KPATKA XAPAKTEPHCTHKA HA TIPOJIYKTA
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Coryol 6.25 mg tablets o ke u-..,.-....u..____,_“_...,q.__,.

Cﬁd 12.5 mi tablets

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Bcsika Tabnerka cbhabpxka 6,25 mg, 1 g wiu 25 mg xapeeawnon (carvedilol).

[IoMOLIIHH BELIECTBA C U3BECTHO JAEHCTBHE:

6,25 mg 12,5 mg
TabJIeTKHU TabNeTKH
J1aKTO3a 68,64 mg 137,28mg

3axaposa | S mg 10 mg

3a NbJIHUA CITMCHK HA MOMOILHUTE BELIECTBA, BHXKTE TO4YKa 6.1.

5. JIEKAPCTBEHA ®OPMA

Tabnerka

Tabnerkure ot 6,25 mg ca: OBa/IHH, JIEKO ABOHHOM3MbKHAIH, O€/IM, C Ae/IMTE/IHA YepTa OT €/1HaTa
CTpaHa M ¢ oTne4araHo “S2” ot apyrara ctpaHa. Tabnerkara Moxke 1a Obje pa3ze/ieHa Ha ABe
€IHAKBH MOJIOBHHH.
Tabnetkute ot 12,5 mg ca: OBaIHH, JIEKO ABOHHOM3

4. KJIMHHUHYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSNA

- JleueHue Ha eceHuManHa xunepToHusa: Koproa Moske aa ce U3non3sa caMOCTOATE/IHO WIIH B
KOMOMHALMS C APYrY aHTHXUIIEPTEH3UBHU MTPOAYKTH.

- JleueHue Ha cTabUIHA CTEHOKApAHS.
E JleueHue Ha XpOHMYHA CbpACYHA HENOCTATHYHOCT.

4.2 J1o3HpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Jlo3upoBkara TpsOBa 1a ce onpeaead MHAUMBUAYaIHO. JleyueHueTo TpsAOBa 1a 3anoyHe
KOMTO C€ YBE/IHYABAT MOCTENEHHO HA BCeKH 7 10 14 1HU 3a nMOCTUraHe Ha onrumale
edekr. Cnen nbpsara 103a, KaKTO M NPH BCAKO yBEIHUYEHHE HA [103aTa, Ce MpenopbyBa< 4
MPUEMAHETO Ha JIEKAPCTBEHHS MPOYKT [1a C€ H3MEPH KPbBHOTO HAIAraHE Ha MaLMEHTE, a ﬁﬂ ce
U3KJIKOYH Bb3MOXKHA XHUIIOTOHUS. <
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AKO JIEYEHHETO € OUNO NPEYCTAHOBEHO 3a MOBEYE OT ABE CEAMHLUH, TO TpsAOBa Aa Obe BE30OHOBEHO C
Hal-HUCKAaTa A03a.

Ecennuanna xunepronns

[TvproHauanuara roza Kopuon e 12,5 mg, npyeMaHa CyTpHH, €l 3aKycka MK 6,25 mg IBa NBTH
NAHEBHO (cyTpuH H Bedep). Cnen 7 a0 14 AHH OT 3am04BaHE HA JIEYSHHETO, Bh3MOXKHO € TOPH H cnef 2
JIHH, 103aTa MOXe J1a Obae yBeaudeHa 10 25 mg cyTpud uiy no 12,5 mg asa vt AHeBHO. Crien 14
JHH A03aTa MOXE OTHOBO a Ob€ yBeNIMYECHA HA 2 MBTH 110 25 mg AHEBHO.

Makcumannara 1o3a Kopuon 3a neyeHue Ha XMNEpTOHU: € 25 mg ABa IBTH JHEBHO.

Crabuana creHokapaus

[IepBoHayannaTa no3a Kopuon ¢ 12,5 mg, npuemaHa JjBa meTH JHEBHO, ciej xpaHeHe. Cnea 7 go 14
AHH OT JICYECHHETO, WiIH AOPH CJiel 2 AHH OT JISYEHHETO, X03aTa MOXKE Aa ObJc yBReJIHMUEHA HA 2 TbTH
o 25 mg Ha aeH. MakcuManHaTa qHEBHA 103 3a JeUeHHe Ha XPOHHYHa aHTHHA NIEKTOPHC € 25 mg
Kopuoun, nBa msTH AHEBHO.

XPpOHHYHA ChPAETHA HEXOCTATHYHOCT

Kopuou ce npenopb4Ba KaTo ACITEIHHTEIHO CPEICTBO KbM OCHOBHOTO JICUEHUE C JIEKAPCTBEHH
MpOAYKTH, KaTo AuypeTHUH, ACE HHXHOUTOPH H/WIM AUrMTAIMCOBH NMpoAyKTH. MoXe na ce npuara
KATO 3aMECTBAlLO JIeYeHHe, korato nauueHTHTe He noHacaT ACE nHxuburopu. KopHol MoXxe N1a ce
MpHIIAra camo CJiell KaTo JO3UTe Ha CHOTBETHUA OJHypeTHK, ACE nHXHOHTOp MM JHIHTATHCOB
NpoAYKT (aKo ca MpeAnucaHH TaKUBa MPOAYKTH) €& ChOTBETHO CTAOHIN3HPaHH.

Cxemara Ha o3HpaHe e HHIHBHayanHa. [laudeHTHTe TpsAOBa Aa ce noJ HeMpeKbCHATO MEAMIHHCKO
HaOMogeHKHE 32 MOHOCHUMOCTTA KbM JIEKAPCTBCHHA NMPOAYKT B MBPBHTE 2 A0 3 Yaca CIe MpHEM Ha
Ha4aJiHaTa [03a M CIIE/ NMPHEM Ha BCAKa HOBA No-BUcoKa no3a. [losiBata Ha Opaankapans (decToTa Ha
[yjca noj 55 yoapa B MUHYTa) € CUrHaj 332 HamanaBaHe Ha no3ara Kopuon. [1pu nosasara Ha
NpH3HAIM Ha XMOOTOHHA Hali-Hanpe ce HaMansiBa Jo3ata Ha nuypeThka win ACE unxubuTopa, ako
T€3H MEPKH Ca HEJIOCTaThbYHH, TOraBa ce HaMasisBa v fao3ata Ha Kopuon.

B Hauanoro Ha neueHre ¢ Kopuon uiM ciea yBeMuaBaHe Ha J03aTa MOXKe J1a ce Habnogasa
MPEXOHO BJIOLIABAHE HA CHMTOMMTE Ha ChPJSYHA HEAOCTATHYHOCT. B Takbe ciyuaii TpabBa ga ce
YBEITHYH I03aTa Ha AAypeTHKa. [ToHskora ce Hasara /1a ce HaMalTi BpeMeHHo fo3aTta Ha Kopuon nnu
NOpH 13 ce crnpe: Korato naumenTsT ce cTabwimsupa KIMHAYHO aevenneto ¢ Kopuon w/nin
YBEIIMYABAHETO HA JO3HTE MOXKE Aa C& 3aN04HE OTHOBO. AKO JICYEHHETO C KAPBEIHION CC
MPEYCTAHOBH 3a [IOBEYE OT €HA CEIMMLA, JTeYSHHETO ClIENIBaA A € BE30OHOBH C MO-HUCKO 1030BO
HHUBO JIBa MHTH THEBHO U MOCTENEHHO 12 CE NOBHILIABA CrIOpe;] TOPHUTE NPEnopbhKH 3a A03HpaHe. AKO
CHMIITOMHTE HA ChpJE4HATa HEAOCTATHYHOCT C€ BOWAT KbM No-Texka ¢popma (NYHA kiac IV),
TpAOBA Ja CE HanpaBy PEBH3HA Ha UAJIOCTHOTO JICUCHHE.

HavanHara no3a e 3,125 mg apa mbTH AnesHO. [pu 106pa MOHOCHMOCT Ha Ta3H 71034, T8 NOCTENEHHO
(B HHTEpBaN NMpe3 ABE CEIMHULM) MOXKE /13 CE€ NOBHILIABA 10 AOCTHIAHE HA ONITUMAITHATA A034.
Crnensamure 03 TpsabBa Aa ca 6,25 mg ABa WBTH JHEBHO, cJIEA ToRA 12,5 mg ABa MBTH IHEBHO H
Hakpas 25 mg Apa nbTH AHEBHO. [lauueHTdbT TPAOBa 1a NpueMa Hal-BHCOKHTE JO3H, KOUTO MOKE 1a
nouece nodpe. Hak-Bucokara npenopbyuBaHia 103a € 25 mg ABa NBTH JHEBHO 32 BCUUKH MALHEHTH C
Te3KKa 3acToliHa ¢hpAeuHa HepocrarbyHoeT (3CH) 1 3a naumenTH ¢ nexa 1o ymepera 3CH ¢ terno
noA 85 kg. [Ipu naupeHTH, Texamu noseye ot 85 kg, 103aTa rocTeneHHO U BHUMATEIHO C€ THTPHPA
10 50 mg nBa bTH AHEBHO.

IIpenn Bcaxo ysenuieHHE Ha Ao3aTta, nalMeHTsT TpAdBa Ja 6bae nNpernenaH o1 JeKapa 3a CUMITOMU
HA BJIONIaBAHE HA ChPACYHATA HEAOCTATHYHOCT WK BAa30WJIaTALIHA.

Cnenuarnu uncmpyKkuyuu 3a 003upane
Kakro npu apyrure Dera-0noxepu U oco0eHO NIPH MALMEHTH CBC 3aCATAHE HA KOPOHAPHHUTE Ch/IOBE,
[peYCTaHOBABAHETO HA KapBEION TPAOBa Aa CTaBa MOCTENEHHO HA CEAMHYHH HHTEPB

0CcOOEHO BAXKHO B CTyvai Ha NALHEHTH ChC ChMBLTCTBAILA KOPOHApHA 00NeCT Ha ChPL
4.4),

CacN

CTapyecka Bb3pacT
I1pyn manMeHTy B CTapUecKa Bb3pacT Ce NPENOPBUBA Ja Ce 3ANMOYHE ¢ I0-HHCKA 1033



Ha JICH 34 JICYEHHE HA XHIIEPTOHUA U 2 WBTH No 6,25 mg Ha AEH 3a JICYSHHE Ha AHTHHA TCKTOPHUC.
Bbrpexy TOBa, ako pY Ta3H 4034 TEPANEBTHYHHUAT OTTOBOP € HEAIEKBATEH, A03aTa MOKE
MOCTENEHHO Ja e MOBHLIM HA ABYCEAMHWYHH WHTEPBAJIH WK [O-PAJKO 10 MAKCUMANHATA
NPCMOpbYHUTEIHA JHEBHA 1032 OT 30 mg BeAHBK JHERHO WM HA Pa3/IC/IEHH [TIPUEMH.

CobpaeyHa HENOCTaTbYHOCT
[Ipu nauMeHTH e ChpACYHA HEZOCTATHYHOCT NPENOPBYBAHATE FI03H ca; 2 mbTH MO 3,125 mg Ha aeH
34 JICYCHHE Ha XMNESPTOHHUA U AHTHHA NTEKTOPMC.

[IporryckaHe Ha 1034
[IponmycHarara go3a Tpabea Aa 6bae B3eTa Bh3IMOMKHO Hall-ckopo. Bee nak, ako Habnunkasa BpeMeTo

3a NpHCMAHC Ha CJICABAINATA 0034, NALUCHTET HE TpHﬁBEl Aa ¢€ OlIMTBA Aa HaBaKCBa IIpoIIyCHATaATAa, d
Ad B3CMC Cli€BaillaTa 4034 B OoNnpeacicHOTO BpEME,

HauuH Ha MPUIOKEHHE

Tabnerkure TpAOBa Aa ce NpHeMaT ¢ TeyHOCT. [TalpieHTH Che ChpAEYHa HEAOCTAaTHYHOCT TpAdBa 1a
npuemat Kopnoun ¢ xpaHa, 3a 1a ce 3abaBu creneHTa Ha abCopOIHA M 13 C€ HaMa/lH PACKBT OT
OPTOCTATHYHH eeKTH.

4.3 IlpoTHBOomOKAZAHHA

CBpPBXYYBCTBUTEIHOCT KbM aKTMBHOTO BELIECTBO HJIH KHbM HAKOE OT MOMOIHHTE BEIIECTBA,
H30poeHM B TOuKka 6.1.

HectabunHa/nekoMneHCcHpaHa ChpaeYHa HEZOCTATHYHOCT.

Copaeuven arpuoBenTpuxyiapet (AV) ook 11 ¢ 111 crenen (oceeH ako He e MOCTABEH MOCTOAHEH
NEUC-MEHKEP).

Texxa 6papukapaus (< 50 bpm).

CuHapoM Ha G0NHUS CUHYCOB Bb3el (BKIIOUMTENTHO CHHO-aTPHANICH 0510K).

KapavoreHnen mok.

Texka XHMOTOHMA (CUCTONMYHO apTepualHO HamsraHe < 85 mmHg).

AHamHe3a, BKIoYBalla OpoHxocna3zsM WIH acTMa.

Knunugsao npossexa 9eproapoOHa HENOCTATHYHOCT.

MeTtabonurHa auuao3sa.

4.4 CoenmHaJHH npexynpekicHHS H NIPeANa3HH MEPKH IPH ynorpeba

Xponuuna 3acmoting CobpoeHHa HedoCmamvsiHocm

[Tpy naLMeHTH ¢be 3aCTOMHA ChpAeYHA HEAOCTATHLYHOCT MO BpEME Ha MOBHILIABaHE HA /103aTa HA
KapBEIION MOKE 2 BH3HMKHE BACIIABAINA C€ ChPASYHA HEAOCTATHYHOCT WM 33APBXKA Ha
TEYHOCTH. AKO CE€ NOABIT TAKHBA CHMIITOMH, 103aTa Ha XHYpeTHKa TpA0Ba fa ce MOBHILH, a 103aTa Ha
KapBennnaon He TpadBa a ce yBeIH4apa J0 Bb3CTAHOBABaHE HA KIIMHHWYHATa crabunHoct. [loHakora
MO2KeE [1a C€ HAJIOXKH J1a C€ HAMAJIH /103aTa Ha KapBEAWION WM JIEHEHHUETO BPEMEHHO J1a ce
npeycTaHoBd. TaKUBa €MH304W HE M3KMIOYBAT MOCEABALI0 YCIICIIHO THTPUPAHE HA KapBEIHAON.
Kapeenunon tpabea aa ce npruiara BHHMATENHO B KOMOHHALIMA C AMTATAIMCOBA MIMKO3HIN THH KaTo
JBETE JIeKapcTBa Morar Aa 3abasat AV npoBexgaHero (Bx. To4ka 4.5).

bvbpeuna gyuxyun npu xponuurna cepoeuna HeooCmanmvYHOCM

HaGumronasano e o6patumo BromasaHe Ha Ob0pevHaTa GyHKIMs IpH JIEYEHHE ¢ KapBEAWION NpH
MaLFEEeHTH ¢ XPOHMYHA CHPAEYHA HENOCTATBYHOCT ¢ HHCKO apTEPHAHO HanAraHe (CucTondyio AH
nmon 100 mmHg, ucxemuuna Gonect Ha crpUETO H AHDYIHO CHAOBO 3ab0NABaHe W/HIH CHITETCTBAIIA

daxTopu 6vOpeuHaTa QyHkiuA TpaOBa 44 C€ MOHHTOPUPA 10 BPEME HA NOBHILAB
KapBEAMJION H JICKapPCTBOTO 4 C€ NPEYCTAHOBH, WK 103aTa A C€ HAMAJIA MPH B
BJIOIIABAHE HA OBOpevHaTa HENOCTATHUYHOCT.

Segoxamepra ducynkyus cired ocmuvp mMuokapoen ungapxm



[Tpeau 3anoyBaHe HA NEYEHKE C KAPBEAWION NaLMeHTET TPAOBa Aa ¢ KWIMHIYHO cTaOmnen n Tpadea na
¢ nony4aBan ACE uHxubutop none ot 48 vaca karo gosara ua ACE unxubutopa tpabsa na e
craduiHa noHe npes nociaeaHure 24 vaca.

Xponuuna obcmpykmuena berodpobuna borecm

Kapseaunon Tpabea aa ce npunara ¢ BHHMaHHe IPH MALHEHTH ¢ XPOHH4HA 0OCTPYKTHBHA
benoapodua bonect (XObB) ¢ OpoHxocnazsM, KOUTO He TONYyYaBaT NMEPOPATHO HITH HHXAJIATOPHO
NeKkapcTBa, H CaMo aKo [10JI3aTa OT JEUEHHETO NPEBUILIABA MOTSHUHAIHMA pHCK.IIpH manueHTH ¢
TEHJCHLHA HAa OPOHXOCMACTHYHY peakLMi MOKeE /1a CE MOABH PeCIHPATOPEH JUCTPEC KAaTO pesy/irar
OT Bb3MOXHO 3aCH/IBAHE Ha CBIMPOTHBRIIEHHETO HA AWXareaHuTe MpTAA. [TanMeHTiTe TpabBa na
ObaaT BHUMATENHO MPOCNEAABaHHA B HAYAJIIOTO HA JICYEHHETO H NMPH NOCIEABaLIO IOBHLIABAHE HA
O34TA Ha KAPBEAUIION ¥ 103aTa HA KapBeaWIon TpAORa a ce HaMalli aKo Bb3HHKHE OpOHXOCMa3bM
[0 BPEME Ha JICUEHHRETO,

Huabem

HMzucKBa ce NOBUINEHO BHUMAHHE ITPH TIPEANTHCBAHETO HA KAPBEAWION HA NMALUMEHTH ChC 3aXapeH
nuadeT Thid KaTo MOXE Ja JoBe/e A0 BAOLIABAHE HA KOHTPOJIa HAa KPBBHATA 3axap WIH MOXe Ja
MacK#pa WiH oTciadH paHHHTE NPU3HALM HA OCTpa XHMOTJIHKEMHA. AIITepHaTHBA Ha 6eTa-0MoKepHTe
OOHMKHOBEHO C€ TNIPSANOYHTA NP NaLMEHTH, 3aBUCUMH OT HHCYJIHH. [lopaaun ToBa ce Halara peioBHO
Npoc/caABaHe Ha KpbBHATA 3aXap NpH AHA0ETHLH MPH 3alI04YBaHE HA JICUCHHE KIH ITPH MOBHIIABAHE
HA [103aTa HAa KapBeA0JI0/1, 4 XHITOTTHKEMHUHATA Tepanug TpaOBa 1a ¢c€ KOPHrupa ChOTBETHO (BXK.
TouKa 4.5).

Hepughepro cvooeo 3abonasane u ¢henomen na Raynaurd

KopHon TpaOBa aa ce npuiara ¢ BHHMaHHE TIPH MALUEHTH ¢ nepudicpHO CbAOBO 3abo/saBaHe (Hanp.
¢penomen Ha Raynaurd), Tei kaTo GeTa-6nokepuTe MOraT Aa OTKIKOYAT HIH A4 BAOLIAT CHMIITOMHTE
Ha apTepHaTHa HEAOCTATHYHOCT. Thid karo obadue KapBeAHI0a HMa ChLIO H anga-0aokupaluy
CBOHMCTBE, TO3H €(EKT B roJIsMa CTEMECH € DalaHCHpaH.

Tupeomoxcuxosa
Kapseannon MOxe 1a MacKMpa CUMIITOMUTE HA TUPEOTOKCHKO3A.

Bpaduxpacus
Kapgeannon Moxke aa naayuspa dpaaukapaud. AKo CbpaAcyHaTa YECTOTA HA MALHEHTA C€ NMOHMKH
noa 55 yaapa B MHHYTA, 103aTa Ha KAPBEIWION TpAOBRa Aa ce HaMaTH.

Cepoxuyyecmeumennocm

TpsaGsa na ce BHHMAaBa [P MPHJIaraHe HAa KapBeJOJIOM NPH NalMeHTH ¢ aHAMHE3a 3a CEPHO3HH
peakLiMH Ha CBPBXYYBCTBUTETHOCT M MPH NALMEHTH, MOJIOKEHH HA JECEHCHOMTH3HPALIO JIEUYCHHE,
Tbi Karo OeTa-OioKepHTE MOXKE /12 YBEJIHYAT KaKTO YyBCTBHTEIHOCTTA KBM QIEPreHH, Taka U
TEKECTTA HA PEAKLUHUATE HA CBPBbXYYBCTBUTEIHOCT.

Teorcku kodcru nexcenanu peaxyuy (SCARs)

MHoOro peAKH ClIy4aH Ha TEKKH KOXHU HEXXENaHU peakUiMK KaTo TOKCHYHA €MTHACPMaTHA HCKPOJIH3a
{TEN) u cungpoma Ha Stevens-Johnson (SJS) ca choOueHn no BpeMe Ha JICUSHHETO C KapBEAHIION
(k. Touka 4.8). [IpHemaneTo Ha kapBeanION TpAOBa OKOHYATENHO Aa C€ NPEYCTAHOBH IIPH MAUHEHTH,
NpU KOHUTO ce HabNKOJaBaT TEKKH KO’KHHU HEXKEJIAHH PEaKLIMH, KOUTO € Bh3MOXKHO [J1a C& NWDKAT Ha
KapBEAWION.

Icopuazuc
[Ipy ManKEHTH C aHAMHE3a 3a MICOPHA3KC, CBBLP3aH ¢ ieueHue ¢ DeTa-Onoxepu, kapBen
CE MPHJIAra Camo CJIE/] NPELEHKAa Ha CbOTHOLLCHHETO —10J133/PHCK.

Bzaumoodeucmsusn ¢ Opyzu nexapcmeeru npoovKmu
Hanuue ca peanua sHauuMH papMakOKHHETHYHYU U apMaKoJHHAMHYHH B3aHMONE A0 Py
NEKAPCTBEHH MPOAYKTH (HaNp. AUroKCHH, LHKIOCHOPHH, PAMAMITHIHH, aHECTETHI{H,Y Himappl v



JIEKApCTBA, BXK. TO4Ka 4.5).

deoxpomoyumom

[1py nanmeHTH ¢ PEOXPOMOLIMTOM Npead NMPHICKEHUETO Ha OeTa-0itokepH TpabBa 1a ce 3anoyHe
neveHHe ¢ anda-Onokepn. Bonpekn ye kapBeauion nmpurtexkasa H aida U beta papMaKonOrHHHH
CBOVWCTBA, HAMA ONMT C NPHIOKEHHUETO HA KAPBEIWAON NpH ToBa cheTosuue. [Topanu Tosa Tpsabsa na
ce BHAMAaBa MpH NPUIOKEHHE HA KAPBEIXHION HA MALMEHTH C MOJO3PEHHE 3a (PEOXPOMOLIHTOM.

Bapuanmua anzuna na Prinzmetal

JlexapcTea, npuTesKaBalii HecelekTraHa OeTa-0oKHpallia akTHBHOCT, MOMKE Ja npeau3Bukar 0onka B
rbPAMTE NPH NALKEHTH ¢ BApHaHTHaA aHruHa Ha Prinzmetal. Hama xmMHWYEH ONMT ¢ KAPBEAKIION MPH
TE€3H NALMEHTH, BLIPEKH Ye anda-Oiiokrpailata akTHBHOCT Ha KapBEANJION MOXE Jia MPEAOTBPATH
TaKkuBa cuMnToMH. Tpabea obaye na ce BHUMAaBa NPH NMPUAraHETO HA KAPBEAWIOJI Ha MAIUCHTH C
MOAO3PEHUE 34 BAPHAHTHA aHrHHA Ha [[pHHUMeETAIL.

Koumaxmuu neugu
JInua, KOUTO HOCAT KOHTAKTHH JiedlH, TpA0Ba Aa Ob1aT yBEAOMEHH 34 Bb3MOXKHOCTTA 32 HAMAICHO
CBIA300TAENSAHE,

Jlaxmosa

JlexapcTBeHMAT POAYKT ChIbpPXKa J1akTo3a. [TauMeHTH ¢ peAKN HAC/IEACTBEHH NpoOneMH Ha
HEMOHOCHMOCT KbM IajlakTo3a, IBJCH JaKTa3eH AeHLUHT WK FNIOK030-TanakTo3Ha ManabcopOuma He
Tpa0OBa 1a NpHeMar TOBa JICKAPCTBO. .

3axapoza

To3u nekapcTBeH NPOAYKT ChAbPKa 3axapo3a. [TalHeHTH ¢ pe/lkd HACIeACTBEHH NpobIEMH Ha
$pyKTO3Ha HEAOCTATBYHOCT, MNIOKO30-TAIAKTO3HA ManabcopOLHs HIH 3aXapo30-H30MaliTa3Ha
HEAOCTATHYHOCT HE TPAOBA 1a mpHeMaT TOBA JICKApCTRO.

4.5 BiammogeHcTBHe ¢ APYru JeKAPCTREHH NPOAYKTH H ApYrH GOpMH HA B3IaHMOJACHCTBHE
PapMAKOKHHCTHYAR B3aHMOAeHCTBHA
Bruanue na xapseounon na papmaxoxurnemuxama Ha opyzume AeKapcmeesu nPooOyKmu

Kapseaunon e cybctpar, kakto u HHxubHuTOp Ha P-rmokonporeun. [lopagu Tosa, OHOHATHYHOCTTA HA
NEKapcTBaTa, TPAHCMOPTHPaHH OT P-riokonporenH Moxe aa Obae NoBUILEHA MPH €XHOBPEMEHEH
IIPHEM C KapBeawion. B aonbnnenune, GHOHANUYHOCTTA Ha KapBEAHIION MOXKE Jla CE MIPOMEHH ¢
HHAYKTOPY MNH HHXHOMTOPH Ha P-riokonpoTerH.

Huzoxcurn

B HAKOH npoyyBaHHA IPH 3ApaBH HHAHBUAH H NIPH MALMEHTH CHC ChPASYHA HEJ0CTATHPYHOCT €
N0Ka3aHa MOBHILIEHA €KCNO3HIHA Ha AMrOKCHH A0 20%. 3HauuTeIHO no-ronaM edekT ¢ HadmoaaBaH
[IPH MALMEHTH OT MBXKKH [10J1 B CpaBHEHME C NALMEHTH OT KeHCKH noi. [lopaan ToBa ce npenopby4Ba
MOHHTOPHpaHE Ha HHBATA HA IMTOKCHH IPU 3anlo4BaHe, aJanTHPaHEe WIH NpeyCTaHOBABAHE HA
KapBeaunou (8. Touka 4.4), Kapseaunon He B/IMA€ BBPXY HHTPABEHO3HO NPHITOKEHUS JUTOKCHH.

Luxnrocnopun u maxponumyc
JAB€ NpOy4YBaHH:A NPU NNALMEHTH ¢ OBOpeUHa U ChpAcYHa TPaHCIUTAHTAIMA, TPHEMALLH nepopa.nﬂo
LIMKJIOCIIOPHH €a MTOKA3ANH YBENMUYSCHHME Ha N1a3MeHATa KOHLCHTpaLHA Ha uﬂmocnopu
Ha KapBeauwon. JlaHHUTe NOKa3BaT, Y€ KApBEAWION YBEIIHYABA ACHCTBUETO HA nepopaj
LIMKJIOCIOPHH ¢ 0K0J10 10% no 20%, nopaaH koero ce Hajlara HaMallgBaHe Ha 03aTa /

¢ 10-20%, 3a na ce NOAABPKAT TEPANESBTHYHHTE KOHUEHTPALHH HA LIHKITOCTIOPHH. @

B3aHMOJEICTBUE HE € UIBECTEH, HO NIPHYMHATA MOXeE a4 Ob/ie HHXHOMPAHETO Ha UpE Bﬁl \,?} Eﬂ,

FMTAKOIIPOTCHH OT KApBCAHNOJI. Hopa,uH Bapﬂaﬁl-ﬁ'lHOCTI‘a Ha HHBaTa Ha LIHKIOCIIOp ‘x
NalWCHTH C€ NMPENnopbHBa CIe] 3ano4BadHe Ha TepannAa ¢ KapBEeaAHIIO]I KOHLICHTPALHNES




LMKJIOCTIOPHH A4 ¢¢ HabmomaBaT BHHMATENHO H aKO € HeoOX0AUMO J03aTa Ha IHKIOCTIOPHH 1a C€
KOPUIrHpa UHAHBHAYANHO. B ciiyuyaii Ha UHTPaBEHO3HO MPHIIOKEHHE HA LIMKIOCIIOPHH HE CE€ OYaKBa
B3aHMOACUCTBUE C KapBEIUIIOIN.

Mma cbio naaukauum, ye CYP3 A4 yuyacTBa B MeTabonn3mMa Ha KapBeanion. Thil KaTO TAKPONHMYC €
cybctpar Ha P-rinuxonporend u CYP3 A4, Heroata papMakoKHHETUKE MOKe ChILO Ja Obae
MOBJIHSHA OT KAPBEAHIION Ype3 TE3H MEeXAHU3MH Ha B3aUMOAECHCTBHE.

Bruanue na opy2u rexapcmsa 8opxy (papMaKoKuHemuxama Ha Kapeeowion

Huxuburtopure n uaaykropure Ha CYP2D6 u CYP2C9 Morar aa NpOMeHAT CHCTEMHUs W/HIIH
MPECHCTEMHUA META00IN3BbM Ha KapBEAWION CTEPEOCEIEKTHBHO, BOICIIH 0 MOBHIUIEHH HIIH
HAMAJICHH TIIA3MEHH KOHLIeHTpaLWH Ha R » S-kapeenunoin. Hakon npuMepH HaboxaBaHy NpH
NauHeHTH WK NPH 3ApaBrH 00EKTH ca 30pOoeHH NMo-A0My, HO CIIUCHKBT HE € H3YepnaTeieH.

Pudpamnuyun

B npoyusane Ha 12 3apaBu 100poBOIILM NPHIOKEHHETO Ha pPHGAMITHLHH € HAMAITHIO TUIa3MEeHHUTC
HHBA Ha KapBeawsion ¢ okoso 60% H e Hadn0aaBaHO HAMAIEHWE HA €(PEeKTA HAa KapBEAHIION BhPXY
CHCTONHYHOTO KPBBHO HanAraHe. MexaHU3MbT Ha B3aUMOACHCTBHE HE € H3BECTEH, HO MOXe a ce
AbJDKH HA HHAYUMPAHETO Ha YpeBHMA P rivxonporend ot pudamnuips. Heobxoaumo € Aa nma
CTporo HabmoaeHue Ha 3-Onokagara npy NAUWEHTH, MPHEMALLH €THOBPEMEHHO KAPBEAMION H

prdaMNALHH.

Amuooapon

B in vitro npoy4yBaHe ¢ YOBEILUKH YE€PHOIPOOHH MUKPO3OMHU € YCTAHOBEHO, Ye aMUONAPOH U
AC3ETUNAMUONAPOH HHXHOHpaT okHeitierneTo Ha R u S-kapeeauion. MUHMManHaTa KOHUCHTpaLUsA Ha
R 1 S-kapBeaunon 3HaYMTENHO ce yBenH4ara 2,2-KpaTHO NpH MMALHEHTH ChC ChpAcYHa
HEJIOCTATBYHOCT, MOTY4aBaUli KapBeAWI0A U €AHOBPEMEHHO aMHOJAPOH B CPaBHEHHE C NTALIHCHTH,
NOIJI0XKEHH HA MOHOTEPANHA ¢ KapBeauN0/. E¢exrbT Ha S-kapBeIHION Ce NPUIHCBa Ha
[e3eTUIIAMHOAAPOH, META0OTHT Ha aMHOJAPOHa, KOKTO € cuineH HHxuouTop Ha CYP2C9.
[IpenopbuBa ce Habmoaenue 3a nposgsa Ha B 0JI0Kaaa IPH IMALMEHTH, JIeKyBaHH ¢ KOMOHHaIHA
KapBeAHI0J H aMHOAAPOH.

Dryoxcemur u NAPOKCemMun

B panaomusupaHo, KpbsCTOCaHO Npoy4BaHe NpH |0 mauueHTH Che ChpAeYHa HEAOCTATBYHOCT,
€IHOBPEMEHHHUAT MPHEM Ha (PIIYOKCeTHH, MolLleH uuxuburop Ha CYP2D6, ¢ noseno 1o
CTEPEOCE/IEKTHBHO HHXHOUpaHe Ha MeTabosn3Ma Ha KapBeaunoil ¢ 77% yBeJIHYEHHE HA CpelHATA
AUC na R{(+) eHaHTOMEepa W CTATUCTHYECKH HE3HAYHMO YBeJHYeHHE ¢ 35% Ha S (-) eHaHTHOMEpA, B
cpasHeHHe ¢ nauedo rpynara. Benpekd ToBa HAMa paiiiMKa NPH HEKENAHUTE PEakLHR, KPBHOTO
HaJIAraHe WIM ChPACYHATA YeCTOTa MEKAY TpeTHpaHHuTe rpynH. EQexrsT Ha eqHOKpaTHaTa 1032
NapOKCETHH, MOmEH HHXHOUTOP Ha CYP2D6, rbpxy dapMakOKHHETHKATA HA KapBeaunon € oun
n3cnensad npu 12 3apaeu AoOpoBOILM Clel €QHOKpaTeH nepopaneH npHeM. HesaBHCHMO OT
TOAMOTO YBEJIIMUYCHHE HA BIIHAHHWETO Ha R u S-kapeeaumon, B TE3H 3/1paBH HHAUBHIH HE ca
HabmoaaBaHH KIHHHYHH €eKTH.

Anroxon
JlokazaHo e, 4e KOHCYMAaLATa Ha AJIKOXOJI HMA OCTPH XHUIIOTEH3UBHHU €(PEKTH, KOUTO BEPOATHO
YBEJIHUABAT MOHHKABAHETO HA KPbBHOTO HATATAHE, TIPUUHHEHO OT KapBeauion. TeH KaTo
KAPBEAWION € Pa3TBOPHM B €TAHON, HAMHUHETO HA ANKOXON MOYE /3 TIOBIAAE Ha CKOPOCTTA WHIW
CTerieHTa Ha YpeBHaTta abcopOuusa Ha kapeeqwnos. OcBeH ToBa, KAPBEAWION C€ METabOIM3Hpa
qyacTidHO OT CYP2E1 eH3uM, 3a KOWTO € H3BECTHO, Ye C& HHIYLHpa 4 HHXHOHUPa OT amKo

Cox om 2peungpym
Koncymanusara Ha eAuHu4Ha go3a ot 300 ml cok or rpefingpyT Boau 1o 1,2-kpat
AUC Ha kapBeau/ION B CpaBHEeHHe ¢ BoAaTa. Brnpekn, ye KIMHHYHATA 3HAYHMOC
HaOJIIOJEHHE € HeACHA, MAaLHEHTUTE TpAOBa Na U30ArBaT €JHOBPEMEHHOTO MpHe
rpeHngpyT, MOHE JOKATO CE YCTAHOBW CTA0HIHA BPL3KA A03a-0TTOBOP.



DapMaKoJHHAMHYHE B3aHMoAelicTBHA

Hiucynaun wiu nepopaiiu XunOZiuKeMuyn

AreHTH CBC cnocobHoCTH Ha B-0JI0KepH MOTaT 1a MOBIHAAT CIIOCOOHOCTTA HA HHCYJIHHA H NEPOPAJIHUTE
XHITONTUKEMHLIH 1a HAMAJIABAT KPbBHATA 3axap. [Ipu3Hanyute Ha XUNorjuKeMHsa Morar aa onnar
MACKHMpaHM WIH oTcadeHn (ocobeno Taxuxapams). [Ipy nauueHTH, npueMalld HHCYJIUH HIIH NEPOpaiHH
XMUITOIIMKEMHLIM, € HCOOXOIUMO PEryIApHO MOHWTOPHpAHE HAa HHBOTO HA KPbLBHATA IIIOKO34.

Kamxexoaamun-usvepnsawu azenmu

[lauMeHTH, KOWTO NpUEMaT €IHOBPEMEHHO JieKapcTBa ¢ BeTa-610KHpalla aKTHBHOCT € JIEKapCTBO,
M34YEPMBALLO KATEXONAMHHUTE (Hamp. pe3epliH H HHXHOUTOPH Ha MOHOZMHHOOKCH1a3aTa), TpadBa aa
Obaar HabMIoAaBaHW BHHMATEIHO 34 NMPU3HALH HA XHIIOTOHNS W/MJTH TeKKa OpagrkapaHs.

Jucoxcun
Kombunnpanara ynotpe0a Ha Oeta Orokepy H JMFOKCHH MOXe 1a HMA 33 Pe3yNTaT JOITBJIHHTENHO
yOBLJDKABAHE HA AaTPAOBECHTPUKYJIapHOTO (AV) OpOBOAHO BpeMe.

He-ouxudponupudunosu O1oxepu Ka Kaayuesume Kanaiy, AMUoOapoH Uau Opy2u aRmuapummuyti
cpedcmea

KomOunnpanara ynorpe0a Ha He-AMXHAPONUPHAMHOBH ONOKEPH HA KATIMEBHTE KAHAIM, AMHUOJAPOH
WIH JIPYTH aHTHAPUTMHYHH CPEJCTBA C KAPBEIHIION MOXE A C€ YBEJIMYH PHCKA OT CMYILIEHHA B AV -
NpoBOAMMOCTTA. (BXK. TO4Ka 4.4). HabmoaagaHu ca H30AMpaHH CIy4Yyad Ha HApYLICHHE HA
IPOBOAUMOCTTA {PAIAKO ¢ HApPYLIEHHUE Ha XEMOJHWHAMHKATA), KOraTO KapBEAHUIOI Ce Npuara
€IHOBPEMEHHO ¢ aunTHazeM. Kakro 1 npu apyru npoaykry ¢ OeTa-0nokvpalH CBOMCTRA, ako
KapseaAW1oJ TpadBa aa ce Npujiara nepopanHo ¢ He-AUXKHAPONHPHIHHOBHTE O/IOKEPH HAa KAILHEBHTE
KaHaJIM OT BHJA Ha BepanaMul HJIH JHATHA3EM, aMHOIapPOH HJIH JPYTr¥ aHTHAPHTMHYHH NPOTYKTH, Ce
npenopruBa aAa ce KoHTponupa EKI™ u KpeBHOTO HansAraHe.

Karonuoun

EHOBPEMEHHOTO NPHIOKEHHE HA KIIOHMAMH H JiekapcTea ¢ 6eTa-0okupamo AeHCTBHE MOXKE 1a
3aCHITH €EeKTUTE HA MOHMXKABAHETO HA KPBHBHOTO HaJIAraHe W HAMAJIgBaHE Ha ChpAEYHATA YECTOTaA.
Koraro eqHoBpeMeHHOTO nedeHue ¢ OeTa OokepH U KIOHHAWH TpAOBa Aa ce MPeyCTaHOBH, TbPBO
TpA0Ba 1a ce cnpe npueMa Ha GeTa-0okepa. JleweHHeTo ¢ KIOHHAKWH MOXKE Aa e [IPEKPATH CJIE]
HAKOJKO AHH KATO /103aTa MOCTENSHHO Ce HaMalTABA.

Hpyeu anmuxunepmen3zuenu aexapcmsa

Kakro u npH fpyrute nexapcrea ¢ 6eta-0tokupaio AeHcTere, KAPBEAUION MOXKE Na NOTEHLHpa
[EHCTBHETO HA APYTHTE aHTUXUIMIEPTEHIHBHH JIEKAPCTBA, KOKWTO Ce NPHEMAT EAHOBPEMEHHO (Hanp.
anda;-peuenTopHi aHTaArOHHCTH ) WITH HA TAKMBA, KOWTO NMPEAA3BAKBAT XHIIOTAHHA KaTO HEXelaHa

peaKkLud.

Anecmemuyu

[lo Bpeme Ha obLua aHecTe3na TpaOBa Aa ce 0ObpHE BHHMAHHE Ha NTOTEHLMATHHTE CHHEPrUYHH
HHOTPOIHH €(PEKTH Ha KapBEeAHION U aHECTETHUMTE (BHXK TOUKa 4.4).

Hecmepouonu npomueoev3nanumennu cpeocmea (HCHIBC)

ExnospemeHnHaTa ynotpeda Ha HecTeporaHu npoTuBosbanannTemHu cpeacrea (HCIIBC) u 6eta-
aJ[peHEPTAYHHA ONOKEPH MOXKE a AOBEAE 10 MOBHIIECHUE H BIOLICH KOHTPOJ Ha apTepHaiHOTO
HalAraHe.,

bpouxoounamamopu bema-azonucmu

Hekapauocenekrusnure HeTa-0okepH aHTaroHU3Hpat OpoHxoauIaTHpauus epe
aroHucTHTe. Heobxonum e BHUMATENEH MOHUTOPHHI Ha MAl[UEHTHUTE.

4.6 DepTHAHTET, OPEMEHHOCT H KbPMEHE



bpemennocm

Hsama nocrareuHO JaHHM 32 ynioTpedara Ha KapBen/on npy OpeMeHHH XKEHH.

[IpoyuBaHusATa IPH XKUBOTHH Ca NOKa3a/lH PenpoayKTHBHA TOKCHYHOCT, €(PEKTH BbPXY
OpeMEHHOCTTA, EMOPHOHATHOTO/QETANHOTO PA3BHTHE, PAKAAHETO M NMOCTHATAIHOTO Pa3BHTHE (BIK.
TO4YKa 5.3.) [IOTEeHLMAIHHAT PHCK NPH XOpa HE € H3BECTEH.

Kapeeaunon He Tpa0Ba Aa ce U3M0JI3Ba N0 BpeMe Ha OpeMeHHOCT, OCBEH aKO MOTCHIMANHATA [10J138 HE
MPEBHILIABA NNIOTEHLIAAIHHA PHCK.

bera-6nokepure HamManaBar maleHTapHarTa nepdysus, KOeTo MOXKE a AOBEIE /10 BLTPEMATOYHA
CMBPT Ha IUI0Ja ¥ OPEeXIAEBPEMECHHO paxaaHe. B monbaHeHne, HexenaHH peakuyH (0cobeHo
XUTIOTJIHKEMHs W OpaJHKapa#s) MOTAaT J1a Ce NOABAT NMpH M104a W HoBopoaeHoTo. Moxke 1a Ma
MOBHILIEH PHCK OT ChpACUHH KB DENOAPOOHH YCI0KHEHUA PH HOBOPOACHOTO B NOCTHATAJIHUA NMEPHOA.
[IpoyuysanusTa npH XKHBOTHH HE Ca MOKa3aly M0 CHLICCTBO JOKA3aTENCTBA 32 TEPATOrCHHOCT ¢
KapBEAHIION (BA. CHLIO TOYKA 5.3).

Kvpmuene

[TpoyuBaHusTa NPH XKUBOTHH MIOKA3BAT, Y€ KAPBEIWION W/ HIH HEroBUTE MEeTabOIIUTH Ce eKCKpeTHpaT
B MJIAKOTO Ha IUTEXO0BE. EKCKpeLIMa Ha KapBeAWION B HOBEWKATA KbpPMa HE € ycTanopeHa. Bunpeku
TOBAa, NOBeYeTO BeTa-ONoKepH, NO CHELHATHO JTHNOPHIHHTE ChEAHHEHUs, MPEMUHABAT B KbPMara,
Makap H B pasnuuHa ctencH. Ilopaaw ToBa cnen nmpHeM Ha KapBEAHIIO/ HE Ce MPEenopbUBa Jia ce
KbPMH.

4.7 EdexTn BppXy cCnoco0HOCTT2 3a tnopHpaHe A padboTa ¢ MAMIHHHA

He ca npoBexaaHu npoyyBaHHs 3a e(PEKTHUTE HA KAPBEWION BBPXY CIMOCOOHOCTTA 3a LIO(UPAHE U
paboTa c MalIWHH MPH MALHEHTHTE.

[Topazay BE3IMONKHOCT OT Pa3BHTHE Ha HHAMBHAYAIHH PEAKUMHH (Hanp. 3amalisaHe, MOBHIIEHA YMOPa)
crnocobHoCTTa 3a wogupane, paboTa ¢ MAIIHHKM H camMocToATe/HA padoTta, 6€3 noaKpera Ha ApyrH
Moxke J1a Obae Hapyliena. Tora ce oTHaca ocobGeHO NpH 3ano4YBaHETO WK MPH NpOMAHA HA N03aTa U
npu ynorpeda Ha ajkoxon.

4.8 Hexenanm JieKapcTBeHH peaknun

(a) Obobwenue na npohuna na bezonacrocm
UecToTaTa HA HEXKEIAHUTE PEAKLIMH HE 3aBHCH OT J03aTa, ¢ H3KTIOYCHHE HA 3aMaHBaHe, 3PUTEIIHH
HapylueHusa 1 Opagukapama.

(6) Cnucsvx HQ HeXCEAAHUME DeaKyluY
PHACKDBT OT MOBEUYETO HEXKENAHH PEAKIIHH, CBBP3aHH C KAPBEAHUIO/ € CXOAEH 3A BCUYKH TEpANeBTUIHH
noka3zaHus. MzkmodeHusaTa ca onyMcaHy B nogpasaen (B).

Hexxenanure peakumH, KOUTO €a JOKJIAABAHH (HAMP. OT KTHHWYHHM H3NUTBAHUS, TOCT-MAPKETHHIOBH
NpOyYBaHHUA 3a O€30MACHOCT WK CIIOHTAHHO ChoOitiaBaHe) Na Bh3HUKBAT N0 BpeMe Ha JIEUSHHETO ¢
KapBEOWION, ¢ K1acupuuMpaT B CIICAHUTE FPYIHM MO peaa Ha YecToTaTa:
- MHoro yecTH (= 1/10)

- Yectu (= 1/100 1o < 1/10)

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

- Peaxn (> 1/10,000 no < 1/1 000)

- MHoro peaku (< 1/10 000)

- C HeM3BecTHA 4eCcTOTa (UECTOTAaTa HE MOXKe J1a OBb/ie OLIEHEHa OT HAUTHYHHTE

[Ipn BCAKO rpynrApaHe B 3a8BHCHMOCT OT YECTOTAaTa, HEXKETIAHHTE PEAKLIHM Ca npen
HM3XOIALI peji O OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

YecToTa Ha HEKENnaHUTE peakiy N30POEHH NO OTAECNAHH OPraHH M CHCTEMM:



Hughexyuu u napazumosu

- UecTu: BpOHXHT, NMECBMOHHUA, HH(i)eKL{HH Ha FOpHUTE AHXATC/IHH (TETHLIA, HH(bEKIJ,HH Ha
NHKOYHHTEC IMBETHLIA

Hapywenua na kpvema u aumgprama cucmema
- Yectn: Anemus

- Penxu: TpombouuToneHus

- Muoro peaku: JlepkoneHus

Hapywenua na umynnama cucmema
- MHoro peaky: CBpBXYYBCTBUTEIHOCT (QIePruMHa peaKiiys )

Hapywenusa na memabonuzma u xpanenemo
. Yectu: YeennuaBaHe Ha TErNoOTO, XHIEPXOIECTEPOJIEMHS, HAPYIIEH KOHTPOJ HA KpbBHATA
3aXap (XMIEPriIMKEMUs, XHIOTIMKEMHS ) MPH NALUKEHTH ¢ NpeIIlecTBaIR AHadeT.

Tcuxuunu napyuwenus
- Yectn: [lenpecua, MOTUCHATO HACTPOCHHE
- Heuecrn: Hapyluenus Ha CBbHS

Hapywenua na nepgnama cucmema

- MHoro yecTd: 3amMasHOCT, CnaBoboIHE
- Yecru: IlpecHHKkon, CHHKOM

- Heuecrn: IlapecTtesns

Hapwuenus na ouume
- YecTu: 3puTenHn yBpex/1aHus, HAMIIEHO OT/ENISHE Ha CBJI3H (CyXOTa B OYHTE), Ipa3HEHE Ha
OYHTE

Copoeunu napyuenus

- Muoro yectn: ChpaedHa HeJOCTaTbYHOCT

- Yectu: bpagukapaus, 0TOK (BIIFOUHTETHO FeHepaIu3Hpal, nepudepeH, 3aBHCHM U TCHHUTANICH
OTOK, OTOK HA KPAaKaTa), XHIEPBONEMHUs, 33/IPbXKKA HA TCUHOCTH

- Heuecrn: [IpeacspaHo-kamepeH 010K, CTEHOKApAUA

Cvoo6u napyuenus

- MHoro uectu: XunoroHus

- Yectu: OprocTaTMYHa XUTIOTOHHSA, HApyIlIeHHA Ha NepH¢EPHOTO KPEBOOOpalLCHHE (CTY/IEHH
KpaliHHUH, neprdepHa ChA0Ba Oonect, 000CTpAHE Ha HHTEPMHTEHTHO HaKyLBaHE H PEHOMEH
Ha Reynaud), xuneproHus.

Pecnupamopnu, epoonu u Meouacmunaniy Hapyuenus
- Hectr: IHcnHes, Hea10apobeH OTOK, ACTMA NMPH NMPEAPA3NONOKEHH MALHCHTH
- Penxm: Jamyiusane ga Hoca, rpHNONOAO0OHH CUMITTOMH

Cmomauno-upesru Hapyue Rus

- Yecth: I'agede, quapus, MOBpbIIAHE, JUCTENCHA, KOpeMHa Oonka
- Heuvecru: 3anek

- Penku: Cyxora B ycrara

UeproOpobru u JcAvURY HADYUEHUA
- MHoro peakH: NoBHIIaBAHE HA ajlaHWH aMHHoTpaHcgepaza (ALT), acnapt
amuHoTpaHcgepasza (AST) u ramarnyramunrpancdepasza (GGT)
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Hapywenua na xosxcama u nooKoXiCHama moKaH o S
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- HedecTy: koHYU peakilldH (HArp. anepriHyHa eK3aHTeMa, ACPMAaTHT, yp'rmcapuq,%pﬁe .
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ACOPHATHYHH H I'IOIIOSHH HA4 JIMXCH ILTaHYC KOXKHH J'IEBPIH), AJTOTICIIHA

Hapywenun Ha MycKYAHO-CKEAEMHAMA CUCTEMA U CHeOUHUMEIHAMA MoKaAH
- YecetH: bonku B kpaliHULyTE

Hapywenua na 6vbpeyume u nuxounume nomuuid

- Yect: bpOpeuHa HeAOCTATHYHOCT H aHOMANIMH Ha ObOpeyHaTa QYHKLMA MPH MALKMCHTH C
Audy3HO ¢ba0BO 3abonaBaHe U / WK CHABTCTRAaLLA ObOpeUHa HEAOCTATHLYHOCT,

- Penku: HapyweHHUS Ha YPHHHPAHETO

- MHoro penku: 3aabpikaHe Ha YpUHaTa NPH XKEHH

Hapywenua na ev3npouzsodumennama cucmema u 2spoama
- HevecTH: EpeKTunna THCQYHKLUA

Obwyu napywenus u echexmu Ha MACMOMO HA NPWIONHCEHUEMO
- MHoro yectu: AcTeHus (ymopa)
- Oomwu: Otok, bonka

(6) Onucarue Ha U3OPARYU HEINCETAHY PearKytil

YecTroTaTta HA HEMETAHUTE PEAaKLUA HE 3aBHCH OT J103aTa, ¢ W3KIIOUYeHHEe Ha 3aMalBaHe, HAPYIICHO
3peHue U Opaaukapaua. 3amMaiBaHe, CHHKOI, [IaBoOoNHe H aCTeHHA OOMKHOBEHO Ca JIEKH H HaH-
BEPOATHO € J1a C€ [OIBAT B HAYAJOTO HA JICHEHHETO.

IIpH nanyeHTH CbC 3aCTOHHA ChpAEHHA HEXOCTATHYHOCT, 10 BPEME HA MOBHINABAHE HA 103aTa HA
KapBEAHIOI MOXKE Ja Bb3HHKHE BJ/IOLUIABAHE HA ChpAeYHATa HEROCTAThYHOCT H 3aJPbiKKa Ha TCHHOCTH
(BXK. TOuKa 4.4).

CopaedHara HEJOCTATBYHOCT € YeCTO ChoOlaBaHa HexeNlaHa peakLia KaKTonpH MalHeHTHTE Ha
mauebo (14,5%), Taka 4 3a nauMeHTHTe, IeKYBaHH ¢ kapreauno (15,4%) ¢ neBokaMepHa
AUCPYHKIHSA cnel OCThP MHOKapaeH HH(pAPKT).

ObpaTtumo eiomaraHe Ha 6uOpeuHata ¢yHKIUA ¢ HaONMIOaBAHO TIPH JIEMEHHE C KAPBEAUIION ITPH
MALUEHTH C XPOHHYHA ChPJIEYHa HEAOCTATBYHOCT C HUCKO KPbBHO HaNAraHe, HCXeMH4YHa DOJIeCT Ha

cbpleTo H Ardy3HO CHAOBO 3a00NABaHE W/ WJIH NOJEkKaINa ObOpedHa HENOCTATHEYHOCT (BXK. TOYKA
4.4).

CrneaHuTe HeXEMaHH PEAKLMH €& YCTAHOBEHH 110 BPEME Ha MOCT-MapKETHHIoBaTa ynorpeda Ha
KapBeaHa0N. Tbi kaTo Te3H ChOMTHA Ca AOKNIAABAHH NPH MOMYJIALUS ¢ Heonpeae/IeHa FOJIEMHHA HE
BHHATH © BL3MOXKHO /12 C& HAIlPABH HAASKAHA OUEHKA HA TAXHATA Y4E€CTOTA W/TH 13 C€ YCTAHOBH
NMPUYHHHO-CJICACTBEHA BPB3Ka C Bb3ICHCTBHETO Ha JICKAPCTBEHHA NPOAYKT.

Hapyrwenua na memaboausma u xpanenemo

Karo knac, 6era-6nokepure Ha agpeHEprauHHUTE pelieNTOPHU MOTAT Ja A0BEAAT A0 NPOsABA Ha
nateHTeH auader, MaHUPecTHHA JUadeT Ja ce BIIOLLIM, peryalnMaTa Ha IHOK03aTa B KPBBTA J1a Ce
NOTHCHE.

Hcuxuwunu napywenus
Kappeaunon Moxe 1a ApUYHHYU XAMIOLUWHALHA.

Copoevnu napyutenus
CHHyCOB apecT MOXKe [1a HACTBITH TIpH Npeapa3nosio:KeHd NaluMeHTH (Hamp. nauueH
BB3PAcT WIM NalHeHTH C npeamiecTralia opagukapans, AMcPyHKLUHS HA CHHYCOB

ATPHOBECHTPHKYJIapeH 0JI0K).

Hapywenun na xoocama u ROOKOXCHamMa MbKaH
TexkH KOXKHM HexeNaHN peakuH (TOKCHYHA eNHAePMAaTHa HEKPOJIN3a , CHHAPOM Y
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Johnson (Bx. Touka 4.4).
XUnepxuaposa.

Hapywenus na bvopeyume u nuxounume novmuya
Kapseaninon Moxe 1a npein3BUKa 3aJpbKKa HA YPHHA NPU )KEHUTE, KOSTO H34Ye3Ba MNPH CNHpaHe Ha
NeKapcTBOTO.

Ceobasane Ha NOAO3MPAHH HEXKETAHU peaKlIiK

ChoblasaneTo Ha TIOJO3HPAHM HEXKeaHH peaKLMH C/e] pa3pellaBaHe 3a ynoTpeda Ha TeKapCTBEHHS
NPOAYKT € BaxKHO. ToBa NO3BONIABA [a NPOAbKH HaOMIOIEHHETO HA CHOTHOIHEHHETO MON3A/PHCK 34
NeKapcTBeHus NPOAYKT. OT MEAHLIHHCKHTE CMIEHHATHCTH C€ W3HCKBA A2 ChOOIIABAT BCAKA
MOAO3UPAHA HEKE/IAHA PeakLMs Ypes

MU3nbaIHUTEHA areHIMA N0 JIeKapcTBaTa

yi1. ,,Jdamsad I'pyes” Ne 8

1303 Codusa

Ten.: +359 2 890 3417

yeOcaiiT: www.bda.bg

4.9 Ilpeaozmpane

Cumnmonmiu

[Tpy npeno3npaHe MOXKE A3 C€ OUYAKBAT TEKKH CLPACYHOCHAOBH €(PeKTH KATO XHITOTOHM,
Opaavkapaus, cbpAeyHa HEAOCTATLYHOCT, KAPAHOISHEH LIIOK, CHHYCOB apecT H CHPAEUYEH apecT.
Moske na uMa ChINO H pecnpaTOpPHU NpodaeMH, OpPOHXOCNa3bM, IOBPBIIAHE, HAPYIICHO Cb3HAHHE H
reHepaJIM3HpaHH IbPUOBE,

Jevenue

[TarmentuTe TpaOBa ga ObAAT HabJIOAABAHH 32 FOPENOCOUSHUTE NPU3IHALUM H CHMITTOMH H JICKYBaHU
criopes NPeUCHKATA Ha JIEKYBall JIEKap H B CbOTBETCTBHE ChC CTAHAAPTHATA NMPAKTHKA TIPH MAHEHTH
C aHAMHE3a 3a npeaosupaHe ¢ 6era-Onokep (Harp. aTpONUH, TPAHCBSHO3HO CTUMYJIHPAHE, ITFOKATOH,
dochoanecTepazeH HHXHOUTOP KaTO AMHHOH HJTH MHJIPHHOH, Oeta (f)-CUMNaTHKOMHUMETHLIH ).
CrtomMalllHa NPOMHBKA WIH MPEAM3BHKAHO MOBPBINAHE MOXKE A2 ¢a MOAE3HH NPE3 MbPBUTE HAKOJKO
yaca ciel NOrTbIAHETO. B cnyvyauTe Ha npego3HpaHe CbC CHMITTOMH HA LHOK, NOAXBPKAINOTO
NeyeHHe TpAGBa Aa ce NPOAB/DKH 32 J0CTAThYHO ABTLI NIEPHUOA OT BpPEME, T.€. AOKATO ¢ CTaDMIIH3Npa
CBCTOSHHETO HA NAUMEHTA, ThH KaTO MOKE /1a C€ OYAKRa YAB/DKABAHE HA €TMMHHAIIHOHHHA
NOJYKHBOT H MpEpaznpeAe/ICHHE Ha KapBEIHION.

S PAPMAKOJIOITHYHHU JAHHH
5.1 DapMakoJIHHAMHYHEH CBOHCTBA
dapmakorepanesTHyHa rpyna: anda u 6era-6nokepu, ATC xoa: CO7AGO2

Mexanuzvm na oeiicmaue

Kopwon geiicTsa 1o aBa HaydHa. AKTHBHATA ChCTABKA - KAPBEAMIIO/, € paLieMHYHA CMEC;
€HaHTUOMEPHTE UMAT pa3fiMueH e(eKT U ce MeTaboNU3HpaT pazIHYHO. S(-) EHAHTHOMEPET OKa3Ba
bnokupaio aeHcTeHe Ha anda- H 6eta-aapeHopelentopure, Ackato R(+) eHaHTHOMEPBT UMa
onokupain edhekT caMmo BBpXY alda-aapeHopeuentopure. Upes KapaHOHECENEKTHBHO ONOKHpPa
OeTa-aApeHOpeLENTOPUTE, TOH HaMAJIBa APTEPHANHOTO HANATaHE, ChpAeYHATa YeCTOoTa
nebut. Kapenunon nonwkasa HansiraHeTo B 6enoapobHaTa apTepHs M B JACHOTO NpeN
Onokupa anda,—aapeHopeLenTOPHTE, TOH NPUYUHABA NepU(EpHa Ba3oaAHIaTallMa H Ha
ChIPOTHBIIEHHETO Ha cbAOBETE. baarozapeHue Ha Te3un ehekKTH NeKapCTREHUAT NPORY
ChPACYHHS MYCKYJ1 H NIpeOTBpaTABAa aHrMHa nekTopuc. [1pu nauuenTy che chpaeyHa
HEIOCTATBYHOCT KAPBEAKIIO/ YBENTHYaBa PPAKLIMATA HA M3T/IACKBAHE HA JIABATA KAMEPa Kak: . t
NoAXOAAO 0bneKk4aBa cUMNTOMHTE Ha 6onectTa. [lofobHO AelicTrHe ce HabMONaBa PH nauHeHTH VRN
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JICBOKaAMCpHa ,IIHC[byHK].lHH. KﬂpBe.I[HJ'lDJ'I HAMA BBTpPCLIHA CHMNAaTHKOMHMCTHYHA aKTHBHOCT. Hsakou

OT OrpaHUUEHHATA HAa TPAAMLUHOHHHUTE B-6IOKepH He KacadT Ba3OIHIATALMOHHUTE [B-O0oKepH, KaTo
KapBeIHAON.

Dapmaroounamuunu edrexmu

EdekTbr Bbpxy KPEBHOTO HAJIATaHE M ChPACUHATA 4ECTOTA Ce MpoABaBa | o 2 yaca cnen
MPUEMAHETO Ha JIEKAPCTBEHHA MPOOYKT.

[Ipu xuneproHuuM ¢ HopMaiiHa 6b0pevHa GyHKUMSA KapBEAUION HAMAAABA ChAOBOTO CHIIPOTHUBACHUE
B OBOpeumTe, KATO HE NPHYMHABA CBHIIECTBCHH NPOMEHH B INTOMEPYMHATA HITpALHS, H3THYAHETO HA
ObOpeyYHHA KPhBOTOK H €KCKPETHPAHETO HA €ICKTPOJIMTHUTE,

Kapeeaunon uMa OpraHonpoTeKTHBHY e(PEKTH, KOUTO BEPOSTHO Ca pe3ynTar NoHe OTHYACTH OT
JOITBJIHUTENIHY CBOMCTBA M3BLH HErOBOTO AeHCTBHE HA 0I0KA1a HA APEeHepruYHH peuentopu. Tok
HMa MOLIHH aHTHOKCHIAHTHH CBOMCTBA, CBBP3aHH C IBATA CHAHTHOMEPA, YIaBA PEAKTHBHH
KUCJIOPOAHH PAAHKAIIH H HMa aHTHIPOAH(epaTUBHH ePeKTH BBPXY IMagKHTe MYCKYJTHH KIE€TKH Ha
YOBELIKUTE KPBBOHOCHH CHOBE.

Kaunuwuna epuxacrHocm u 6ezonacrnocm
KnuHUYHHTE M3NHTBAaHUA MOKA3BaT, Ye 0aNaHCHET MEXKAY Bazoaunatanusa 1 6era-Onokana,
NpeROCTaBEH OT KAPBEAMIION, BOJU 10 CJIEAHUTE eDEeKTH:

Xunepmonun

IIpy naMeHTH ¢ XUNIEPTOHUA NIOHWKABAHETO HA KPBBHOTO HAJIATAHE HE € CRbP3aHO ¢ €THOBPEMEHHO
NOBHILABAHE Ha 0OLIOTO nepudepHO CHIIPOTHBRICHHE, KaKTO ce HalIioAaBa npH KnacHYeckuTe Oera-
Gnokepu. ChpaeyHaTa HeCTOTa Ce HaMaiaBa c1abo. Y aapHuaT obeM ocTaa HernpoMeHeH. bubpeunnar
KpPBBOTOK H ObOpeyHaTa QyHKUMA ocTaBaTr HopMaiHH. Kapseauion moaabpka yaapHua 00eM H
HaMmassBa o01oTo nepudepHo CLNPOTHBIEHHE, O€3 1a KOMIpOMEeTHpa CHAOAABAHETO HA Pa3IMYHH
OPIr'aHU U CBAOBE C KPbB, BKIIIOMUTEIHO OBOpEIUTE, CKEICTHUTE MYCKYJIH, NPEeAMHIIHHIIATE, KpaKaTa,
KOXKaTa, MO3bKa WK CbHHATa apTepus. HamalleHa e yectoTaTa Ha c/lydyaMTe Ha CTyAEeHH KpaHHHLH U
Ha HaYyaJHa yMopa no BpeéMe Ha GU3HMUECKA AKTHBHOCT.

Hayuenmu ¢ xunepmonus u OvOpeyHo yepexcoane

Hskon oTROpeHY NpOyYBAHHA Ca TIOKa3alH, Ye KapBeAHaoi ¢ eQeKTHREH JeKapcTBeH IIPOAYKT NpH
nagueHTuTe ¢ OBOpedHa xunepronns. EdekTHBHOCTTA Ha KapBeOUao) € AoKazaHa | [1PH MaldeHTHTe
¢ XpOHH4YHa ObOpevHa HEOCTATHLYHOCT HIIM TAKHBA HAa XeMOAHANIXA3a WK citen Os0pevHa
TpaucraanTauua. Kapseaunon Boau o nocTeneHHO HAMANABAHE HA KPBhRHOTO HAIAraHE KAKTO B
AHUTE Ha XEMOJHAIH3a, Taka M B JHHUTE 0e3 XeMOOHAIN3a U MOHIKARALIHA eEKT Ha KPBBHOTO
HaJIsiraHe € CpaBHMM C TO3H, HabMAaBaH Npu NAalMEHTH ¢ HopMaHa ObOpeyHa (pyHKIHA.

Cmabuwina cmenoxapous

[Mpu nauMeHTH che CTAOUITHA CTEHOKAPAUA KAPBEAWIOI NOKA3BA AHTH-HCXEMHYHH (Noao0peHo obuio
BpeMe 3a (pM3MYECKO HaTOBapBaHe, BpeMe a0 | mm aenpecua Ha ST-cermeHTa u BpeMe 10
CTEHOKAapAHA) H aHTHCTEHOKAP/IHU CBOKMCTBA, KOWTO ce MOAABPHKAT N0 BpeMe Ha MPOABKUTEITHO
neveHue. OCTpHTE XCMOAWHAMHYHH NPOYYBAHHMsA MOKA3BAT, Y& KAPBEAWION 3HAYMTETHO HAaMansIBa
HY)>KIaTa OT KMCJIOPOJ Ha MHOKapAa ¥ CUMITATHKOBATa CBPBXAKTHBHOCT H HAMAIABA KAKTO
NpeAHATOBAPBAHETO Ha CHPLETO (HalAraHe B GenoapobHaTa apTepya K HalsIraHe Ha 6enopobuuTe
KanuisapH), Taka 4 cefHaroBapsaHeTo (00110 nepudepHO CHIPOTUBICHHE) C NOCNEABALIO
noaoOpeHue Ha IEBOKAMEPHATA CHCTOJTHA U JHACTOJTHA (PYHKIMA 0€3 ChIIeCTBEHH MPOMEHH B
ChbpACHHHA NEOMT.

Kappenunon HaMa HexejlaHH e(peKTH BbpXY MeTa0ONIHTHHTE pHCKOBHA (DAKTOPH HA KOPO
Bonect Ha chpueto. Tol HE HapylllaBa HOPMAIHHS CEPYMEH JIMNHAACH MPODWT M MPH
XHNEPTOHUS ¥ JUCJTHIHAEMHA Ca JOKIAABaHH O1aronpusTHH e(peKTH BLPXY CepyMH
WIeCT MeceLa Nnepopajida Tepanus.

+ - -
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B nge NMpOyY4YBaHHA, KapBEIHIION 25 mg ABa MbTH AHCBHO € CPAaBHEH C APYTrH aHTHCTE 6[5_:;1 AR 3
Ter 5

JACKAPCTBCHH MPOOYKTH C NPH3HATA 3HAYHUMOCT TIPH NMalHCHTH ¢ XpPOHAYHA cTabHIHA CT&HQ&E}PQHQ
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rpyu ycwine. U30paHHTe 1030BH pexkKMMU €a LUIAPOKO W3MON3BaHH B KIIMHMUYHATA NpakTvka. 1 neete
H3MUTBAHHWA Ca C JBOHHO-CAN W3aiin ¢ napanenun rpynd. OCHOBHATA 1€/ € 6uia odmoTO BpEME 3a
ynpaxHenue (fotal exercise time (TET)).

Hoknan KonTpona (n03a) Bpo# naupeHTH [1pOAbIKMTEAHOCT
HOMEP: KapBeIUNOI/IEKAPCTBEH Ha JIEYEHHETO
TNIPOJTYKT 38 CPaBHEHHE
060 pepanamun (120 mg t.i.d.) | 126/122 12 ceaMHLH
061 ISDN s.r. (40 mg npa meTH | 93/94 12 ceamuun
OHEBHO)

PesynratHre OT ABETE H3NHTBAHUA ACHO AEMOHCTpHpAT, Y€ 3a TET npu Hal-HHUCKHMTE HHBA Ha
JIEKApPCTBEHHUA MPOAYKT B KpbBTa chef 12 ceiMULIM Tepanus HAMAa CTATHCTHYECKH 3HAYHMa pa3/iiKa
MEXKAY IPYIHMTE Ha JieucHre. Berpeku ToRa, ChOTHOLIEHUATA HA PUCKA, IOJIYYEHH OT MOJICNIA Ha
NPONOPLUOHATHHTE pUCKOBE HA KOKC, pa3KpUBaT TEHACHUMS B MTOA3Aa HA KApBEAUIOI, KOETO MOKA3Ba,
ye cpeaHo kapeeauton e 114% tonkora edukacen, konkoro pepanaMui (90% CI: 85-152%) u 134%
TOJNKOBA eprkaceH, KoakoTo ISDN (90 % CI: 96-185%). Topa Baxku H 3a BpeMeTO A0 CTCHOKApAHs
(TTA) u nenpecus Ha ST-cermenTa (TST) npu Hali-HuckoTo HUBO. Yeenuuenuero Ha TET e okono 50
CEKYHAH BLB BCHUKH Ipynu; nopodpenusTa 3a TTA u TST ca okono 30 cexyHau, KOETO € KITHHUYHO
3JHAYUMO.

B wanureane 060, u3MepBaHuaTa HA AaHHHUTE OT 48-4aCOBOTO MOHMTOPHPAHE ¢ XO/JTEP NOKa3BaT
HaMasaBaHe Ha Hpos ¥ NPOAL/DKUTEIHOCTTa Ha Aenpecuure Ha ST-cerMenTa (THxa MMOKapaHa
HCXEMHI) U B JIBETE IPYIIH Ha JicyeHHe. KapBeauion cpmo Taka HaManapa NpexiaeBpeMeHHHTe
peaCHPAHM U KaMepHH chkpatienus (PAC, PVC), asoiikute u cepuntel

XPOHUYHA COPOCYHA HEQOCTMAMBYHOCH!

Kapseaunon 3HauMTENHO HAMATISIBA CMBPTHOCTTA H XOCTIMTANIH3ALMMTE H Noao0pABa CHMINTOMHTE H
JeBOKaMepHaTa (PyHKLMA TIPH NALMEHTH ¢ MCXEMMYHA UITH HEMCXEMHYHA XPOHHYHA ChP/ICUHA
HeAOCTaTbYHOCT. EPEKTHT Ha KapBeaunon 3aBUCH OT A034TA.

Hayuenmu ¢ xpouuuna coepoesHa HeoocmamvyHocm ¢ OvOpeuHo yepexcoane

Kapseauson Hamanssa 3ab01eBacMOCTTa H CMBPTHOCTTA NPH NALHEHTH Ha JUAIH3a ¢ AU1aTaTUBHA
KapIHOMHOIIATHA, KAKTO H 00L1ATA CMBPTHOCT, CHPACYHOCHAOBATA CMBPTHOCT H CMBPTHOCTTA OT
ChbpAEYHA HEAOCTATHYHOCT HIH ITbPBA XOCIUTAIM3aLMA NPH NAIMEHTH CHC ChpAeYHA HEAOCTATHYHOCT
C JIEKO JI0 YMEPEHO XPOHHYHO OBOpeuHo 3a6oaBaHe, KOETO € He3aBUCHMO OT guanu3a. Merta-
aHAHM3BT Ha 1ale00-KOHTPOIMPaHH KIIHHHYHH H3CJISABAHMUSA, BIJTIOUYBALIM r014M Opoi NalHeHTH

(> 4000) ¢ neka g0 yMepeHa XpoHH4Ha O0LOpeyuHa GonecT, NOAKPENA JICYSCHUETO HA NALUHEHTH €
neBokamepHa AUchHYHKLHS (ChC HIH 0€3 CHMNITOMaTHYHA ChPACYHA HENOCTATBYHOCT) C KaPBEAU/ION
3a HAMA/IABaHE YeCTOTATA HA CMBPTHOCTTA OT BCAKAKDB NPOM3X0M, KAKTO H H3 CBOUTHATA, CBbP3aHH
ChC ChpAEYHA HEJOCTATBYHOCT.

lleduampuuna nonyaayus
beszonacHocTTa M €PMKACHOCTTA HA KApPBEAWION NPH JELA H IOHOIUM HE € YCTaHOBEHA NMopaH
orpaHudeHus Opoii u pazMmep Ha u3nuTBaHuATa. Hanuunure u3nuTBaHus ce PoKycHpaT BbpXY
NEYEHUETO HA NEAMATPHYHA CHPAEYHA HEAOCTATHYHOCT, KOATO € PaiiduaBa oT 3a00s4BaHETO NMpPH
BB3PACTHH N0 OTHOLIEHHE Ha XapaKTEPUCTHKHTE U eTHonoruaTa. Ilopagy Mankus 6poH y4aCTHHLH B
CpaBHEHHE C POYYBAHHUATA [IPU BB3PACTHH B 001{aTa IMIICA HA ONTHMATHA CXeMa Ha JO3UpaHe MPH
fella ¥ IOHONIW, HAMHYHUTE IaHHH HE ¢4 JOCTAThYHHM 34 YCTAHOBSABAHE HA NeJHaTPU4EH NpoduI Ha
0€30MacHOCT Ha KapBEAWIOI.

5.2 PapMAKOKHHETHYHH CBOHCTBA

Abcopbuus

Cnen nepopanHo npuemade Ha Tabnetka ot 25 mg oT 3ApaBH JHLA, KApBEAANO1 Obp
C BPbX B I1a3MeHaTa KOHUEHTpALUMA Crna OT 21 mg/l, xoKWTO C€ AOCTHrAT Ciien IpHO/I
4aca (tmax). CTOHHOCTHTE HAa Crax Ca TUHEAHO CBBP3aHH ¢ ao3ara. Ciel nepopanHoTo




KapBEAWI0J1 MPEMHUHABA [1Pe3 eKCTEH3UBEH NPECUCTEMEH MEeTaDONMU3bM, KOETO JaBa KaTo pe3yaTaT
abconoTHa GHOHATHUHOCT OT 0KoNO 25% npwu 3apasvte wbxe. Kapeeaunon e pauemar u S-(-)-
eHaHTHOMepa ce Metabonuzupa no-owp30 or R-(+)-eHaHTHOMEpA, KaT0 NOKa3ka abCOIIOTHA OpasiHa
oHoHanuyHocT ot 5% B cpasHenue ¢ 31% 3a R-(+)-eHanTHOMepa. MakcHmaHaTa mnasMeHa
KOHUeHTpauua Ha R -kapBeaunon € mpuOIM3UTETHO 2-KpaTHO NO-BUCOKA OT Ta3H Ha S -KapBEAUIION.
In vitro npoy4BaHusTAa ca MOKA3a, Ye KapBeaunon € cyberpar Ha edurykcHHs TpaHcnopTeH P-
raxornporerd. Pondara va P-rivkonpoTerHa B paznpeaeeHHETO Ha KApBEIHIO/ ChIIO € MOTBbp/SHA
in vivo NpH 37paBd HHAMBH/IH. XpaHaTa He NOBIMABa GHOHANHYHOCTTA, BPEMETO HA IPeOUBAaBAHE HITH
MAaKCHMAaJTHaTa CepyMHa KOHUEHTPALHA, BBITPEKH Y€ BPEMETO 3a AOCTHIaHE HA MaKCHMasIHaTa
[H1a3MEHA KOHLEHTpaLus ce 3a0aBd.

PasnipeaencHue
Kapeeausioi € CHIHO THHOPHNAEH, KOETO TOKA3Ba CBbP3BAHEOKMIO 95% ¢ NAa3MEHHTE MPOTEHHH.
ObembT Ha pasnpeaencune Bapupa Mmexay 1,5 u 2 Ikg.

buorpaHnchopmMalius

I1pu xopa kapeeawnon ce MeTadOIIM3NPa EKCTEH3MBHO B YEPHUSA ApO0 upe3 OKCHAUPAHE H
KOHIOMMpaHe A0 pa3Hoo0pasHA MeTaboNUTH, KOMTO Ce eTMMUHUPAT NPEAHMHO Ope3 AKTbUKaTa.
JIoKa3aH € eHTepoXenaTaNeH KPbroBpar Ha H3XOAHOTO BELUECTBO MPH JKUBOTHH.

JeMeTunupateTo ¥ XHAPOKCHIHPAHeTO HA GEeHONOBUA NIPBCTEH BOAM A0 00pa3yBaHe HA TPH
MeTabonura ¢ Oera-Onokupaiia penenTopHa akTHBHOCT. Bb3 OCHOBa HA NpeAKAHHHYHH NPOYYBAHHA
4'-X U APOKCHPEHONIOBUAT METAOOIUT € NpHOIHIHUTENHO 13 MBTH NO-MOILEH OT KApBEAHIION 3a OeTa-
6nokazna. B cpaBHeHHe ¢ KapBEAHION, TPUTE aKTHBHH MeTaboIMTa NposBABAT Cllaba Ba3oanaTHpalLa
akTuBHOCT. [Ipd Xopara, KOHUSHTpaLlMMTE HA TPHTE aKTHBHM MeTaboiuTa ca okoo 10 NbTH Mo-HUCKH
OT Ta3H Ha H3XOAHOTO BellecTBO. JBa OT XuapokcH-kapbazon merabonurure Ha KapBEaUION ca
U3KTIOYHTENHO MOLITHH aHTHOKCHIAHTH, AeMOHCTpHpatuy 30 1o 80 mbTH no-rojgaMa CHia ot
KapBeaHION.

OapMaKOKHHETHYHUTE H3CICABAHKA MPH XOPaTa Ca NOKa3alH, Y€ OKCHAATHBHHA METabOIM3BM Ha
KapBeHJI01 € cTepeocenekTHREH. Pesynrature oT in vitro wicneaBaHe nocovYBar, 4e€ pasiniHu
uMTOXpoM P450 n3oensumut Morar aa 0baat BKIFOUYESHU B [IPOLIECA HA OKUCIICHHE H XHAPOKCHIUPaHe
piJioundTenHo CYP2D6, CYP3A4, CYP2E]L, CYP2C9, kakto u CYP1A2.

[IpoyuBaHHATa [1pu 3paBy ZOOPOBOJILM M NIPH IALIMCHTH Ca NOKA3a1H, Ye R-eHaHTHOMEPBT Ce

MmeTabonuznpa npeaumuo ot CYP2D6. S- enanrnomepst ce metabonusupa rnasHo or CYP2D6 u
CYP2CO.

['eneTnyeH mosmMopdhHu3LM

PesyaTarnure OT KIHHHYHHTE (papMaKOKHHETHYHM H3C/EIBAHUA Npd Xopa mokassat, ue CYP2D6
Hrpae BakHa poJist B MeTaboin3ma Ha R M S- kapeenunon. Kato cneacreue Ha basHuTe CYP2D6
META00/IM3aTOPH CE€ YBeJIHYaBaT IIJ1a3MeHHTe KOHLIEHTpauuu Ha R u S- kapeawton. 3HaueHHETO Ha
CYP2D6 rerotun Bue papmMakokuHernkara Ha R v S- kapeeaunon e OUno noTBBPACHO BB
(papMaKOKHHETUYHHTE H3C/ICABAHUA HA HaceJIEHHETO, IOKATO APYTH H3cIeABAHUA HE NOTBbLPXKAABAT
ToBa Habmoaenue. Hanpapen e H3BOABT, ue reHeTHYHHAT nonumMopduzsm CYP2D6 Moxe na uma
OrpasHAYCHO KIIHHUYHO 3HaAYCHHE.

EnumMuHHpaHe

Cnen ennHnyHa nepopainsa A03a ot 50 mg, kapBenIon ce OTAeNA B xIbuKara okono 60% u ce
euMMHHApa ¢ dekanuuTe nod hopMara Ha MeTadoIUTH B paMKMTe Ha 11 qHK. Cnen eaqHoKpaTHa
nepopajiHa n03a, caMmo okono 16% ce otaens B ypuHara noj, (popMaTa Ha KapseAHION WIIH HETOBHTE

MA/KO OT 2%. Cnen uHTpaseHO3Ha WHDY3HA HA 12,5 mg npu 3apaBy A0OPOBOIILM,
KJIHBPBHC HA NOJIY>KHBOT HA Kapeeauion goctura okono 600 mi/min, a ennmuBanngy
MIOJY’KHBOT € OKoJio 2,5 yaca. BpemeTro Ha nony>kKMBOT Ha KapBeaunoJl IpH MpHiarg
50 mg, HabmoaaBaHo NpH CHLUMTE AMLa € 6,5 yaca W JSHCTBUTENHO CHOTBETCTBA
abcopbumsara or Tabnerkara. Ciea nepopaiHo NpunokeHne oOIHUAT KNHBPBHC Ha §
APHOMUIUTENHO JBa IBTH MO- roNsM OT TO3M Ha R- kapeeaunon.Ceonicmea npu nayy



Creyuannu nonyaayuu

OapMakOKHHETHKATA Ha KAPBERHIION € NIOBIMAHA OT BB3pacTTa; IUIa3MEHHTE HHBA HA KapBSAKNO ca
¢ OKOJTO 50% NO-BHCOKH MPH NALHEHTH B CTAPYECKA BB3PACT OTKOJIKOTO MpH MIIaa# XOpa.

[IpH npoyuBanus NpH NALKEHTH ¢ IIMPO3a HA YEPHHA Apo0, OMOHATHYHOCTTA HA KapBEIHIO €
YETUPH TBTH MO-TrONsAMa.

[launeHTy B cTapyecka Bb3pact
Bb3pacTra HAM2a CTaTUCTHHECKH 3HAYMMO BJIMAHHUE BbPXY (PaApMAKOKMHETHKATA HA KapBEAWIION NpH
XHUMNEPTEH3IUBHU MALHUECHTH.

[leanaTpHyna nonyaaums
H3cneapaHeTo B MeAMATPHSATA OKA3Ba, Y€ KOPUTMPAHUAT CIPAMO TETNIOTO KITHPBHC € 3HAYHTE/THO M0-
roAsM MpH AeLiaTa B CPABHEHHUE ¢ Bb3PAaCTHUTE.

YepHoapobHo yBpexkaaHe

B npoyuyeaHe npy nauMeHTH ¢ YepHOApoOHA LHPO3a OHOHAIHYHOCTTA Ha KAPBEAWJION € YETUPH TBTH
fO-TOJIAMA, a MUKOBATA IJIa3MEHA KOHLIEHTPALMS € MeT MTH M0-BHCOKa H 00eMBT Ha pasnpeeieHue
€ TPH HBTH MO-BUCOK, OTKOJIKOTO NPH 3APABH HHAHBU/IH,

bubpeuHo yBpeknaHe

Tovi KaTO KapBEAMION CE EKCKPETHPA MMABHO Ype3 H3NPAXKHEHUATA, 3HAYUTEITHOTO HATPYNBAHE NPH
naLHeHTH ¢ OLOpeYHO YBpEKIaHe € MATKO BEPOSTHO.

[Ipn naumeHTH ¢ XUNEPTOHHA U OBOpeUHa HeJOCTATHYHOCT, ODNacTTa NoJ, IJIa3MEeHATa KPUBa Ha
3aBHUCHMOCTTA OT BPEMETO, EJIMMHHALMOHHHAT MOMYKHBOT B MAKCUMAJIHATA TU1a3MECHA KOHLICHTpaLuA
HE C€ MPOMEHAT 3HAYUTENHO. bbuOpeuHaTa ekCKkpenug Ha HeNMpPOMeHEHHUS IEKAPCTBEH MPOIYKT
HaMmajisBa NpH NauMeHTUTe ¢ ObOpeUHa HEOCTATHYHOCT; 00aye MPOMEHUTE BbB
(hapMaKOKHMHETHYHHTE [IApaMETPH Ca YMEPEHMU.

Kapeeauion He ce eTMMHHHDA 110 BpEME HA JHANK34a, ThH KaTO HE NPEMHUHABA Npe3 AHATU3HaTa
MeMOpaHa, BEpOATHO NOPAgy BUCOKATA CTENEH HA CBBP3BAHE € MIa3MEHHTE NPOTEHHH.

ChbpieyHa HEOCTATLYHOCT

B npoyuBane npu 24 AMOHCKH NALMEHTH CbC ChPAEUHA HEOOCTATBYHOCT KIUPBLHCHT HA R- 1 S-
KapBEIHION € 3HAYMTE/THO MO-HUChK OT NPeAMIIHATE OLUEHKH MPH 3IpaBH JoOpoBoiLM. Te3Hn
pe3yJITaTH TIpeanoaarar, 4e dapMakoKMHeTHKATa Ha R- U S-kapBeannon e 3Ha4MTENHO NIPOMEHEHA OT
ChbpAeYHa HEAOCTATLYHOCT NPH ANIOHCKH MAUUEHTH.

5.3 IlpeaAkIAHHYHH JAHHH 32 Ge30MACHOCT

HexiuHUYHKTE JAHHW HE MOKA3BAT OCODEH PMCK 33 XOpaTa Bb3 OCHOBA HA KOHBEHIMOHAJIHHTE
¢hapMaKOIOrHYHK MPOY4BaHHUA 3a 0€30MacCHOCT, TOKCHYHOCT NPHW MHOTOKPATHO [IPHJIOXKEHHE,
IeéHOTOKCHYHOCT M KaHLICPOTE€HEH NOTEHLMAI.

Hapyvwaeane na nrooceumocmma

[Ipu npunaraHe Ha BUCOKH JJO3H KapBeIHAON Ha OpemeHHH wibxose (= 200 mg/kg == 100 nbTH
MAKCHMAJTHATA JHEBHA 033 IIPH X0pa), ca HaOIoJaBaHy HexenaHH edexTn Bbpxy OpeMeHHOCTTa #
deprynnTeTa (oo YHPTOCBAHE, IO-MATTKO *CHJITH TENA W NO-MAJIKO 3aPOHLIH).

Tepamozennocm
H3cnenpaHusTa Nnpy )XMBOTHHU HE Ca YCTAHOBHJIN, JAJTH KRPBEAWION HMA HAKAKBH TEP
e(PeKTH.

Embpuomoxcuurnocm
Habaropasa ce eMOpHOTOKCHYHOCT (MOBHIIIEHA CMBPTHOCT CAEA HMIUIAHTHPAHE Ha
HAMA AeOPMALIMH MPH MITbXOBE HIH 3aMiH IpH 1034 choTBeTHO OT 200 mg/kg u 7



TbTH MAKCHMAJTHATA JHEBHA 103a IPH X0pa). 3HAUUMOCTTA HA TE€3W OTKPHTHA 3a X0paTa He €
ycraHoBeHa. B nonwiHeHue, NpoyyYBaHUs NpH XKUBOTHH NOKA3BaT, Y€ KapBeIWION NPEMUHABA 1IPe3
InaleHTapHaTa Oapuepa U creaoBaTeHO TPsiOBa Aa ce HMAT MpeBU/ Bb3IMOXKHUTE MOCHEAHLIH OT
anda- n bera-OnokanaTa Npy YOBEIKHA TUIOA H HOBOPOAEHOTO (B3K. ChIIO TOYKa 4.6).

B 0000menue, edexTy B HEKTHHUYHHA NPOYYBAHAS ca HaOMIOAaBaHH CaMO MPH €KCIIO3ULHH, CHHTAHH

34 3HAYUTC/THO HAABHIIABAIIIU MAKCHMATHATA €KCMTO3HLIHA [IpH XOpa, KOCTO rMNoKa3isa MajlkKO 3Ha4YCHHC
3a KIMHU4HaTa ynorpeda (BxX. Touka 4.6).

6 OAPMAIIEBTHYHHA JAHHH
6.1 ChnHCBLK HA IOMOLIHETE BellleCTBa

3axapo3a

JlakTo3a MoHOxMapaT

[ToBuaoH

CunuuHeB IHOKCHI, KONOUAEH Oe3BOJIeH

KpocnosuaoH

Marde3ues creapar (E527)

6.2 HechbBMECTHMOCTH

Henpunoxumo

6.3 Cpok na rogaocr

S roavHH

6.4 Cnennanau yCJIOBHA 32 ChXpaHeHHE

Ha ce cwxpansasa noz 30°C.

6.5 Bua g chABpAKAHEE HA OMAKOBKATA

bancrepna onakoeka (Al ¢ponuo, Al ponno): 28 rabnerku ot 6,25 mg, B KAPTOHECHA KYTHA.
bnuctepna onakoska (Al gomnuo, Al pommo): 28 Tabnerku ot 12,5 mg, B KApTOHEHA KYTHA.
baucrepna onakoeka (Al donuo, Al ponuno): 28 tabnerku ot 25 mg, B KAPTOHSHA KYTHS.
6.6 CoennaHn npeidaian MEPKH NPH H3XBLP./IAREE H paboTa

HsaMa cneuranHy H3HCKBaAHKA 3a H3XBBPJISHE,

Heuznonzpanuar JICKAPCTBCH NPOAYKT WK OTNIAABYHHUTE MATCPHAJIH OT HECTO T])HﬁBa Aa CC U3XBBPIIAT
B ChOTBCTCTBHC C MECTHHUTE H3UCKBAHUA.

7. INPUTEXATE HA PASPEHIEHMETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, émaljeéka cesta 6, 8501 Novo mesto, CnoBeHHA

8. HOMEP(A) HA PASPEHIEHHAETO 3A YIIOTPEDBA

Per. Ne 20020608 — Kopuion 6,25 mg TabneTku
Per. Ne 20020609 — Kopuon 12,5 mg Tabnerku

Per. Ne 20020610 — Kopuon 25 mg Tabnerku




9. JAATA HA ITBPBO PA3PEIHEHHE 3A YIIOTPEBA / IIOAHOBABAHE HA
PASPENNIEHHUETO 3A YIIOTPEBA

Jara Ha msperO paspewaBane: 23.07.2002
Jlata Ha nocneano noaHoesBaHe: 10.10.2007

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA




