KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1.  HME HA JIEKAPCTBEHUS IPOAYKT / et 02 2 5 J f/ © 9/ /0

Kopuoa 6,25 mg tabnetku e 633’/5’ a"‘?/ ZB 88 ik 1

KOPHOJI 12 5 Taﬁnenm

Coryol 6.25 mg tablets
Co _ ol 12 Sm

; tablets

7.8 KAYECTBEH U KOJIHYECTBEH CHCTAB

Bceska Tabnerka chabpxka 6,25 mg, 12,5mg unv 25 mg

[loMoOLIHH BelllecTBA C U3BECTHO JIeHCTBUE:

6,25 mg 12,5 mg

TabJIeTKH TabJIeTKH
NaKkTo3a 68,64 mg 137,28mg
3axapo3a | 5 mg 10 mg

3a MbJHUA CIMUCHK Ha MOMOLLHUTE BELLECTBA, BUXKTE TOYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Tabnerkure ot 6,25 mg ca: OBajIHHM, JIEKO JABOHHOM3MbKHAM, O€/IH, C Je/IUTE/HA yepTa OT e€/1HaTa
CTpaHa u ¢ oTrnevaraHo “S2” ot apyrata ctpaHa. Tabaerkara Moxe 1a Gbae pasiefieHa Ha Be
€JHaKBH MOJIOBUHM.

Tabnerkure ot 12,5 mg ca: oBajiHu, JIEKO ABOMHOM3ITbKHANM, O€H, C IeNUTeTHA Yyepra OT eaHara
CTpaHa H ¢ otneyaraHo “S3” or Apyrara ctpaHa. TabneTkara Moxe Aa 6be pa3fesicHa Ha ABe
€JHaKBH MOJIOBHHMU.

4. KIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

- JleueHue Ha eceHuManHa xunepToHus: Kopron Mosxke 1a ce u3noss3Ba caMOCTOATENHO UK B
KOMOMHALIMA C APYTH AaHTUXHUIEPTEH3UBHH MPOAYKTH.

- JleyeHue Ha cTabMIHA CTEHOKAPAKS.

- JleueHHe Ha XpOHHUYHA CbpJE€YHA HENOCTATHYHOCT.

4.2 [lo3HpOBKA H HAYHH HA NMPHJIOKEHHE

Jlo3upoBka

KOMTO C€ yBeJIMUaBaT MOCTENEHHO HAa BCEKH 7 10 14 NHM 3a MOCTUraHe Ha ONTH
etekr. Crienl mbpBaTa 103a, KAKTO M NPU BCAKO YBEJHYEHHE HA 103aTa, CE MPErQ
MPUEMAHETO Ha JICKapCTBEHMS MPOAYKT 1a CE H3MEPHU KPbBHOTO HallsraHe Ha na
U3KJIFOYH Bb3MOXKHA XUITOTOHHSL.




AKO NIEYEHHETO ¢ D10 APEYCTAHOBEHO 3a NOBEYE OT ABE CEAMHLH, TO TPAOBa Aa 61ae Bb30GHOBEHO C
HaH-HHCKAaTa J03a.

Ecerunanna xunmepToHan

[TbpBoHauannara no3a Kopron e 12,5 mg, npuemana cyTpuH, cnea 3akycka win 6,25 mg asa mtu
JHEBHO (CYTPHH H Beuep). Cnea 7 Ao 14 AHM OT 3aN04BaHE HA JIEYEHHETO, Bb3IMONCHO € OOpH H cien 2
[HH, A03aTa MOXe Aa Obae yBennueHa no 25 mg CyTpuH vau no 12,5 mg nea nbTH anerHo. Cren 14
AHH A03aTa MOXE OTHOBO Aa Obji€ yBeNHYEeHA HAa 2 MBTH MO 25 mg AHEBHO.

MakcnmanHara nosza Kopron 3a nieyeHue Ha XMNepToHUA € 25 mg JBa MbTH AHEBHO.

Crabuana creHokapans

ITepBonauannara no3a Kopuon € 12,5 mg, npuemana asa nbTH AHEBHO, ciea xpaHeHe. Cnen 7 o 14
AHH OT NEHEHHETO, HIT AOPH CJIeAl 2 IHM OT SICUEHHETO, 103aTa MOXE A4 ObIe yBenr4eHa Ha 2 TbTH
no 25 mg Ha feH. MakcumanHaTa AHEBHa 11033 3a JIEYEHHE HAa XPOHHYHA AHTMHA NEXKTOPHC e 25 mg
Kopuon, apa mbTH AHEBHO.

XpoHHYHA ChPACYRA HEJOCTATHYHOCT

KopHxon ce npenopbusa Kato ACMBIHKTENHO CPEACTBO KbM OCHOBHOTO JICYUEHHE C NIEKAPCTBEHHU
NPOAYKTH, KaTo AMypeTulH, ACE nHXHOHTOpH W/HAH AMrUTaIHCOBH NpoayKTH. Moxe Aa ce npunara
KaTo 3aMECTBALIO JIEYCHHE, KOraTo nauneHTute He noHacat ACE unxuGutopu. Kopuon moxe na ce
npHJiara camo C1eq KaTo A03UTE Ha ChOTBETHHA AMypeTHK, ACE WHXHOUTOp Han guruTanucos
NpoAyKT (aKo ¢a NpeAnucaHHu TaKKBa MPOIYKTH) ¢a CbOTBETHO CTaOWIM3UpaHH.

Cxemara Ha f031paHe € HHAMBHAYanHa. [TauuenTuTe TpAGBA Aa Ce MO HENPEKBCHATO MEOULIHHCKO
Hab1l0AeHHE 32 IOHOCUMOCTTA KbM JIEKAPCTBEHHS NPOAYKT B TbpBHUTE 2 0 3 Yaca CieA NPHeM Ha
HavanHaTa 103a K CJIEQ NpHeM Ha BCAKA HOBa MO-BHCOKA f03a. [loaBara Ha Gpagnkapauna (yecTora Ha
nyJsica noA 55 yAapa B MUHYTa) € CMrHan 3a HaManABaHe Ha ao3ata Kopuon. [Tpu nossara Ha
MpH3HAUW Ha XMNOTOHHA HaH-HAaNpeA Ce HamanaBa 103aTa Ha AMypeTuka W ACE WHXxuGuTOpa, ako
TE3H MEPKH Ca HEAOCTATLYHH, TOraBa C€ HamaiaBa U no3ara Ha KopHonn.

B nauanoto Ha neuenue ¢ Kopnon unu cien ysenuuasaHe Ha no3ata Moxe aa ce HaGionasa
MPEXOAHO BJIOIIABAHE HA CHMTOMHUTE HA ChpAeuHa HEAOCTAaTbUHOCT. B TakbB cayyail TpaOsa na ce
YBEJIUYH 103aTa HA AMYpeTHka. [[oHskora ce Hanara Ja ce HaManu BpeMeHHO 103ata Ha Kopuon unu
nopH na ce cnpe. Korato nauveHTsT ce cTabiinzupa KIMHAYHO nevenueTo ¢ Kopuon w/umm
YBEJIH4AaBAHETO HA JO3MTE MOXeE /1a Ce 3al04YHE OTHOBO. AKO JIEYUEHHETO C KAPBEAUION Ce
NpeyCTaHOBH 3a MoBeYe OT €4Ha CEAMHLA, JICUEHHUETO CJieBa 1a CE€ Bb30OHOBH C NO-HUCKO J030BO
HHBO 1Ba MbTH AHEBHO H MOCTENEHHO Aa C€ NOBHLIABA CNIOPE]] FOPHHUTE NPENOPLKH 3a A03upaHe. AKO
CUMNTOMHTE HA CbpAC€YHATA HEAOCTATBYHOCT C€ BOWIAT KbM No-Texka fopma (NYHA xknac IV),
TpAOBA 1a Cce HanpaBH PeBH3HA HA LIAJOCTHOTO JIEYCHHE.

Hauannara no3a e 3,125 mg apa nmetu gHeBHo. [Tpu 06pa nOHOCHMOCT Ha Ta3u 4034, TA NOCTENEHHO
(B HHTEpBaN Npe3 ABe CEIMHULIM) MOXKE [a Ce MOBHMLIABA 10 AOCTHIaHE HA ONTTUMANHATA 1034,
CrnenpawinTe no3u tpabea ga ca 6,25 mg Asa mbTU JHEBHO, clied Toea 12,5 mg ABA NbTH AHEBHO U
Hakpas 25 mg A8a MbTH AHEBHO. [TauueHTHT TpaGBa 1a NPHEMa Hali-BHCOKHMTE HO3H, KOHTO MOKE /12
noxece nodpe. Haii-Bucokara npenopbusaHa 103a € 25 mg ABa AbTH JHEBHO 33 BCHUKH MALIKEHTH C
TeXKA 32CTOHHA CbpaeUHa HeaocTaTbyHOCT (3CH) v 3a naumenTy ¢ neka no ymepena 3CH ¢ rerno
noa 85 kg. Ipu naumenTy, Texawm noseye or 85 kg, 103aTa NnocTeneHHO U BHHMATENHO Ce TUTpUpa
no 50 mg aBa NbTH AHEBHO.

Ipean Bcgko yBenuueHre Ha 103aTa, NALKHEHTHT TpAGBa aa Obje nperieaaH oT Jekapsa 3a CHMITOMH
Ha B/IOLUABAHE HA CHPAEYHATA HEAOCTATHYHOCT MM BA30OIHNATALIHA.

Cneguannu uncmpykuuu 3a oo3upaxe

Kakro npu apyrute 6eta-6nokepyu B 0coGeHO NPH NALKMEHTH CbC 3acsraHe Ha KOPOHAPHH TS Ionds
MpeyCcTaHOBABAHETO Ha KAPBEAWION TPAGBA 4a CTaBa MOCTENEHHO HA CEAMUYHH HHTEPPAGAN "-
0CODEHO BaXHO B CJTy4aii Ha MALMEHTH CbC CHITBTCTBAILA KOPOHApHa GosiecT Ha ChPAETA

4.4).

[TannenTH ¢ 6b6peyHo yepexaane
DapmakOKHHETHYHHTE NaHHH H KTMHHYHHTE NIPOYUBAHWA NP NALMEHTH ¢ Gb6pey




(BKkntOUYHTENHO OBOpeuHa HEAOCTATHYHOCT) NOKA3BAT, Ye He € HEOBXOANMa KOPeKUUs Ha 103aTa NpH
YMEPEHO 10 TeXkKo 6b6peuHo yepexnaHe (Bxk. Touka 4.4 w1 5.2).

[TaumenTH ¢ ymepeHo 4epHoApoOHO yBpexaaHe

Moxe 1a ce HaTOXHU KOpeKUHs Ha JO3aTa.

[leanaTpuyHa nonyaauus

besomacHocTTa M erKacHOCTTA Ha KapBEAWION NPH Aela H OHOLK AOR |8-roguiuHa BB3pacT Bee
OlUEe He Cca yCTaHOBeHH (Bxk. Touka 5.1). HaMa noctarbuHo naHHM 3a eukacHocTTa U 6e3onacHocTTa
Ha KapBeaUoJ.

Crapuecka Bb3pacT

[Npu mauueHTH B CTapyecka BL3pacT ce Npenopb4sa Aa ce 3anouHe ¢ no-Hucka ao3a Kopuon: 6,25 mg
HA JIEH 33 ICYCHHE HA XUMEPTOHHA H 2 MBTH NO 6,25 Mg Ha AeH 3a IeHeHHEe HAa AHMMHA NEKTOPHC.
Bunipeku TOBa, ako npH Ta3v K03a TEPaNEBTHUYHHAT OTIOBOP € HEAJEKBATEH, JO3aTa MOXKE
MOCTENEHHO Aa C€ MOBHIUH HA JBYCEAMHYHY HHTEPBANH WIH MO-PAAKO A0 MAKCUMAaIHATA
Npenopb4YUTENHA AHEBHA N03a OT 5() mg BEAHBK AHEBHO WIIM Ha pa3ielleHH MPHEMH.

CobpAeuHa HeJOCTaTbYHOCT
ITpH nauueHTH Cbe ChpaeUHa HEJOCTATLYHOCT NPENOPbYBAHUTE JO3M ca: 2 NbTH no 3,125 mg Ha aeH
32 JICYEHHE HA XHIIEPTOHHA H AaHTHHA MEKTOPHC.

IIponyckaHe Ha no3a

IIponycuarara nosa Tpabea na Gbae B3eTa Bb3IMOXKHO Haii-ckopo. Bee nak, ako Habnmxkaga BpeMeTo
3a NpHEMaHe Ha cyieaBalllaTa J03a, NALMEHTBLT HE TPAOBa Aa ce ONUTBA 1a HABAKCBA MPOIMYCHATATA, a
Aa B3eMe CnelBallaTa 4032 B ONPEAEAEHOTO BpEME.

HauiH Ha npuiokeHHe

Tabnetkure TpaGsa aa ce npremar ¢ TewHocT. [TauMeHTH CbC ChpaeUHa HEAOCTATBYHOCT TPAOBA aa
npuemat KopHos ¢ XpaHa, 3a 21a ce 3abaBH cTeneHTa Ha abcopOuus ¥ 1a ce HAMAJIH PUCKBT OT
OPTOCTAaTHYHH edeKTy.

4.3 IIporABOnOKa3laHHuN

CBpbXYYBCTBHTEHOCT KbM AaKTHBHOTO BEILECTBO HJIH KbM HAKOE OT NOMOILHHUTE BELLeCTBa,
u3bpoeHu B TOuka 6.1.

Hecrabunna/nekoMneHcHpaHa chpaeyuHa HEAOCTATbUYHOCT.

CopacueH atpuosenTpHikynapeH (AV) 6nok Il u 111 cTenen (ocBeH ako He € NocTaBeH NOCTOSAHEH
neUc-MEeHKDBP).

Texka Opagukapaus (< 50 bpm).

CHHapom Ha 601HHS CHHYCOB Bb3es (BKIIOUHTENHO CHHO-aTPUANIEH OJI0K).

KapauoreHeH wok.

Texkka XMNOTOHHSA (CHCTONHYHO ApTEPHANTHO Hansarane < 85 mmHg).

AHaMHe3a, BrIouBaiia SpoHXocnassm WK acTMma.

KnuunuHo nposiseHa yepHoApoOHA HEJOCTATBYHOCT.

MeTtabonurHa aunnosa.

4.4 Coeunanwu npelyupexieHHA H NPeANA3HH MEPKHA Npr ynorpeba
XPOHUNHA 3ACMOUHA CYPOCHHA HeOOCMAMbYHOCM

[Tpn nauueHTH CbC 3acTOMHA CbpAEYHA HEAOCTATHLUHOCT 110 BPEME HA NIOBHLIABAHE HA O3 o
KapBeAWNOJ MOXE [a Bb3HHKHE BJIOLIABALLA CE€ ChPACYHA HEJOCTATHLYHOCT MY / ,,,.
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TEYHOCTH. AKO Ce MOABAT TAKHBA CHMIITOMH, 103aTa Ha AWMYpeTHKa Tpabsa aa ce n -!#
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MO /1 C€ HANOXKH Na Ce HAMAJIK 103aTa Ha KapPBEAWIO WM JIEYEHHETO BPEMEH
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Kapeeannon Tpabea aa ce npunara BHUMATENHO B KOMOHHALIHA ¢ AHIMTAAHCOBH MNIHKO3HAH Thil KATO
ABETE JIEKapcTBa Morar a 3abasat AV nposexaaHeTo (Bxk. Touka 4.5).

bvopeuna Qynrxyua npu xporuurna cvpoeuna HedocmamuyHocm

Habalonasaxo e obpartumo sBnowasaHe Ha 6b6peuHaTa GyHKUMA NpU NEYEHHE C KapBEAUNO NPH
NalHEHTH € XPOHHYHA CHPACYHA HEAOCTATBYHOCT ¢ HUCKO apTepHaHO HanAraHe (cuctonnuHo AH
noa 100 mmHg, nexemuuna Sonect Ha cbpueTo K AH(Y3HO CbAOBO 3a00N9BaHe W/MAM CHITLTCTBALLA
6bOpeuna HegocraTbuHoCT). [1py NauMeHTH ¢ XPOHMYHA ChpAEYHA HEAOCTATBUHOCT C TE3H PUCKOBH
daxropu 6nOpeuHaTa dyHkUHUs TPAOBA Aa c€ MOHMTOPHUPA NO BPEME HA NOBHILABAHETO HA J03aTa Ha
KapBEAHI0 H JIEKAPCTBOTO Aa CE NMPEeYCTAHOBH, M 103aTa 1a ce HAMAJTH [IPH BL3HMKBAHE Ha
BJtOLIaBaHE HAa ObOpevHaTa HEAOCTATLYHOCT.

Jlesoxamepna oucghyrxyua creo ocmop muoxapoen ungapxm

[pean 3anousane Ha leueHue ¢ KapBeUION MAUHEHTHT TPAGRA Aa € KNHHHYHO cTabineH 1 TpAbaa aa
e noany4asan ACE uHxubutop none ot 48 uaca karo nozara Ha ACE unxuburopa Tpabea aa e
ctabuiHa nmoHe npe3 nociaeaHure 24 yaca.

Xponwuna obcmpyxkmusna 6eaoopobua bonrecm

Kapsenuion tpsabea na ce npunara ¢ BHUMaHHe NPH NALHEHTH C XPOHHYHA OGCTPYKTHBHA
6enoapobua donect (XOBB) ¢ 6poHxocnasLm, KOUTO He MONYYaBaT NEPOPATHO WIH HHXATATOPHO
NIEKApPCTBa, ¥ CaMO ako Moi3arTa OT IEYSHHETO NMpeBULIaBa NoTeHUManHug puck.[1pn naunenTy ¢
TeHAEHLMs H2 OPOHXOCMTACTHYHY PEAKLIMH MOXKE Na C€ NOSBH PECTIMPATOPEH AUCTPEC KATO pe3yaTar
OT Bb3MOXHO 3aCH/IBAHE HA CHNPOTHBIEHHUETO HA AMXATENHNTe nbTUILa, [TaurMeHTUTe TpaBBa aa
ObAaT BHMMATESTHO NPOC/IEAABAHN B HAYAJIOTO HA JIEYEHHETO M MPH MOCIEABALLO NOBHILABAHE HA
A03aTa Ha KapBEWJION W 103aTa HA KapBeaW/ion TpsaGBa 1a ce HaManu ako Bb3HUKHE OPOHXOCMazbM
10 BpEME Ha JIEUEHHUETO.

Huabem

H3uckea ce NoBUIIEHO BHUMAHHE NMPH NPEANHUCBAHETO HA KAPBEIHION HA MALIHEHTH ChC 3axapeH
nuabeT Thil KaTO MOXeE fa A0BEAE A0 BIOLIABAHE HAa KOHTPO/A Ha KPbBHATA 3aXap WM MOXe Ja
MacKupa WiH 0TCNa0H paHHMTE NPH3HALIM Ha OCTPa XMNOTIIHKEMHs. ATepHaTHBa Ha BeTa-6nokepuTe
OOMKHOBEHO Ce MPEeANOYHTa NPH NaLHEHTH, 3aBUCHMH OT UHCYIUH. [Topaau ToBa ce Hanara PEIOBHO
Npoc/ieAsBaHE Ha KPbBHATA 3aXap ApH AHAOETHUM NPH 3aMo4YBaHe HA NEUEHHE WIH NPH NOBHILIABAHE
Ha 103aTa Ha KapBEAO/OJ, a XHMOrIHKEMUYHaTa TepanHs TpabBa Aa ce KOPHUrupa ChbOTBETHO (BXK.
TO4Ka 4.5).

Tlepugpeprno cvooso 3abonssane u gpenomen na Raynaurd

Kopuon Tpabea na ce npunara ¢ BuMManmie npH natneHTH ¢ nepudepHo cbaoBo 3aboapane (Hanp.
¢peHomeH Ha Raynaurd), Toit kaTo GeTa-610KkepUTE MOraT Aa OTKITIOYAT UM 1A BIOLIAT CHMITTOMUTE
Ha apTepuanHa HeaoCTaThYHOCT. Thil kaTo obade kapsexuion Uma ChlUO H anda-0roKkupaLLH
CBOMCTBA, TO3H €(IEKT B roaMa CTEMEH e banaHcupaH.

Tupeomoxcuxosa
Kapseaunon moxe na Mackupa CHMATOMMTE Ha THPEOTOKCHKO3A.

bpaouxpacus
Kapseannon moxke na vHayuupa 6paaukapana. AKo ChpIeUYHATa YECTOTA HA MALIMEHTA Ce MOHWKH
NoA 55 yaapa B MHHYTA, 103aTa Ha KapBeaWnoa TpadBa na ce Hamasu.

Cepvxuyscmgume.nocm
Tpabea na ce BHHMMaBa NpH NpUiaraHe Ha KapBeAcaON NPH NaLMEHTH C aHAMHE3a 33 ¢e
7

TEXECTTA HAa PEAKLIMHTE HAa CBPBXUYYBCTBHTETHOCT.

Puck om anaghunaxmuuna peaxyus




Hokato npremar Heta-610KepH, NaLiMeHTH ¢ aHAMHE3a 3a TexKa aHAQHNAKTHYHA PEaKLIHA KbM
pa3M4HK alepreHy, MoXKe aa ca No-peakTHBHYU NPU MHOTOKPATHO H3JIaraHe Ha alepreHy,
HE3aBUCHUMO [aJIH ca C/TyHalHH, AMArHOCTHYHH HJIH TepaneBTHYHHW, TakHBa MAaLMEHTH MOXKE /J1a HE
pearupat Ha oOH4aiftHUTe N103M enMHEQPHH, H3NON3BAHH 34 JIEHEHHE HA aNlePruiHa PEaKLiH.

Texcrku koocnu nexceaanu peaxyuu (SCARS)

MHOro peaKu Cayvyan Ha TEXKH KOXKHHU HEXKENaHU PCAKUMH KAaTO TOKCHYHA eNHAEPMAIHA HEKPOJtH3a
(TEN) u cuuapoma Ha Stevens-Johnson (SJS) ca chobuieHr no BpeMe Ha NeYEHHETO ¢ KapBEAKUION
(BK. TouKa 4.8). [Ipyemanero Ha kapBegunon Tpa6Ba OKOHYATE/HO [a C& NPEYCTAHOBH MPH MTALIMEHTH,
MpH KOHTO Ce HabMIOJABAT TEAKU KOXKHHM HexeaHH peakLHH, KOMTO € Bb3MOXKHO 13 Ce IbJIKAT Ha
KapBEeAWIOJ.

[Icopuazuc
[Ipn nauneHTH ¢ aHaMHe3a 3a NCOPHA3HUC, CBbP3aH C JIEUYEHHE C OeTa-Onokepu, kapseannos Tpadsa aa
ce npunara caMo c/efl NPeLeHKa Ha CbOTHOLEHHETO —NOJ13a/PHCK.

Bsaumooeiicmaus ¢ Opyeu rexapcmeaernu npodyxmu

Hanuue ca pennua 3Ha4MMH GpapMakKOKMHETHYHH W $apMaKkOAUMHAMHUYHHA B3aUMOAEHCTBHA C APYrH
NIEKapCTBEHH MPOAYKTH (HaNp. JHrOKCHH, UHKIOCTIOPHH, pUOaMITHUMH, AHECTETHLH, AHTHAPHTMHYHH
NeKapcTBa, BXK. ToUuka 4.5).

Deoxpomoyumom

[Ipu naumneHTH ¢ PEOXPOMOUUTOM NpEeAH NPUIOKEHUETO HA OeTa-OnokepH TpsaGBa [a ce 3ano4He
neyeHue ¢ anda-onokepu. Brnpeku de kapBegunon nputexxapa u anda u Hera dpapmakonoruuHu
CBOMCTBA, HAMA OfKT ¢ NPHUJIOKEHHETO HA KapBEAWION MpH ToBa cbeTtoaHue. Iopaau ToBa TpaGea na
c€ BHHMAaBa MNPH NPUIOKEHHE HA KAPBEIWION HA MALHEHTH ¢ NOJO3PeHHE 3a HEOXPOMOLIUTOM.

Bapuanmna anzuna na Prinzmetal

JlekapcTBa, npuTekaBaliy HecenexTHaHa 6era-Onokupaliia akTHBHOCT, MOXKE A NpeaAn3BUKaT Oonka B
IbPAMTE MPH MAaUHEHTH C BApHaHTHA aHMKWHa Ha Prinzmetal. Hama k1uHUYeH onuT ¢ KapBeaunon npu
TE3W NALMEHTH, BbIPEKH Ue anda-OnokHpalaTa akTHBHOCT Ha KapBEIWION MOXKE 12 NPeOTBPATH
TakuBa CHMNTOMH. Tpabsa obaue na ce BHMMaBa Npy NPpUIAraHeTo Ha KapBEAWN0J Ha MALMEHTH C
NOJO3pEHHUE 3a BapHaHTHA aHruHa Ha [IpuHumeran.

Kornmaxmuu sewju
JInua, KOMTO HOCAT KOHTAKTHH JieuH, TpAOBa na 6bAaT yBeAOMEHH 3a Bb3MOXKHOCTTA 32 HAMATIEHO
ChA300TAEIIAHE.

Jlakmoza

JlekapcTBEHHAT NPOAYKT ChAbPKA NakTo3a. [launeHTu ¢ peaku HacieacTBeHy npobnemMu Ha
HEMOHOCHMOCT KbM FajlakTo3a, IThJIEH JIAKTa3eH AEQHUUHT HAH MIOK030-ranakTo3Ha Manabcopbuus e
TpabBa na npyuemaT TOBa JIEKAPCTERO..

3axaposa

To3n nekapcTBeH NPOAYKT CbAbpPKa 3axapo3a. [laurenTu ¢ peaku HacieACTBeHH npobGneMu Ha
(bpyKTO3HA HEAOCTATHUHOCT, MIOKO30-ra1aKTo3Ha MANaOCOPOLIMA AN 3aXap030-H3OMATA3HA
HETOCTATBYHOCT He TPAOBA Aa MpUEMAT TOBA EKAPCTRO.

4.5 BiaamopaeificTBHe ¢ APYTH JeKAPCTBEHHA NPOAYKTE H Apyra GOpMH HA B3aHMOAeHCTBHE

GapmaxkoKkHHEeTHYHH B3AUMONCHCTBHS

Brusnue na xapgeounon na papmaxoxunemuxama Ha opy2ume AeKapcmsen npoo)

Kapsenwnon e cybcrpar, kakto H HHXHOHTOp Ha P-ralokonporenH. Mopaau Tosa, §
NeKapCcTBaTa, TPAHCNOPTHPAHHU OT P-raokonporenH Moxe Aa 6bae noByiNEHa NPH §




npueM ¢ kapeeannon. B nonbiaHeHnne, 6HOHANHYHOCTTA Ha KAPBEAMAON MOXKE Aa CE NPOMEHH €
HHAYKTOPH HAH HHXHOHUTOPH Ha P-rniokonpotenH.

Hueoxcurn

B HAKOW NpoyuBaHHs MpH 34paBK HHAWBHAMN K IPU NALMEHTH ChC CLPAEYHE HEAOCTATLYHOCT €
A0Ka3aHa NOBHLUIEHA €KCIO3HUUA HA AUroKCHH 10 20%. 3HaunTenHo no-ronam edekt e HabaAaBaH
NPH NAUHEHTH OT MBXKKH NON B CPABHEHHE C NALMEHTH OT keHCKH non. [lopaau Tosa ce npenopsusa
MOHHTOpHpaHe Ha HMBATA HA JIMTOKCHH MPH 3aN04BaHe, alanTHPaHE WIH NPeYCTAHOBSBAHE HA
Kapsaeawon (BxK. To4ka 4.4). Kapseaunon He Biinse BbpXy HHTPABEHO3HO MPHIOKEHHSA JHMOKCHH.

L{uxnocnopun u maxporumyc

JlBe npoyuBaHHA NpH NaumenTH ¢ 6bOpeHa M CbpACYHA TPaHCNNAHTALMSA, NPUEMALILH NEPOPATHO
HHK/IOCTMIOPHH Ca NOKa3anH YBEAHYEHHE Ha M1a3MEHATa KOHLICHTPAaUUA Ha LIMKJIOCTIOPHH CAe/ IpHeM
Ha kapBeannon. JJaHHHTE NoKa3BaT, Ye KapBeaHAO0 YBENIWYaBa AEHCTBUETO HA NEPOPATHO NPHEMAHHS
uniiocnoput ¢ okono 10% go 20%, nopaau koeto ce Hajara HaMalsABaHe HA 103aTa HA UMKIOCNIOPUH
¢ 10-20%, 32 na ce noaaLpKaT TEPANEBTHUHHUTE KOHLEHTPALMH HA LHKIOCMOPHH. MeXaHH3MBT Ha
B3aMMOACHCTBUE HE € U3BECTEH, HO NPHUKHHATA MOXE Aa Obae HHXHOUPAHETO HA YPEBHHA P-
FIMKONPOTENH oT Kapeeaunon. [Mopaau sapuabunHocTTa Ha HUBATA HA LIUKIOCMIOPHH MPH OTACTHHTE
NalUHeHTH ce NpenopbHBa Cnel 3ano4YBaHe Ha TEparnus ¢ KapBeAWI0/ KOHUEHTPALIMKTE Ha
UHKIOCTIOPHH J1a C€ Ha0/Mi0AaBaT BHHMATEHO M aKO € Heo0X0AMMO A03aTa Ha UMKIOCTIOPHH Aa ce
KOPHIrupa HHAUBHAYANHO. B Cliy4yaH Ha HHTPaBEHO3HO MPHIOKEHHE HA LIKKIOCTIOPHH HE CE€ OUAKBA
B3aHMOLEHCTBHE C KAPBEAWIOI.

MmMa cbuo HHaukauum, ye CYP3A4 yyacTra B MeTaGonuima Ha kapseaunon. Tbil kaTo Takponumyc e
cyoctpat Ha P-rnukonportenn u CYP3 A4, HeroeaTa dapmMakoKkMHETHKA MOXKE CBLIO Aa Obae
MOB/JIKWAHA OT KapBEAU/IO/ Ype3 T€3W MEXAHH3MH Ha B3aUMOJEHCTBHE.

Brusinue na opyzu rexapcmea 6vpxy gapmakoxuremuxama Ha Kapeeounon

Muxubutopure n uHayxropute Ha CYP2D6 1 CYP2C9 mMorar ga NpOMEHAT CHCTEMHUS M/HAN
MPECHCTEMHHA META00IN3IBM Ha KapBEeIHION CTEPEOCENIEKTHBHO, BOAELLH 10 MOBHILEHN MITH
HaMaJieHH M1a3MeHH KOHLEHTpauuu Ha R u S-kapseawnon. Hakou npumepu HaGnionasanu npu
NauKHeHTH HWIK NPY 30paBH 0OEKTH ca W3OpPOEHHU NO-A0NY, HO CIIHCHLKBLT HE € H3YEPNaTeNeH.

Pugpamnuyun

B npoyusane Ha |2 3apaBH 106pPOBOILHM NPUNOKEHUETO HA PUHAMITHLIMH € HAMATTHIIO TL1a3MEHHUTE
HHMBa Ha kapeeannon ¢ okono 60% u e HabnoaaBaHO HaMaleHHE Ha eeKTa Ha KapBeIW/I0/ BbPXY
CUCTONHYHOTO KPbBHO HANAraHe. MexaHu3MbT Ha B3aMMOAEHCTBHE HE € U3BECTEeH, HO MOXE Aa ce
ABLJHKW HA HHIYLMPaHETO HAa YpeBHUA P rnvkonpoteuH ot pudamnuumud. Heobxoanmo e aa uma
cTporo HabnoaeHre Ha B-6nokazaTta NpH NAUKMEHTH, NPHEMALIM €HOBPEMEHHO KapBEAHION U
pu(amMnULHH.

Amuooapon

B in vitro npoyusane ¢ 40BELIKH YEPHOAPOOHH MHKPO3OMH € YCTAHOBEHO, Y€ AMHOJAPOH H
Ae3eTHAaAMHOLAPOH HHXHOUPAT OKHCAEHHETO Ha R v S-kapBeaunon. MHHMMaNHaTa KOHLEHTPALMA HA
R 1 S-kapseauo 3Ha4MTeNHO ce yBenuUasa 2,2-KpaTHO NpH NAUMEHTH CbC ChPAEUHA
HEOOCTaTBhYHOCT, NMOAYYABALIH KAPBEAHION H €JHOBPEMEHHO AMHOAPOH B CPABHEHME C MAaLIMEHTH,
NOUIOXKEHH Ha MOHOTEpanus ¢ KapBeanno. EQekrsT Ha S-kapBeannon ce NPUINKCBa Ha
[e3eTHNAMHOAAPOH, MeTabOIMT HA aMHOAApOHa, KOHTO € cunen nHxuGuTop Ha CYP2C9.
[Ipenopbusa ce Habmoaenne 3a NposBa Ha B dnokaga NpU NaUUEHTH, JIEKYBaHH ¢ KOMOWHALUA
KapBEAWION U aMHOAAPOH.

G\W no
Dayoxcemun u napoxcemur \J
B panaomusnpano, kppcTocaHo npoyusase npu 10 nauMeHTH b CLpACYHA HEAOCTAN LIS —ié"f" TRl
€JHOBPEMEHHHAT NMPHEM Ha (DJTyOKCETHH, MollieH nHxuburop Ha CYP2D6, e noseno 1% (e _‘{ﬂ w-ssg
CTEPeOCe/IEKTUBHO HHXHOHpaHe Ha MeTabonnamMa Ha kapeeannon ¢ 77% ysennueHHd HEECD YA ¥ .-.r 4 }
AUC Ha R(+) eHaHTOMEDA K CTATUCTHUECKH HE3HAYUMO YBeaUueHHe ¢ 35% Ha S (-) QNARPSREPR




cpaBHeHHMe ¢ mauedo rpynarta. Bhnpeky ToBa HSMa pas3nvKa npy HeXKeNaHUTe peakLiy, KPbBHOTO
Ha/AraHe WK CbpAeYHaTa YeCTOTa MEXAY TpeTUpaHuTe rpynu. EdexrsT Ha eaHOKpaTHaTa no3a
NapoKCETHH, MoLLEeH HHXHOUTOp Ha CYP2D6, Bbpxy (papMakoKMHETHKATA HA KAPBEAWIION € Oun
“icneaBad npu 12 3xpasu R0OPOROILM citeq eAHOKpaTeH nepopanieH npHeM. Hesasucumo ot
rONAMOTO yBE/IHYEHHE Ha BHAHUETO Ha R u S-kapeeausaon, B Te3d 34paBH HHAMBHAH HE ca
HaboaaBaHH KTHHHUYHM eEKTH.

Axoxon

Hoka3aHo €, 4e KOHCYMaLHATa Ha a1KOX0A HMA OCTPH XUIIOTEH3UBHH €(PEKTH, KOUTO BEPOATHO
yBe/NHYaBaT NOHHKABAHETO HA KPBBHOTO HAllAraHe, NPUYMHEHO OT KapBeauaon. Tbit kato
KapBEAW/ION € pa3TBOPHM B €TaHOJI, HATHYHMETO HA AJIKOXO/ MOXKeE [J1a MOBJIMAE HAa CKOPOCTTA H/HH
cTeneHTa Ha upesHaTa abcopbuus Ha kapseanaon. OcBeH TOBRa, KapBeAHIION ce MeTabo/IH3Hpa
yacTH4HO OT CYP2E] eH3uM, 3a KOHTO € H3BECTHO, Ye Ce HHAYLMpA U HHXHOHPa OT aNkoxona.

Cox om 2pevinghpym

KoncymauusTa Ha eaMHHy4Ha noza ot 300 ml cok ot rpeitndgpyT Boau o 1,2-kpaTHO yBEAHYEHHE HA
AUC Ha xapeeaunoJ B cpaBHeHHe © BoaaTa. Bunpeku, ye K1MHMYHATA 3HAYMUMOCT Ha TOBA
HabloJeHYe € HesacHa, nauMeHTuTe Tpadea 1a n3GArsaT e AHOBPEMEHHOTO NMPHEMaHE Ha COK OT
rperndpyT, MOHE AOKATO CE YCTAaHOBM cTabunHa Bpb3ka A03a-0TTOBOP.

DapMaKOAHHAMHTHH B3AHMONCHCTBAR

Hucyaun unu nepopannu xunocauxeMuyu

ATEHTH CbC CNOCOBHOCTH Ha P-610Kepr MOraT 1a NMORIUAAT COCOOHOCTTA Ha HHCYJIMHA U NepOpaTHUTE
XHIOT/IHKEMHULIM N4 HAMA/ABAT KpbBHATA 3axap. [IpusHaluTe Ha XxUnornMkeMus Morar aa Obaar
MAaCKHpaHH WM otcnabenu (ocobeHo Taxukapaus). [1py nauueHTH, npueMaliid HHCYJIMH WJTH EPOPATHH
XUMOTSIHKEMHUUM, € HEOOXOAUMO PeryisipHO MOHHTOPHPAHE Ha HUBOTO Ha KPbBHATA MTHOKO34.

Kamxexonramun-uzvepneawyu azenmu

[auueHTHn, KOUTO NpHEMAT EAHOBPEMEHHO JicKapcTea ¢ OeTa-010KkMpalla akTHBHOCT € JIEKApCTRO,
H34EPNBALIO KaTeXONaMWHUTE (Harp. pe3epiiHH H HHXHOHTOPH Ha MOHOAMHHOOKCHIa3aTa), Tpadsa aa
Ovaat HabnonaBaHH BHUMATENTHO 32 NPU3HALIM HA XHIIOTOHUA W/ WM TexkKa Opaaukapaus.

Huzoxcun

Kombunupanara ynorpeta Ha 6era 6nokepy 4 ZUFOKCHH MOXKe 1a HMa 3a Pe3yATAT JOIMWIHHTEHO
yOb/DKaBaHE Ha aTPHOBCHTPHKYNApPHOTO (AV) NpOoBOAHO BpeMe.

He-ouxuoponupuounoeu 6aoxepu na xanyuegume Kanaiu, aMuo0apor Ul Opy2u ARMudpummusHu
cpeocmea

KombunuupaHnarta ynorpeba Ha He-OUXHAPONIHPUAUHOBH BIOKEPH Ha KAJILIHEBHTE KAHANW, aMMONAPOH
WY APYTH aHTHAPUTMHUYHH CPEACTBA ¢ KAPBEAW/ION MOXE Ja Ce YBENHMYHM PUCKA OT CMYLLUEHHA B AV-
NpoBOAHMOCTTA. (BK. Touka 4.4). HabnoaaBanu ca H3oaupaHH ciyyan Ha HapyLUEHHE Ha
NPOBOAUMOCTTA (PAIAKO ¢ HAPYLUIEHHE HA XEMOAMHAMHUKATA), KOraTo KapBEAWIIO/ Ce rpunara
eAHOBPEMEHHO ¢ nunTHaseM. Kakro u npu apyru npoaykrtu ¢ 6eta-010KkHpaluy cBoiicTBa, ako
kapseaAWton TpadBa aa ¢e npuiara NEpPopaiHoO ¢ He-AUXHAPONMHPHAHHOBHTE ONIOKEPH HA KANLIHEBHTE
KaHay OT BHAA Ha BEpanaMul WK JHITHA3EM, AMUOAAPOH HIH APYTH aHTHAPUTMHYHH NPOAYKTH, CE
npenopbuBa aa ce KoHrponvpa EKI' U kpeBHOTO HansAraxe.

Knronuoun
EnHOBpEMEHHOTO MPHIIOKEHHE HA KNOHWAMH W nekapeTea ¢ OeTa-0nokupallo necrere Moxe aa
3aCHIH €EKTHTE HA IOHWKABAHETO HA KPLBHOTO HANNANaHE ¥ HaManABaHe Ha CbPACUHATHAT

Koraro enHoBpeMEeHHOTO ieueHue ¢ 6era Goxkepy U KNOHHAWH TpabBa aa ce npeycr: '
TpabBa Aa ce cnpe npuemMa Ha beta-Onokepa. JleueHHeTo ¢ KIOHHAMH MOXE Aa ce NP
HAKONKO AHH KaTo 003aTa NOCTENEHHO ¢e HaMalABa.

Lpyau anmuxunepmenzushu rexapcmea




KakTo 1 npu apyrute fiekapcrsa ¢ 6eTa-010KHpailo AeicTBYE, KapBEAWI01 MOXKE Aa NMOTEHLHPA
ACHCTBHETO Ha APYrWTe aHTMXHNEPTEH3UBHH NEKAPCTBA, KOUTO Ce MpUeMaT eqHOBPeMEHHO (Hanp.
anga;-peLiENTOPHH AaHTArOHUCTH) HITH HAa TAKHBA, KOMTO NPEIH3BUKBAT XUMOTAHUA KATO HEXENaHa
peaKuus.

Anecmemuyu

[lo Bpeme Ha oD aHecTe3us TpadBa 12 ce 0OBbPHE BHUMAHUE Ha MOTEHLHATHHTE CHHEPTHYHH
MHOTPONHH €(EKTH Ha KapBe U0 U aHECTeTHLHMTE (BUXK TouKa 4.4).

Hecmepouonu npomusosvinanumenrnu cpeocmea (HCIIBC)

EanospemenHata ynotpeba Ha HeCTepOMAHHU NMPOTHBORBL3NANHTENHU cpeacTsa (HCIBC) u Gera-
anpeHepryuHu 610KepH MOXE Ja NOBEAE A0 NOBHIIEHHE U BIOLLEH KOHTPOJ HAa aPTEPHATHOTO
HaJjisraxHe.

bpouxoouramamopu bema-azonucmu
Hekapanocenexkrusuute OeTa-610kepH aHTaroHW3MpaT GpoHxoaunaTupalins egekr Ha Gera-
aronucture. Heobxoaum e BHUMAaTe1€H MOHUTOPHHT HA NMAUHEHTHTE.

4.6 @epTHIHTET, OPEeMEeHHOCT H KbpMeHe

bpemennocm

Hama nocTaTbuHO AaHHM 3a ynoTpedaTa Ha KapBEAWION NPH OpeMEHHH KEHHU.

IlpoyuBaHHATa NPH XKMBOTHH Ca NMOKa3a/ly PENpOayKTUBHA TOKCHYHOCT, €(PEKTH BbPXY
OpeMeHHOCTTa, eMOPHOHANHOTO/PETANHOTO pa3BUTHE, PAKAAHETO H MOCTHATAIHOTO pa3BHTHE (BK.
Touka 5.3.) [ToTeHUMANHUAT PUCK MPH XOpa HE € W3BECTEH.

Kapseannon He TpabBa aa ce U3noa3sa Mo BpemMe Ha OPeMEHHOCT, OCBEH aKO NOTEHLUHAIHATA 10133 HE
MPEBHILABA MOTCHLUMATHHAA PUCK.

bera-0nokepute HaMaABaT NaueHTapHata nepgys3us, KOETO MOXKe Aa A0BEAE 0 BbTPEMAaTOYHA
CMBPT Ha IJ10/1a H NPEXKAECBPEMEHHO paxkaaHe. B nombiHeHHe, HexeNaHH peakuud (ocobeHo
XHIIOTJIMKEMHUS H OpalMKapAH) MOTaT Ja C€ [OABAT MPH 0 H HOBOPOAEHOTO, Moxe fa uma
MOBHILEH PHCK OT ChPACYHH H 6€10APOOHH yCA0)KHEHHS TPU HOROPOAEHOTO B MOCTHATAIHHS NEPHOL.
[IpoyuBaHusaTa NPH XKUBOTHHU HE €A NMOKA3aJH NO CHLIECTBO J0KA3ATENCTBA 334 TEPATONEHHOCT C
KapBeaAUaoan (BX. CbLIO TOYKA 5.3).

Kvpmene

[IpoyuBaHHaTa NPY XKUBOTHH NOKA3BAT, U KAPBEAWION H/UIIH HErOBUTE METaGONMTH CE eKCKpEeTUpaT
B MJIAKOTO Ha MABXOBE. EKCKpeums Ha KapBeAUION B HOBELUKATa KbPMa He € YCTaHOBEHA. Bonpexkn
TOBA, NOBEUYETO OeTa-610KEPH, MO CAELIMATTHO THNOPHIHUTE ChEAUHEHHA, IPEMHUHABAT B KbpMaTa,
MaKap M B pa3ii4Ha cTeneH. [lopaau ToBa ciea npyeM Ha KapBeAWION HE Ce NMpenopbhuBa Aa CE
KbpPMH.

4.7 EdexTR BLpXY cnocobGHOCTTA 3a mWoPHpaHe H padoTa ¢ MAINHHHA

He ca npoBexaanu npoyuBanus 3a €peKTUTE Ha KapBEIUION BBPXY CNOCOGHOCTTA 3a LIohHpaHE H
paboTa ¢ MallMHHU NPH NAUUEHTHTE.

IHopaau BL3MOXKHOCT OT Pa3sBUTHE HA MHAHWBHAYAIHH PEaKUMHY (Hanp. 3aMaiiBaHe, NOBUIIEHE YMODA)
CrocoOHOCTTa 34 1opHpaHe, paboTa ¢ MalllMHK U CaMOCTOATEHA paboTa, Ge3 noakpena Ha Apyry
MOXe a Obae HapyiueHa, Tora ce oTHaca 0coOeHO MPH 3anoYBaAHETO WM MPH NPOMAHA Ha J03aTa U
npu ynotpebda Ha ankoxo. K

4.8 Hexenauu JiekapcTBenR PeakuHH
(a) Obobwenue na npochuna na b6eszonacrnocm

HecToTara Ha HEKENAHMTE PeaKlMY HE 3aBHCH OT 403aTa, C U3KIIIOYEHHE Ha 3aMaiiB;
HapyuieHHs U Bpaaukapama.




(6) Cnucvk Ha Hedceaanume peaxKyuu
PHCKBT OT NOBEYETO HEXENAHN PEAKLIMH, CBBP3aHH C KAPBEAXI0 € CXOAEH 33 BCHUKH TepaneBTHYHH
nokaszaHuvsa. M3kmouenusta ca onucaly B noapaszaen (B).

Hexenanure peakUuH, KOUTO ¢a ACKIaABAHH (Harp. OT KIHHHUYHH W3MHTBAHHUA, MOCT-MapKETHHIOBH
Mpoy4BaHHA 3a 6€30MacHOCT WU CMOHTAHHO CbOoOLaBaHe) Aa Bb3HUKBAT MO BPEME Ha JIeHEHHUETO C
KapBeAWI0J1, ¢€ KnacH(p1uHpar B ClieJHUTE rPYIH MO pela Ha 4eCTOTATa:

- MHoro yectu (= 1/10)

- Yectu (= 1/100 no < 1/10)

- Heuectu (= 1/1,000 a0 < 1/100)

- Penku (= 1/10,000 no < 1/1 000)

- Muoro peaku (< 1/10 000)

- C Hew3BecTHA HeCTOTA (HECTOTATa He MOXKE /12 ObAE OLIEHEHA OT HATHYHUTE JaHHH)

an BCAKO I'PpYTIHPAHC B 3aBUCHUMOCT OT HECTOTaTa, HCXKCMIAHHTC pCaKLIHK Ca NTPpEACTABCHH B
HHU3XOAAL p€a MO OTHOLWECHHWE HA TAXHATA CCPHOIHOCT.

YecTOoTa HA HEXKENAHUTE pCakKUuHH HBGPOCHH Mo OTAC/IHH OPraHd H CUHCTCMH.

Hughexyuu u napasumosu
- Yectu: BpoOHXHT, NHEBMOHHA, HH(EKLIMA HA FOPHUTE OUXATEAHH MbTHILA, HHPEKLHH Ha
NAKOYHHUTE NBTHLLIA

Hapywenua na kpvema u aumgrnama cucmema
- Yectu: Anemus

- Peaxu: TpombounTonenus

- MHoro penku: JleBkoneHus

Hapywenua na umynnama cucmema
- MHuoro penku: CBpbX4YYBCTBHTETHOCT (aIEPruyHa peakLins)

Hapywenua na memaboauzma u xpaneremo
- YecTn: YBennuasaHe Ha TerJoTO, XHIIEPXONeCTEPONEMHS, HAPYLUEH KOHTPO HA KPbBHATA
3axap (XMMNepriMkeMusa, XHNOrNMKeMHUs) NpY NAUKMEHTH ¢ npeawecTeaiy adader.

Hcuxuunu napywienus
- Yecru: [lenpecus, MOTUCHATO HACTPOCHHUE
- Heuectu: Hapywenus Ha cbus

Hapywenus na nepenama cucmema

- MHoro yectH: 3aMasHOCT, r1asobonue
- YecTu: I1pecurkon, CHHKON

- Heuectu: Napecresus

Hapywenua na ouume
- YecTH: 3pUTeNHH YBPEIKAAHHS, HAMNEHO OTACAHE HA CHJI3H (CYXOTa B OUMTE), APA3HEHE Ha
OYHTE

Covpoeunu napyuteHus

- Muoro yecTH: CbpaeuHa HEAOCTATBYHOCT

- YecTtu: bpaankapamsa, oTok (BKNIOUYUTEAHO NEHEPATH3IHPAH, NEPHGEPEH, 3aBUCH
OTOK, OTOK Ha KpaKaTa), XHNEPBOJAEMHA, 3aPbKKA Ha TEUHOCTH

- Heuectu: [peacypaHo-kamepeHn 610k, cTeHoKapauns

('v006U HApYUIEHUA
- MHoro yecTH: XUnoToHUs




- YecTn: OpTocTaTHUHA XHITOTOHHUA, HAPYLUEHHS Ha NeprudepHOTO KpbBoOOpalleHHe (CTyAEeHH
KpaiHuuK, nepudepHa cbaoBa HosiecT, 060CTPsHE Ha HHTEPMHTEHTHO HaKyLIBaHe W heHOMEH
Ha Reynaud), xunepToHus.

Pecnupamopnu, 2pvonu u meouacmunainu HapyueHus
- Hectu: ducnnes, 6enoapobdeH oTOK, acTMa NpH NPeapasnoOKEHH NALHEHTH
- Peaku: 3anywBane Ha Hoca, rPUNONOAOOHH CHMNTOMH

Cmomawuno-upegnu Hapyuerus

- Yectu: Manexe, AMapusa, noBpblUaHe, AMCNENCHS, KopemHa 6onka
- Heuectu: 3anek

- Peaku: Cyxora B ycrara

Yeproopobru u xcavunu napyuuenus
- MHOro peaKku: NOBHIIABAHE HA anaHWH aMHHOTpaHcepasa (ALT), acnaprar
amuHoTpaHcepasa (AST) u ramarnyramuntpaucdepasa (GGT)

Hapywenua na xosicama u nookoxcsama muxan
- HeuecTn: koXXHW peakumnu (Hanp. alepryyHa eK3aHTema, 1epPMaTHT, YPTHKAPHA, Chpoex,
MCOPHATHYHH H NOLOOHU HA NUXEH MJIAHYC KOKHH JIE3HH), anonewuus

Hapywienus na Myckyano-cxeaemnama cucmema u CbeOuHuUmenHama nMvkan
- Yectn: bonku B KpaiiHuunTE

Hapywenus na 6vbpeyume u nuxounume nemuwya

- HecTH: brOpeyna HeIOCTaTLUHOCT M aHOMANKHU Ha 61LOpeuHaTa QyHKUHA NP NALMEHTH C
IMdy3HO Cba0BO 3abonsBaHe u / WU CbABTCTRALLA OBLOPEYHA HEAOCTATHEYHOCT,

- Penxu: HapylLUeHUs Ha YPHHHUPAHETO

- Muoro peaku: 3aabpkaHe Ha yPHHATA TIPH YKEHH

Hapywenus na ev3npousgooumennama cucmema u 2bpoama
- HeuecTu: Epektunna aucdyukuns

Obwu napyweHus u egpexmu HA MACMOMO KA NPUAONCERUCTNO
- MHoro vectu: Actenus (ymopa)
- O6wu: Orok, Oonka

(6) Onucanue na uzbpanu Hedceranu peaxKyuu

HecToTaTta Ha HeXeNaHUTE peakUMH HE 3aBHCH OT 103aTa, C H3K/IIOUEHHE Ha 3aMaiBaHe, HAPYILEHO
3peHune ¥ Opaaukapamus. 3amaiBaHe, CHHKON, rnaBo0oJIHe H acTeHUs OOUKHOBEHO ¢a JIEKH H Haii-
BEPOATHO € Aa CE€ NOABAT B HAYANOTO HA JIEYEHHETO.

[lpy nauMeHTH Cbe 3acTOMHA CbpaeyHa HEAOCTATLYHOCT, M0 BpEME HA MOBHILNABAHE HA JO3aTa Ha
KapBCAWION MOXE 13 Bb3HUKHE BJOLLIABAHE HA CHPACHHATA HEAOCTATBYHOCT H 334PHKKA HA TEYHOCTH
(BX. TOUKa 4.4).

CbpaeuHaTa HEAOCTATBYHOCT € HeCTO ChOOLLABAHA HEXeNnaHa peakyus KakTOIPH NAUHEHTUTE Ha

nnauebo (14,5%), Taka u 3a naumMeHTHTe, NeKyBahy ¢ kapeeawnon (15,4%) ¢ nesokamepHa
AHCPYHKLIHA cnen OCTbp MHOKapAeH HHapKT).

4.4).

CrnenHure HexenaHn peakunm ca YCTAHOBEHH MO BPEME HA MOCT-MapKeTHHIOBaTa




KapBeAWI10/. [ bi KaTO Te3M CbOUTHSA Ca A0KAAABAHH NPH NONYauus C HEONpeaeaACHa FoiEMHHA He
BMHArM € Bb3MOXXHO [1a C€ HarpaBH HaAeXKAHa OLEHKA Ha TAXHATA YecToTa W/WiIM A2 € YCTAHOBH
NMPHUHUHHO-CECACTBEHA BPb3KA C BL3ACHCTBHETO HA NEKAPCTBEHHUA NPOAYKT.

Hapywenua na memaboauzva u xpaneremo

Kato knac, 6era-010kepHTe Ha agpeHeprUYHHTE peLenTOPHH MOraT Ja AOBEJaT A0 NPOfABa Ha
nartentTeH auabet, manudecTHna auabeT na ce BAOLLH, perynaLMaTa Ha rM0KO3aTa B KPbBTA 12 Ce
NOTUCHE.

[cuxuunu napywuwenun
Kapeeaunon Moke 1a NPUYMHH XATIOLUMHALMWH.

Cypoeunu napyutenus

CHHYCOB apecT MOXKE [1a HACTBMH MPH NPEAPA3NONIOKEHH NaUMEHTH (HaNp. NauMEeHTH B CTapuecKa
Bb3PAcT WM MaLUEHTH ¢ MpeJLuecTeania Spaaukapaus, IMCPYHKLMUA HA CHHYCOBHA Bb3€ WK
aTPHOBEHTPHKYJIApeH ONOK).

Hapywenua na xoxcama u noOxoxcHama mvKan

TeXKH KOXKHH HEXENaHH peakUMH (TOKCHUYHA eMHaepMaliHA HEKPOIU3a , CHHAPOM Ha Stevens-
Johnson (Bx. Touka 4.4).

XHnepxuaposa.

Hapywenus na 6v6peyume u nuxounume nomuija
Kapeeaunon Moxe 1a NpeAH3BUKA 3a4pBHKKa Ha YPHHA NPH XEHUTE, KOATO H34Ye3Ba Mipy CNydpaHe Ha
NeKapCTBOTO.

CroluwaBaHe Ha NOAO3HPAHH HEXKENaHH peaKUHH

Cpo0uwaBaHeTO Ha MOAO3HPAHH HEXKEIAHH PEaKLIMU C/1e] paspellaBaHe 3a ynorpeba Ha nekapcTBeHUs
NPOOYKT € BaYKHO. ToBa NO3Bo/IABA A2 NPOALIKH HabNIOAEHHETO HAa ChOTHOLUEHHUETO NOJI3a/PUCK 32
NE€KapCTBeHUA NPoAYKT. OT MEAHLIMHCKHTE CNEUHATUCTH ¢€ H3UCKBA Ja choOLIaBaT BCAKa
MoAO3HpaHa HEXKENlaHa peakuus ypes

H3nbhHKATEHA areHuus 110 JieKapceTBaTa

yn. ,,Jdaman ['pyes” Ne 8

1303 Cogus

Ten.: +359 2 890 3417

yeGcaiiT: www.bda.bg

4.9 Ilpenosmpane

Cumnmomu

[Mpu npeno3vpane Moxe 1a C€ OYAKBAT TEKKH CbpAeYHOCHAOBH €(PEKTH KATO XHUITOTOHMA,
Opaankapaus, cbpAeyHa HEAOCTATLYHOCT, KAPAMOreHEH LIOK, CHHYCOB apecT W Cbhp/etdeH apecT.
Moke na uma CblIO U pecrupaTopHH npobnemu, OpoHXoCcNa3zbm, NOBPbIMAHE, HAPYLLEHO Ch3HAHUE U
reHepalM3HpaHu IbPHOBE.

Jleuernue
[TauuenTtuTe Tpadea pna 6baaT HAONKOAABAHH 33 NOPENOCOUYEHUTE NPU3HALUMY U CHMIITOMH M IEKYBaHH
cnopel NPEeUSHKAaTa Ha JIEKYBaLLs JieKap H B CbOTBETCTBHE CbC CTAHAAPTHATA MPAKTHKA NPY MaLHEHTH
C aHaMHe3a 3a rnpejosupane ¢ 6eta-0okep (Hanp. ATPONUH, TPAHCBEHO3HO CTHMYJIMPaHE, [NIOKaroH,
dochoarecTepazeH HHXUOHUTOP KATO AMUHOH MW MUIPHUHOH, BeTa (B)-CHMMNAaTHKOMHUMETHLMH),

MONYXXHBOT U NMpepasnpeieieHHe Ha KapBEAUIOIN.




5 PAPMAKOJJIO'HYHHA JAHHH
5.1 ®dapmaxkoIHHAMHYHH CBOHCTBA
(dapMakoTepaneBTU4HA rpyna: anda u bera-6nokepu, ATC koa: CO7AGO2

Mexanuzvm na oeiicmsue

Kopuon aeficrea no nBa HaurHa. AKTHBHATA CLCTABKA - KAPBEAMNON, € PAUEMHYHA CMEC;
€HaHTHOMEPHTE MMAT pa3iIHyeH €PeKT U ce MeTaboNM3NpaT pasnUYHO. S(-) eHaHTHOMEPDT OKAa3Ba
GnoKHpallo AelCTBHE Ha anda- i GeTa-agpeHopeuenTopHTe, 10KaTo R(+) eHaHTHOMEPBT HMa
Onokupall edekT camo BbpXy anda-aapeHopeuentopute. Hpes kapauoHeceneKTHBHO 610KHpaHe Ha
bera-anpeHopeuenTopuTe, TOH HaMaNABa aPTEPHANIHOTO HANATAHE, CHPAEYHATA YECTOTA U ChPACYHHS
AeduT. Kapseannon noHwxasa HansraHeTo B 6enogpobHara aprepus 1 B aacHoTO npeacshpaue. Karo
Gnokupa anda—aapeHopeuenTopuTe, TOH NpUUKHHABa neprdepHa Ba3oJHIaTaLMA U HAMaIABa
ChIPOTHBIICHHUETO HA CbAOBETE. byiarogapeHne Ha Te3u €PEKTH NEKAPCTBEHHAT NPOAYKT OTITYCKa
CbhpPIACHHHA MYCKYJ1 H NpeAOTBpaTABa aHrHHA nekTopuc. [1py mauMeHTH ¢be CbpacUHa
HEIOCTaTbYHOCT KapBEANNON yBEINYaBa (PpaKLUMATA HA U3TJIACKBAHE Ha JIABAaTa KAMepa KaTo
noaxoasnwo obnexyasa cuMnromure Ha Gonecrra. [onobHo nelcTBue ce HabnOaaBa MPH NALMEHTH C
nesokamepHa aHcyHkuua. KapBeannon HAMa BbTpPeLIHA CHMMATHKOMUMETHYHA aKTUBHOCT. Hskou
OT OrpaHHYCHHUATA HA TPAAHUHOHHHUTE B-OoKepH He KacasT BazoguaaTauHoHHHTe B-610kepu, kaTo
KapBeaUIONN.

Papmaroounamuunu egpexmu

EdexTbT BbpXY KPBBHOTO HalAraHe U ChpAe4YHATa YECTOTA ce NpoABABa | A0 2 yaca cien
NMPHEMAHETO HA JIEKAPCTBEHHA MPOIYKT.

[lpu xuneproHuum ¢ HopManHa 66peuna GyHKLUMA KapBEANION HAMATIABA CHACBOTO ChIPOTHRICHHE
B ObOpeunTe, KaTO HE NPHUMHABA CBILECTBEHU MPOMEHH B IJIOMEPY.IHATA (PHIITPALMA, H3THYAHETO HA
61uOpeuHHA KPBBOTOK W €KCKPETHPAHETO Ha EJIEKTPOSIHTHTE.

Kapseansion uMa opraHonpoTEKTHBHU €(heKTH, KOMTO BEPOATHO Ca PE3Y/ITAT MTOHE OTYACTH OT
AOMb/IHUTE/IHK CBOMCTBA U3BbH HETOBOTO ACHCTBHE Ha Onokana Ha anpeHepru4Hu peuentopi. Toit
HMa MOLLIHH AHTHOKCHAHTHH CBOHCTBA, CBLP3aHU C ABAaTAa EHAHTHOMEDA, Y/IaBi PEAKTHBHH
KHCIOPOAHK PAJHKaAH W HMa aHTUIIPONHPEPaTUBHH eQeKTH BLPXY MaJKHTe MYCKYJTHH KJIETKH Ha
YOBELUKHTE KPBbBOHOCHH CHIOBE.

Kaunuuna egpuxacrwocm u 6ezonacrnocm
KjiMH{uHKTE H3NHUTBaHUA NOKAa3BaT, ye 6anaHChT MeXAY Ba3oauaTalua U 6eta-bnokana,
MPEeAOCTaBEH OT KapBEAUNON, BOOH A0 CNeJHUTE eEeKTH:

Xunepmonus

[Ipu nauneHTH ¢ XMNEPTOHHA MOHHUKABAHETO HA KPHBHOTO HANATAHE HE € CBbP3aHO C €AHOBPEMEHHO
NOBHILABAHE Ha 00LOTO NEpHPEPHO CHNPOTHBIIEHHKE, KAKTO ce HabN1aBa Npy KnacHueckuTe Gera-
Onokepu. CbpaevHara yecToTa ce HaMmanssa cnabo. Y aapHuaT o6eM octasa HenpomeHeH. BrGpeuHunsT
KpbBOTOK H OnOpeuHaTa ¢yHKLHA ocTaBaT HopManHu. Kapseaunon noaabpxa ynapHus obem o
HamansBa 0611toTo nepudepHo CHNPOTHBNEHHE, Ge3 na KOMIIPOMETHPA CHABAABAHETO HA Pa3IHYHU
OpraH U Cb0BE C KPbB, BKIIIOUHTENHO ObOpeLTe, CKEJETHUTE MYCKYJTH, MPEOMHILHULIWTE, KpaKaTa,
KOXkaTa, MO3bKa WIH ChbHHaTa apTepus. Hamanena e yectorara Ha CiyyauTe Ha CTYJIEHH KPAMHULIK U
Ha HavalHa ymopa no Bpeme Ha (PU3HM4eCKa aKTHBHOCT.

[layuenmu ¢ xunepmonus u bvbpeyro yspexcoare |
Hstkon 0TBOpEHH Npoy4BaHus ¢a MOKA3aH, Y€ KApBEAHAO/ € e)eKTHBEH JICKapCTBEH NPOAYKAWPA0
nauneHTuTe ¢ Ob0peuHa xunepronus. EdexkTuBHoCTTAa HA KapBEaWAON € NOKA3aHA W N

¢ XpoHH4HA DBOpeYHa HEOCTATBYHOCT MJIH TAKUBA HA XEMOANAIN3a HIIH chell 61Ope 4 :
TpaHcnnaHTauus. Kapseansion Boau 10 NOCTENEHHO HaMalsBaHe Ha KPbBHOTO HansarfHe a
AHMTE Ha XeMOOHaIH3a, TaKa H B AHHTE Oe3 xeMoaHannsa ¥ NOHWKABALIHNA €PEKT Ha % B0
HaJIATaHE € CPaBHMM C TO3H, HaOJIl0aBaH NMPH NAUMEHTH C HOpMaTHa 6BOpeuHa PyHKY




Cmabuwima cmenoxapoust

[lpy nauHeHTH cbC cTabKHA CTEHOKAPAWA KapBEAWNON NOKa3Ba aHTH-HCXEMHUHH (NnoaobpeHo odImo
BpeMe 3a GU3IMUECKO HATOBApBaHe, BpeMe A0 | mm aenpecua Ha ST-cermenTta v Bpeme 10
CTEHOKapAHA) K AHTHCTEHOKapPAHH CBOHCTBA, KOUTO C€ NOAALPHKAT MO BPEME Ha NPOABIIKHUTENHO
nevenue. OCTpUTE XEMOOHHAMWYHY NPOYYBAHHA MOKA3BAT, Y€ KAPBEAWION 3HAYHTENHO HaManaBa
Hy»JaTa OT KMC/I0pOA Ha MHOKApAa W CHMMATHKOBATA CBPbXAaKTHBHOCT H HAMAIABA KaKTO
NpeHATOBAPBAHETO Ha CbpLETO (Hansrave B benoapobHaTa aprepya W HansraHe Ha OesioapobHHTe
Kanuiaspy), Taka M CIEIHATOBAPBAHETO (00O NEPUPEPHO CHLNPOTHBACHHE) C MNOCNIEABALLO
noaobpeHHe Ha 1€BOKAMEPHATA CUCTO/IHA M 1MACTO/IHA PYHKUMA 6€3 ChbLIECTBEHH NPOMEHH B
cbpacuHUA AcOuT.

Kapseaunnion HAMa HexenaHH ePekTH BbpXy MeTabONUTHUTE PUCKOBH HAaKTOPH HA KOPOHApHaTa
OonecT Ha cbpueTo. Toi He HapyLUaBa HOPMATHUS CEPYMEH NMNKAEH NPOPHT H NPH NALMEHTH C
XHIEPTOHUS U JUCAUNMUACMHSA €A AOKNAABAHH ONaronpuUaTHH eekTH BbPXY CEPyMHUTE JIMITKUAY Clie]
LWIECT MEceLa nepopanHa Teparnus.

B nBe npoyuBaHug, kapBeaunon 25 mg ABa MbTU AHEBHO € CPABHEH C APYTY aHTUCTEHOKApPAHH
NEKAPCTBEHHU MPOAYKTH C NMPU3HATA 3HAYMMOCT NPH NMaLHEeHTH ¢ XpOHUYHA cTabUiTHA CTeHOKapaus
npy ycuiaune, U36paHute 1030BU peXXMMH ¢a LLUPOKO M3MNON3BAHU B KAMHUYHATA npakTHka. U aBete
W3MUTBAHHKA ¢a ¢ ABOKHO-CNIAT OHU3aiH ¢ napaneaHy rpynu. OcHoBHaTa uen € buia obuwoTo Bpeme 3a
ynpaxHeHue (fotal exercise time (TET)).

Joknan KonTpona (ao3a) Bpoi naunenTH [TpoabrxUTENHOCT
HOMED: KapBeAUNON/NeKapCTBEH HA JIEYEHHETO
MPOAYKT 32 CPaBHEHHE
060 sepanamMun (120 mg t.i.d.) | 126/122 12 ceamuum
061 ISDN s.r. (40 mg asa nbTH | 93/94 12 ceamMuLM
AHEBHO)

[SDN= u3ocopdbua auHuTpar

PesyataTure OT ABETE M3NHTBAHHA ACHO AEMOHCTPHpAT, Ye 3a TET npH Hail-HUCKUTE HHBA Ha
NeKapCTBEHUA MPOAYKT B KpbBTa cnel 12 ceamuum Tepanys HAMa CTaTUCTHYECKH 3HAYMUMAE palivKa
MEXy TPYMNHTE Ha NeueHHe. Bunpeky ToBa, ChOTHOLLIEHUATA HAa PMCKA, NOTYYEHH OT MOAENA Ha
APONOPUHOHATHHTE pHCKOBE HAa Kokc, paskpHBaT TEHICHUMS B NMOJI3a Ha KapBEAWIIO, KOETO NOKa3Ba,
ye cpeaHo Kapeenuaon € 114% tonkoea edukacen, konkoto sepanamun (90% Cl: 85-152%) u 134%
ToNkoBa edukaceH, koakoTo ISDN (90 % Cl: 96-185%). Tosa BaXkH H 3a BpEMETO A0 CTEHOKapAHA
(TTA) u aenpecus Ha ST-cermeHTa (TST) npu Hal-HHUCKOTO HUBO. YBennueHneTo Ha TET € okono 50
CEKYHAU BbB BCHUKHU rpynu; noaodpenusTta 3a TTA v TST ca oxono 30 cekyHaH, KOETO € KIIHHHYHO
3HAYUMO.

B uanuteane 060, namepeanuaTa Ha aAaHHUTE OT 48-4aCOBOTO MOHUTOPHpPAHE C XONTep NOKA3BaT
HaManspaHe Ha 6pos W NPOOBLIKUTEIHOCTTA HA AenpecuuTe Ha ST-cerMenTa (TMXa MUOKapaHa
HCXEMUA) YU B ABETE MPYNU Ha JeueHue. Kapreannos ¢bLIO Taka HAMANABA MPEKACBPEMEHHHUTE
npeacbpaAHU ¥ kamepHu cukpawenus (PAC, PVC), asolikuTte u cepuure.

XPOHUYHA CbPOeYHA HeOOCMAMBYHOCT

Kapeeannon 3HaUMTENHO HaMaNABa CMBPTHOCTTA H XOCMHUTAM3ALUMHUTE U NOJ0OpABA CHMITTOMHTE H
nesoKkamepHaTta QyHKLHS MPU NALUMEHTH C HCXEMHUYHA MK HEUCXEMHYHA XPOHHYHA CHPACYHA
HEAOCTATBYHOCT. EdexThbT Ha kapBeAnIoN 3aBHCH OT 103aTa.

ITayuenmu c xponuuna cepoedna Hedocmamuvyrocm ¢ Ovbpeuno yepexcoane
Kapeeannon Hamansasa 3a60€BaEMOCTTa U CMBPTHOCTTA MPH NALUECHTH HA JHANTH3A
KapAHWOMMONATUA, KAKTO ¥ 06L1aTa CMBPTHOCT, ChbPAEYHOCHAOBATA CMBPTHOCT H ¢
ChpAe'Ha HEIOCTATHHHOCT HiIH ThpBA XOCTIHTANM3ALMA NPH NALMEHTH CBC ChpIEH)
C IeKO 10 YMEPEHO XpPOHHYHO ObOpeuHO 3a00naBaHE, KOETO € HE3aBUCHMO OT AHa i\t
aHANU3BLT Ha NaLebo-KOHTPOIHPAHH KIIHHHYHK W3CAEABAHHUA, BKIOYBALLH ToaaM ORQ




(> 4000) ¢ nexa no ymepeHa xpoxnuta 6n6peviHa bonect, noaxpens 1EYEHHETO Ha NAUHEHTH C
nesokaMepHa AMCchyYHKUMA (CbC WM De3 CHMNTOMATHYHA ChpAeYHA HEAOCTATLYHOCT) ¢ KapBeaH/ION
3a HaMa/lABaHE YeCcTOTaTa Ha CMbPTHOCTTA OT BCAKAKBB NPOHU3X0A, KAKTO H Ha CLOMTHATA, CBLP3aHH
CbhC ChPACUHA HEAOCTATHUYHOCT.

ITedouampuuna nonyrayus

be3onacHocTTa M €(PHKACHOCTTA HA KapBREAWAOJ NPH J€UA H IOHOLLM HE € YCTAHOBEHA Nopaau
orpaHuucHusa Opofi W pa3Mmep Ha H3NUTBaHHATA. Hanu4uHuTe HINUTBaHKHA ce GOKYCHPAT BHPXY
JIEYEHUETO Ha MEAHATPHYHA CbpAevHA HEAOCTATBYHOCT, KOATO CE€ pa3niH4aBa oT 3abo/aBaHeTO npu
BB3PACTHH MO OTHOLIEHHE HA XaPAKTEPHUCTUKHTE W eTuonoruaTa. [opaau Mankus 6poit y4acTHHUM B
CPaBHEHHE C NPOYYBAHHATA NPH Bb3PACTHH U 06L1aTa IUNCA HA ONTHMAJIHA CXEMA Ha I03WpaHe Apu
A€uUa U IOHOLUMW, HAJTHYHUTE JaHHH HE Ca J0CTaThYHH 3a YCTAHOBABAHE HA NeJHATPUUEH npodun Ha
Oe3onacHOCT Ha KapBeAMIIOIN.

5.2 DapMaKOKHHEeTHYHH CBOHCTBA

Abcopbuus
Caen nepopaiiHO npHeMaHe Ha TablieTka oT 25 mg OT 3ApaBH AMuUa, kapseannon 6bp3o ce abcopbupa

C BPbX B NJjla3MeHaTa KOHUEHTpaLMs Cuayx 0T 21 mg/l, kouro ce gocturar caea npubanzurenHo 1,5
yaca (tmax). CTOHHOCTHUTE HA Cinax €2 NMHEHHO CBBP3aHH ¢ A03ara. Cea nepopanHoTo NpHeMaHe,
KapBEAWION MPEMHHABA MPE3 EKCTEH3UBEH MPEeCUCTEMEH MeTaboNH3bM, KOETO JaBa KaTo pe3yTaT
abcomoTHa GHoHanu4HOCT OT O0KOJ0 25% npu 3apaBute Mbxe. Kapsenunon e pauemar u S-(-)-
eHaHTHoMepa ce meTabonusunpa no-6np3o or R-(+)-eHanTHoMepa, KaTo nokaspa abconlOTHA OpaiHa
6uonanuuHocT ot 5% B cpaBHeHHe ¢ 31% 3a R-(+)-eHaHTHOMepa. MakcumanHara nna3MeHa
KOHUEHTpaLMa Ha R -kapBeaunon € npuOIU3MTENHO 2-KpaTHO NMO-BUCOKA OT Ta3H Ha S -KapBEaMUIION.
In vitro npoyuBaHMsITa Ca NOKa3ajK, Y€ KapBEAKI0 € CyOcTpaT Ha edaykcHHA TpadcnopTeH P-
raMkonpoTedH. PonsaTta Ha P-raMkonporerHa B paznpeneneHHeTo Ha KapBeaArnos CbhLIO € NOTBbpACHA
in vivo NpH 3ApaBH HHAWBUAAKA. XpaHaTa HE NOBIMABA OMOHAIHYHOCTTA, BpeMeTO Ha npeduBaBaHe WiH
MAaKCHMMA/IHATa CEpYMHA KOHLIEHTPALIMA, BLIPEKH Y€ BPEMETO 33 NOCTHUIaHE Ha MaKcHMalTHaTa
nAa3MEeHa KOHUEHTpauma ce 3adaga.

PasnpeaeneHue
Kapseannon € CHAHO TUNOPHNEH, KOETO A0Ka3Ba CBbP3BAHEOKO0 95% ¢ NiasMEeHHUTE NPOTEUHH.
ObembT Ha pa3npeaenenune Bapupa mexay 1,5 u 2 kg,

buotpaschopmauus
[Tpy xopa kapeeanion ce MeTaboNH3Mpa EKCTEHIUBHO B HEPHHUA Opo0 Ype3 OKcHaHpaHe U

KOHIOrupaHe A0 pa3Ho0Opa3HH MeTabONHTH, KOUTO CE€ ETMMHHHPAT NIPEAHMHO NPE3 KITbUKATA.
JokazaH e eHTepoXenaTaieH KPbroBpar Ha U3XOAHOTO BELIECTBO NMPU KHBOTHH.

JeMeTHIMPaHEeTO U XHAPOKCHIMPAHETO HA (PEHONOBHA NPBLCTEH BOAH A0 0Opa3zyBaHe HA TpH
MeTabonnta ¢ Heta-6nokupaila peuenTOpHa AKTHBHOCT. Bbh3 OCHOBa Ha NpeOKTHHHYHH NPOYyYBaHHA
4'-xnapOKCHPEHONOBUAT METAOOHT € NPHONU3HTENHO 13 NBTH NO-MOLUEH OT KapBeauIon 3a Oera-
6aokana. B cpaBHeHHe ¢ KapBeaWI0/, TPHTE AaKTHBHU METabOINTa NPOABABAT ciaba Ba3oJujiaTHpalla
akTHBHOCT. [IpH xopata, kOHUeHTpaluKTe Ha TpuTe akTUBHM MeTabonuTa ca okono 10 nbTH No-HUCKH
OT Ta3H Ha U3XORHOTO BeLlecTBO. [pa OT xuapokcu-kapba3on MeTaboUTUTE Ha KapBeaAWIoN ¢a
H3IUTHOYHUTENHO MOLIUHM aHTHOKCHAAHTH, AeMoHcTpupaly 30 1o 80 nmbTH no-rongma cuna ot
KapBeaANUNOAN.

DapMaKOKHHETHYHHTE U3CAEABAHNA NPH XOPAaTa ¢a NOKA3a1M, Y€ OKCHAATHBHUA MeTaboMN3IbLM Ha
KapBeaW/ION € CTepeoceekTHBEH. PesytaTure OT in vifro u3cnaeaBaHe NocoYBaT, Y€ PaziHyHK

uuToxpoM P450 n3oeH3nmu Morat aa 6bAaT BKIOYEHH B Npolieca Ha OKUCAEHHUE H XHDe CUAYID
pountento CYP2D6, CYP3A4, CYP2EI, CYP2C9, kakro n CYP1A2. }E"%
[IpoyuBaHunsaTa nMpH 3a4paBH AOOPOBOSLIM M MPH NALMEHTH ca Noxa3anu, 4¢ R-eHaAHTHOMRE P GaEs té ,
meTabonusupa npeaumuo ot CYP2D6. S- eHaHTHOMepBT ce MeTaGonusnpa rnasud oG Y8 & \
CYP2C9.




["'eneTnyeH noanMophH3IbLM

Pesynrature oT kinHH4YHNTE (PAPMAKOKHHETUYHHU U3CNIEABAHUSA NPH XOpa nokaiear, ye CYP2D6
Hrpae BakHa pons s merabosnusMa Ha R 1 S- kapeeannon, Kato ciieactere Ha 6asuure CYP2D6
MeTaboNHU3aTopH ce yBenHuaBaT [1a3MeHuTe KOHUeHTpauun Ha R u S- kapsennnon. 3naueHueTo Ha
CYP2D6 renotun Bbs papMakoKrHeTHKaTa Ha R W S- kapBeannon e 610 NoTEbpAEHO BLB
(hapMaKOKMHETHYHHMTE W3CNEABAHHS HA HACENIEHUETO, AOKATO APYIU H3C/IEABAHUS HE MOTBLPIKAABAT
ToBa Habaogenue. HanpaseH € H3BOABT, Ye reHeTHUHHAT nosuMopdu3bM CYP2D6 moxe aa uma
OrpPaHUYEHO KIIHHUYHO 3HAUECHHE,

EnvmuHupane
Cnea eavHH4YHa nepopaiHa no3a ot 50 mg, kapseaAusIon ce oTaens B #ibvkaTa okono 60% u ce

eJIMMUHHpa ¢ PekanuuTe noa popmara Ha MeTabosuTH B pamkute Ha 11 anu. Cnea eaAHokpaTHa
nepopasHa 103a, caMo okoJo 16% ce oTaens B ypuHaTa noa gopmMara Ha KapBeAHNA0N WK HETOBHTE
MeTabonTH. EKCKpeunaTa Ha HENMPOMEHEHHA NeKAPCTBEH NPOIYKT B YPHHATA NpeACTaBAABa MO-
Manko oT 2%. Cnen uHTpaBeHo3Ha MHPY3HA Ha 12,5 mg npu 3apaBu NOOPOBOALH, MTAIMEHUST
KIWbPbHC Ha NONAYXHWBOT Ha Kapseaunon Aoctura okoso 600 ml/min, a eIMMHHALMOHHUAT
NoJty)KMBOT € 0KONO 2,5 Haca. BpeMeTo Ha rmoyKMBOT Ha KapBEAHNOJ NPU NpUaaraHe Ha TabneTK oT
50 mg, HabnonaBaHo NMpH ChLIKTE AHLA € 6,5 Yaca U AeHCTBHTEHO ChOTBETCTRA HA MOYNEPHOIA HA
abcopbumsaTa ot TabaeTkata. Cnen nepopanHO NPUAGIKEHHE OOLIMAT KTUBPBHC HA S- KapBeaRNION €
NpUONH3INTENHO ABAa NBTH NO- FONAM OT TO3M Ha R- kapeeaunon.Ceoiicmsa npu nayuenma

Cneyuannu nonyaayuu

(dapMakOKHHETHKATa HA KADBEAWIIOJ € MOBJIMAHA OT BbL3PACTTa; IJIa3MEHUTE HHBA HA KaPBEIWION Ca
¢ okosio 50% mo-BHCOKH MpPH NALIKEHTH B CTapdecKa Bb3PacT OTKOJIKOTO MPH MIIAAH XOpa.

[Ipy npoy4BaHHA NPY NALKEHTH C LUPO3a HA YePHHA APOD, GUOHATMUHOCTTA Ha KAPBEIHAO0 €
HYETUPH MIBTH NO-TOIAMA.

[TauneHTH B cTapyecka Bb3pacT
Bb3pacTTa HsiMa CTATHCTHUYECKH 3HAYUMO BIMSHHE BbpXY (apMaKOKMHETHKATA HA KAPBEIW/IO/ NPH
XUMEPTEHIUBHHU MALIMEHTH.

[leanwaTpuyHa nonynauus
H3scnensaHeTo B neanaTpHsaTa NOKa3Ba, ye KOPHLUPAHHAT CAPAMO TErNOTO KIHPBHC € 3HAYUTENHO NO-

rojiaM MpH acuata B CPpaABHCHHE C Bb3pPACTHHTE.

YepHoapobHO yBpexaaHe

B npoyuBaHe NpH MauMEHTH ¢ 4€pHOAPOOHA LiHpo3a OHOHANMUHOCTTA HA KapBEIUIOJ € YETUPH MTHTH
10-rofsimMa, a NMKOBAaTa NAa3MeHa KOHLEHTPALUNS € MeT TbTH NO-BUCOKA W 00EMBT Ha pa3npene/ieHHe
€ TPH MbTH MO-BHCOK, OTKONKOTO MPH 3APaBH HHAWBH/IH.

bubpeuHo yBpexkaaHe
TbH KaToO KapBeAKHNOa C€ EKCKPETHPA [M1aBHO YPE3 UINPAKHEHHUATA, 3HAYHTENHOTO HaTpynBaHe MpH

aLMEHTH ¢ OBLOPEUHO yBpexaaHe e MAIKO BEPOSTHO.

Ilpy nauyieHTH ¢ XUNepToHua H 6bOpevHa HeaocTaTBHHOCT, 00NACTTa NOJ N1a3MeHaTa KPHBA Ha
3@8BHCHMOCTTa OT BPEMETO, ETMMHHALIHOHHHAT MOYXKHBOT H MAKCHMATHATA MJ1a3MEHA KOHLIEHTPALHS
HE C€ MPOMEHAT 3HAUYHTENHO. brOpeuHaTa ekckpeursa Ha HENPOMEHEHUs: NEKAPCTBEH NPOAYKT
HaMasiaBa MpH NAUKEHTHTE C OBOpEevHAa HEAOCTaTBYHOCT, 00aue NPOMEHUTE BbB
(bapMaKOKMHETUHHHUTE MapaMeTPH Ca YMEPEHH.

KapBeanao He ce STMMHHHPA M0 BpeMe Ha AHaIH3a, Thil KaTo He MpeMHHaBa NPE3 AHATUIHALA
MeMOpaHa, BEPOATHO NOPaAX BUCOKATA CTEMNEH HA CBLP3BAHE C MNAa3MEHHUTE NPOTEHHH. 6@“““ no

CobpaeyHa HeoCTaTLYHOCT

B npoyuBaHe npu 24 ANOHCKH NAUHEHTH CbC ChPAEYHA HEAOCTATHYHOCT KIIHPBHCBT H
KapBeJH/ION € 3HAYHTENHO MO-HHCBK OT NPEAHILIHUTE OUSHKH NPH 3PaBH JOOPOBOIILL
pe3yiATaTh npeanonarat, ye papMakoKMHETHKATa Ha R- U S-kapeeannon e 3Ha4YUTENHO




CbpAevHa HEAOCTATBYHOCT NPU SMOHCKH MALMEHTH.
5.3 IIpeak/IHHHYHH AaHHH 3a Oe30macHOCT

HexnuHHYHHTE JaHHH HE MOKA3BAT OCODEH PHUCK 3a XOpaTa Bb3 OCHOBA Ha KOHBECHUHOHAJTHHUTE
(bapmaxonornqﬂu NnPpOoy4BaHHA 3a 6330ﬂaCHOCT, TOKCHHHOCT IPH MHOTOKPATHO NMPHIIOXKCHHE,
FrCHOTOKCHYHOCT H KaHUCPOrcHCH [NOTCHUHMAJL.

Hapywasane na naooosumocmma

[Ipu npunarave Ha BHCOKH A03H KapBeaAW/10 Ha OpeMeHHH mbxose (= 200 mg/kg = = 100 nvTH
MaKCHMMaJlHaTa AHEBHA 1034 NpH Xopa), ca HabAaBaHH HeXENaHH ePeKTH BbpXy OpeMEeHHOCTTA U
dbeprunuTeTa (10WO YHPTOCBAHE, HO-MAJIKO XKbATH Tela H MO-MAJIKO 3apOAHLLIH).

Tepamoczernnocm
H3cneasaHunsTa npu )KMBOTHU HE ca YCTAHOBU/IH, JAIH KapBEAHNON UMA HAKAKBH TEPATOr¢HHH
eieKTH.

Embpuomoxcuunocm

Habnonaea ce eMOpHOTOKCUYHOCT (NOBULLEHA CMBPTHOCT CAel MMIUTAHTHpPaHe Ha eMOpHOHA), HO
HAMa AehOPMALUH MPH MITBXOBE WM 3alLH Npu 103K cboTBeTHO OT 200 mg/kg 1 75 mg/kg (38-100
MbTH MAKCHMAIHATa JHEBHA N03a NPH XOpa). 3HAYUMOCTTA Ha T€3W OTKPHTHA 3a XOpara He €
ycTaHOBEHA. B 1oMbAHeHHe, NpoyUYBaHUA NPH KUBOTHHU MOKA3BAT, Y€ KAPBEAWION NPEMHHABA Npe3
IUTaleHTapHara OapHepa U CneaOBaTEIHO TPAOBA Aa ce UMAT NpeaBHA Bb3MOXKHHUTE NOCACAULH OT
anda- u 6era-bn0kanaTa fMpu HOBELIKHUA U104 H HOBOPOAEHOTO (BX. CHLUO TOYKa 4.6).

B 06001eHue, edexTy B HEKITHHHYHH NPOYYBaHHUA Ca HaONIOAaBaHU CaMO MPH €KCMO3HUHH, CYHTAHU

33 3HAYHTE/NIHO HAIBHLIABALIIH MAKCHMAJIHATA €KCNO3HLHA MPH XOPa, KOETO NOKa3Ba MAJIKO 3HaYEHHE
3a KJIWHMYHATA ynoTpeba (BxK. Touka 4.6).

6 ODAPMALEBTHYHHA JAHHH

6.1 CnHcbk Ha NOMOIIHHTE BeleCTBA
3axapo3a

JlakTo3a MOHOXHApAT

[loBuaoH

CwiduMeB NHOKCHA, KononaeH be3rosieH
Kpocnosuaox

Marne3zues cteapat (E527)

6.2 HechBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

5 roauHH

6.4 CrneuHaJHH yC/JI0BHS 33 ChXpaHeHHe
Ha ce cexpansasa noa 30°C.

6.5 Bua B chAbpKAHHE HA OMNAKOBKATA

bnucrepna onakoexa (Al gosno, Al dponuno): 28 Tabnetku ot 6,25 mg, 8 KapTOHEHA |




baucrepra onakoeka (Al dponmno, Al donno): 28 rabrerku ot 12,5 mg, B kKapTOHeHa KyTHS.
bnucTepha onakoska (Al donno, Al honuo): 28 Tabnerku oT 25 mg, B KAPTOHEHA KYTHSL.

6.6 Crennainm npeanas’HH MepKH NPH H3XBBLPJIsHE H paGoTa
Hsama cneuranHu n3nckBaHus 3a H3IXBBLPIISHE.

HewnsnonssaHuar JEKAPCTBCH NMPOAYKT WK OTNAABYHHUTE MATCPHAIIN OT HETO TpﬂﬁB& Aad CE€ U3XBDBPJIAT
B ChOTBCTCTBHE C MECTHHUTE H3UCKBAHHA.

7. IMPUTEKATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBenus

8. HOMEP(A) HA PABPEILIEHHUETO 3A YIIOTPEEA
Per. Ne 20020608 — Kopuon 6,25 mg Tabnerxu

Per. Ne 20020609 — Kopuon 12,5 mg tabneTtku
Per. Ne 20020610 — Kopuon 25 mg tabnetku

9. AATA HA ITBPBO PA3PEIHEHHE 3A YIIOTPEFBA / IOJHOBSIBAHE HA
PABPEHIEHUETO 3A YIIOTPEBA

Jlata Ha mbpBO pa3pewasane: 23.07.2002
HAara Ha nocaeaHo noaHosasauxe: 10.10.2007

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA




