChILO UMa caba A0 ymepeHa 6noknpalua
AKTHBHOCT Ha KaJlMeBHuTe KaHanu. Toit HAMa MpUCHIA CHMIIATHKOMHMETHYHA aKTHBHOCT M (KaTo
NPONPAaHOJIoN) HMa MEMOpPaHHO-cTaOUIH3HpaLlH CBOMCTBA.

DapmMaKoOurnamMusnu egexmu

B nonbnaHeHHE KbM ChPASHHOCBHAOBHTE CH €(PEKTH, nponamqamu ot 6nokaaara Ha Oera-
aJipeHEPruYHHTE PELIENTOPH, KaKTO € OMUCaHO MO-NoApodHO B CAEABALMA pa3aesi, KapBEAHNO]
HaMaJigBa NepHQEPHOTO CHAOBO CHIIPOTHB/ICHHE Upe3 CBOATA ceNIeKTHBHA Onokana Ha anda-
aapenopelentropure. OcBeH T0Ba, HeropaTta O/oKHpallla AKTHBHOCT Ha KaJILLIMEBHTE KaHATTH MOXE J1a
yBEJWYH NPUTOKA HA KPBE B celnPHIHN CHAOBH JIEr1a, KaTO KOXHOTO KpbBooOpalueHue. Upes
cBoeto HeTa-Onoxupamo ACHCTBHE, KapBEAWION MOTHCKA CHCTEMAaTa pCHHH-AHTHOTEH3HH-

a1l 10CTEPOH, KATO M0 TO3H HAYHH HAMAJIABA OCBOOOKAABAHETO HA PEHHH U MPaBH 3a1bPXKAHETO Ha
TEYHOCTH pAako. Toi oTciabBa MOBUIIABAHETO HA KPBBHOTO HANATAHE, IPSAWIBHKAHO OT
dernnedpuH, anda;-aapeHOPELIENTOPEH aFOHUCT, HO HE K TOBA, HHAYLMPAHO OT AHTHOTEH3HH 1.

JToka3aHo € CBIIO, Y€ KAPBEeIWI0J HMa OPraHONpPOTEKTHBHH €(PEKTH, KOUTO BEPOATHO Ca pe3ynTar,
NMOHE OTYACTH, OT AONMBLJIIHUTEJIHH CBOHCTBA H3BBH HETOBOTO ACHCTBUE Ha Onokaza Ha anpeHeprHuHH
peuenropd. Toi uMa MOLIIHH AHTHOKCHIAHTHH CBOMCTBA, CBBP3aHHy ¢ IBATa €EHAHTUOMEPA, U YNaBs
peakTHBHH KHCIOPOAHH panvkany. Hamangsane Ha OKCHAATHBHHUS CTPEC € NMOKa3aHo B KIHHHYHY
MpOy4BaHHA Ype3 HIMEPBAHE Ha Pa3/IHYHH MapKepH Mo BpeMe Ha XPOHHYHO JIeYE€HHE Ha MaUMEHTH C
kapeeaunon. OceeH ToBa HMa aHTUnNponudepaTHBHN ePEKTH BLPXY MMAaJKUTe MyCKYJIHH KIIeTKH Ha
KPbhBOHOCHHUTE CHAOBE. .

Kapeeaunon usmMa HebnaronpuateH edekt Bppxy MMNUAHUA npodun. Hoaaspxa ce HOpManHo
ChOTHOLUEHHE HA JIMTMOTIPOTEUHH C BHCOKA TUTBTHOCT KbM JIMTIOMPOTEHHH ¢ HUCKA MUTBTHOCT

(HDL/LDL).

Knunuunu npoyusanus ca noxasanu cieoHume pe3yaimami 3a Kapseounon

Aunepmonus

Kapseanion NOHWXaBa KPLBHOTO HANAraHe NpH NMaLKWeHTH ¢ XUNEPTOHHA Ype3 koMbuHauusg ot beta-
Onokana v anda; MegUHpaHa Bazoawiarauds. HaManaBaHeTo Ha KPbBHOTO HAJIAMAHE HE € CBBP3aHO ¢
e1HOBPEMEHHO MOBHIIIaBaHe HA 00L1O0TO NepudepHO CHIPOTHUBIEHHE, KOETO ¢ Habonasa npu
knacHueckuTe bera-0oKkepH.

CovpaeuHaTa YecToTa ce HamainaBa cnabo. bebpeuHusaT kpbpBoTOK H 6BL6peuHaTa QyHKLKs TpabBa 12
ce MOHHTOPHPAT NMPH NalMeHTH ¢ XxuneproHus. Kapseaunon noaabpxka yaapHHs 0b6eM Ha CHPLETO H
Hamaiasa obworo neprudepHo crnpoTuracHue. CHabAIBaHETO HA OTACTHHTE OPraHH U CHAOBE C
KPbB, BKIIOYHTENHO 610peLiHTe, CKEIETHHTE MyCKYJ/TH, NpeAMHLIHHALIMTE, KpaKaTa, Ko)kaTa, MO3bKa
WK CLHHATA apTepua He ce Hapyluasa oT ynorpebarta Ha kapeeawnon. HaManena e yectorara Ha
CAyYauTe Ha CTYACHH KpaiHMILIH H Ha HayaiHa yMOpa no BpeMe Ha (pU3IHYeCKa aKTHBHOCT.
JIbArocpouHHAT e(peKT Ha KapBEAWION BLPXY XHINEPTOHUATA € YCTAHOBEH B HAKOJIKO ABOHHO-CJIENH

KOHTPOJIHPAHH NPOYUYBAHHA.

Hayuenmu ¢ xunepmonus u 6vo6pevro yepexcoane
Haxonko OTBOpEeHH NPOYUYBaHHMA ca NOKA3AIH, Y€ KapBEAUNO € ePEKTHBEH EKApCTBEH MPOAYKT NpH
nalHeHTHTe ¢ 6bOpeuna xuneprouus. EQeKTHBHOCTTA Ha KapBEAWION € J0Ka3aHa U NpPH NaLHeHTHTE
¢ XpOHH4Ha ObOpeYHa HeOCTATHLYHOCT UITH TaKMBA Ha XEMOAHAINW3a WK cnel 6b0peyuHa
TpaHcIaHTanua. Kapeeaunon Boau A0 NOCTENEHHO HAMAJIABAHE HA KPbBHOTO HANAraHe Ka

JIHMTE HA XEMOAHA/IH34, TaKa H B AHWTe Oe3 xeMoAHaIn3a ¥ MOHMKABALMAT €PEKT Ha ./
HaJISAraHe € CPABHHUM C TO3M, HabmoaaBaH Npy NalMeHTH ¢ HopManHa 6u0peyHa PpyH
B1b3 0cHOBA HA NMONYYCHUTE PE3YJITATH B CPABHUTENITHUTE MPOYYBAHHUA NMPH NALIMEHTH
€ HaNpaBEHO 3aK/IIOYEHHETO, Y€ KapBeaAWIoN € no-eekTHBEeH H No-ao0pe NoHOCHM oTi PiD
KaJLMEBMTE KAHAMH (KalLHEBH aHTArOHHCTH).
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XpoHnuvyna covpoedHa nedocmamuvynocm

Kapseannon 3HauYMTE/THO HAMANABa CMBbPTHOCTTA U XOCITUTANH3ALMATA U TOA0OPABA CHMITTOMHTE H
NeBokaMepHaTa QyHKLUHKS NPH NALHEHTH C HCXEMHYHA WIH HEMCXEMHYHA XPOHHUYHA ChpaeyHa
HeAOCTaTHLYHOCT. EQEKThT Ha KapBeAW10/1 € 10303aBHCHM.

Iayuenmu ¢ Xxporuuna cvpoeuna HedocmamvyHOCm U ObOPeyHo yapeacoane

Kapseaunon Hamansaa 3aboneBaeMocTTa U CMbPTHOCTTA NPH NAaLIMEHTH HA ANATIH3A ¢ NWIaTHBHA
KapauoMHonaTHa. Mera-aHanu3bT Ha mauebo-KOHTPONMPAHH KITHHMYHH H3CNEABaHH, BKIIOYBAILH
ronsM 6poit naument (> 4000) ¢ neka 10 ymepeHa XpoHHYHa XpoHHUYHa 616peuna bonect, noakpens
nevYeHHETO Ha MALMEHTH C JieBOKaMepHa AUCYHKLUHA (CBC WK O€3 CHMITOMATHYHA ChpACYHa
HeJOCTATLYHOCT) C KAPBEAWIOJ 38 HAMAIABAHE YECTOTATa Ha CMBPTHOCTTA OT BCAKAKBB NMPOH3XOA,
KaKTO H Ha CHOMTHATAE, CBBbP3aHH ChC ChpACHHA HEJOCTATHBYHOCT.

Cmenoxapoun
Ilpu naumenTy cbe ctabniHa cTeHOKapaAHa KapBeAWI0J MOKa3Ba aHTHHCXEMHUYHH H aHTHCTEHOKAPAHH

ceoiicTBa. OCcTpHUTE XeMOAWHAMUYHH NTPOYUBaHHS MTOKA3BAT, Y€ KapBEAHION HaMAIABa HYXKIaTa OT
KHCAOPOA W CUMITATUKOBATA CBPbXAKTUBHOCT. TOMH CBIIO TaKa HaMallsiBa NpeAHaTOBapBaHETO Ha
MHOKapAa (HanaradeTo B 6enoapoOHaTa aprepus) U cheAHaTOBapBaHeTo (06LoTO NepudepHo
CHIPOTHBICHHE ).

Ilecuampuvna nonyiayus
HanuunuuTe npoyuBaHKa OTHOCHO 6€30NacHOCTTa U €PHKACHOCTTA NPH A€LA U IOHOWIH Ca OFPAHHUYCHM

no 6poii U pa3Mep U ca POKYCHpPaHH BbpXY JICUEHHETO Ha NeIHATPHYHA CbpJE4HHA HEJOCTATBYHOCT,
KOATO CE€ pa3iiiuaBa OT 3a00/ABaHETO NPH BB3PACTHH N0 OTHOLICHHE Ha XapaKTCPHCTHKH H
ernosiorus. Jlokato peanua npeaBapHUTENHH U HAOMKOXATEIHA H3CAEABAHUA OTHOCHO TOBA CLCTOSHHE,
BKJIFOYHTENHO NPOYYBaHHA 32 ChPACYHA HEAOCTATBYHOCT, B pe3yJITaT Ha MYCKYJIHa AUCTPOPHS,
cbOOLLABAT 33 BL3MOXKHHTE N0e3HH ePeXxTH Ha KapBeAWI10, AOKA3aTeJICTBO OTHOCHO ePHKACHOCTTa
OT PaHIOMM3HPAHH KOHTPOJIHPAHH NPOYUBAHUA € MPOTHBOPEYHBO H HEYDEHUTENHO.

JlaHHHTE 32 6€30TIaCHOCT OT TE3H NMPOYUBAHUA NOKA3BAT, Y€ HEXKENAHUTE peakKLiii KaTo LUAJIo ca
CpaBHHMM MEXOY JIEKYBAHUTE ¢ KAPBEOWNO W KOHTPOJIHHTE rpynH. BbonpekH Tosa, nopany MajJKHs
Opoil y4aCTHHLIM, B CPABHEHHE C NPOYYBAHUATA MPH Bb3paCTHH W OOLLATa JIUICAa HA ONMTHMAJIHA CXeMa
Ha JI03MpaHe 3a JIelld H IOHOLIH, HATMYHUTE JaHHU He Ca JOCTaTh4YHH, 33 Ja C€ YCTAHOBH NEAHATPHYEH
npodun Ha Oe3onacHOCT 3a kapeeawnon. CneaoparenHo ynotpebarta Ha KapBeHI0N NpH
NneAMaTpRYHK NalHEHTY € npobieM 3a He30MmacHOCTTa H He C€ MpeNopbYBa, Thil KATO AHNCBA
ChIIECTBEHA HHPOPMALIMA OTHOCHO MOJI3HTE U PUCKOBETE.

5.2 PDapMaKOKXKHHETHYHH CBOHCTBA

Abcopbuns -

Cnen nepopanHo npueMaxe Ha Tabnetka oT 25 mg oT 3ApaBH JIHLA, KapBeaunon ce abcopbupa 6bp3o0.
MaxcumanHaTa Injia3smMeHa KoHueHrpaums ot 21 mg/l, ce aocrura okono 1,5 yaca cnea npuema,
CollecTBYBa THHEHHA 3aBHCUMOCT MEXy A03aTa U TU1a3MEHaTa KOHLEHTpauus. Ciex nepopanHoTo
NpUEMAaHe, KapBeAWI10J1 IPEMHHABA MPE3 EKCTEH3UBEH NMPECUCTEMEH META00IH3bM, KOETO AaBa KATO
pesyarat abcomoTHa SHoHaATMUHOCT OT oKono 25% npu 3apasu Mbxe. Kapseannon e pauemart u S(-)
eHAHTHOMEPBT ce MeTabonuznpa no-6sp3o ot R (+) enanTnomepa, kato nokasea abcomoTHa opasiHa
ouoHannuHocT oT 15% B cpaBHenue ¢ 31% 3a R (+) eHaHTHOMep. MakcHmanHara ria3zmeHa
KOHLEHTpaukd Ha R-kapBeannon € npubau3UTenHo 2-KpaTHO NO-BUCOKA OT TA3H Ha S-KapBeAWNON.

In vitro npoyuBaHKATA ca NOKa3aJii, Ye KapBeAWIon € cydcTpat Ha eQulykCHHUSA TPaHCTIOPTEH
P-rnukonporenH. PondaTta Ha P-raukonpoTexH B pa3npeacJ€eHHETO Ha KapBEAKIION CHUIO €
MOTBbPAEHA in Vivo Npy 30pasy UHIAHUBHIM.

PasznpeneneHue
KapBeRHnomsT € BUCOKO TMNMOGHAHO cheanHeHue. Toil ce cabp3sa ¢ 0kono 95% ot

nporeuHu. O6eMBT My Ha pasnpeaeneHune sapupa okono 1,5 u 2 kg,
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buorpanchopmating

[Ipu xopa kapeeawion ce MeTaboNM3Kpa EKCTEH3UBHO B UEPHHS Apo0 upe3 OKCHAHpaHe
KOHIOTHpaHe 10 pazHooOpa3sHu MeTabONHTH, KOMTO C€ EIMMHUHHPAT NPEAHMHO Npe3 HUThUKATA.
Kapseauioln ce pasrpaxaa B roasma cTEneH A0 pasIHuHU MeTabONIUTH, KOUTO C€ e TMMUHHPAT IJTaBHO
upe3 »rbykaTa. JlokalaH e eHTepoxenataneH KpbroBpaT Ha U3XOAHOTO BELIECTBO MPH XKHBOTHH.

KapeeaunonsT ce MeTabonusupa B YepHUS ApOO NPEAHMHO Ype3 OKHCNIEHHE HAa apOMATHHS NPLCTEH U
raoKyporupase. [TocpeacTBoM qeMeTHIHpaHeE H XUAPOKCHIHpaHe Ha PEHOJIOBHSA MPBCTEH CE
Mony4yaBaT TpH aKkTUBHH MeTabonuTa ¢ Oeta-OiiokepHO AciHcTBHE. B cpaBHeHne ¢ KapBeaAWION Te3x
TpH akTHBHH MeTabonuTa umar ¢nabo Bazogunarvpallo aeHcraue. B npeakiHHUYHH H3CNEeABAHUSA €
AokasaHo, ue 4'-XuaApokcHPeHOTOBHAT MeTaboauT UMa 13 meTH o cuieH Oera-bokupalil edekr ot
KapBeIWIoN, HO KOHLIEHTPaLUUUTE Ha MeTabo/KTa B YOBELIKOTO TAA0 ¢a 10 mbTH NO HUCKH OT TE€3H Ha
kapseannona. JIpa ot xuapokcukapba3zonosute MeTaboaMTa Ca BHCOKO aKTHBHH AaHTHOKCHIAHTH ¢ 30

10 80 mpTH MO-CWIHO AEHCTBHE OT KapBeAWIol,

[1py nauueHTH, KOUTO NOKa3BaT 6AaBHO XMAPOKCHIHpPaHE HA ACOPH3OKBHH, T1A3MEHHTE
KOHLIEHTPALIHA Ha KapBEAWIOJ C€ YBENUYABAT 2-3 TbTH B CPABHEHHE ¢ NALMEHTHUTE C OBP3
MeTaboN13bM Ha J1eOpH30KBHH. BHOHaNMYHOCTTA HE ce MPOMEH: NpPH €AHOBPEMEHHO NTPHEMAaHE Ha
XpaHa, No-0aBHO C€ AOCTHra CaMO MAKCHMATHOTO M11a3MEHO HHBO.

dapMaKOKHHETHYHHTE H3CNEIBAaHMA NPH XOPaTa €a MOKa3aJIH, Y€ OKCHAATHBHHA MeTa00NH3bM Ha
KapBeAWION ¢ CTePeOCENCKTHBEH. Pe3yaTaTuTe OT in vitro H3CIEABaHE MOCOYBAT, Y€ pa3IMiHH
tMTOoXpoM P450 n3oeH3nmMH Morat fa Obaar BKAIOMEHH B MPOLIECa HA OKUCJICHHE H XHUAPOKCHIIHpaHe
sioouutenHo CYP2D6, CYP3A4, CYP2(C9, kakto u CYP1 A2,

[IpoyuBaHMgTa Npy 3ApaBu JOOPOBOILM U NMPH NALMEHTH Ca NOKa3aiu, Y€ R-eHaHTHOMEDBT ce
meTaboriupa npeauMHo ot CYP2D6. S-eHanTHoMepsT ce MeTabonusupa rnaBHo ot CYP2D6 u
CYP2C9.

Tenemuven nosumopghuzom

PeayntaTute OT KIMHHUHUTE dhapMaKOKWHETHYHH M3CNeaBaHHUA NpH xopa nokassar, ye CYP2D6
vrpae BaxkHa pons B merabonusma Ha R- u S-xapseannon. Kato cneacrsue Ha 6aBHHTE
meTabonuzatopy CYP2D6 ce yBenuuapar ruia3MeHWTE KOHLEHTpaLMH Ha R- 1 S-kapseawnon.
3nauenunero Ha CYP2D6 reHotun BbB papmakoknHeTHKaTa Ha R- u S-kapseannon ¢ 6uno
MOTBBLPAEHO BEB apMaKOKMHETHYHUTE H3CINECABAHHS HA HaCENEHHETO, TOKATO APYTH H3CNEABAHHA HE
MoTBBLPXAABAT TOBa HabnwoaeHve. HanpaseH e n3BoamT, Ye reHeTHHHUAT nonumMopdussM CYP2D6

MOJXK€E 1a HMa OrPaHHYEHO KIIMHHUYHO 3HaUeHUE,
Ta3u oLieHKa ce MoAKpena U oT HabJHoAeHHATA, YE PATHKHTE BbB (PapMAKOKHHETHUHHUTE

XapaKTEPUCTHKH, Ib/KaLIH ce Ha nonuMopgusma Ha CYP2D6, He oka3BaT 3Ha4UTENIHH €(EKTH
BLPXY papMakoJIHHAMHUYHHUA OTTOBOP fNPH 3ApaBH JZ00POBOJILM H Y€ HAMA BPBb3Ka MEXIY NeHOTHIA
wny enorrna Ha CYP2D6 1 no3ara vy CKOpPOCTTA HAa KApBEIHIION HEXKeEaHH JICKAPCTBEHH PEAKLIHH
NPH NaLKeHTH CBC ChpAeYHa HEAOCTATbYHOCT.,

EnumMuHUpaHne
Cnen eqMHUYHA nNepopaiiHa ao3a ot 50 mg, kKapBeAWI1on ce OTAeAa B xrbukaTa okoso 60% v ce
eTHMHHHPA ¢ dekanunTe noa popMara Ha meTabonuTH B paMkuTe Ha 11 aHu. Cnea eaHokpaTHa
nepopaiHa A03a, caMo 16% ce otaens B ypvHaTa noa opMara Ha KapBEAWION WIH HEMOBHTE
metabonutn. EkckpeuuaTa Ha HENpOMEHEeHUA JICKAPCTBEH NPOAYKT B YpHHAaTa NpeACTaB/IsBa Mo-
Mmanko oT 2%. Cinea nHTpaBeHO3Ha HH(OY3HA Ha 12,5 mg npH 3apaBu A00pOBOIILH, IJTA3MEHUAT
KJIMPBHC Ha KapBeaWNoJ JocTura okojio 600 ml/min, a eTMMHHALHMOHHUAT NOIYKHUBOT € OKOJO 2,5
yaca. [Tony>kUBOTHT Ha KapBEAWJIOJ NpH NpHaaraHe Ha Kancysu ot 50 mg, HabnoaaBaHO NPH ChLIKTE
nMua, € 6,5 uaca ¥ AelCTBHTEIHO ChOTBETCTBA Ha fonyneprHoaa Ha abcopbums or kancynara.
[epopaiHO NpuioxkeHne o0LMAT KIUPBHC Ha S-KapBeN/10/ € NPHOIU3UTETHO ABA ITHTH NG
TO3HM Ha R-kapBeaunon.

MdapmakoxkHHETHYHA/PapMakoAHHaAMHUYHA BpB3Ka(H)

YCTaHOBEHO €, Y€ CBBP3BAHETO HA KApBEAWI0J C aAPEHEPrHYHUTE PELICNITOPH Ype3 paJnd ; STER ;jjj IF
aHA/IN3 ¥ HErOBaTa EHAHTHOMEPHA KMHETHKA, € NPONOPLMOHANHO Ha 103aTa, C WUTOCTHA FRRARE
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JIMHEHHA BpBb3Ka MEXKAY OTIOBOPA Ha JIEYEHHETO, H3MEPEH Ype3 EProMETPHYHO YBEIHUEHHE Ha
cbpaeuHaTa YyecToTa u log-TpaHcdopmupaHna no3a, log-TpaHchopmHpaHi KOHLIEHTPALIMH Ha 3a€TOCT
Ha S-eHaHTHOMED W OeTa -anpenepruucH peuentop. Ilonobno Ha npyru 6era-bnokepH, HMa BpeMeBa
paziiKa MeXNy €KCNO3ULIMATA Ha JIeKapCTBOTO H ¢papMaKoIHHAMHYHOTO JEHCTBHE, ThH KATO
MAaKCHMATHHAT e(eKT 1o OTHOLIEHHE Ha ChPACYHATA YE€CTOTa U KPbBHOTO HaNIAraHe Ce€ NOCTHra
NO-KbCHO OT MAKCHMAITHATA IU1a3MeHa KOHLEHTpaUusA. YCTaHOBEHO €, Y€ METabOMTHUTE Pa3iuKH,
MPUYHHEHY OT pazTH4YHU reHoTHnoBe Ha CYP2D6, BoasT 10 3HAUNTEIHH PapMAKOKHHETHUHH
BapHalli{, HO HAMAT e(eKT BbpPXY ChPACYHATA HECTOTA, KPHBHOTO HANIATAHE HIH HEXKENIAHHTE
eheKTH, BEPOATHO NOPAAH KOMIEHCALMA OT aKTHBHH METR0OAHTH M LISIOCTHA IUTOCKA BPb3Ka
KoHueHTpauns-edexT. Kato uano oTHoIeHHsTa 1038-€PEKT H KHHETHKO-IMHAMHYHHTE BPB3KH Ha
KapBEAWNON C€ OTIPESAENAT OT COXKHH B3aUMOJCHCTBHA MEXKAY €HAHTHOCTIELMDHYHATA KHHETHKA H
IHHAMMKA, CBbP3BAHE C NPOTEHHH H YYAaCTHE HAa AKTHBHU MeTaboJIUTH, KaKTO € MOCOYEHO MO-rope B

TO3H pa3ien.

DapmaxoKuHemuKa npu cneyiainu nonyaayuu

Heya
HUicnenpane B neAHATPHATA € NOKA3aN0, Y€ aJaNMTHPAHUAT CHPAMO TEIJIOTO KIHPBHC € 3HAUHTEIHO

No-roJiaM 1pH aciarta B CpaBRCHUC C Bb3PACTHHTC.

Iayuenmu 6 cmapyecka sv3pacm
Br3pacTra HAMa CTATUCTHMECKH 3HAYHUMO BIIHSHHE BbPXY (apMaKOKHHETHKATa Ha KapBEAWIOJ NpPH

NAUMEHTH C XHMTEPTOHHUA.

bvopeuno yspescoane

[TpH nauMeHTH ¢ XHNepTOHHs U HBGPEUHa HEIOCTATBUHOCT 00NacTTa IO/ KpHBATa T1a3MeHa
KOHIIEHTpaLIA/BpeMe, ENUMHUHALIMOHHUR MONY)KHBOT 1 MAKCHMa/lHaTa [U1a3MeHa KOHLCHTPalKua He ce
NpoMeHAT 3HauHTeNHO. brOpeuHaTa ekckpellus Ha HENPOMEHEHHUAT JIEKapCTBEH NMPOAYKT HamMagaBa
NpH NALKEHTH ¢ OLOpeuHa HeAOCTAaTBUHOCT; 00aye NPOMEHUTE BLB (JapMaKOKHHETHYHHTE NMapaMETPH
ca MaJIKH.

Kappennion He ce eTHMHHHMpA 1O BPEME Ha AMATH3aTa, ThH KaTO HE NPEMHHABA NPE3 AHAIH3HATA
mMeMOpaHa, BEpPOSTHO NOpaJH BUCOKATa CTENMEH HA CBBbP3BaHE C IUIa3MEHHTE NPOTCHHH.

ITayuenmu c ueproopobno yepexcoaue
Bx. Touku 4.3 1 4.2.

IIayuenmu cvc cvpoeuna HedocmamvYHocm

B npoyuaHe npy 24 nauMeHTa OT ANOHCKH NPOH3XO ChC ChPACYHA HEAOCTATHLHYHOCT KIHPBHCHT Ha
R- ¥ S-kapBeawnon € 61 3HAYHMO NO-HUCHK OT M3YUCIIEHHS MPEAH TOBA MPH 3ApaBU JOOPOBOIILA.
Te3un pesynTaTh nokaseat, ye apmakokuHeTHKara Ha R- n S-kapBeawion ce npoMeHa 3HAYUMO NPH

ChpAeYHA HEXOCTATBYHOCT.
5.3 IIpeaxnuHHYHH Aa8HH 3a He30mMaACHOCT

Kanyepozennocm

Hacnensanus BhPXY IUTEXOBE M MHLIKH, B io3u oT 75 mg/kg/nen n 200 mg/kg/nen (38-100 muth
oBeuYe OT MAKCHMAJIHATA MpenopbLUHTeNHa 103a npH xopa [MRHD]) #e ca nokasanu kapLiHHOreHeH
MOTEHLHAJ Ha KapBeaWNoJI, - |

Mymazennocm
In vitro Wnu in vivo H3cAeABaHHA BbpXY 003aiiHMLIM H IPYTH )KHBOTHH, HE Ca NMOKa3alu

NOTEHUXAN Ha KapBeaWIoN.

Depmunrumem
[IpHemaHeTo Ha TOKCHYHH 1034 KapBeAWI0A OT Bb3PaCTHH KEHCKH mrbxose (> 200
nmsTd MRHD) e gano noHwxkeHue Ha GpepTHIHOCTTA (JIOWIO YHPTOCBAHE, NO-MANKO
MAaNKO 3apOaHILIH).
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Tepamozennocm

HUscneapanusTa NpH )KHBOTHH HE ¢a JajlM JaHHH, Y€ KapBEAMIION HMa KAKBHTO H Ja Onno
teparoreHHH edextr. o3u > 60 mg/kg (> 30 meth MRHD) ca npuunHuns 3aksCHEHHs BBB
du3nyeckna pacTex/pasBUTHETO Ha nokoneHHeTo. Habnonasaka € eMOPHOTOKCHUHOCT (YBENHYHIAH

ca ce CMBbPTHUTE CHIY4aH Clie]l HMIVIAHTALHA), HO HE H MaIopMaliH NPH IUTbXOBE M 3aHlLIM, NpH
no3u ot 200 mg/kg n 75 mg/kg, ceorBetHO (38 mo 100 nytH MRHD).

6 PAPMAIEBTUYHH JAHHH
6.1 CoHCBK HA NOMOIIHHTE BEIIECTBA

JlakTo3a MOHOXHApAT

ManuTon

Hoeuaox

HaTtpurer HulIeCTEH raukonar (THn A)
-MarHe3ueB cTeapaTt

Tank

6.2 HecbBMeCTHMOCTH
HenpunoxuMo
6.3 Cpok Ha rogHocT

Kapeunekc 6,25 mg Tabnerku
18 Meceua

Kapeuneke 12,5 mg tabnerku
24 meceua

Kapsunekc 25 mg TadneTku
24 meceua

6.4 ChneuHa/JiHH YCJIOBHA HA ChXPAHCHHE
Jla ce cbxpanara noa 25°C.

6.5 BHA ¥ cBABPKAHHE HA ONAKOBKATA

1o 10 Tabnerku B GnucTep.
[lo 3 6aucrTepa B ONakoBKa.

6.6 CnennaaHy OpeAna3HH MEpPKH NPH H3XBbpasHe H paboTa

HaMa cneLyasHu U3KCKBaHHA.
Hewsnon3saHUAT JIEKapCTBEH NMPOAYKT WIH OTNAABHHUTE MATEPHAIIM OT HETO TPAOBa Na ce U3XBBPIAT
B ChHOTBETCTBUE C MECTHUTE H3UCKBAHMA.

7. IIPHTEXATEJI HA PASPEHNIEHHETO 3A YIIOTPEBA

Tesa rapma EAJ]
ya. ,,Jlio6a Benuukosa® Ne 9, 1407 Codus

bsarapus
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8. HOMEPA HA PA3ZPEIHIEHHETO 3A YITOTPEDBA
Kapeunekc 6,25 mg tabnetku: per. Ne 20060029

Kapannekc 12,5 mg Tabnerxu: per. Ne 20060030
Kapsunekc 25 mg tabnerku: per. Ne 20060031

9, JATA HA ITBPBO PAZPEILIABAHE/TMOJHOBABAHE HA PAZPEIIEHHETO 3A
YIIOTPEDBA

Hara Ha nbpeo pazpewasane: 30.01.2006 r.
JlaTa Ha nocneano nogHoesaBane: 07.03.2011 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA
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