KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika Tabaerka cbhabpika 6,25 mg, 12,5mg wau 25 mg kapseawion (carvedilol).

[TomMOLIIHM BeLEeCTBA C U3BECTHO NEHUCTBUE:

6,25 mg 12,5 mg

TabNeTKH TabJIeTKH
NaKTO3a 68,64 mg 137,28mg
3axapo3a | 5> mg 10 mg

3a MbJIHUA CMUCHK HA MOMOILIHHUTE BELILECTBA, BUXKTE TOUKA 6.1.

3s JIEKAPCTBEHA ®OPMA

TaGnerka

Tabnerkure ot 6,25 mg ca: OBajIHM, JIEKO ABOMHOU3IMIbKHAJIU, O€/IH, C Ae/IMTE/IHA YepTa OT e/1HaTa
cTpaHa W ¢ orneyaraHo “S2” ot apyrara crpaHa. TaOnerkara Moxe 1a Ob/ie pa3jie/ieHa Ha [1Be
€/1HaKBH TOJIOBHUHH.

Tabaerkure ot 12,5 mg ca: OBa/IHM, JIEKO JBOWHOU3MBbKHAIHM, OesiM, C AeNHUTENTHA YepTa OT eiHaTa
cTpaHa M ¢ otreyartaHo “S3” ot apyrara ctpaHa. Tabnerkara Moxe na 6bae pa3aeneHa Ha aBe
€AHAKBH MOJIOBHHH.

4. KJUHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHSA

- JleyeHue Ha eceHUMaIHA XUNepTOHUA: Koproa MOXKe a ce U3110/13Ba CAaMOCTOSTE/IHO HIIH B
KOMOHHAaLMA C APYrd AHTUXUIMEPTEH3UBHH NPOAYKTH.

- JleueHue Ha cTabWiiHA CTEHOKapAUS.

- JleueHue Ha XpOHUYHA CbpAEYHA HEJOCTATBYHOCT.

4.2 Jlo3upoBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Jlo3upoBkaTa TpsOBa aa ce onpeaend HHAXMBHAYAIHO. JleyeHHeTo TpsadOBa aa 3anoyHe ¢
KOUTO CE€ YBEJIM4aBar MNOCTENEHHO Ha BCEKH / 10 14 AHHK 3a MOCTHraHe Ha ONTUMaJIeH f
epext. Cnea nbpBara /103a, KAKTO U NPH BCAKO YBEJIHYEHHE HA [103aTa, Ce MpenopbyBa
[MPUEMAHETO HA JIEKAPCTBEHHUSA NMPOAYKT A C€ U3MEPH KPBbBHOTO HAJIATaHE Ha MalHeHTA,
H3KJ1I0YH Bb3MOXKHA XHITOTOHHMS.



A KO Ne4eHHETOo € OWIO NpeyCTAHOBEHO 332 NOBEYE OT ABE CEAMHUUH, TO TpAOBa na Obae BH300OHOBEHO C
HaM-HUCKAaTa 0034,

Ecennsaina XHNEepTOHHA

[TupeonauanHara goza Kopuon e 12,5 mg, npyemana CyTpHH, Ciefl 3aKycka Wid 6,25 mg aBa nbTH
nHeBHO (CyTpuH W Beuep). Cniea 7 no 14 gHM OT 3aMOYBAHE Ha JIEUEHUETO, Bb3MOXKHO € NOPH M cnea 2
[HK, A03aTa MOXe Aa Obae yBenuuyeHa 10 25 mg cyTpuu vau no 12,5 mg nsa bty aHesHo. Crea 14
OHH 003aTa MOXKe OTHOBO Aa Obae ysennueHa Ha 2 NbTH Mo 25 mg AHEBHO.

MaxkcumannaTa ao3a Kopuon 3a neueHue Ha XMnepToHus € 25 mg ABa MbTH AHEBHO.

Crabnana creHokapaus

[TeproHauanHarta ao3a Kopuon e 12,5 mg, npuemMana ABa nbTH AHEBHO, cnel XpaHeHe. Cnen 7 o 14
AHM OT JICHEHHUETO, HAW NOPH Clied 2 AHM OT IeHeHUETOo, 103aTa Moxe Na ObJe yBenuueHa Ha 2 nbTH
no 25 mg Ha JeH. MakcumanHarta AHeBHa 103a 3a JICUCHHE Ha XPOHMYHA AHTHHA MEKTOPHC € 25 mg
Kopuou, aBa nbTH AHEBHO.

XpoHHYHA CHPACYHA HEAOCTATHYHOCT

KopHon ce npenopbuBda KaTo JAOMbIHATENHO CPEACTBO KbM OCHOBHOTO JICUEHHE C JIEKAPCTBEHH
NpoAyKTH, kKaTto AnypeTHur, ACE HHXHOUTOPH H/MNK AWIHTANHMCOBH NpoayKTH. Moxe na ce npuiara
KaTo 3aMECTBAILO JeueHHe, KoraTo nauueHTHTe He noHacaT ACE uuxuburopu. Kopuon moxe na ce
NpWiara camo ¢jiell KaTto J03UTE Ha CbOTBETHUA AHYPETHK, ACE HHXMOHTOD MK AHMUTANIHCOB
NPOAYKT (aKo ca MpeJnucaHy TAKMBA NPOAYKTH) €a ChOTBETHO cTabunn3unpanu.

CxemMaTa Ha ao3upaHe € uHausnayanHa. [launenture TpabBa ga ce noa HENPEKLCHATO MEAHLIMHCKO
HaONIOAEHHE 33 MOHOCUMOCTTA KbM JIEKAPCTBEHUA NMPOIYKT B NLPBUTE 2 A0 3 yaca cien npuem Ha
HAYaJIHATa J103a M CJIe[ IPMEM Ha BCAKA HOBA NMO-BUCOKa A03a. [losBara Ha Opaarkapaus (Hecrota Ha
nyiaca noa 55 yaapa B MUHYTa) € CUrHan 3a HaMangBaHe Ha ao3ara Kopuoda. [Ipu nossara na
NPU3HALM HA XUITOTOHHUA Hakli-Hanpes ce HaMansaBa Ao3aTa Ha adypeTHka uiH ACE uHxubutopa, ako
TE3M MEPKM Ca HEAOCTaThbYHHM, TOraBa ce HamalABa U go3ara Ha Kopuoun.

B HayanoTo Ha neveHde ¢ Kopuon unu cnen ysenHuasaHe Ha 203aTta MOXe Ja ce Habmonasa
NpexoAHO BMOLIABAHE HA CHMTOMMTE Ha ChpAeYHA HEAOCTATLYHOCT. B TakbB ciryyait TpabBa aa ce
yBEIHYH A03aTa Ha auypeTHka. [ToHaKora ce Hanara fa ce Hamanu BpeMeHHO Jo3ara Ha Kopuon wau
naopy na ce cnpe. Koraro nauueHTsT ce crabHnu3upa KIMHUYHO jieueHUeTo ¢ Kopuon u/unu
YBEJIHYABAHETO Ha JO3UTE MOXKE N1a C€ 3aN0YHE OTHOBO. AKO JIEHEHUETO C KapBEOWJIO C€E
NPeyCcTaHOBH 32 MOBEYE OT €QHa CeAMHULA, TEYEHHUETO CCABA Aa C€ BB30OHOBH € NO-HUCKO J030BO
HHBO JABa MbTH AHEBHO W NMOCTENEHHO Aa e MOBHILABA CIOPEA FOPHUTE NPETNOPBKHA 32 A03HpaHe. AKO
CUMIITOMHTE Ha CbPAEYHATA HEJOCTATHHHOCT CE€ BNOLWAT KbM no-Texxkka popma (NYHA knac V),
TpsbBa na c€ HalpaBH PEBU3HS HA UAIOCTHOTO JIEHEHHUE.

Hauannara no3a e 3,125 mg asa nbTH aHeBHO. [Ipu n00pa NOHOCHMOCT HA Ta3H 1034, TA NOCTENEHHO
(B MHTEpBA MpE3 ABE CEAMHLIM) MOXKE [a CE NOBULIARA A0 JOCTHraHe Ha ONMTHMAalHaTa A03a.
Crenpalure A03H Tpadea aa ca 6,25 mg asa NbTH JHEBHO, cJied TORa 12,5 mg aBa nbTH AHEBHO H
Hakpas 25 mg aBa nbTH AHeBHO. [launenTT TpsaOBa Aa npvemMa Hait-BUCOKHMTE J03H, KOHTO MOXE A
noHece noope. Haii-sucokara npenopwvueana Ao3a € 25 mg ABa MbTH AHEBHO 33 BCHUKH NALKEHTH C
Te)KKa 3acToiHa cbhpaeuHa HegocTaTb4HOCT (3CH) v 3a mauuenTu ¢ neka o ymepena 3CH ¢ terno
non 85 kg. [pu nauueHTH, Texkam noseve ot 85 kg, A03aTa MOCTENEHHO U BHUMATEIIHO CE TUTPHpA
A0 50 mg ABa MbTH AHEBHO.

[Tpeau BCAKO yBENMUEHHE HA A03aTa, MAUKMEHTHT TpAOBa 1a ObAe npernenaH ot 1eKaps 3a CHMITTOMH
Ha BJIOLIABAHE HA ChPACUYHATA HEAOCTATHYHOCT WIH Ba30OHIATALIUA.

Cneyuannu uncmpyxyui 3a 003upane
Kakro npu apyrure dera-6noxkepu u 0cobeHO NPH NALKEHTH CbC 3aCAr2HE Ha KOPOHAPHHTE ChAOBE,
NpeycTaHOBABAHETO HA KapBeAW/IoN TpAOBa 1A CTaBa MOCTENEHHO Ha CEIMHYHH HHTEPBAJIH,
0COOEHO BaXHO B CNy4aii HA NALMEHTH CbC ChITLTCTBALLA KOPOHAPHA DonecT Ha CbpuUeT

4.4).

[laumenTu ¢ 6b0pedHo YBpEKIaHE
dapMaKOKHHETHYHHTE JaHHH ¥ KIIHHUYHHTE MPOYYBAHHA NPYU NauseHTH ¢ 60peuno




(BiourTenHo 6bOpeyYHa HeaOCTATLYHOCT) MOKA3BAT, Y€ HE € HEODXOAMMaA KOPEKLIHA Ha A03aTa MnpH
yMepeHo 110 Texko 610peyuHo yBpexaaHe (Bx. Touka 4.4 1 5.2).

[1aLMEHTH ¢ YMEPEHO YEPHOAPOOHO yBpeKIAHE
Moe 1a ce HAT0OXKH KOpEeKLKA Ha 103aTa.

[legnaTpuyHa nonynauus

BesonacHocTTa H ePUKACHOCTTA HA KapBEWIOI NPH AeLA W 1HOLM 1o |8-roauiliHa Bb3pacT BCe
oLue He ca ycraHoBend (Bx. Touka 5.1). HaMa qocTtaThbyuHO JaHHU 3a edukacHOCTTa M H€30MacHOCTTA
Ha KapBeaunoJ.

CTrapuecka BBb3pacT
[lpu NauMEHTH B CTapyecKa Bb3pacT C¢ Npenopbysa Ja ce 3anouHe ¢ no-Hucka no3a Kopuoi: 6,25 mg

Ha JEH 3a IeYEHHUE Ha XUNEPTOHUA U 2 MbTH No 6,25 Mg Ha JEH 33 IcYEHHE HA aHFHHA NEKTOPHC.
Brnpekd TOBa, aKO NPH Ta3H 1032 TEPANEBTHYHHUAT OTIOBOP € HEANEKBATEH, 03aTa MOXKE
MOCTENEHHO Ja ¢€ MOBUIUMK HA ABYCEAMHYHH HHTEPBAIM WIH NO-PAAKO A0 MaKCHMarnHara
NpenopbuYMTeNHa AHEBHA 1032 OT 50 mg BeAHDBK AHEBHO WK HA pa3aeieHH MPHEMM.

CbpaeuHa HEAOCTATBLYHOCT
[lpu nauMeHTH ¢bC CbPACYHA HEAOCTATBYHOCT NPENOPbUYBAHKTE N03H ¢a: 2 NbTH MO 3,125 mg Ha fAeH
33 JICYEHHE Ha XHMNEPTOHUE U AHTMHA NEKTOPHC.

[IponyckaHe Ha A03a

[TporrycHaTaTa no3a tpabea aa 6bae B3eTa Bb3MOXKHO Hal-ckopo. Bee nak, ako Hab/inXKaBa BpEMETO
33 NpUeMaHe Ha C/eABailaTa 4034, NALMEHTHT He TpabBa Aa CE ONHUTBA Aa HABaKCBa MpOMNycHaTara, a
[a B3eME clieaBaLlaTa 103a B ONIPEACIEHOTO BPEME.

HaynH Ha npuioXxeHue

Ta6nerxuTe TpadBa na ce npueMar ¢ TeyHocT. [latieHTy cbe chpaeyHa HeAOCTATBYHOCT TPa6Ba Aa
npuemat Kopuon ¢ xpaHa, 3a 1a ce 3abasu creneHTa Ha abcopOuuns ¥ Ja Ce HaManK PUCKBT OT
OPTOCTATHYHH €PEKTH.

4.3 IIpoTHBOHOKA3AHHS

CBpPBbXUYyBCTBHMTENHOCT KbM AKTHBHOTO BELLECTBO WIH KbM HAKOE OT MIOMOIMHHTE BEILECTBA,
H30poeHH B ToUKa 6.1.

HecTtabunna/geKkoMneHcHpaHa ¢bpaeyHa HEA0CTaThYHOCT.,

CopaeueH aTpHoBeHTpHKYNapeH (AV) 6nok 11 u Il crenen (ocBen ako He € MOCTABEH NOCTOAHEH
nec-MenKLP).

Texxa Opanukapausa (< 50 bpm).

CuHapoM Ha GONHHA CHHYCOB Bb3ell (BRIIOYHTEAHO CHHO-aTpHasieH 6110k).

KapavoreHeH HIOK.

Texka xunoToHus (CHCTOAMYHO apTepHanHo HandraHe < 85 mmHg).

AHaMHe?3a, BKIoYBaila OpoHXocna3nM KM acTMa,

KnuHnyHo nposseHa yepHoaApoOHA HEAOCTATHYHOCT.

MerabonuTHa anuaosa.

4.4 CoemRAJHH NpeaynpexIcHHA H HpeANa3HH MEPKH NpH ynorpeda

Xponuuna 3acmotina copoeuHa Hedocmamevrocm

TEYHOCTH. AKO CE NOABAT TAKMBA CHMITTOMHM, 103aTa Ha AWYypeTHKA TpadBa aa ce no
KapBeauno He TpadBa fa ce yBenu4asa 4O Bb3CTaHOBABAHE HA KIMHUYHATA CTAbK
MOXK€E [1a C€ HAJIOXKH J1a C€ HAMAJIM 03aTa Ha KapBEAMW/ION WK JICUCHUETO BPEMEHH
npeycTaHOBH. TaKMBA €NU30AH HE M3KJIIOMBAT MOCIEABAIO YCAELWHO THTPHPaHe H




Kapsennnon TpsadBa na ce npunara BHUMATETHO B KOMOMHAUMSA ¢ JUIMTATMCOBH MMHMKO3MAN Thil KaTO
ABeTE nexapceTsa Morar Aa 3abagat AV nposexaaHeTo (BxK. Touka 4.5).

hvbpeuna yuxyus npu XpoHUHA CHPOCHHA HEOOCMAMBYHROCT

HabaronaraHo € oOpatumo BaolaBaHe Ha ObOpeuHaTa dyHKLHA NPH NEUYEHHE C KapBEAUION NPH
NauMeHTH ¢ XPOHHYHA CbPpIeYHa HEAOCTATBLYHOCT ¢ HUCKO apTepUaiHO HanaraHe (CucrovyHo AH
noa 100 mmHg, ncxemuuna 6onect Ha CbpuUeTO M AUPY3IHO CBAORO 3a00NsABaHe U/UIM CLITBTCTBALLA
O0bOpeuHa HepocTaTbuHOCT). [Ipy NaUMeHTH ¢ XpOHHYHA CHPACYUHA HEAOCTATBYHOCT C TE3H PHCKOBH
¢akTopy ObOpeuHaTa (pyHKLUKMA TpAOBA 1a c€ MOHHTOPHPA NO BPEME Ha NOBHILIABAHETO HAa A03aTa Ha
KapBeAWN0/ K JIEKaPCTBOTO Aa €€ NPEYCTAHOBU, WM J03aTa Ja C€ HaMa/lH NIPH Bb3HHUKBAHE Ha
BJ1olIaBaHe HA DBLOpeUHaTa HEJOCTATBEYHOCT.

Jlegoxamepna oucyuxyua creo ocmuvp Muokapoex uxgapkm

[Ipeay 3anouyBaHe Ha JICYEHHE ¢ KAPBEAMNON NALUMEHTBLT TpAOBa Ja € KNHHKUYHO cTabuneH ¥ Tpabsa na
e nony4aean ACE unxuGurop noHe ot 48 yaca kato no3ara Ha ACE nuxudburopa tpsabea na e
ctabunHa noHe npes nocaeauure 24 vaca.

Xponuuna obcmpyxkmuera beroopobua borecm

Kapseaunon TpabBa Aa ce npujiara ¢ BHUMaHHE NPU NALMEHTH ¢ XPOHUYHA OOCTpYKTUBHA
oenoapobua 6onect (XObB) ¢ 6poHxocnasbm, KOUTO HE NOMYYABAT NEPOPATHO HITH HHXATIATOPHO
NIeKapCTBa, U CAMO aKO M0oJ13aTa OT JICUEHHETO NPEeBHLLIABA NOTeHUHANHHUA pUcK. [Ipy nauueHTH ¢
TEHAEHLHA Ha OPOHXOCNACTHYHH PeaKUHH MOXE Ja CE NOABH PECNIMPATOPEH AUCTPEC KaTo pe3ynrar
OT BB3IMOXKHO 3aCH/IBAHE HA CHIIPOTHBIEHUETO HA AUXaTenHuTe nbTHLa. [lauueHTure Tpabaa aa
ObJaT BHUMATENHO NPOCAEAABAHHA B HAYANOTO HA JICYEHHUETO U MPH MOCNEABALLO NOBHUIABAHE HA
N03aTa Ha KapBEAWION W A03aTa Ha KapeeAWNon TpsabBa Aa ce HaManu aKko Bb3HMKHE OpOHXOCNa3zbm

MO BpeMe Ha JIEYCHHETO.

Juabem
HzHckBa ce MOBULLICHO BHUMAHHE NPH NPeANHCBAHETO HA KapBEAWIION Ha NAUHEHTH CbC 3aXapeH

nuadeT ThH KaTO MOXKe Ja AOBeAE O BloOLIaBaHE HA KOHTPOJIa Ha KpbBHATa 3axap WiH MOXe Ja
MaCKHpa WAH OoTCNnabu paHHUTE NPH3HALM HA OCTPA XUIIORIMKEMHA. AnTepHaTuBa Ha OeTa-Onokepure
OOHMKHOBEHO CE MPEANOYMTA NPH NALUEHTH, 3aBUCUMH OT HHCYIHH. [Topaan ToBa ce Hanara peaoBHO
npocieasBaHe Ha KpbBHATa 3axap Npy AHaOEeTHLM NPHY 3aNOYBAHE HA JICUYCHUE WM MPH NOBHUILABAHE
Ha [03aTa Ha KapeeaoJiof, a XHNOorMKeMHYHaTa Tepanua TpAOBa na c€ KOPUrupa ChbOTBETHO (BXK.
Touka 4.5).

ITepugheprio cvooso 3aboarsane u henomen na Raynaurd

Kopxon TpsaOsa ga ce npunara ¢ BHUMaHHe NpH nauueHTH ¢ nepudepHo cbaoeo 3abonssane (Hamnp.
¢deHomMeH Ha Raynaurd), Tbit kato GeTa-OnokepuTe MOrar Ja OTKAKOUAT MM A3 BAOLWIAT CHMINITOMHTE
Ha apTepHanHa HeAOCTATBLHYHOCT. T'bit kKaTo 00aue kapBeaMNON HMa CbILO K andga-Onokupauy
CBOHCTBA, TO3H €(EKT B rojiaMa cTeneH ¢ banaHcupaH.

Tupeomoxcuxosa
Kapeeaunon mMoxe aa Mackupa CHMNTOMUTE Ha TUPEOTOKCHKO3A.

bpaduxpaoun
Kapeeunon Moxe ga HHayuupa Opaaukapansa. AKO CbpAEYHATA YECTOTA HA NALMEHTA C€ NOHWKH
noa 55 ynapa B MHHYTa, 103aTa HA Kapseaunon Tpadsa na ce HaManu.

Cepoxuyscmeumeanocm

Tpabea na ce BHUMaBa NpH NpUIAraHe Ha KApBEAOJI0A NPH NALKWEHTH C AaHAMHE3a 32 C
pPeakUuHH Ha CBPbXUYBCTBUTEAHOCT H MPH NMALUEHTH, MOANOKEHH HA NECEHCHONITIU3
Thii kaTo Dera-OnokepUTe MOMe Na YBeIMYAT KAKTO YyBCTBHTENHOCTTa KbM anepr @r
TEXKECTTA HA PeakLIHUTE HA CBPBXHYBCTBHTETHOCT. 3

Puck om anagpuraxmuwna peaxyus



Hoxaro npremMar deTta-6/10Kkepy, NMaLHeHTH ¢ aHaMHe3a 3a TeXKa aHapUIaKTHYHE peakLHg KbM
pa3IHYHH AlNepreHH, MoXKe 1a €a NO-pEakTHBHH MPH MHOTOKPATHO H3J1araHe Ha aleprexi,
HE3aBUCHMMO JAJTH ¢a CNydalHH, AHAaTHOCTHYHY HIH TepanesTHUHKU, TakvBa NaUHEHTH MOXE 1a He
pearypar Ha oOuuaiiHUTe 1031 eNHHEPPUH, M3NION3BAHM 33 NIEUEHHUE HA AllepruyHa peaKLHs.

Texicxu xooxcnu nexceranu peaxyuu (SCARS)

MHOFO peiKy Cy4au Ha TEXKH KOXKHH HEXKEMAHM PEAKLIMUY KATO TOKCHYHA €THAEPMATHA HEKPOJIH3A
(TEN) u cungpoma Ha Stevens-Johnson (SJS) ca ¢bobuueHH Mo Bpeme Ha JIeHEHUETO ¢ KapBeAHION
(Bxk. Touka 4.8). [IpueManeTo Ha kapBeannoa TpAOBa OKOHUYATENHO Aa C€ NPEYCTAHOBU NMPY NAUMUEHTH,
Npyu KOKTO ce HA0JI0AaBaT TEXKKH KOXKHHU HEXKENAHU peaKUMH, KOUTO € Bb3MOXKHO /1A ce AbJIKAT Ha

KapBEAUJION.

[lcopuazuc
[Ipy nauyMeHTH ¢ aHaMHE3a 3a NCOPHA3UC, CBLP3aH ¢ ieyeHue ¢ beta-0nokepH, kapseaunnos Tpadea na
Ce Npuara caMo CJIeA NMPELEHKA HA CbOTHOWEHHETO —T10/13a/PHCK.

Braumooeucmeun ¢ Opyzu aexapcmeernu Rpooykmu

Hanuue ca peanua 3HauMMKH GpapMakOKHHETHYHY W PapMaKOIHHAMHUYHH B3aHMOACHCTBHA C IPYrH
JIEKAPCTBEHU NPOAYKTH (HANp. AUrOKCHH, LKKIIOCTIOPHH, pUaMIHLUKMH, aHECTETHLH, AHTHAPUHTMHUUYHHU
NIEKapCTBa, BXK. TOYKa 4.5).

Deoxpomoyumom

[TpH nauueHTH ¢ PeOXpOMOLMTOM NpEeaH NPUNoKEHHETO Ha DeTa-Onokepu TpadBa na ce 3anouHe
neueHue ¢ anda-bnokepu. Buripeku ye kKapreIUION NpHUTEXKABA U anda U 6eta papMaKoaOrHiHH
CBOMCTBA, HAMA ONUT C MPHIOKEHNETO HA KapBEINI0JI NPH ToBa CuCToAHUE. [lopaau Toea TpsabBa na
ce BHHMAaBa MPH NPHUIOKEHHE Ha KAPBEAWIION HA MNaUHEHTH ¢ NOAO3PEHHE 32 PEOXPOMOLIMTOM.

Bapuanmna ancuna na Prinzmetal

JlekapcTBa, npuTekKaBauld HeceNleKTHBHA OeTa-0/10KHpaliia aKTUBHOCT, MOXKE [1a Npeanu3BHKaT 6oika B
rbPAMTE NPH NALMEHTH C BAPHAHTHA aHrMHa Ha Prinzmetal. Hama kinHnueH onur ¢ kapeeaunon npu
TE3H NALKEHTH, BBNpPEKH ue anda-Onokupaluata akTUBHOCT Ha KapBEeAWTO/ MOXE Aa NPeaOTBPaTH
TakuBa cuMnToMu. Tpabea obaue na ce BHUMABAa NPH NPHIIATraHETO Ha KAPBEIWION HA NALHEHTH C
MOJ03PEHHUE 32 BAPMAHTHA aHruHa Ha [lpuHumMeran.

Koumarxmuu newju
JlMua, KOMTO HOCAT KOHTAKTHH neLuu, Tpabea aa 6baaT yBEAOMEHH 3a BB3IMOXKHOCTTA 32 HAMAIICHO
ChA300TACSHE.

Jaxmoza
JlekapcTBEHHAT NPOAYKT CbAbPKA NaKkTo3a. [lauMeHTH C peaKH HacIeACTBEHY NpolaemMy Ha

HENOHOCHMOCT KbM raflakTo3a, MbAEH JIaKTa3eH AePULIHT UM IOKO30-raNakTo3Ha Manabcopbuns He
TpaOBa Aa npHeMarT TOBa JIEKApCTBO..

3axaposa

To3u nekapcTBeH NPOAYKT ChAbPAKA 3axapo3a. [launeHTH ¢ peaxu HacneacTBEHHU NpobieMH Ha
(pYKTO3Ha HEAOCTATHYHOCT, IIKOKO30-rajJlakTO3Ha ManadbcopOums Had 3aXapo30-H30ManTasHa
HEAOCTATHYHOCT HE TpaAOBa N1a NpyUeMaT TOBa AEKAPCTBO.

4.5 BianmoaeilicTBHe ¢ APYTH JIEKapPCTBEHH HNPOAYKTH H APYrd ¢opMu HA B3auMOJeHCTBHE

PapMAKOKHHETHYHH B3aHEMOXCHCTBHA

Brusnue na xapeedunron Ha (hapmaxoxuHe mukama Ha opy2ume 1exapcmeeru npooy

—
Kapeeaunnon e cyberpar, kKakto M HHXHOUTOp Ha P-rmokonpoTtenn. [opaau Tosa, (hghe

NI€KapcTBaTa, TPAHCNOPTHPAHU OT P-rniokonpoTent Moxe 1a Obae NnoBHLIEHa NPy RIUGOBPER



npHeM ¢ kapeeaunon. B gonbanexne, OHOHANMYHOCTTA HA KAPBEAXI0/ MOXKE Aa C€ MPOMEHH C
HHAYKTOPH MY HHXMOMTOPH HA P-rIoKonpoTeHH.

Jucoxcun

B HsKOHM npoy4YBaHHA NpU 3ApaBH HHAUBHAHW H NPH AALUEHTH CHC CHPACUYHA HEAOCTATBUYHOCT €
NOKA3aHAa MOBHLLIEHA eKCNO3MLHA Ha RUroKcHH A0 20%. 3HauuTenHO no-ronsaM edekrt e HabnoaaeaH
MPH NaUMEHTH OT MBXKKH 1071 B CPABHEHHE C MALUEHTH OT XkeHCKH non. [lopaaw Toea ce npenopbusa
MOHHTOPHpAaHE HAa HMBATa Ha AWTOKCHH MPH 3aMOuBaHe, AJANTHPAHE WK NPEyCTaHOBIBAHE HA
kapBeauwnon (Bx. Touka 4.4). Kapseannosn He Biiysge BbpXy HHTPABEHO3HO NMPHAOKEHHSA JHIOKCHH.

Luxrocnopun u maxpoaumyc

JIBe npoyuBaHHA Npu NALMEHTH ¢ ObOpeUHa U CbPAEHHA TPAHCIUIAHTALHA, MPHEMALIH NEPOPATIHO
LMKIOCTIOPHH Ca NOKa3alH YBEJIHUYEHHE HA ITa3MEHaTa KOHLUEHTPALIMA Ha LHUKIIOCMIOPHH ciel NpUeM
Ha KapeeawaoJ. JlaHHHTe MoKa3ear, Ye KapBeaui0/ yBean4asa 1eHCTBUETO HAa NEPOPATTHO NPHUEMAHUA
LMKIocnoput ¢ okono 10% ao 20%, nopaau KoeTo ce Halara HaMagBaHE Ha A03aTa HA LHKIOCTIOPHH
¢ 10-20%, 3a aa ce noaabPKAT TEPANEBTHYHHUTE KOHLUCHTPALMK HA LIMKNOCHIOPHH. MeXaHH3MBbT Ha
B3aUMOJCICTBHE HE € U3BECTEH, HO NPHYHUHATA MOXeE Aa Obae HHXHOMPAHETO HA YpeBHHS P-
rIMKONPOTEHH OT Kapeeawno. [Topaan sapuadunHOCTTa HA HUBATA HA LUMKIIOCIIOPHH [PU OTAEC/THUTE
MalLHeHTU ce TIPENOPBLHBA /i€ 3anoYBaHe HA TEpPanKA ¢ KAPBEAUIO0/ KOHLEHTpALUUTE Ha
LIMKJAOCTIOPHH Ja ce HabnioaaBaT BHUMATENHO M aKO € HEODX0AKMMO 103aTa HA LUKIOCMOPUH Ja ce
KOPHTHpa HHAMBHAYAIHO. B cilyuyal Ha HHTPABEHO3HO NMPHIOKEHHE HA LUKKIIOCMOPHH HE CE OYaKBa
B3AUMOAECHCTBHUE ¢ KAPBECAUNOI.

HMma cbuio nHavkauuy, ye CYP3A4 yvactea B MeTabonu3Ma Ha KapeeAnaon. ThH KaTo TaKPOJHMYC €
cyocTpat Ha P-rankonporenn u CYP3 A4, HerosaTta (papMakOKHHETHKA MOJKE CbLLO Aa Obae
MOBJHAHA OT KapBEAWION Upe3 TE3X MEXAHH3MH Ha B3aUMOAEHCTBHE.

Bauanue na opyzu arexapcmea 6vbpxy papMaKokunemuxama Ha Kapeeounon

HUuxnbutopute ¥ unaykropure Ha CYP2D6 u CYP2C9 morat na NpOMEHAT CHCTEMHHA H/HITH
NpecUCTEMHHA MeTAaDOMU3BM Ha KapBeAWION CTEPCOCENIEKTHBHO, BOJELUH A0 MOBHIHEHH HITH
HaMaJIeHH MJIa3MeHH KoHLUeHTpauMH Ha R U S-kapseaunon. Haxou npumepy HabaroaaBaHuy npu
MauMeHTH WK Npy 3apaBd 00eKkTH ca 30poOeHHU NO-A0Ny, HO CNIMCHLKBT HE € U3YEPNATEeNEH.

Pupamnuyun

B npoyuBane Ha 12 3apaBu AOOPOBOMLM NPHIOKEHHUETO HA PHPAMIHLIYH € HAMATHIO MNa3MEHUTE
HHBA Ha KapBeannos ¢ okono 60% u e HabnwaaBaHO HaMaNICHHE Ha ¢peKTa Ha KapBEAWN0J BbPXY
CUCTOJHYHOTO KpbBHO HandraHe. MexaHu3MbT Ha B3aHMOAEHCTBHUE HE € U3BECTEH, HO MOXKe Aa ce
Nb/KY Ha MHAYLMPAHETO Ha upeBHUA P rnukonpotend ot pudamnuuutd. Heobxoanumo e na uma
cTporo HabmoaeHue Ha B-OnokaaaTta npy NaUMEHTH, IpHEMaLIH €1HOBPEMEHHO KapBEAWION H
prudpaMnuLMH.

Amuooapon

B in vitro npoy4BaHe ¢ YOBELLKH YEPHOAPOOHH MHUKPO3IOMH € YCTAHOBEHO, Y€ aMHOAAPOH K
A€3eTHIAMHOAapOH HHXHOUpAT okUceHHeTo Ha R 1 S-kapeeannon. MuHuManHaTa KOHUEHTpaunUs Ha
R 1 S-kapBeaunion 3Ha4MTENHO Ce yBeNnyara 2,2-KpaTHO NPH MalHEHTH ChC ChPACUHA
HeNOCTATbYHOCT, NONY4YABALIM KAPBEAWION H €IHOBPEMEHHO aMUO1aPOH B CPABHEHHE C MALKEHTH,
NOAJIOKEHH Ha MOHOTEpanus ¢ Kapeeaunon. EQekThT Ha S-KapBeaHA0) CE MPHNHCBA Ha
AE€3eTUJIAMHOIaPOH, METAa0ONKWT Ha aMHOAAPOHA, KOHTO € cuneH uHxubuTop Ha CYP2C9.
[Ipenopbuka ce HabmoaeHHe 3a NposABa Ha  6hokaga NMpU NAUMEHTH, JEKYBAHHA ¢ KOMOMHALIKA
KapBeOWIOJ H aMHOAapOH.

Dayorcemur U nNAPOKCemMuK
B paHaOMU3HpaHO, KPbCTOCAHO NMpoyU4RaHe npy 10 nauneHTH Cbhe ChpACYHA HENOCTA
eIHOBPEMEHHHAT MPHEM Ha PaIyokceTHH, moLueH uHxuduTop Ha CYP2D6, e nosesy ¢
CTEPeOCENEKTHBHO HHXUDUpaHe Ha meTabo1M3Ma Ha kapseaunon ¢ 77% ysenuue {; ;
AUC na R(+) eHaHTOMEpPE M CTATUCTUUECKH HE3HAUUMO YBENHUEHHE € 35% Ha S -



cpaBHeHMe ¢ ruauedo rpynara. Bbnpeky ToBa HAMa pa3jiMKa fpH HEXENAHHUTE peakUHH, KPbBHOTO
HanAraHe Wid CbpA€YHATa YeCTOTa MEXKAY TpeTupanuTe rpynu. EdexTsT Ha eaHokpaTHaTa 1034
napokceThH, moiieH HHXuOnTOop Ha CYP2D6, Bbpxy apmakokuHeTHKaTa Ha KapBeaMI0 € Oun
wicneaBaH npu 12 3apaBy 100poBOALM Cliea eAHOKpATEH NepopaicH npuem. HezaBucumo ot
roJIIMOTO YBEIHYEHHE HA BAHAHHETO HA R W S-kapBeaunon, B Te3u 3aApaBy HHAUBHAM HE Ca
Ha0M0JaBaHU KTHHHYHH €DEKTH.

Arxoxo:

HokazaHo €, Y€ KOHCYMaLUUATa Ha ANKOX0N UMA OCTPH XHIMOTEH3UBHH €(DEKTU, KOUTO BEPOATHO
YBE/IMYABAT MOHWKABAHETO HA KPBBHOTO HANIATaHe, NPpUYHHEHO OT KapBeAWnoa. ['bi KaTo
KapBeAWI0J € pa3TBOPHM B €TaHOJI, HAIKMYHETO HAa ATKOXOJ MOXKE A MOBMIE HA CKOPOCTTa W/ HIH
CTeneHTa Ha YpeBHaTa abcopbuus Ha kapeeawnon. OceeH Tosa, Kapeeaunon ce Merabonuzupa
yacTH4HO OT CYP2EL eH3uM, 3a KOHTO € U3BECTHO, Y€ ce HHAYLUpA U HHXUOUPA OT asiKkoxona.

Cok om epetm¢hpym

KoHcymauuara Ha eauauyuHa ao3a ot 300 mi cox ot rpeiingpyT Boau 40 1,2-KpaTHO yBEJIHYESHHE HA
AUC Ha xapBeaWJION B CpaBHEHHE ¢ BOAATA. BbNpekH, Y€ KNMHUYHATA 3HAYUMOCT Ha TOBA
HaONIOACHME € HEACHA, NalMeHTHTE TPAOBA Aa U30ArBaT €AHOBPEMEHHOTO NPUEMAHE Ha COK OT
rpeindpyT, MoOHe AOKATO c€ YCTAHOBM cTabuNHa Bpb3Ka 103a-0TroBOp.

DapMaKoAHHAMHYHA B3aMMOXEHCTBHSA

Hucynun uau nepopannu Xuno2auKemMuyu

AreHTH cbC CnOcOOHOCTH Ha P-Onokepy MOraT 4a NOBAMAAT CHOCOOHOCTTA HA UHCYJIMHE ¥ NePOPATTHUTE
XHMOIHKEMHLH Ja HaMansaBaT KpbBHaTa 3axap. [lpusHauyre Ha xunornukemMus Morat na Onaar
MackupaHu uin otcnabern (ocobeHo Taxukapaus). [Ipu naumeHTH, NpUeMaly KHCYIHH WIH NepopaTHU
XHIMOMTHKEMHLIM, € HE0OXOAUMO PErYAAPHO MOHHTOPHPAHE HA HUBOTO HA KPbLBHATa IUIIOKO3a.

Kamexmauun-muepneamu dceHmu

[laLineHTH, KOUTO NnpUEMAT €AHOBPEMCHHO JICKApPCTBA C Gera-ﬁnoxupalua AKTHBHOCT C JICKAPCTBO,
H3ucpnsaulo KaTCxo/JI1AMHHHUTC (Hanp. pPC3CPINHH H HHXHﬁHTDpH Ha MOHO&MHHO-DI(CHHHS&T&), Tpflﬁﬂa Aa
ObaaT HabmoAaRaHH BHUMATEHO 32 rNpU3HalH Ha XHUIIOTOHHA H/UIH TexKa 6PMHK3]}HHH.

Huzoxcun
KombuHupaHarta ynorpeba Ha Oera O/10KkepH ¥ JUIOKCHH MOXE Ja UMa 33 pe3yJITaT JOMbJIHUTENTHO
yAb/DKABAHE HA aTPHOBEHTPHKYNAPHOTO (AV) NpOBOAHO BpeMe.

He-0uxuoponupudurogu baokepu Ha KATYUeGUME KAHWIU, AMUOOAPOH Wil OPY2U AHMUADUNMMUYHY
cpeocmea

KomOuWHupaHaTa ynotpeda Ha He-AMXUAPONUPHAHHOBH ONOKEPH HA KANLMEBHUTS KaHAIM, aMHOAApOH
WAW APYTH aHTHAPUTMHYHY CPEACTBA C KAPBEIWAON MOXKE 4a C€ yBE/IHYH PUCKA OT CMYLIeHus B AV-
NpoBOAUMOCTTA. (BX. To4ka 4.4). HabatonasaHu ca M301MpaHy ClTyuan Ha HapyLIEeHHUe Ha
NPOBOAHMMOCTTA (PAAKO C HApYLIEHHE Ha XeMOAWHAMUKATA), KOraTo KapBeAnSiof ¢e npHiara
eHOBpeMeHHO ¢ AunTHaseM. KakTo v npu apyru npoaykTu ¢ 6eTa-Onokupaiy cBOMCTBa, ako
KapBeaunos Tpabsa na ce npunara NepopaiHo ¢ He-AUXHAPONMUPUIHHOBUTE OIOKEPH Ha Ka/IUMEBHTE
KaHany OT BMAA Ha BEpanamui WiIH AWITHA3EM, AMHOAAPOH WIH APYrH aHTHAPUTMHYHH NPOAYKTH, C€
npenopbysa aa ce kouTpoaupa EKI™ H kpbBHOTO Hansaraxe.

Knrornuoun
EQHOBPEMEHHOTO NMPHUIIOKEHHE HA KJIIOHUUH H JIEKApCTBa ¢ DeTa-0n0kupauo IeHCTBUE MOXKE Na
3aCHIH €(EKTHTE HA MOHWKABAHETO HAa KPbBHOTO HaNsAraHE U HaManABaHe HAa CbpAeUvHaTa uecToTAa.

Korato eaHOBpeMEHHOTO neueHue ¢ bera dnokepu H KNOHHAUH TpADBa na ce npeyc:T . m—. ™ \
TpabBa na ce cnpe npHeMa Ha Heta-6nokepa. JleueHneTo ¢ KNOHMAMH MOXKE A2 C€ NpEKRAYY Cle! 0
HAKOJIKO AHY KATO A034aTa NOCTENeHHO ¢e HaMANARA. - : /‘Q}o

Hpyeu anmuxunepmensusnu nexapcmsa




Kakto 1 npu apyrure nekapcrtsa ¢ dera-010kMpallo AEMCTBHE, KAPBEAUNON MOXKE 1A MOTEHUHpa
NEHCTBHETO HA APYTUTE AaHTHXHNEPTEH3IUBHH NEKAPCTBA, KOHTO C& MPUEMAT €HOBPEMEHHO (Hanp.
anda;-pellcnTOPHY aHTArOHUCTH) WK HAa TAKHBA, KOWTO NPEIH3BHKBAT XMNOTAHHUA KATO HEXKEJIaHa
peakuums.

Anecmemuyu

[To Bpeme Ha oOwia aHecTe3na TpadBa aa ce 0ObPHE BHUMAHKUE HZ NOTEHUHATHUTE CUHEPTUHHH
HHOTPONHH €PEKTH Ha KApBEAWION W AHECTETHUUTE (BHXK TOUKA 4.4).

Hecmepouonu npomugosvinatumennu cpedcmea (HCIIBC)

EanospemenHaTa ynorpeba Ha HecTepouaHy nporusossinanureniu cpeacrea (HCTIBC) u bera-
aapeHepruyiHy O10Kepy MOXe a JOBEAE A0 NOBULIECHHE H BAOLWIEH KOHTPO HA apTEPHANTHOTO

HaJIAFaHC.

Bponxoounamamopu bema-azonucmu
HekapanocenektusHuTe OeTa-010kepy aHTaroHW3Hpar SpoHxoaunarupawius edekr Ha 6era-
aroHucTute. Heobx0auM € BHUMATENEH MOHUTOPHHT HA MALMEHTHTE.

4.6 DeprHIAHTET, OPEeMEHHOCT H KbPMEHE

bpemennocm

Hama gocrarbyHO BaHHM 3a ynotpebata Ha KapBeAUA0a NPH OPEMEHHH KEHH.

[TpoyuBaHHATa NPY JKUBOTHH Ca NOKa3aly PENpoaAyKTHBHA TOKCUYHOCT, EPEKTU BLPXY
OpeMeHHOCTTa, eMOPHOHANHOTO/DETATHOTO pa3sBUTHE, PAXKAAHETO W MOCTHATATHOTO Pa3BUTHE (BK.
TouKa 5.3.) [loTeHUHANTHHMAT PUCK MNPH XOpa HE € U3BECTEH.

Kapeenunosn He TpaOBa na ce W3non3sa no BpemMe Ha OpeMEHHOCT, OCBEH aKO NOTEHLIMANIHATA MoJ13a He
MpeBULIABA NOTCHLUMATHHA PUCK.

bera-OnokepuTe HaMaIABAT MiaUEHTApHATA Nepdy3Hs, KOSTO MOKE Ia JOBEAE A0 BLTPEMATOYHA
CMBPT Ha IU10/1a W NpekAeBPeMEHHO paxaaHe. B nonbiHeHne, HexxenaHu peakunH (ocobeHo
XMNOriHKeMHa n Bpagukapaus) MOrar Ja ce nosBAT MPpH M104a U HoBopoAeHoTo. Moxke aa uMma
MOBHILIEH PUCK OT CbpACUHHK U OenoApOOHH YCIIOKHEHHA NPU HOBOPOAESHOTO B MIOCTHATANHUA NIEPHOA.
[IpoyuBaHHATa NpH )KMBOTHHU HE €a MOKA3any NO ChIIECTBO AOKA3ATENCTBA 32 TEPATOr€HHOCT C
KapeeanWnon (Bx. CbiMO TOUKa 5.3).

Kvpmene

[IpoyuBaHHATa NpH XMBOTHH NOKA3BAT, Y€ KAPBEAWION W/UNH HETOBMTE META0ONUTH Ce EKCKpeTHpaT
B MJIAKOTO Ha NABbXOBe. EKCKpeuns Ha KapBeOUIO/ B HOBELLKATA KbPMa HE € yCTaHOReHa. Brnpeku
TOBa, Noee4eTo OeTa-010KepH, MO CNEUHATHO JIUTIOPHUIHUTE ChbeAHHEHHA, NPEMKUHABAT B KbPMATA,
Makap U B paziHuHa cteneH. [Topaan Tosa cnen npueM Ha KapBEAWIOJ HE CE NPEnophURa 1a ce
KbpMH.

4.7 EdexTn Bbpxy cnocofuocTTa 3a opHpaHe H padboTa ¢ MAIIHHHA

He ca nposexxaanu npoyusaHus 3a €(peKTHTE HA KapBeaAWSIoN BbPXY CnOCOBOHOCTTA 3a wodHpaHe U
paboTa C MalLIMHK NMPH NAUHEHTHTE.

[Mopaau Bb3MOXKHOCT OT Pa3BMTHE HA HHAMBUAYANHH peakUMKH (Hanp. 3aMailBaHe, NOBULLIEHA yMOpPa)
cnocobHocTTa 32 wodupane, padota ¢ MaLMHK U caMOcTosTeNHa paboTa, Oe3 noakpena Ha ApyrH
MOxke na Ovae HapylieHa. Toea ce oTHacs 0cobeHO NpH 3aMOYBAHETO HAH NPH NPOMAHA HA A03aTa H
npy ynorpeda Ha ankoxon.

4.8 Hexenaun JIeKapCTBEHH PeAKIHH
(a) Obobwenue na npouwia na bezonacrwocm

YecToTaTa Ha HEXENAHHUTE PEAKUMH HE 3aBHCH OT A03aTa, C H3KNIOUYEHHE HA 3aMa
HapyLIEeHHUA H OpaguKapams.




(6) Cnucvk Ha Hexceaanume peaxKyuu
PUCKBT OT NOBEHETO HEXKENAHH PEAKUHH, CBBbP3aHH C KAPBEAWNO0/ € CXOACH 32 BCHYKH TEPANEBTHYHH
nokasaHusa. M3knoueHnaTa ca onucaHu B noapasaen (8).

Hexenanute PCAKLHUH, KOHUTO Ca A0KNaJBaHH (Hﬂl’lp. OT KIIHHHUYHH H3IIWTBAHHUA, NOCT-MAaPKETHHIOBH
Nnpoy4BaHHA 34 D0e30MacHOCT WK CNIOHTAHHO C'bﬂﬁl.[l.&BﬂHE) Ja BB3HUKBAT MO BPEME HA NCUYCHUETO C
KapBEaANWI0J1, CE I{.T'IHCHCIJHLI,HPHT B CJIEAHHTC T'PYIIH MO pia HA HECTOTAaTA.

- Msuoro yectH (= 1/10)

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

- Heuectyu (= 1/1,000 no < 1/100)

- Penxu (= 1/10,000 ao < 1/1 000)

- Muoro peaxu (< 1/10 000)

- C Heu3BecTHa 4ecToTa (YecToTaTta He Moxke 1a Obae oleHeHa OT HATUYHKTE JAHHH)

[lpu BCAKO rpynMpaHe B 3aBUCUMOCT OT HECTOTATa, HEXENAHUTE PEaKLHH Ca NPEACTABCHH B
HU3XOAALL peld MO OTHOUIEHHE HAa TAXHATA CEPUO3HOCT.

YecToTa Ha HeXeNaHUTE peakUuHd H30pOCHH MO OTAEIHH OPraii U CHCTEMM:

Hudghexyuu u napazumosu
- YecTu: bpoHXHT, NHEBMOHHSA, HH(PEKLIUA HA TOPHHUTE AUXATENTHH MbTHLIA, HHPEKUMH Ha
MUKOYHUTE NBbTHLLA

Hapywenun na kpvema u num@nama cucmema
- Yectu: AHemus

- Penxu: TpombouuTonenus

- MHoro peaku: JleBkoneHus

Hapywenus na umynnama cucmema
- MHuoro peaku: CBpbXHYBCTBUTENHOCT (A1€PruyHa peakLms)

Hapywenua na memaboauzma u xparienemo
- YecTH: YBenuuapaHe Ha TErMOTO, XHMEPXOIECTEPONEMHS, HAPYIUEH KOHTPON Ha KPbBHATA
3axap (XAneprinkeMus, XHNoriuKeMus) Npy NaUMEHTH ¢ NpeawecTBa Aader.

[Tcuxuunu napyuenus
- Yectu: Henpecrs, MOTHCHATO HACTPOECHHE

- HewecTn: Hapylienns Ha cbHA

Hapywenua na nepsrama cucmema

- Mtoro uectH: 3amasHocT, rnasobonue
- Yecrn: [Ipecunkon, cuikon

- HeuecTu: [Tapecresuns

Hapywenua na ovume
- YecTH: 3pUTENHU YBPEXKIAHUSA, HAMASHO OTACIIAHE HA CBhJ3H (CYXOTa B OYHUTE), Apa3HEHEe Ha

CUYHTC

Cvpoeunu HapyuenHus

- MHoro yecTi: CbppaeyHa HeAOCTATBYHOCT

- Yect: bpaauxapana, oTok (BKIKOUHTETHO FeHepann3npaH, nepudepeH, 3aBUCHMHTT TIeL
OTOK, OTOK Ha KpaKara), X{MNnepBoJieMHs, 3aipbXKKa Ha TEYHOCTH e

- Heuecrs: [lpencvpano-kamepeH 010K, cTeHOKapaHa

Cv008u Hapywenus
- MHoro uecTH: X¥NoToHUd




- YecTu: OprocTaTHuHa XHMOTOHHKA, HAPYLIEHUA HA NEPHPEPHOTO KPbBOODpatueHHUE (CTyNEHH
KpaWHHUH, neprdepHa cbaoBa Sonect, 000CTPAHE HA HHTEPMUTEHTHO HAKYLBAHE W (PEHOMEH
Ha Reynaud), xuneproHus.

Pecnupamopnu, 2pvOnu u MeOUACMUHATHYU HAPYULCHUA
- Yectn: [ucnues, benoapoben 0Tok, acTMa npH NpeapasnoioKeHu NnayueHTH
- Peaku: 3anyweaHe Ha HOca, TPUMONOROOHM CHMITTOMY

CmoMauwiHo-4pesHu HapyuieHus

- Yectu: ['aneHe, anapus, NoBpblUAHE, JUCNIENCHA, KOpeMHa Donka
- Heuectu: 3anek

- Peaku: Cyxora B ycTarta

YeproOpobru u icavunu napyuteHus
- MHoro peaku: nopviuapaHe Ha anaHMH amdHotTpaHcdepasa (ALT), acnaprar
amyuoTpaHchepasza (AST) u ramarnyramuntpaHcdepasa (GGT)

Hapywenua na koxcama u nOOKONCHAMAa MbKan
- HeuyecTu: KOXKHH peakuuu (Hanp. anepruyHa eK3aHTema, JEpMaTHUT, YPTHKApHi, ChpOex,
NCOPHATHYHH H NOAOOHN HA INXEH I1AHYC KOXHHU Ne3uM), anoncuus

Hapywenua na Mycxyano-cxeaemuama cucmema U CbeOuHUmeIHama muekaH
- UecTu: ok B KpaHHULIMTE

Hapywenua na 6vbpeyume u nuxournume nemuiya

- Yectu: buOpeuHa HeAOCTATHYHOCT M @aHOMaNWHK Ha ObOpeuHaTa PYHKUMA NPH NALMEHTH C
AndYy3HO cbaoBO 3abonsaBaHe H / HIM CbITbTCTRaLIA OBOpeUHa HEAOCTATHLUYHOCT,

- Peaky: HApYLICHHA HA YPUHHPAHETO

- MHoro peaku: 3agbprkaHe Ha YpPUHATAa MPH KEHH

Hapywenua na sv3npouzsodumennama cucmema u 2bpoama
- Heuectr: EpekTiHa AMCPYHKLINA

Obwu Hapyuwerus u egpexmu Ha MACMOMO HA NPUNOJICEHUEMO
- MHoro uecT: Acrenns (ymopa)
- O6um: Orok, Donka

(6) Onucanue na usbparu Hexcenranu peaxyuu

YecToTaTa HA HEXKETAHWTE PEAKLIMH HE 3aBYACH OT A03aTa, C U3K/TIOYEHHE Ha 3aMaiiBaHe, HapylueHo
3peHde ¥ bpaaukapana. 3amaiiBaHe, CHHKON, rnapobonme u acTeHUs OOMKHOBEHO Ca JIeKH H Hai-
BEPOATHO € 12 CE MOABAT B HAYAJIOTO HA NEYCHHUETO.

[lpr nauMeHTH CBbC 3aCTOMHA CbpaE€4Ha HEAOCTaTbYHOCT, N0 BpEMe Ha MOBULIABAHE Ha J03aTa Ha
KapBeIrI0Jl MOXE 1a B3HHKHE BIOLLARAHE HA ChPAEYHATA HEAOCTATHYHOCT M 3aAPbXKKAa Ha TEHHOCTH
(BXK. TOUKa 4.4).

CbpacuHaTa HEAOCTATBHHOCT € YECTO CHOOLIABaAHA HEXKEIAHA peakliMA KAKTOMNPH NaLUMEHTUTE Ha
rwiauedo (14,5%), Taka ¥ 3a nauveHTHTE, NeKyBaHH ¢ KapBeaunon (15,4%) ¢ nesokamepHa
AUCHYHKLNA CNIER OCTBP MUOKApAEH HH(pAPKT).

s

MAUHUCHTH C XPOHHHYHA CbpACYHA HEAOCTATBYHOCT C HUCKO KPBBHO HANATAHE, HCXE‘MH!F ‘

CLPUETO KW AU(Y3HO CBAOBO 3a00AaBaHE WHAH oanexala 6bopevHa HeAOCTATLUHOYTEE
4.4). &




kapeauion. Thi KaTo Te3x CLOMTHUA ca AOKIAABAHH NPYU NONYJIALUMA C HEONIpeAeaeHa roJeMHUHA He
BUHAMY € BB3MOXKHO [1a C& HaNpPaBH HAAESKIHA OLUEHKA HA TAXHATA Y4EeCTOTa U/M/IH 1a Ce YCTaHOBH
NPUUHHHO-CNEACTBEHA BPb3KA C BLIAEHCTBHETO Ha IEKAPCTBEHUA NPOAYKT.

Hapywenus na memaboausma u xpanenemo
Kato knac, 6eta-0iokepute Ha aApeHEprHuHUTE PELENTOPHY MOraT Aa JOBeJaT A0 MpoABa Ha
nateHTeH nuabet, MmanudecTHUa anabeT na ce BNOLWHK, perynauMaTa Ha MioKo3aTa B KpbBTa Aa ce

MOTHCHCE,

Hcuxuurnu napyuwernus
Kapseaunos Moxe aa RPUYHMHH XaTIOLMHAUKH.

Covpoeunu napyuenus

CHHYCOB apecT MOXe 1a HACTBNHU TIPH NPeAPasNONIOKEHH NTAUHEHTH (HaMp. MaUMEHTH B CTApUECKa
Bb3PAacT WM MAaLMEHTH C NpellecTBalla Opaaukapans, AMCPYHKLUUA Ha CHHYCOBHA Bb3€A HIIH
aTPHOBEHTPHUKY1apeH O10K).

Hapywenua na xodxcama u nOOKOICHAMAa MuKaH
TexxKH KOXKHH HeXKeNaHW peakLiMM (TOKCUYHA ENMASPMATHA HEKPONH3a , CHHIPOM Ha Stevens-
Johnson (Bx. Touka 4.4).

XHUNEPXHapO3a.

Hapywenua na 6vbpeyume u nuxowsume nemuya
Kapeeaunon Moxe Aa npeAW3BUKa 3aApbaKKa HA YPHHA NPH KECHUTE, KOATO U34E3Ba MPH CMHPAHE Ha
NEKapCTBOTO.

CbobuiapaHe Ha NOJO3MPAHH HEXKENAHH PEaKLHH

CroOuaBaHeTo Ha NOJO3HPAHH HEXKETAHU peakLUH clell pa3pelaBaHe 3a ynorpeba Ha JJeKapCTBEHHA
NPOAYKT € BaXKHO. T0Ba Mo3soiaBa Aa NPOALIKH HA0NIOAEHHUETO HA CHOTHOLLIEHHETO NOJI3a/PUCK 33
NeKapcTBeHHA NpoaykT. OT MEAUUMHCKUATE CNIELUHANTHCTH C€ H3UCKBa J1a ChoOLIaBaT BCAKa
NOAO3UpAaHA HEXEeNaHa peakiUua upes

HU3anbaHWTENHA areHUMA No IeKapcTsara

yi. ,,JJaman I'pyes” Ne 8

1303 Codus

Ten.;: +359 2 860 3417
yeGcaiiT: www.bda.bg

4.9 Ilpeaosmpane

Cumnmonu
I1pu npeno3npaHe MOXKe Aa CE OYAKBAT TEXKH CbPASYHOCHAOBH €(PEKTH KATO XHMOTOHMA,

Opaaukapaus, cbpaeyHa HEJOCTATLYHOCT, KAPAUOT€HEH LIOK, CHHYCOB apecT U ChpPAEUEH apecT.
Moske fa ¥Ma CBILO M pecnypaTopHy npobnemMu, 6poHXocnazbm, NOBPbLUIAHE, HAPYLIEHO Ch3HAHHE H
reHepaTu3IupaHy rLpuoOBe,

JTevenue
[MaunenTure Tpadea na 6vaaT HabnoAaBaHU 32 TOPENOCOYEHUTE NPU3HALM U CHMNTOMH U JIEKYBaHH

cnopen NPEeUEHKATa Ha NEKYBAWs JEKAP U B CbOTBETCTBHE CHC CTAHAAPTHATA NMPAKTHKA NPH NaLHEHTH
C aHaMHe3a 3a npeao3upaHe ¢ bera-bnokep (Hanp. aTpoNuH, TPAHCBEHO3HO CTUMYJIUpaHe, rNIOKaroH,
¢ochoanecTepaseH HHXMOMTOP KATO AMUHOH HIIH MUPUHOH, OeTa (B)-cHMnaTHkOMUMETHLH).
CromalltHa NPOMHUBKA WK NPEAH3BHKAHO NOBPLUIAHE MOXKE [ Ca NOJE3HH NPE3 MbPBHTE H
yaca cjieql nornsluadeTo. B ciyvyauTte Ha nMpeaosnpaHe CbC CHMITOMH Ha LWOK, MOAdDL
nevyeHne TpadBa 4a ce NPOABIIKHM 33 AOCTATHUHO ABLABI NEPHOI OT BpEME, T.€. AOKA
CBHCTOSHUETO HA NALKUEHTA, ThA KATO MOXE 1@ CE OYAKBA YIb/DKABAHE HA €JTMMMHA
MOAYKHBOT U npepasfnpeneneHue Ha KapBeInaon.




5 OAPMAKOJIOI'HYMHHA JAHHHA
5.1 ®@apMakoIHHAMHYHH CBOHCTBA
dapmakoTepanesTuuHa rpyna: anda n 6era-d6nokepu, ATC koa: CO7TAGO2

Mexanuzvm na oeticmeue

Kopuon aeiicTea no apa HauuHa. AKTMBHATA CbCTABKA - KAPBEAHIOJ, € PALIEMHUYHA CMEC;
SHAHTHOMEPHTE UMAT pa3IHueH ePekT U ce MeTaboNIU3NPpaT paNiMUHO. S(-) EHAHTHOMEPBLT OKa3Ba
OnokHpalo aeHcTBre Ha anda- v bera-aapeHopeuenTopure, 10kato R(+) eHaHTHOMEPLT nma
bnokupatl edexT camo BbpXy anda-aapeHopeuentopute. Upes kapaHoHece IeKTHBHO OIoKHpaHe Ha
OeTa-aapeHOpPELENTOPHTE, TOH HAMAJIABA APTEPHANHOTO HAIAraHe, CbpIeYHaTa Y€CTOTa H ChbPACUHHSA
ne6uT. Kapseannon noHu:xapa HayisraseTo B 0enoapobHara aprepus M B A9CHOTO npeacspaue. Karo
O10KKMpa anda—anpeHOPeLENTOPHTE, TOH NPUYUHABA NepUdepHa Ba30AHIaTaUHA H HaMal1ABa
CBMPOTHRIECHHETO Ha chaoBeTe. biaroaapeHne Ha Te3n eQeKTH NEKapCTBEHHUAT NPOAYKT OTMYCKA
CbPACYHHUA MYCKYJT U NPEAOTBPATABA aHrHHA NexTopyc. [1py mauyeHTH Cbe CbpacYHa
HEeAOCTATBYHOCT KapBeAHNO/ YBEIHYaBa (PpakLHATa Ha M3T/IaCKBAHE Ha NABATa KAMEPA KaTo
noaxoaaule obnekyaBa CHMNTOMHTE Ha Oonectra. [lopobHo aeficTsue ce HabnOaaBa NpyU NALKUEHTH C
nesokamepha avchyHkuusa. Kapeeannosa HAMA BLTPELIHA CHMNATUHKOMHUMETHYHA aKTHBHOCT. Hakowu
OT OTPaHWYEHHATA Ha TPaAULHOHHUTE B-OnoKepH He KacadT Ba3oAMJIATaLUMOHHKTE B-OiokepH, KaTo
KapBe WO,

DapmaxoounaMuunu epexmu

EdexTbT BbPXYy KPLBHOTO HAJIAraHE U ChpAeHHAaTa 4ecToTa ce npoasasa | 10 2 yaca cnen
NPUEMAHETO HA IEKAPCTBEHHUA NMPOAYKT.

[lpu xunepTOHUUHY ¢ HOpMaHa 6bOpeuHa PyHKUHMA KapBEAWION HAMAISBA CAOBOTO CHIIPOTUBIIEHHE
B OLOpeLnTe, KATO HE MPHYMHABA CHLUECTBEHU MPOMEHHU B INIOMEpYJIHATA (PUITPALIMA, M3TUYAHETO HA
OBOpPEUHHA KPBLBOTOK U EKCKPETUPAHETO HA EIIEKTPONHTHTE.

Kapsenunon UMa opraHonpoTEKTHRHH €EeKTH, KOUTO BEPOATHO Ca pe3yJITaT MOHE OTHACTH OT
OOMBJAHHTENHHU CBOKCTBA H3RBH HErOBOTO ACHCTBHE Ha OJ10Kaaa Ha aapeHEpruyHu peuentopu. Toi
MMa MOLHH AHTHOKCHAAHTHH CBOUCTRA, CBHP3AHH C ABATA EHAHTUOMEPA, Y1aB peaKTHUBHY
KUCITOPOAHH paavKaid U HMa aHTHNIpoudepaTHBHH ePEeKTH BLPXY MadKHTE MYCKY/IHH KIETKH Ha
YOBELUKHTE KPbBOHOCHH Cbh0BE.

Kaunuuna egpuxacuiocm u bezonacrnocm
KAWHHYHHTE U3NUTBaHHA MOKa3BaT, Ye OanaHCchT Mexay BasoaunaTaums u bera-bnokana,
NpeaoCTABEH OT KapBeAWNo, BOAH A0 CAEOHHTE ePEeKTH:

Xunepmonus

[Ipy naLMeHTH C XUNEPTOHUA NOHWKABAHETO HA KPHBHOTO HANAraHe He € CBbP3aHO C €HOBPEMEHHO
noBUILABaHE HA 0OLOTO NepudepHO CHLNPOTHBAEHHUE, KAKTO ce Habnroaasa Npu KnacH4ecKuTe beTa-
Onokepu. ChpaeyHara wectoTa ce Hamanasa cnabo. Y aapuuar obem octasa HenpoMeHeH. brOpeunnsaT
KpBBOTOK H ObOpeuHaTa ¢pyHkims ocTaBaT HopMmatHu. Kapseauwnon nogabpxka yaapHus 00em
HamansBa o01oTo nepudepHo CHNPOTHBRAEHHE, 63 1a KOMNpoMeTHpa cHabAABAHETO HA PaIMUHH
OpPraHMW M CbAOBE C KPbB, BKIKOUHTENHO Ob0peLuTe, CKENETHHUTE MYCKYJ/TH, NPEAMHIUHALKTE, KpaKaTa,
KOXaTa, MO3bKa WiH CbHHAaTa apTepya. HamaneHa e yectoraTa Ha CliydauTe Ha CTYACHH KpaHHHLU ¢
Ha HayanHa ymopa o epeme Ha ¢pH3HUecKa aKTHBHOCT.

Hayuenmu ¢ xunepmonus u O6peyno yepexcoane

Hakou oTBOpEHUW NPOYYBAHHA ¢a NMOKA3AIH, He KAPBEAWN0 € €PEKTHBEH JIEKApPCTBEH
nauueHrure ¢ ObOpeyHa xuneprouusd. EdekTnBHOCTTAa HAa KapBeaAHIION € A0Ka3aHa /'{ L
¢ XpoHHYHA 6bOpetHa HeAOCTATHUHOCT WM TAKMBA HA XEMORHAIHM3A WK cnel Ob0ptud
TpaHcrUianTaumns. Kapsequion BOAM 0 NOCTENEHHO HaMaIABaHe Ha KPbBHOTO HArEHf g
AHHUTE HA XeMOJHaNH3a, Taka W B AHHATE 0€3 XeMoQuanu3a U NOHWKABAWNA eeKT I\

HaIAraHe € CpaBHUM C TO3W, HabNoaaBaH NPy NALKMEHTH ¢ HOpManHa ObOpeyuHa QYW




Cmabutna cmenoxapous

[Tpu nauneHTH cbe cTabunHa CTEHOKapAUsS KapBEAUON NMOKA3Ba AHTH-HCXEMHYHH (nonodpeHo obuio

Bpeme 3a (UINUECKO HATOBApBaHe, Bpeme A0 | mm aenpecus Ha ST-cerMeHTa v Bpeme a0
CTEHOKapAHA) U AHTHCTEHOKAPAHM CBONCTBA, KOMTO CE NMOAABPKAT MO BPEME HA NMPOABIKHUTEIHO
neyeHue. OcTpUTe XEMOAHHAMHYHHK NPOYUYBAHUA MOKA3BAT, Y€ KAPBEAUAO/ 3HAYMTENHO HaMasiaBa
HY2KAaTa OT KHCAOPOA Ha MUOKapaa U CUMIIaTUKOBATA CBPbXAKTHBHOCT H HAMANABA KaKTo

MPEeAHATOBAPBAHETO HA ChpUETO (HansraHe 8 6enoapoOHATA apTEepUsa U HansraHe Ha GenoapobuuTe

Kanuisapy), Taka 1 clieAHAaTOBapBaHETO (00O nepudepHO CHIPOTURACHHE) C NOCAEABALLO
noaoOpeHHE Ha NEBOKAMEPHATa CUCTONIHA H AHMACTOMHA PYyHKUMA Oe3 ChLUeCTBEHH NPOMEHH B
CbpAeYHHA OCOUT.

Kapseaunon Hama HexxenaHu eekTH BbpXy METAOOIUTHHTE PUCKOBU (PAKTOPH HA KOpOHApHaTa
Oonect Ha cbpueTo. Toit He HapyLIaBa HOPMAJTHUA CEPYMEH JIMMUAEH NPOQHA U NPH NMALUEHTH C

XUNEPTOHHUA H AUCIUNUAEMHAA Ca NOKJIaABaHW ONaronpHATHH e(peKTH BbPXY CEPYMHHUTE JTHITHAH Ce/]

LCCT MOCELA NICPOopaiHa TCpallni.

B ase NMPOY4HBAHHWA, KApBCOHNON 25 mg ABa NbTH JHCBHO € CPABHCH € APYIrH aHTHCTCHOKaApAHH
JICKAPCTBCHH NPOAYKTH C MPpH3HATA 3HAYUMOCT NPH NALIUKEHTH € XPOHHYHa cTabuinHa CTEHOKApAHA

PpH YCHJIKC. H36p&HHTe A030BH pCAUMH Ca LWHPOKO H3MOA3BAaHH B KNIHHHUYHATA IPpAKTHKA. U nBsete
W3MHUTBAHUA €A C ABOUHO-CJIAN AU3AHH C napajiCjiiHHi rpyIiH. OcHoBHaTa uen e duna oduloTo BPDCMC 3a

ynpaxkHeHHe (fotal exercise time (TET)).

Jloknan Kontpona (103a) bpo# nauneHTH [HpoabmKUTENHOCT
HOMEp: KapBeaWN0J1/NeKapCTBeH Ha JIEYEHHETO
MPOAYKT 33 CpaBHEHHe
060 epanamun (120 mg t.ad.) [ 126/122 12 ceamuuu
061 ISDN s.r. (40 mg aga bt | 93/94 12 ceamuuu
AHEBHO)

ISDN= u3ocopdna auHuTpar

PEB}UITETHTC OT ABCTC H3NMUTBAHHA ACHO ACMOHCTPHUPAT, Y€ 3a TET 11pH HaH-HUCKHTE HUBA Ha

ACKAPCTBCHHUA MNPOAYKT B KPbBTA CICA 12 ceamMuLn TCpanHna HAMa CTATUCTUHUCCKH 3HAYHUMA pa3/liHKa

MEXHNAY I'PYITHTC Ha JICHCHHC. B'I:-IIPCKH TOBa, CbOTHOLUCHHATA HA PHCKQ, NOJIYUYCHH OT MOJ€Na Ha

NPONOPLMOHANHUTE pUCKOBE Ha Koke, pa3kpuBaT TEHAECHLHMA B M0Ji3a Ha KapBEAWIION, KOETO MOKA3Ba,
ye cpeaHo kapeeannon e 114% ronkosa epuxacen, konkoro sepanamun (90% Cl: 85-152%) n 134%

TosIkoBa edukaceH, koakoTo ISDN (90 % CI: 96-185%). Tora Baxky M 3a BpEMETO 10 CTEHOKAPAMA

(TTA) n penpecus Ha ST-cermenTa (TST) npu Hal-HuckoTO HBO. Y BeaudeHneTo Ha TET e oxono 50
CeKyHAH BLB BCHUKHM rpynu; nogodpeHusara 3a TTA u TST ca okono 30 ceKyHAH, KOETO € KITHHHYHO

IHaG4YHMO.

B u3nurane 060, naMepBaHMATa HAa AaHHWTE OT 48-4aCOBOTO MOHMTOPHUPAHE C XONTED NOKA3BAT
HaManaBaHe Ha Opos ¥ NPOIBIDKKUTENHOCTTA Ha AenpecuuTe HA ST-cermeHTa (THXa MHOKapAHa
HUCXEeMHUA) K B JBETE IPYNM HAa nedeHue. KapBeannon CbLLO TaKa HaMaNABa NPEXKACBPEMEHHUTE

NpeacHLpAHH U kKaMepHHu cbkpaweHns (PAC, PVC), asoiikuTe 1 cepuuTe.

XPOHUYHA CBPOEHHA HEOOCMAMBYROCT

KﬂpBBﬂHﬂDﬂ 3HAYHUTCIIHO HAaManaga CMbpPTHOCTTa H XOCITHTATU3ALLHATE H HD,D.DGPFIBEI CHMIITOMHTC H

NHCBOKAMCpHATA (I)}’HKL[HFI NnpH NaLuHCHTH ¢ HCXCMHUYHA HIH HCUCXEMHUYHA XPpOHHYHA ChpacyHHa
HEAOCTATLUYHOCT. Ecbermﬂ" Ha Kaps€INnjo0/1 3aBHCH OT J03aTa.

Ilayuenmu ¢ xpornuuna copoeuna nedocmamvunocm ¢ OvbpeuHo yepedcoane
Kapeennnon Hamansga 3aboneBaeMoOCTTa U CMBbPTHOCTTA NPH MALKUEHTH Ha ZHaNH3a C
KapAHOMKOMNATHA, KAKTO H 00LaTa CMBPTHOCT, CbPACHHOCHAOBATA CMBPTHOCT H CM
CbpACHYHA HEAOCTATHYHOCT WM NbPBA XOCTIUTANM3ALUS NPH NALMEHTH CbC Cbpaey
C JIEKO A0 YMEpPeHO XPOHHUHO OBOpeyHo 3ab00naBaHE, KOETO € HE3aBHCUMO OT AHaN
aHANIU3BLT Ha M1aUe00-KOHTPOAUPAHH KIIMHMYHH U3CTIeIBAHMA, BKIIOYBALLY TOJIAM




(> 4000) c neka 0o yMepeHa XpoHH4Ha 6bOpeuHa bonecT, noaKpens NeYeHHETO Ha NaLHUEHTH C
nesokamMepHa AHCGyHKLHA (CbC HAH §€3 CHMNTOMATHYHA ChpAEYHA HEAOCTATHYHOCT) C KAPBEAHIION
332 HAMANSIBAHE YECTOTATAa HA CMBLPTHOCTTA OT BCSIKAKbB MPOM3X0A, KAKTO U HA CHOUTHATA, CBLP3aHH
CbC ChbpACYHA HEAOCTATHUHOCT.

ITeouampuurna nonyaayus

be3onacHOCTTa M ePUKaCHOCTTA Ha KApBEAW/ION NMPH AELa H IOHOLLIH HE € YCTaHOBEHa NopaaH
orpaH1ueHus 6poi U pasmep Ha u3nuTeaHuATa. HannuHKTe W3INHTBAHKUA Ce OKYCHPAT BBPXY
AEYEHHETO Ha NeJHaTPUYHA ChbpAevHa HEAOCTAThYHOCT, KORTO C€ pa3iidyaBa oT 3ab0sBaHETO NPH
Bb3PaCTHH MO OTHOLIEHWE HA XapaKTepHCTUKUTE U eTHonoruaTa. [Topaau mankua Opoit yuacTHHLIM B
CpaBHEHHE C NPOYUBAHMUATA MPH BH3PACTHH W OOLWIATA JIMICA HA ONTUMAIHA CXEMa Ha N03UPAHE Npu
[eua H IOHOLLIH, HAJTHYHUTE JaHHM He €a JOCTaTbuYHH 3a YCTAHOBABAHE HA NeAUaTpHueH npodus Ha
De30MacHOCT Ha KapBEAUIOI.

5.2 dapmMaKkOKHHETHUHH CBOHCTBA

Abcopbuus

Cnen nepopaiHo NpHeMaHe Ha TabneTka oT 25 mg OT 3apaBu Aulla, kKapBeawion Obp3o ce abcopbupa
C BPBX B f1a3MeHaTa KOHUEHTpAUHA Crmax OT 21 mg/l, kOuTO ce pocTyrat cneg npuonusuTento 1,5
yaca (tmax). CTOHHOCTUTE HA Cpnax Ca IMHEHHO CRBP3aHHM ¢ fo3aTta. Cnea nepopaiHoToO NpHEMaHE,
KapBeIWION NpeMUHaBa Mpe3 eKCTEH3WBEH NPECUCTEMEH METADOIH3IBbM, KOETO 1aBa KaTo Pe3ynTaT
abcomoTHa OHOHANWYHOCT OT oKoJio 25% npu 3apasute Mbxke. Kapseawsion € pauemar U S-(-)-
eHaHTHOMepa ce MeTabonu3upa no-6sp3o ot R-(+)-eHaHTHOMEpA, KaTO Mnoka3sa adCoMOTHa OpasHa
OunonanHuHoceT ot 5% B cpaBHeHue ¢ 31% 3a R-(+)-eHanTHOoMepa. MakcumanHaTa iaiMeHa
KOHLIEHTpauua Ha R -kapaeannion e NpHOAM3UTENHO 2-KPaTHO NO-BHCOKA OT Ta3H Ha S -KapBeaunoJ.
In vitro npoyuBaHKATA ca NOKa3ay, Ye kapBeanon e cyocTpar Ha eQuIyKCHHS TPaHCIOPTEH P-
rinuKkonpoTerH. Ponara Ha P-rnuMkoripoterdHa B pa3fpeaciEHUETO HA KAPBEAKUION ChLIO € NOTRbPACHA
in vivo NpU 3ApaBy KHAWBUAH. XPAHATA HE M1OBIHABA ODUOHAIUHHOCTTA, BPEMETO Ha NpeOHBABAHE HIIH
MaKCHMa/HATa CepyMHA KOHLEHTpaLUA, BLIIPEKH Y€ BPEMETO 32 NOCTUraHE HA MaKCUMAaJIHaTa
n1a3MeHa KOHUEHTpauua ce 3abap4.

Pasnpeaenexnue
Kapeenunon e cunaHo nunoduneH, KOeTo NokazBa CBbP3BaHEOKON0 95% ¢ nila3MeHNHTE NMPOTEHHH.
O6eMbT Ha pa3npeacneHHe Bapupa Mexay 1,5 u 2 I/kg.

Buorpancdopmaiims

[Tpu xopa Kapeeauaon ce MeTaboau3upa EKCTEH3WBHO B YepHHA Apod upe3 OKCHIUpaHE H
KOHIOTHpaHe 20 pa3zHooOpasHH MeTabOoIUTH, KOUTO €€ SIMMUHHUPAT NPeAUMHO Npe3 KIIbYKaTa.
Hoka3aH e eHTepoxenaTtajied KpbroBpaT Ha W3XOJHOTO BELIECTBO NPH KUBOTHH.

JleMEeTHANPAHETO U XMAPOKCHIMPAHETO HA (EHONOBHUA NPECTEH BOAH 10 0Opa3yBaHe Ha TPH
meTaboauTa ¢ Oera-OnokMpallla pellenTopHa aKTHBHOCT. B3 0CHOBA Ha NPEAKIHHUYHY MPOYYRAHHA
4'-XuapOKCHPEHONOBHAT MeTa0ONMHT € Npubau3KTENHO 13 NBTH NO-MOLUEH OT KapBeAWION 3a Dera-
Onokana. B cpaBHeHHe ¢ KapBe WO/, TPHTE aKTUBHHM MeTaboauTa nposssBarT cinada pazoanaaTHpauia
akTUBHOCT. [IpH xopaTa, KOHLIEHTPALMHTE HA TPHTE AKTHBHH METaboIUTa ca 0kono 10 NbTH MO-HUCKH
OT Ta3u HA U3XOAHOTO BeLIEeCTBO. J[Ba OT XHAPOKCH-Kapba3on MeTaDoHTUTE HA KapBEAWION Ca
H3KAIOYHTETHO MOLLIHH aHTHOKCHAAHTH, AeMOHCTpUpauly 30 no 80 nvTH no-ronama cuia ot
KapBeannol.

(DapMaKOKMHETUYHUTE W3CNEABAHUA NIPH XOpaTa ca NOKa3alH, 4¢ OKCMAATHBHUSA MeTabosM3bM Ha
KapBEAUNION € CTEPEOCENEKTHBEH. PesynTaTuTe ot in vifro U3cneaBaHe NOCOYBAT, Ye€ Pa3IHUHH
uuToxXpoM P450 u30eH3uMH MoraT Aa ObAaT BKIKOUEHH B NMPOLIECA HA OKHCIIEHHE H XK
semounTenHo CYP2D6, CYP3A4, CYP2E]L, CYP2C9, kaktou CYPIA2.
[TpoyuBanusTa npy 3apaByd AOOPOBOJILM H NPH NALMEHTH Ca MOKA3ANH, Y€ R-eHaHT
Metabonnsupa npeaumuo oT CYP2D6. S- enaHTHOMEPBT ce MeTabonu3upa riasH

CYP2C9.




["eHeTHYEH NMOAUMOPPH3IbLM

Pe3ynTaTuTe OT KNIHHHYHKTE (PAPMAKOKHHETHUYHH U3CAEABAHUA NPH Xopa nokaseat, ye CYP2D6
Mrpae BaxkHa ponsa B Metabonunsma Ha R v S- kapseanson. Karo caeacreue Ha 6asHute CY P2ZD6
MeTabOoNH3aTOPH C€ YBEIKYABAT M1a3MEHUTE KOHLEHTPAaUMH Ha R u 5- xkapseannost. 3HaueHHETO Ha
CYP2D6 reHoTtun s8bB (hapMaKkokuHeTHKaTa Ha R 1 S- kapBeannon e OMio NoTeEbPAEHO BbB
bapMaKOKMHETUHHUTE U3C/IeBaHMA HA HACENEHHETO, JOKATO APYTH U3CNEABAHHA HE NOTBbLPYKAABAT
ToBa HabmoaeHue. HanpaseH e U3B0ABT, Ye reHeTHUHHUAT nonumopduzbM CYP2D6 Moxe na uma
OrPaHUUCHO KJIMHUYHO 3HAYEHHUE.

EnnMuHupaHe
Cnen endHH4Ha nepopanta ae3a ot 50 mg, Kapeeannon ce oTaens B xabukara okono 60% v ce

elUMUHHpa ¢ pekanuuTe noa popmara Ha MeTaboIUTH B paMkuTe Ha |1 auu. Cnen eaHokpatHa
nepopajiHa 1o3a, camo okono 16% ce oraens B ypHHara noa ¢gopMata Ha KapBeIWno/ UK HETOBUTE
mMeTaboauTH. EKckpeunaTa Ha HenpOMEeHEHU JIeKRPCTBEH NPOAYKT B YPUHATA NpeACTABNABA MO-
Maako ot 2%. Cnea uHTpaBeHo3Ha HHQY3Hs Ha 12,5 mg npu 3apasy 100pOBOILH, MIAZMEHUAT
KJIWBPBHC HA NOAYXKUBOT Ha kapeeaunon goctura okosio 600 ml/min, a enuMHUHAUHOHHHAT
MOAYXHBOT € OKONO 2,5 yaca. BpemeTo HAa NOAy»XKBOT Ha KapBEAWIOJ MPH NpUaaraHe Ha TabaeTkH oT
50 mg, HabnioaasaHo Npy CbUIKMTE Nyua € 6,5 yaca U JEHCTBUTEIHO CHOTBETCTBZ Ha NOJAYNEPHOIa Ha
abcopbumaTa or Tabnetkara. Cnen nepopanHo NPUIOKEHHE OOLLMAT KITMBPBHC HA S- KapBEJWAON €
npuONM3KTENHO ABA MBTH NO- roNAM OT TO3M Ha R- kapeeaunon.Cgoucmsa npu nayuenma

Cneyuannu nonyaayuu

dapMaKkoOKHHETHKATA Ha KApBEAWION € MOB/IMAHA OT Bb3PAcTTa; M1a3MEHUTE HHBA Ha KapBeWIo €a
¢ okono 50% no-BUCOKH NpH NALMEHTH B CTApYECKa BBL3PACT OTKOJKOTO NP MJIadH XOpa.

[Tpy npoyuBaHHA Npy NaLMEHTY C UMPO3a HA YepHHS 2po0, BHOHATUHHOCTTA Ha KapBeIH/ION €
YETHPH MBTH NO-roJ1AMa.

[lauueHTH B cTapuecka Bb3pacT
Bb3pacTra HAMA CTATHCTUHECKH 3HAYHMO BIIUAHHE BbPXY PapMAKOKHHETHKATA HA KapBEANNON Npu
XUNEPTEH3UBHH (TAUHEHTH.

[leayaTpruHa nonyaatus
HicneasaHeTo B neanaTpuaTa NOKa3Bga, Y€ KOPUTHPAHUAT CNPAMO TEMOTO KIHPBHC € 3HAUYUTEHO MO-
ronAM NPy 2€LATa B CPAaBHEHHE C BL3PACTHHUTE.

YepHoapobHo yBpexaaue

B npoyuBaHe npu NauMeHTH ¢ YepHOApoOHa UHPO3a OMOHATUYHOCTTA HA KAPBEAWIO € YETUPH TBTH
[o-roasimMa, a NMKoBaTa njia3MeHa KOHUEHTPALUs € NeT TbTH NO-BUCOKA ¥ 00EMBT Ha pasrpeeieHUe
€ TPH NMbTH NO-BHCOK, OTKOJNKOTO MpH 3ApaBH UHAUBHAM.

b1uOpeuHOo yBpexaaHe
Toii kaTO KApBEAKUNON Ce€ EKCKPETUPA MAaBHO YPE3 U3NPAKHEHHUATA, 3HAUUTETHOTO HATPYNBaHe Mpu
NauneHTH ¢ HBLOPEUHO YBpEKIAHE € MAJTKO BEPOATHO.

[Ipy nauueHTH ¢ XMNepTOHUA U ObOpetHa HeJOCTATLUHOCT, 001acTTa NOA MU1a3sMeHaTa KpHBa Ha
3aBUCMMOCTTA OT BPEMETO, CIMMHUHALMOHHHUAT MOJYXHBOT U MAKCHMAJTHATA IIA3MEHA KOHUECHTpaLUA
HE Ce NPOMEHAT 3HAYHTENHO. brOpeuHaTa ekckpeLuus Ha HEMPOMEHEHHS JIEKAPCTBEH NPOAYKT
HAMaJTABA MPH NALHEHTHTE ¢ ObLOpeUHa HeaoCTATBHHOCT; 00aue NPOMEHHTE BbB
(papMaKOKHHETUYHHTE NapaMeTpU ca YMEPEHH.

Kapseaunon He ce eIMMHHHMpaA NO BPEME Ha AMANK3A, Thil KATO HE PEMUHABA NPE3 AKANHUIHATA
MemOpaHa, BEpOATHO NOPaAU BUCOKATA CTEMEH HA CBBP3BAHE C MAA3MEHHUTE MPOTEHHH.

CbpaeyHa HEAOCTATBUHOCT
B npoyusaHe npy 24 ANOHCKH NAUKMEHTH CbC CbPAECYHA HEAOCTATHYHOCT KITUPBHC

KapBeAW10J1 € 3HAYUTETHO NMO-HUCBK OT NPEAHLLHHTE OUEHKH NPHU 32paBy A00pO
pe3yaTaTv npeanonarar, 4e papMakokiuHeTukara Ha R~ ¥ S-kapeeaunon e 3Hauu



CbpAcHHA HEAOCTATBUHOCT NPH AMOHCKH NAUMNEHTH.
5.3 IIpeak/HHHYHH JAHHH 3a He30maCHOCT

HexknuMHUWYHUTE JaHHHU He NoKa3BaT ocobeH PHCK 34 XopaTa Bb3 OCHOBA HA KOHBCHUHOHAITHHUTE
cbapmamnamqﬂu Npoy4BaHHA 34 0e30MacHOCT, TOKCHYHOCT IMTPH MHOTOKPAaTHO NPHIOKEHHE,
FCHOTOKCHYHOCT U KAaHUCPOIrCHCH MOTCHUKHAJ,

Hapywasane na niodosumocmma

[1pn npunaraHe Ha BUCOKH R03M Kapeeauson Ha BpeMeHHu rmibxoee (= 200 mg/kg = > 100 nvTH
MAKCHMAIHATA AHEBHA 103a NPU Xopa), ca HabuloJaBaHU HeXeNnaHu eexTH BbpXy OpeMeHHOCTTa H
bepTuanTeTa (10O YUPTOCBAHE, NO-MANKO KBJITH TEIA U MO-MATKO 3apOAHILM).

Tepamozennocm
Uscneasanuara npy )KHBOTHH He Ca YCTAHOBUIH, AAMH KAPBEAWION MMa HAKAKBU TEPaTOreHHH

epekTH.

Embpuomoxcuinocm

Habnronasa ce eMOpHOTOKCUYHOCT (MOBHILEHA CMBPTHOCT Cjtel HMIUIAHTHPAHE Ha eMOpHOHa), HO
HAMa AedopMaLvK NPH MJIBXOBE MITH 3aiLKn npu 4034 ¢boTBeTHO oT 200 mg/kg 1 75 mg/kg (38-100
NbTH MaKCUMAIHATA JHEBHA A034 MPH X0pa). 3HAUMMOCTTA Ha TE€3H OTKPUTHA 32 XOpaTa He €
yCcTaHOBEHa. B 1onniHeHue, npoy4yBaHUs NpH XKHBOTHH NMOKA3BaT, Ye KapBEAWION NPEMHHARA NPE3
niaueHnTapHata bapuepa v cnegosartenHo TpaOBa Ja ce HMAT NpeABUA BL3IMOXKHUTE NOCIEAULIM OT
anda- u bera-OnokanaTa Npy YOBELIKHUA U104 H HOBOPOJEHOTO (BXK. ChILUO TOUKa 4.6).

B 0606uieHHe, etbekTH B HEKIIMHIUYHK NPOYUBAHHMA ca HAOMIOOABAHH CAMO TNPH €KCIIO3HLIHH, CHHTAHH

33 3HAYUTE/THO HAZBULLIABALY MAKCHUMATHATA €KCNO3ULMA NPH X0pa, KOETO NOKa3Ba Manko 3Ha4YeHUE
3a KIMHHUYHATa ynoTtpeda (BxkK. Touka 4.6).

6 PAPMAIEBTHYHHA JAHHHU
6.1 CnHcbK HA NOMOIIHHTE BELleCTBA
3axapo3a

JlakToza MoHOXHUApAT

[loBuaoH

CwiHiLiMeB AHOKCHA, KoNouaeH 0e3BoaeH
KpocnosuaoH

Marne3uen creapar (E527)

6.2 HecnBMECTHMOCTH
Henpuioxkumo

6.3 CpoK Ha rOAROCT

3 FOAWHH

6.4 CraeuHaj HH YCJIOBHA 32 CLXPAHEHHE
Ha ce chxpanasa noa 30°C.

6.5 Baa ¥ chAbPXKaHHE HQ ONIAKOBKATA

BnucrepHa onakosxka (Al ponuo, Al donuo): 28 Tabnerku ot 6,25 mg, B kapToHe




bnuctepHa onakoeka (Al donno, Al ponno): 28 tabnerku ot 12,5 mg, B xkapToHEeHa KyTHs.
bnaucrepHa onakoexa (Al ¢ponno, Al ponuo): 28 tadbneTku oT 25 mg, B KAPTOHEHA KYTHA.

6.6 CrnemHAJIHY NpeanasHu MepKH NPH H3XBbLpJanne H paboTa
Hama cneunasHy H3MCKBAHUS 32 H3XBbPJIAHE.

Hen3non3BaHusT NeKapcTBEH NPOAYKT MK OTNAIbYHMTE MAaTEPHANH OT Hero TpAOBa 1a ce UIXBBLPAAT
B CbOTBETCTBUE ¢ MECTHUTE H3UCKBAHMS.

7. MMPUTEXKATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PABPELLIEHUETO 3A YIIOTPEBA
Per. Ne 20020608 — Kopuon 6,25 mg Tabnerku

Per. Ne 20020609 — Kopuon 12,5 mg TabneTkn
Per. No 20020610 — Kopuon 25 mg TabneTku

9. HATA HA ITBbPBO PAZPENIEHHE 3A YIIOTPEBA / TIOJHOBSABAHE HA
PASPELIIEHHETO 3A YIIOTPEBA

Jlata Ha nbpeo pazpewiaBare: 23.07.2002
Jlata Ha nocaeaHo noaHoeasaHe: 10.10.2007

10. JATA HA AKTYA/IMIUPAHE HA TEKCTA

10 Cenremapu 2025




