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1. HME HA JEKAPCTBEHUS IIPOAYKT

Kapbuc 4 mg Tabnerru

Kap6uc 8 mg Taberkn U3NLAHATENHA ATEHIWA NO B_EiAPOTBATA
Kap6uc 16 mg TabneTky Kpamka XapaxmepuciniKa Ha RpogyIma - [IpUAGKaHUS 1
KapGuc 32 mg Tabnery P j;p foo 37 )
Karbis 4 mg tablets _ FL56 C5 03 201
Karbis 8 mg tablets PaspeuioHie f"& /.

Karbis 16 mg tablets Ogotiponua e 7

Karbis 32 mg tabloets

2. KAYECTBEH H KONTHYECTBEH ChCTAB

Beska TabieTka chaBpKka 4 Mg KaHNeCapTaH WHIEKCETHI (candesarian cilexetil).
Bcsma TableTka chaBpKa § Mg KanmecapTan nENeKceTHn {candesartan cilexetil),
chca TabneTka chABPKE 16 mg KaugecapraH LUNEKCETHA (candesartan czfexem')]

Besaka tabnerxa cpuppxa 32 mg xkannecaprad NHNCKeeTHN {candesartan cilexelil))

TlomomHy BemecTra:
4 mg Tabnerku 8 mg TabneTry 16 mg tabnerxn | 32 mg TabneTrn
Jlakrosa 88,73 mg 84,93 mg 77,33 mg 154,66 mg

3a IEIHKA CIHCHK HA MOMOIMHHTE BEIIECTRA, BIDK TOYKA 6.1,

3. JIEKAPCTBEHA ®QPMA

TabneTkn.

4 mg: Kpurau, Genn, nexo ABOHHOHIIbKHATH, OT eAHATA CTPAHA C NENTUTETHA YEPTa CBC CKOCEHH
ppboBe. o L
8 mg: Kpbri, CBeTIo PO30RH, NEKO TBOMHOMIILKHAIM, OT SAHATA CTPaHA ¢ ACTMTEIHA YepTa Che
ckoceHM ppSoBe.

16 mg: Kpbram, CBETI0 PO30BH, KO ABCHHOMNLKHAY, OT €IHATA CTPAHA ¢ ASAMTENHA YEPTa ChO
ckocenH prBoBe;

32 mg: Kpbris, CBETIO POIOBH, JIEKO JBONHOMSIIEKHANH, OT HATA CTPAHA C AENUTE/IHA YEPTa Cho
cKocenH priose!

TabneTkuTe MOTAT & C& NIt Ha PaBHY HOAOBHHE,

4. KIMHWYHHA JAHHH /_\
*
tes

41 TepaneBTHYHH MOKAIAHKA

EceHuuansa XHIEPTOHKES.
JledeHne Ha DOUYEHTH ChC CHPISYHA HEMOCTATEYHOCT I YRPeNEHA CHeTONMa ¢
xaMepa (JIeBOKaMepHA QpaKups Ha HaTiacksane = 40%) Kato AOMbAHEHNE KBM NeTophe
uHxuOHTOPH Mn korato ACE-HHXUOKHTOpHTE He ce noHacaT (B Touka 3.1},
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4.2 Mo3poBKA K HAYHH HA NPUIOIKEHHE

ﬂ,osunoaxa NpH XHOEPTOHHA

[penopsusanaTa HauamHa 103a ¥ oOMyaiiHaTa MoAABpIKalla 103a e § mg BeNHEK AHEBHO. [{o3aTa
MOKe [ia ce YBelIH4H 10 16 mg Beans:K AHeBHO. AKO apTepHalTHOTO HaJlAraHe He cé KOHTpOIHpa
JOCTATRYHO clen 4 cefMU4HO MeveHre ¢ 16 mg BeAHBK JHEBHO, 103aTa MOXKe Jla Ce JOBHIIH 10
MaKCHMATHOTO 32 mg BeqHEX AHeBHO (BIDK TOUKA 5.1). AKO € Ta3M A03a HE ¢e IOCTHIHE KOHTPOI Ha
apTePUANTHOTO HANATaHe, TPA0Ba fa ce TOMUC/IH 3a aNTepHATHRHA CTPaTerHa Ha JieyeH e,

JleueHueTo TpAOBEa Aa ce KOPUIMpa B 3aBHCHMOCT OT OTIOBOPA HA apTePHAIHOTO HANATAHeE.
MaxkcHMaNnHUAT aHTUXUTIEpTeH3UBEH edekT ce ocTUra 4 CeMHIM cle/l Ha4aIoTo Ha JIUSHHETO.

Tpunoxcenve npu nayuenmu & cMapyecka 6u3pacmn
He e HeoGxonnMO HauaHO KOHTPOIHpaHe Ha 1034Ta NpH HAlHEHTH B CTapuecKka Bh3pacT.

Ilpunoocenue npu nayuenmy ¢ HAManer 8bmpectOos obem
IIp# NManpeHTH ¢ PUCK OT XUITOTOHHA, K3TO DONHH C BepOsSTHOCT 3a HaMaleH obeM, MOXe Ja ce UMa
TpeBYA IPHIOKEHHETO HA 1034 OT 4 mg (BiDK ¢hIIO U Touka 4.4).

Ipunooscenue npu yepedena bvbpeuna Qynxyus

Hauannara rosa npu nauueHTH ¢ 6s0pedHo yBpexIaHe, BIUIIOUNTENHO OOTHH Ha XeMONHAIN3A €

4 mg. JlozaTa Tps6Bsa Na ce YBEIHYARA NOCTENEHHO Copes OTropopa. ONUTET ¢ HALUMEHTH C MHOTO
TEIKKO WK TepMuHanHo 6u0peuno yspexnade (Cleeaumne <15 ml/min) ¢ orpanuden. Biok Touxa 4.4,

Ipunoscenue npu yepedena veprodpobua gyHryus

TTpH naMeHTH ¢ JIEKO KO YMEpPEeHO YepHORPOOHO YBPeKAAHE Ce IIPeophHBa 1034 OT 2 Mg BeAHBK
JHeBHO. Jlo3aTa MOXE JIa ¢& KOpHIHUpa cropen 01roBopa. HaMa omuT ¢ naiMenTy ¢ TeKKo
YepHOPpOOHO YBpeKIaHeE.

Kombunupano nevenve
Hoxaszano e, ye noGaBAHETO Ha JUYPETHK OT THAZHIEH THIT KATO XHAPOXIOPOTHASHI HMA 8/IHTHREH
aHTHXHIepTeH3uBeH edexT ¢ Kapbuc.

Hpunoowcenie npu YeprOKONICY NayHEHMY

AHTHXHIEPTEHMEHEAT eeKT Ha KAHASCAPTAH © TO-caad NMPH YEPHOKOKHM NMALHMEHTH B CPABHEHHE ©
HeuepHOKOXKH natuenti. Iopagy TORA, NOBUITABAHETO Ha Jo3ata Ha KapOue 1 koMOHKHIpaHOTO
NEeHeHKe MOXEe I ca HeoBXOMHME N0-48CTO 38 KOHTPOI HA aPTepHAIHOTO HANANAHE IIPH MEPHOKOKH
FIALIMEHTI B CPABHEHME ¢ HEHGPHOKOMKY NanuenTH (Bok Touka 5.1).

Josuporia pH CRPASHHA HENOCTATHYHOCT

Ob6uuaiinara npenopesusana Havanua 1osa ga Kapbue e 4 mg senusix guesso. [Tosnmasanero Ha
Zo3aTa 10 TAPTeTHATA N03a OT 32 mg BeAHEK AHEBHO HIH 10 Hali-BUCOKATA NOHOCHME K034 ce
H3BHPINEA YPes YAROABAHE AA J03aTa Ha MHTePBATH Hali-Manko ot 2 ceAMHuM (8K Touka 4.4).

Creyuani nONYAGYH RAYUSHMY
He e preofxonumo HA9AMHO KOPHIHPaRE Ha J03aTa NPH IAITHEHTH B HaTlpeIaana Bb
HAMAJIGH BETPechIoB ofeM, Op0peyYHo YBpemKIaHe HIIH IIRKO [0 YMEPEHO YepHONp

Kombunupano nevenue
KapOue Moxe na ce mpumara ¢ apyrd BUOBE JIGUSHHE Ha ChPIeTHa HelOCTATHYH
ACE nnxuburopn, Gera-0o0rRepH, AMYyPETHIM M JHTHTANHMC HIH ¢ KoMOHHaums OT
MOPOAYKTH (BHOK CHINO TOYKH 4.4 1 5.1).
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Ipunoxenue
KapOuc TpaGra Aa ce nprema BeAHLK HHEBHO Che WM O3 XpaHa.

IIpunosicenue npu Oeya u onouU

Kapbuc Be ce npenoppusa 3a ynoTpeba IpH Aen@ M OHOWY 1oy, 18 romuHy nopagy HEQOCTATEYHA
JaHHH 32 GezonacHocT M edeKTHBHOCT (BIbk Toukd 5.1 u 5.2).

4.3 IlpoTupomokazaHMs

CBpBhXUIyRCTBUTEMHOCT KbM aKTHBHOTO BEIIECTRBO MK KBM HAKOE OT MOMOIHKTE BEILeCTBA.
Bropn H Tperd TpuMecThbp oT OpeMennocTTa ( BIDK TOUKH 4.4 1 4.6)

Tesxxo uepHonpobHO yBpekAaHe H/HAM X0AecTaza.

4.4 Croemmananu npegynpexNeHnsa H NpeJnasHu MepKH OpH ynorpeda

Br6peuno vepexnane

KakTo tipu apyru nekapceTsa, KOHTO HHXHOMPAT PEHUH-aHTHOTEH3HH-ANOCTEPOHOBATA CHCTEMA,
MOJKe Aa Ce OYaKBaT [IPOMeHH B Ob0peuHaTa GyHKIMA NPY YyBCTBHTEAHH NALHEHTH, JIEKYBaHH C
Kapbuc.

Koratro Kapbuc ce npunara npu XumnepTreH3HBHI HalUeHTH ¢ 6b0peyHo yBpekaaHe, ce IpernopryBa
NEPUOAHYHO NPOCIICASBAHE HA CEPYMHNA Kajuii M HHMRATa Ha KpeaTHHHHA. MiMa orpasifueH Onut npx
GOUTHH © MHOTO TEKKO HIIH TePMHHANHO 6BOpeyHO YBpeKIaHe

(Clereatinne < 15 ml/min). ITpu Te3n unaumenTH mozata Ha KapGuc Tpabea BHUMATENHO Na ce NOBULIABA
T(pH INIATEIHO CNIEICHE HA apTePHAITHOTO HandraHe.,

Ouenxarta Ha ITALMEHTHUTE ChC ChPAEUHA HENOCTATHUHOCT TPAOBA Ja BKITIOYB2 EPUOLHTHO
y3cneApane Ha Op0pevHaTa QyHKUMs, 0ocoOeHO NIPH NALHMEHTH B CTApYecKa Bh3pAacT, Ha 75 roiHA |
NO-BB3PACTHH, | IipH OOMHH ¢ yBpeneHa 0b6peuHa pynkius. [To Bpeme Ha NoBMINABaKHe Ha JO3ara Ha
Kapbuc, ce npenopriura MOHHTOPHpaHE Ha CypyMHUS KpeaTHHHH ¥ Kayus, KiHIYHYTe H3THTBAHNS
HpH ChpAeuHa HENOCTATHYHOCT HE ca BRIIOYBAIN DONHU ChC CEpYMEH KPeaTHHHH

>265 umol/L (>3 mg/dL).

Kombunnpano gevenne ¢ ACE fpy ¢opieuHa HeFOCTATEIHOCT

PrckbT OT Hesxenanu cpOuTHS, 0co0eHO HapyiueHHe Ha GbOpeuHarTa (pyHKUHA ¥ XHIIePKATHEMs,
MOKe Ja e YBEJTHYH, KOTAT0 KaHAecapTaH ce npuiara B kombuHauus ¢ ACE unxuturop (B, Touka
4.8). ITaunenTH Ha TAaKOBA JieueHue TPAOBA J]a C& MOHUTOPHPAT PEROBHO U BHUMATENHO.

XeMopanyuza

ITo Bpeme Ha oHanNM3a apTepPHATHOTO HAJATaHe Moke Ja 6blie 0cOOSHO YYBCTBHTENHO KbM OnoKkana
Ha AT;-penienTopHTe, NOpamH HaMaJleH IasMeH ofeM 1 aKTHBUPaHE HA PeHUH-8HTMOTEH3HH~
anpocTepoHoBata cucreMa. Ilopanu Tosa, nosara Ha KapOuce Tpsabsa na ce nopuriasa BHEMATEITHO,
KaTo ce [IPOCNeIsABa INATEHO apTepHAIHOTO HAaNATaHe Ha MIAalIMeHTHTE Ha XeMOAHATH3a,

CTenoza Ha 6'56[QB‘IHaTa apTepud

AHTAarOHHMCTHTE Ha aHrdoTensus i peuen’ropme.

" ;
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BE0peuna TpacinanTalyg

Hsama onur no oTHOLIEHHe Ha NprIoKeH1eTo Ha KapGuc npH nalueHTH ¢ HACKOpo HalpaBeHa
6BEOpevHa TpaHCITAHTALIHY.

XunoTouug

Ilo BpeME Ha JICUCHHE Ha [MAllHCHTH ChC ChpASYHA HEAOCTATHEYHOCT € Kap6nc MOXKC Na PE3HHKHC
XHIOTOHHA. KakTo e onucaHo IIPH APYTHTE CPEACTRA, NOBIHABAIIH PEeHHH~-aHTHOTCH3HH-

A AOCTEPOHOBATA CHCTEMA, TA MOXKE A C€ ITOABH ChLEO U NIPH XHIEPTECHZUBHH NALUNCHTH © HaMaleH
BETPECHIACE 068M, KaKTO H IpH GOJIHPI, InoryvyaBsamy BUCOKH A03H THYPETHLH. TpﬂﬁBa Ja cé BHEMaBa,
KOTaTO C€ 3ano4ea JISHEHHETO H TpH6Ba Ja ce HaripaBli OIHKT 3a KOpHTHpaHe Ha XHUNOBOJICMUATA.

AnecTe3nusd U oneparUBHO JieyeHHe

Ilo BPCMC Ha aHECTC3HA | OepaTHRHA HaMeca NPH NAallUCHTH, JICKYBaHH ¢ aHTarCHHCTH Ha
AHTHOTCH3HH II, MOKe Ja Bh3HHKHE XHIIOTOHHA ITOpagn Onokanma Ha cucreMaTa PEHHH-aHTHOTCH3HH.
Muoro PAOKO, XHITOTOHHATA MOJKE Ja Oblie TeKKA, KATO MOME Jd Ce HANO0KH IPUIICKEHHETO Ha
HHTPABCHO3HH TECUHOCTH H/HTH Bas3OrpecopH.

CTeHo03a HA a0pTHATA M MUTpasjIHATa Kjjana (o6cTpykTHREHA XHnepTpodHa KapaHOMHOATH
Kaxto npu apyrure BasoqunaTaTopH, CIeMAIHO BHUMAaHKE ¢ HeoOX0AMMO [IPH ALHEHTH, CTPAJALIK
OT CTEHO2a Ha a0PTHATA M MHTPAalHaTa Kiana ¢ XeMONHHAMHYHO 3Ha4eHHe HIH 00CTpYKTHBHA

XerepTpodna KapIHOMHOTIATHSL

[IppeHYet XHIePATAOCTENOHHIEM

ITanpesTH ¢ NBPRUYEH XHIEPAINIOCTEPOHHIHEM OOMKHOBEHO HIMA AA CE TIOBAMSST OT JIUSHWE ¢
AHTHXHIEPTEH3HBHA NIEKAPCTREHH HPOIYKTH, HeHcTBamm Ypes UHXHOHPAHE HA PeHMH-AHIHOTEH3HE-
angocTepornosara cucrema. Jlopamd Topa, npunoskennero Ha Kapuc He ce mpetoprysa.

XunepranneMus

B3 ocHoBa Ha o5aTa © yriorpefara Ha ApyrH TeKapeTBeHA TPOAYKTH, KOHTO HOBAHABAT PEHHH-
AHTHOTEHZHH-2AI0CTEPOHOBATA CHETEMA, SIHOBPEMEHHOTO Npuiokerne Ha Kapbuc ¢ kanmii-
CHXPAHABALLH Y PETHNM, KAJHEBH A00ABKHY, 3AMECTHTENN Ha CONTA, CHIBPMAIIA KAl B ApYFI
ASKAPCTBEHH HPOJYKTH, KOUTO MOTAT Na TIOBNHAAT HHBATA HA Kajma (HATIP. XeNapHH) MOXe Aa
JOBENE NO NOBMILABAHE HA CEPYMHMS KanMil (IPM XMITEPTEHIUBHH [ALKEHTH.

YIpu GonHu ¢he CHPASUHA HEJOCTATEHHOCT, JIekyBanu ¢ Kapbuc, MOike Ja BE3HHKHE XHIEPKATHEMUS.
ITo Bpeme na nevenne ¢ KapBuc Ha NAleHTH ChC ChPASYHA HIOCTATHYHOCT Ce NIPEnopEIBa
NEPHOIHYHC NMPOCTEsBaKe Ha CepyMHES Katuit, 0cofeH0 KOTaTo ce npuenma exHospemerto ¢ ACE
HEXHGHTOPA B KU -ChXPAHABAIUM JHYPETHLM KATO CITMPOHOTIAKTOH.

bpemeHHosT

Anruorenang 11 penenropuTe He TpaBpa fa ce HasHadapaT no BpeMe Ha OpeMeH
HPOABIKABAHETO HA IEYSHMETO ¢ ARrHOTeH3HE 11 pellenTopHHs aHTaroRvcT H %@1
BKHO, YAIMESHTKATE, Ianupany OpemensoctT TpalBa ia NpeMUHAT Ha an T
AHTHXHIISPTEHIMBHO JISHEHHE C YCTAHOBEH Mpotrn na Ge30MacHoCT 3a YO
Spemennoct. [Ipn yeranopssane Ha SpeMEHHOCT, JISYEHUETO ¢ HHXHOHTOPH

s
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peLenTopHE aHTaroHUCTH TpsOBa Ja 6bIe NpeycTaHOBeHO He3abaBHO H, aKO € HeoOXO0IHMO, Aa ce
3aM04HEe AJITePHATHBHO JICUeHUe (BK, TOUKH 4.3 1 4.6).

06w

TIpy narueHTtH, YHHATO CHAOB TOHYC U Op0peuHa GYHKIHS 3aBHUCAT NPEAUMMHO OT aKTHBHOCTTA Ha
cucTeMara peHVH-aHTHOTeH3UH-aAIOCTEPOH (HAaNp. NALHMEHTH ¢ TeXKA 3aCTOHHA ChpHeUHa
HEAOCTATHYHOCT MiH 660peuHo 3a00MBaHe, BRAIOYUTENHO CTeHO3a Ha 6s0peyHara aprepus),
AEUEHHETO C APYIH JEKAPCTBEHH NPOAYKTH, MOBIUABALIM Ta3H CHCTEMa, Ca CBBP3aHH ¢ 0CTpa
XMITOTOHHS, A30TeMHS, OIUIYPHA WM psiixo ocTpa Ob0pedHa HelocTaThUHOCT. BramoxHocTTa 32
nonoGHu edeKTH He MOSKe Ja ¢€ M3KIMOYH NpH aHrHoTeHsuH I peuenropure. Kakro ripy BCHYKH
aHTHXUIIEPTEH3UBHHA CPEJCTBA, PEKOMEPHOTO NOHIKEHHE HA KPBBHOTO HANIAraHe IIPH HalHEHTH C
HCXeMHYHA KapAHOTIATHS WIH HCXEMHYHO MO3BYHO-CLIOBA GoMecT MOXKe Ja JoBele 10 BHpapKT Ha
MHOKApJA WM HHCYNT.

To3u nexapcTBeH NPOAYKT ChABPKA TAKTO3a MOHOXHMAPAT,
TTauHeHTH ¢ peaKy HACIeACTBEHH NMpodiieMy Ha ranakTo3Ha HENOHOCHMOCT, Lapp nakrazeH neduuyt
WIH [II0KO30-TallakTo3Ha ManabcopOius He TpAGRa Aa NpHEMAT TOBA JIEKAPCTBO.

4.5 B3anmopeiicTBHe ¢ IPYTH JeKapCcTBEHH NPOAYKTH H APYTH GopMH HZ B3aEMO/eicTBHE

Ipoyusanus 3a B3aHMOAEHCTBHATA €A NIPOBEXKAAHH CaMO IIPH BL3PACTHH.

CheflMHEeHUATA, KOUTO ca Gyt U3caeABaHH NPH KAMHAYHHTE (apMaKOKHHETHYHH IIPOYyYBAHHUA,
BKIIOUBAT XHAPOXIIOPOTHA3H, BapdapuH, JUrOKCHH, IIepopaTHH KOHTpaleNTHBH (T.e.
ETHHHIECTPARHOI/ ICBOHOPreCTPeN), rHbeHaMil, HHpEIHUIMH H eHANANpHIL

KannecapTaH ce enMMHHMpPA CAMO B MAJIKa CTEHEH 4pes uepHoapodeH metabomnabm (CYP2CY).
HamayHuTe Npoy4BaHuds HA B3AUMOJEHCTRMATA He rToka3eaT edekTt Bepxy CYP2C9 u CYP3A4, Ho
e(eKTHT BBPXY APYIHTE H30€H3UMM Ha luToxpoM P450 noHacTosEeM € HOH3BECTEH,

AHTHXHIIEPTSHHBHUAT €(PEKT HA KAHIECAPTAH MOJKE JIa C& 3ACHIM OT OPYI'H JEeKApCTBEHH IIPOAYKTH C
ANTHXHIICPTEH3MBHE CEOMCTBA, HE3ABHCHMO JAIM CA IPEANNCAHH KATO AHTHXMIIEPTCH3NBHU CPEICTBa
WM ¢ JPYTH NOKA3a ML

BE3 0CHOBA HA OTIHTA ¢ YNOTpebaTa Ha APYTH ASKapCTBEHH IIPOAYKTH, KOHTO TIOBIMARAT PEHHH~
AHPHOTEH3HH-AIIOCTEPOHOBATA CHCTEMA, CAHOBPEMEHHOTO NPHIOKEHHS HA KaAHH-ChXPaHIBaliH
JUYPETHALH, KATHeEH NOCABKH, 3aMECTHTSNIH Ha CONTa, CHALPKANH KAIHH, HIIH APYTH JEKAPCTESHH
HPOAYKTH, KOMTO NOBMIIAT HABATA HA Kanus (Harp. XeflapyaH), MOXe fa HoBee JO NOBHINABAHE Ha
CePYMHHS KAITHI.

Hma crofimeHns 3a oBpaTHMo NOBHLLIEHHE HA CepYMHATE KOHLIEHTPALMH M TOKCHYHOCTTA HA JIHTHS
IO BPEME Ha eIHOBpeMeHHO fpuioxenne Ha naTiit ¢ ACE naxuburopn, Tlogoben ederr moxe aa
BB3HUKHE M NPM NPHIOKEHHS HA AHTACOHMCTH HA PEUEITOPHTE Ha anruotensuy 11 karo npy
eTHOBPEMeHHA yrioTpeBa ce Npenopbusa BHUMATEAHO MOHHTOPHPAHE HA CEPYMHMTE HHBA HA SHTHA.
Korarto aHrsoTensuH I peuenTopsy AaHTArOHHCTY. C8 YPUIAraT ¢JHOBPEMEHHO ¢ HECTEPOUAIK
NpOTHBORBANANUTEANH cpecTia (kato cenexruern COX-2 nEXUBHUTOPH, ALETHICATHIIIOR
Kucemuna (> 3g/nu.) n pecenexrurry HITBC), MoXe Aa HACTENH HAMAIABAHE HA
AHTHXHIEPTEHINBHES edexT.

Kakro u npi ACE muxuburopn, efHoBpeMeHHata ynorpeda Ha anrnoTensud Il anraronucri u
HECTePOH/IHH NIPOTHROBEITANHTENHH CPEACTRA MOKe A JI0Be/Ie JI0 MOBHLICH PHCK OT BIOLIABaHe Ha
GrOpeunaTa QyHKUNS, BIAIOUHTENHO Bh3MOMKHOCTTA 3 pa3BHTHE Ha ocTpa Gu0peuna
HENOCTATHYHOCT, NOBHIUCHHAE Ha CepPyMEMS KaIni, ocoBeHo 1Py NTalHenT! ¢ Ipel

TOB&.
BHORANHYHOCTTA Ha KaHpecapTad He CC ITOBIHABA OT XpaHa.
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4.6 DBpeMeHHOCT H KbpMeHe

Bpemennoct

Vnotpebara Ha anrvoTeHsuH Il penenropure He ce IpeniophuBa 0 BpeMe Ha IIEPBMSA TPHMECTED Ha
GpemeHHocTTa (BK. ToMKa 4.4). YrorpebaTa Ha anrroTeHsHH II pelenTopure € NpOTHBONOKA3aHa 110
BpEME Ha BTOPHSA H TPeTHA TPUMECTHp Ha OpeMennocTTa (B3, TOUKH 4.3 u 4.4).

EnuneMuonoruyHuTe JaHHH OTHOCHO PHCKa OT TEPaTOreHHOCT Cilef] eKCIO3HUMA Ha aHruorensun 11
PELENITOPHY aHTATOHHCTH Npe3 bPBHs TPHMECTED Ha OPeMEHHOCTTa He ca YOS AUTENIHM, HO JIEKO
TIOBHINEHHE HA PHCKA HE MOKE A ce H3KmouH. OcBeH, axo pOAbDKABaHETO Ha MpHeMa Ha
anrvorensyH Il perenToOpH AHTATOHUCTH HE Ce CHMTA 33 JKHU3HEHOHeO0X0UMA, ITALMEHTKUTE
rranMpamy OpeMeHHOCT, TpA0Ba 1a IPeMHHAT Ha AJITEPHATHBHO AaHTHXHIISPTEHIHBHO JIEYESHHE C
ycTaHoBeH npodn Ha Ge3omacHocT npu ynotpeba nmo Bpeme Ha GpeMeHHOCT. [IpH yeraHoBaBaKe Ha
BpeMeHHOCT, JISUEHHETO ¢ MHXMOMTOPH Ha aHrHoTeH3uH II pelenTopHy anTaronucTy TpaOBa 1a 6bae
NpeyCTAHOBEHO He3a0aBHO U, aK0 € HeoOXOAUMO, Aa 3all0YHE ATITePHATHRHO JISUSHHE,
Excnosuuusata ¢ aHruoTensuH Il penentopeH aHTaroHHCT 1o BpeMe Ha BTOPHA M TPETHSA TPHMECTHD €
H3BECTHO, Y& HHAYLHpPa dheToToKeHIHOCT (HamaneHa 6p0peyna yuxuus, OnuroxuapamMHUoH,
3abareHa OCH(HKALMA Ha Uepela) H HeOHaTalHa TOKCHYHOCT (Oh0peyHa HeOCTaThYHOCT,
XUIIOTORMA, Xunepkamemus). (Buwx touka 5.3).

B cnywati Ha excriozumis Ha anrnoteHsuH Il penenTopuTe Mpes BTOPHA TPUMECTEp Ha OpeMeHHOoCTTa
ce TIpeTophUBa poBepKa Ha Ob0peyHaTa QYHKUHSA H Yepena.

Bebeta, unnTo Maliku ca npueManH aHTHOTeH3uH 1l perenTOpHY aHTATOHMCTH TpAGBa 4 ce
HaONIOAABAT BHEMATEIHO 34 XHIOTOHKA (BK, ToukM 4.3 1 4.4).

Kepmene
Tl kaTo HiaMa HaigHa HEGOPMALIMA OTHOCHO H3non3eaHeTo Ha Kapbue 110 BpeMe HA KEpMEHE,

Kap6uc He ce npenopsuea 3a yrorpeda Kato 3a NPeMiiOuHTAHE & ANTEPHATHBHO JIEHSHHE ¢ NO-Ho5Lp
npodun 3a 630MACHOCT, YCTAHOBGHH [0 BPEME Ha KbpMeHe, 0cOBeHo 110 BpeMe Ha KbPMEeHe Ha
HOBOPONEHO MK Ha HenoHoceHo Gebe,

4.7 EderTs BRPXY enocobHocTTA 32 wrodhupane u pabora ¢ Mamung

Hsima npoyusanns 3a edexra Ha KapOuce pupxy cnocofHocTra fa ce mwohupa H ja ce pabdorH ¢
MATIHHHY, HO B3 OCHOBA HA (DAPMAKOIMHAMHYHMTE My CBOMCTBA & MAIKO BEPOATHO TOH Aa NoBiuse
rasy criocofroer. Korato ce moupar MOTOPHH NPEBOSHK CPENCTEA HiM ce paloTd ¢ MaluMHH,
TpsOBa fa ce MMA XIPEABH, Y€ [0 BPEME Ha JEUEHHE MOJKE Jd Bh3HHKHAT 3aMaliBaHe HITH YMOpA,

4.8 Hestesrann JeRAPCTBEHH PeAKIHI

JleueHne Ha SHNISRYQHIEA
O0waTa ECTOTA HA HEXKCNAHNTE CHOMTHA He TIOKA3Ba BPB3KA C JIO3aTa K BEIPACTTE. Yecrorara Ha

1IPeKhCBANE Ha NEUSHHETO NMOPAJH Hexenann ¢rOuTHa e Guia nonobHa B rpynara ¢ Kagecapran
matexceTHn (3,1%) » mane6o (3,2%).

ITpr enpH 0G0GIEH AHATH3 HA JAHHH OT KITHHHYUHH H3HTBARMS CIeHHTE HeXKeNAHH peak
KaHpecapTaH [miekcernn ca Gmmt crodieHn ¢ gecToTa Hali-Manko ¢ 1% no-eucoxa o
padonasanaTa npy rwrauebo.

YecToTara ce onpeens CbIVIACHO cleHa KiachuKaLms:
- Meoro uectn (21/10)

- Yecru (21/100 xo <1/10)

- Hewecrn (21/1 000 mo <1/100)

- Penxu (2=1/10 000 mo <1/1 000)
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- Mmuoro penxu (<1/10 000), ¢ Her3BecTHA YecTOTa (He MOKE Aa CE NPEHBHAH OT HANHYHMTE

JNAHHH)
EKaacupurkanng 0o oOpranu | 4ecrora Hesxenaun peakuu
CHCTEMH
HHpexup ¥ onapasHTiIBaHe YecTH PecnmpaTopau Hadexumm
HapyueHnus Ha HepBHaTa HECTH 3amaiiBaHe/BepTHIO, TIaBOGONIE
cHcTeMa

Jabopamopnu uscredeanun

ITo npuAwn, He € OTKPHTO KIHHHYECKH 3HAYHMMO MOBIHUABAHE Ha PYTHHHHTE JabopaTopHU
NOKA3aTeNH OT KaHJecapTaH mnexkceTrn. Kakro npy apyrate HHXHOHTOPH HA peHHH-aHTHOTEH3HH-
amIoCTepOHOBATa CHCTEMa, HaGTIORABAHO ¢ ¢nabo NOHMKeHHE Ha XeMoriobuHa. Otlena3aHo ¢
TIOBHINEHHe Ha KPeaTHHUHA, ypedTa Wiy Kalud ¥ HamaneHue Ha HaTpud. Cpobiiasa ce 3a NOBHICHHE
Ha S-ALAT (S-GPT) kato HexxenaHa peakiysa MAJIKO [O-4eCTO NPH IPHIIoXKeHHe Ha KaHAECapTaH
IRIEKCeTH A, OTKONKOTO Ha rmauebo (1,3% cpemy 0,5%). He ce Hanara pyTHHHO IIpOCieSBaHe Ha
nabopaTopHUTE NOKA3ATENM NpY HALMEHTH, OAyJyaBally KaHjecapras munexceTw. [Ipn nauueHTH ¢
0p0peuno yBpexane obade ce IpenoprHBa IePHOAHYECKO MOHHTOPHpAHS Ha HUBaTa HA CEpyMHEA
Kanuii ¥ KpeaTHHMHA.

JieueHye Ha ChpOEYHA HEAOCTATEYHOCT

Hpodunrer sa HexenanuTe crOUTUA HA KAHAECAPTAH WHIISKCETH [IPH MALHEHTH ChC CHPASUHA
HEJOCTATEYHOCT CHOTBETCTRA Ha (PAPMARONOTHUHITE CBOIHCTEA Ha MEKAPCTEOTO H HA 3APABHOTO
CBCTOAIHME HA NaleHTHTe. B knuaugnarta nporpamMa CHARM, cpaBHaBama xaHecapTaH
THAeKceTHN B A03n Ao 32 mg (n=3,803) ¢ mnanebo (1=3,796), 21,0% ot GONHUTE B [pyNAaTa C
KaHpecapTaH wpnexceTn 1 16,1% or rpynara ¢ nnanebo ca npeycTaHOBHIM ASUSHHETO FOpaIH
Heskenand erbutig, Yecto nabmoasanuTe Hexenanu peakunn (>1/100, <1/10) ca Guma:

Kaacupuxauus no opranma n | gecrora Hemxenann peakunn
CHCTEMM

Hapyuienua Ha metabonuzMa n | veoTH XunepxandeMmus
XpaHeHeTo

ChaoBu HapyLIEeHHs HECTH XAnoreHsus
Hapytuenys na Ss0penmre 1 YRCTH Brbpeuro yepencane
ITHKOYHATE THTHINA

Habopamopnu uscredeanusn;

IMopsenye Ha KpeaTHHHHE, ypedTa M Kanng, perropbysa ce NePROAHYHO MPOCIIENIBAHE
CEPYMHHEA KpeaTHHHH B Kanmil (Brx paszen 4.4).

I‘Ioc’rnaagxemmoso Haﬁnmg!eane

CresuaTe HeXXENaHH PeakiHy ce chobIIABAT N0 BpeME Ha HOCTMAPKETHHIOBOTO
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Knacuduranus 0o OPraia M | EeCTOTA Hexenann peaknuu
CHCTeME

Hapyuienus Ha KpBBTa H Muoro penkH | JleBKOnCHMs, HEYTPOTIEHHS H
AuM¢HATA cCHCTeMa arpaHyJIoLHTO3a

Hapymenua na merabonusmau | MHoro peaks | XunepkandeMus, XHIIOHATPHEMHs
XpaHeHeTo

Hapymenys na HepBHaTa MHoro pezku | 3amaiisate, riasobonue
cHcTeMa

CroMawino-upeBHHd Hapyllenuss | Muoro penin | [agene

XenaroGumuapus Hapyiienns | MHoro penku | ITopuineHHe Ha YepPHOAPODHHTE SHIHMH,
abHopMHa YepHOAPOGHa (ByHKLHA HIIH

XCHAaTHT
Hapymenus Ha koxxaTa 4 MHoro peaku | AHTHOEOeM, OOPHB, YPTHKAPHS, PYPHTYC
NOAKOKHHATE TEKAHH
Hapymenus Ha MycKyJIHO- Muoro peaxu | Bonka B rep6a, apTpanrus, MUamrus
CKeNeTHATA CHCTeMa B
CHEAMHHUTENHATA THKAH

Hapymenust gza 656penute u | Muoro peaku | BeGpeuHo yBpemxaane, BRAIOUHTETHO

HHKOYHUTE ITETHINA 60peuHa HEAOCTATHYHOCT NPH
YYBCTBHTENTHU MTAUHEHTH

{Bk. TOUuKA 4.4).

4.9 Ipexozupane
CumMproMn

Bpa ocHora Ha GapMakonorHauy ceo0pakeHIs, ¢ CurTa, Ye Hail-BepOATHO OCHOBHATA NPOSABA Ha
apeso3upade me Oble CHMITOMATHYHA XUNOTOHNS 1 3aMaiisane. TIpu oraenuure crobenys 3a
npenoskpare (¢ Zo 672 mg KapaecapTaH WHISKSETHN) NAUHEHTHTE CA C8 BE3CTAHORIM Be3
rpolaemu.

Jeuewne

AKO ce MOABY CHMITOMATHMIHA XMITOTSH3HS, TPAOBA 1A ce 3ATIOUHE CHMITTOMATHIHO JICMESHHE U JIa ce
npociesasar BUTANHETE nokazateny. [TanperreT Tpabea 12 ce CIONKHA B IErHANO NONOKeHHe C
TORZHIHATH KpaKa. AKO TOBA He € NOCTATEIHO, TPAEa Ja ce YBeIHyH INasMeHHs obeM upes
HHQY3HH, HAPHMED HA H30TOHHYEH (UBHONOTHYEH pasTeop, Morke Ha ce yipunokar
CHMIIATOMMMETHYHM JIEKapCTBa, AK0 FOPECHOMEHATHTE MEPKH He ca focrareunn. Kannecaprad He ce
OTCTPaHABA Ype3 XeMOJHaI3a,

5,  GAPMAKOJOTHAMHEA CBOHCTBA

5.1 . MapMakoaEHAMHYEN CBOHCTBA

PapMaroTepaneBTHYHA IpyIla: AHTArOHUCTH Ha aHraoTensud II (kaunecapran),

o,
e
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AnruorensuH [1 e npensMHO Ba30akTHBEH XOPMOH OT peHUH-aHTHOTEH3UH-A/1(0CTEPOHOBATA CHCTEMA
H WIpae BXXHA Poild B MATO(HIHONOIHATA Ha XMIIEPTOHHATA, ChPAEYHATA HEHOCTATEYHOCT H KPYTH
ChPACYHO-CHAOBH HapylueHus. Toit urpae BakHA pons M B TATOT€HE3aTa HA OPraHHOTO

yBpexkaaHe. OcHOBHUTE (PH3HOMOTHYHH ehekTH Ha aHTHOTeH3MH 1T KaT0o BA3OKOHCTPHKLIMS,
CTUMY/IHPaHe Ha ANFOCTEPOHa, PeryIHpaHe Ha CONICBATA U BOJHATA XOMEOCTa3a i CTHMYJ/IHpaHe Ha
KICTBYHMS PacTex ¢e MEAMHpAT 4pe3 penentop oT Tana 1 (AT).

Kangecapran IHIIGKCETHN € NIPEKYPCop, NOAXOIAUL 34 EpopajiHo NpunosxeHue. Upes ectepHa
XHApONM3a [0 BpeMe Ha pe30pOLMATa B CTOMAIIHO-UPEBHHA TPAKT TOM GbP30 ce IpeBpbIIa B
AKTHBHOTO AEKapCcTBO KaHAecapTaH. KangecapraH € antaroHucT Ha auruotensud Il peuenropure,
cenexTHeeH 3a AT perienTopure, koHTO ce CBBEP3BA 3ApaBO ¢ pelieATopa ¥ ce aucotmupa 6asHo. Tokl
HAMA arOHHCTHYIHO AcHCTBHE.

Kangecapran He HHxuOupa aHTHOTEH3HH-KOHBEPTHPANIHS SH3UM, KOHTO IpeBpEIla 8HTHOTeH3HH 1 B
anruoTeHsyH II 1 pasrpaskaa OpanukuHpHa, Hama epext pppxy ACE 1 He ce moTeHImpa
OpanukuHpHa MY cybetannus P. [Ipy koHTpONpaHy KIMHHYHH U3ITHTBAHYS, CPABHARAIIH
kaHgecaprat ¢ ACE HaxubUTOpPH, uecTOTaTa Ha KalMlaTa e 61Na Ho-HHUCKa PH TIalHEHTHTE,
nosyyasald KaHAecapTal nuiekceTu. KanaecapTan He ce ¢Bbp3Ba U He OJIOKHUpa APYrH XOpMOHAIHA
peLenTOpH WiH HOHHM KaHaiH, 34 KOHTO Ce 3Hae, Y& MMAaT 3HAaUSHHE 3a PeryNHpaHeTo Ha ChPIedHo-
CHIOBATA JISHHOCT. AHTAarOHM3MET Ha aHTHOTeH3HH I (AT)) penentopute BOOY A0 CBBP3aHO C A03aTa
HOBHICHHE HA HUBATA HA [1a3MEHNA PEHHH, HHUBATA Ha aHrMOTeH3MH I u anruotensus I u no
MIOHIDKEHHE Ha TUTa3MeHHTE KOHICHTPALHY Ha allocTepOHa.

XUIIEePTOHUSA

Ilpu xunepToHNs KagaecapTal IPHYHHIBA J030-3aBHCUMO, [IPOABIKHUTENHO HAMATICHHE Ha
APTECPHANHOTO HAJIAraHe. AHTHXHHGPTGHGHBHOTO JeHCTBHE ce ABJGKH Ha HAMAACHOTO CHCTEMHO
nepudepHO CHIPOTHBNEHUE, Ge3 pethNeKTOPHO yUecTaBaHe Ha ChpAicunara AeifHoct. HaMa mprzHaLy
34 CEPHO3HA MITH NPEKOMEPHA XHTOTEH3N CIeR MBpBara 103a WM "rebound” edext cien
NPEYCTAHOBABAHE HA AGUSHHETO.

Crien mpunaraHe Ha ¢IHOKPATHA 1034 HA KAHIECAPTAH LIANEKCETHII, HAYATIOTO HA
AHTHXHAEPTCH3MBHUA eeKT 0OMKHOBEHO HacThIBA N0 2 vaca. TIpH npoAb/DKUTeNHO JeueH e
MAKCHMAITHO HAMANEHHE HA APTePHANHOTO BCHKA 032 OOHKHOBEHO Ce II0CTHTA JO YETHPH CeaMMIE H
ce NOMNBPIKA 10 BPpeMe Ha NPOABILKATENHO HeveH e, CrIOpen eaHH MeTA-aBAN3, CPeIHHAT
JonknaArenen ehekt Ha yrenuyagaHe Ha 1o3ata o1 16 mg 1o 32 mg Bensnix JHeBHO e mansk. Kato
Ce MM IPEBHI HHTePHHAHBHIYAIHATA BAPHAOHITHOCT, TIPH HAKOM NALIHEHTH MOXKE Ja ce OYaKBa
etexr Hal cpentus. TIpUIoKeHHeTO Ha KaHIECapTaH HHIEKCETHA BONHBK JHEBHO OCHIYPABa
e(heKTHBHO H NAABHO HAMAJIEHHE Ha apTePHATHOTO HALAraHe TI0 BpeMe Ha 24-4acoBHs MHTePBAT HA
Ao3Hpane, ¢ MAJIKA PABIHKA MENCLY MAKCHMAIIHHS M MUHAMAJIHES eQerT. AHTHXHIEPTeH3HBHUIT
e(eKT 1 MIOHOCHMOCTTA Ha KAHIEcapTad H IO3APTAH ca CPABHABAHM IIPH ABE PAHAOMH3HPAHH,
ABOMHO-CAENH HPOYYBaHNA BEPXY 06mo 1268 nanventn ¢ yMepena xunepTonus. MuguMannoTo
HaMaJIeHHEe Ha apTeprHanHOTO HagraHe (CHCTOMHYRO/aHacTon4Ho) © Gano 13,1/10,5 mmHg ¢
KAHACCAPTAH LTekceTHst 32 mg Beypbi qHerno 1 10,0 /8,7 mmHg ¢ nosapran xammit 100 mg
BEIHLK QHEBHO (Pasfika B HAMAJIEHHETO Ha apTepuantoTo Hangrade 3,1/1,8 mmHg,
p<0,0001/p<0,0001). Hali-qecTuTe Hesxenany cuduTes ca Gunu pecrmpatopHa uHeKIs
{(xanpecapran 6,6%, nozaprad 8,9%), rnapoGomne (kannecapras 5,8%, sozapran $,6%) n samalipane
(kanuecapTaH 4,4%, nozaptas 1,9%).

Koraro xanzecapras LHIEKCETHII 0 IIPHIars 3aeHO ¢ XUAPOXIOPOTHASH, HAMAEKHETO Ha
APTEPHATTHOTO HANATAHE © ANMTHEHO. ENHOBPEMEHHOTO MPUSOMEHNE HA KAHISCAPTAH IATEKCETHI ¢
XHAPOXNOPOTHAIHZ W aMITOIMIHA ce TIoHaea nobpe.

Kangecapran uMa nonobxa eheXTHEHOCT, He3aBRHCKHMO OT BR3PACTTA B 11014 Ha TAUHEH THES
JlexapcTREHH NPOAYKTH, KOHTO GIOKHPAT PEHHH-AHI HOTCHIHE-AJIAOCTEPOHOBATA CHOTE) / '
caafo U3pa3eH aNTHXHIICPTeH3HBEH eexT PR YePHOKOKH NIALMeHTH (TazH norynaiyh
€ ¢ HHCKO HHBO Ha peHMH) B CPaBHeHHe ¢ HeYePHOKOKH NIatMeHTH. Topa ce oTHacH CfiEh
KaHjecapTaH. B ejHO OTBOPEHO KIMHHHYHO H3NHTBAHE NpH 5 156 nanueHTH ¢ JHactoy
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XHUIICPTOHHA HaMAJICHHETO Ha apTePHATHOTO HAJATAHE TIO BPEeMS Ha NleveHue ¢ KanaecapTad ¢ 6uno
3HAYHMO MO-MAJIKO IIPH YePHOKROKY B cpaBHeHMe ¢ HeuyepHokoxu 6071 (14,4/10,3 mmHg cpemy
19,0/12,7 mmHg, p<0,0001/p<0,0001).

KanpgecapraH 3acuinBa 660pevHIa KPEBOTOK ¥ HIH HAMa ehekT, HIH YBeAHYABA CTENEHTA Ha
riioMepyiHa QuirTpard, karo SrOpeqnara ChI0BA PEIMCTEHUTHOCT B PUATpaONHaTa Ppakums ce
HamantaBaT. B enHo 3-meceuno KITHBMYHO H3MUTBARE [IPH XUNePTeHIWBHIL IAIMEHTH ChC 3aXapeH
Auader THO 2 ¥ MHKPOANOYMUHYDHA, SHTHXHIIEPTEH3HBHOTO IEUSHHS ¢ KasgecapTal HUISKCETH €
HAMATUNIO GKCKPEIMATA Ha anGyMHH ¢ YpHHATA {ChoTHOeHHE andyMER/KpeaTHHUN cperro 30%,
95% unTepsan Ha foseputenyoct 15-42%). Tonacrosenm uama Aauus 38 edexTa Ha KaHOecapTaH
BBPXY TIPOTPeCcHPaHeTo Ha AuabeTHara sedponatua. [IpH XunepTeH3UBHE TAIHEHTH CBC 3aXapeH
Juaber tHI 2, 12-ceAMMUHO HeUeHHS ¢ KaHAecapTad nunekceTun 8 mg 1o 16 mg we e oxasano
HEXENAHH eleKTH BEPXY KPBBHATA TIFOKO3A HIH AHNANHHS TpodinL.

EdexrTure Ha kanxecaprad nunexkcety 8-16 mg (Cpenta foza 12 mg), BEAHEK JHERHO, BBPXY
CHPACYHO-CHAOBATA 3a00EBASMOCT ¥ CMBPTHOCT Ca OHEHABAHH TIPH SAHO PaHAOMUIHPAHO KTHHIHYHO
H3NHTBaHE BepXy 4937 MalMenTH B HaNpeRnana peapacT (Ha Bh3pact 70-89 roauuy; 21% wa Bp3pacT
80 w1 mo-BR3IPACTHH) C© NeKa 10 YMEpSHa XUNepTOHKA, IIpocnensrann cpeso 3,7 romunn (Study on
COgnition and Prognosis in the Elderly). TlamuenTaTe ca nomy4aramy KaHAeCcapTad WANSKCETHI UIH
mwianedo ¢ JodapaHe Ha APYIo AHTHXHIEPTEH3NUBHO NeUsHte CNopen HyXKTe. APTepUanHoToO
Haidrafe ¢ Hamaneso ot 166/90 na 145/80 momHg s rpynata ¢ kangecapral 1 o1 167/90 Ha

149/82 mmHg B koHTpoNHaTa rpyna. HaMa CTATHCTHYECKH 3HATHMA PasikKa B N-pBHUHATA Kpalua
TOUKA, POMEMHTE ChPIAECUHOCHA0BH CHOMTHA (ChPASUHO-CHA0BA CMBPTHOCT, Hedatalnes HHCYNT K
Hedaranen Muokapaen rrdapkr). Habmonapauw ca 26,7 csOutug na 1000 nanuenTo-TONMHM B
rpynara ¢ kangecaprad cpewy 30,0 crOutus Ha 1000 natpenTo-roguyy B KOHTPOJIHATA IPyNa
(oTHOCHTENMeH pHek 0,89, 95% CI 0,75 mo 1,06, p=0,19).

CrpaeyHa HeOCTATEYHOCT

JledueHneTo ¢ KaHAECApTAH LHASKCETHT HAMANABA CMEBPTHOCTTA, HAMANABA CAYYAUTE Ha
XOCIUTAITH3AIHS IOPAIM ChPAEYHA HEXOCTATHYHOCT H MOAOOPSIBA CHMIITTOMHUTE IIPH HALMEHTH C
JIeBOKaMepHa CHCTOMHA JTHCGYHKIH, KaKTO NoKassat pesynta nporpamMata CHARM (Candesartan in
Heart failure - Assessment of R< Mortality and morbidity/ Kaunecaprad nipu ospaeusa BeL0CTATHUHO
HaMaNsBaHeTO Ha CMEPTHOCTTA 1 3a00AeBaeMOCTTa).

Tasu nporpaMa Ha MyATHHALMOHAITHO, TNaLe00-KOHTPONUMPAHO, NBOMHO-CIANO KIMHUYHO W3NUTRAHE
TIpH NAIHEHTH ¢ XPOHMYHA chpaeuHa HegoerareuHoot (XCH) ¢ I ao IV ¢ynkuuoBaieH knac 1o
NYHA ce ¢seTOH OT TpH oTHenHH npoyssamins: CHARM-Anrtepuarura {n=2028) npy naumesTH ¢
neBoKamepHa dpakiig ua uatnackeane (JIKDI) <40%, Henexyeanu ¢ ACE nuxuburop nopau
HEeTIOHOCHMOCT (TIPeAMMHO, ABMRALA ¢ Ha Kanutina, 72%), CHARM-Monsnnurenta (n=2548) npu
nanpenTr ¢ JIKOH <40% u nexysauu ¢ ACE unaxnturop, 1 CHARM-3anazena (=3023) npu
nauyenTH ¢ JIKOH >40%.

[ManmenTtrTe ¢ onTHManta Tepamis Ha XCH #a #3xoH0o HERO c2 PAHAOMH3MPAHY B Ipyna ¢ nnanebo
WM KaBJEeCapTaH IHNeKceTHA (C IOCTeNeHHO NOBRINCHNE Ha J03aTa OT 4 mg Wik § mg BenHbXK
HHEBHO 00 32 mg sellHbK AHSBHO WM O Hal-BHCOKATA MOHOCHMA AO33, CpefHa 1033 oT 24 mg) M ca
NpOCeAfBAHH B NPOAB/DKESHHE Ha cpenno 37.7 meceua. Cnen 6-meceuno neuenne 63% or
HalHEHTHTE, BCe Ole MPHEMAITH KaHnecapran wunexcetana (89%), ca AOCTUTHARH TAPreTHATA J03a OT
32 mg.

B CHARM-AnTepHatiBa, CECTABHATA KpaliHa TOUKA OT CHPISYHO-CHAOBA CMBPTHOCT HITH ITHpPRA
xocrmranuzanua nopagqu XCH e Oxna 3HayuMO HaManeHa NpH KaHAecapTad B CPaBHEHUe ¢ miaebo
(puckor koedumuert (PK) 0,77,95% CI 0,67-0,89, p<0,001). Tora croTBeTCTBA HA HAMalleHHE
OTHOCHTENIHHS PHCK ¢ 23%. YeTHpHHaneceT nalMenTy € Tpadeaio na ObAat NeKyRaHU B
TIPOHBIDKEHHS HA LIOTO U3NMTBAKE, 33 [a ce NPEJIOTRPATH CMBPTTa Ha &HH COoNeH OT ¢
CBIORO CHOUTHE UK Ja ¢ XOCHHTANMINAPA 32 NEYECHHE HA CHPIICYHA HeJOCTATHUHOCT.
Kpaiiha TOYKa OT CMBPTHOCT OT BCAKAKBa HPHUHHA HITH I[ThPBA XOCTIHTAARA UM [TOPa]
CBIIO 3HAYHMO HaManena ¢ kaunecapran (PK 0,80,95% CI10,70-0,92, p=0,001). X nsa
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Ha Te3H ChCTABHH KpaiiHi TOUKH - CMBPTHOCTT2 H 3abonesaemocTTa {(xocnutanusanus nopagu XCH)
ca JOTIPHHECHH 3a GaronpHATHETE ¢dekTi Ha KaggecapTaH. JIeueHHeTO ¢ KaHAECAPTAH HUIICKCeTHI €
noseno no noaocOpasane Ha Gyaxiponanuus kaac no NYHA (p=0.008).

B CHARM-JlonsnHuTeHa, ChCTABHATA KpaliBa TOUKA OT CHPASHHO-CHA0BA CMBPTHOCT M NbpBa
xocnuranuzanuy Ha XCH e 61na 3nauuTenHo HaMaieHa ¢ KaHaecapTaH B cpaeHenue ¢ nmnauebo (HR
0,85, 95% CI 0,75-0,96, p=0,011). Toea crOTRETCTB HA HAMANEHHE Ha OTHOCHTESAHESA PHCK ¢ 15%.
JBameceT H TPH MALHEHTH ¢ TPAORANO fa 6baT NeKYBaHH B NPOXBDKCHHS Ha IUIOTO U3IUTBaHe, 33
Ja ¢e NPeAOTEPATH CMEBPTTA HA eOHE O0AEH OT ChPASUHO-ChAORC CEOKTHE HAH AA C& XOCIHUTaAu3Mpa
3a JIeueHHe Ha ChpIeyYHa HefocTaThuHoCT. ChoTaBHaTa KpaliHa TOUKa OT CMBPTHOCT OT BCAKAKBA
NpHYEHA HIH IThpRa Xocmuramisanus nopass XCH e Onna cp1to 3Ha4HMO HaMaleHa ¢ KaHAecapTaH
(PK 0,87, 95% CI 0,78-0,98, p=0,021}. H npaTa xOMIOHEHTa Ha Te3W ChCTABHR kpaliBH TOUKH -
CMBPTHOCTTA U 3aboneBaeMoCTTa {(XocnaTanusaums nopany XCH) ca zonpusecu 3a
GnaronpuaTHHTE edeKTH Ha KarpecapTan. JleweHreTo ¢ kaHmecapTaH € foBeO A0 HoAoOpABaHE HA
bysxiponanHus knac o NYHA (p=0,020).

B CHARM-3artazeHa, He © TIOCTHIHATO CTATHCTHUECKH 3HAUMMO HAMAaAeHye Ka CbCTABHATA KpaliHa
TOYKA OT CHPJSYHO-CEIOEA CMEPTHOCT WIH IEpRa xocrmranuianyg nopaxy XCH (PK 0,89, 95% CI
0,77-1,03, p=0,118). bpoiinoTo HaManeH#e ce OTAABA Ha HaManeHHus 5poit xocmUTaNK3alMK Hopasn
XCH. Hama pansi 3a ediekTa BEPXY CMEBLTROCTTA NIPH TOBA OPOVIBAHS,

CMBPTHOCTTA NIOPAIH BCAKAKBH HPHYHHY He & una CTAaTHCTHYECKH SHAYHMA 1P H3CIICABAHE
MOOTHASNHO HA BCAKO OT TpuTe npoyyusarug #a CHARM. CybpTHOCTT2 Opady BCAKAKBY IPUYHHE
obaue e Orna wacneneaHa W IpH obonresyTte Aauny ot nomynauuure, CHARM-AnTepHaTHBEa N
CHARM-JTo6asena (PK 0,88, 95% C1.0,79-0,98, p=0,018) u npu scruxure Tpu npoyusanus (PK
0,91, 95% CI 0,83-1,00, p=0,055).

BraronpusTauTe eeKTH Ha KAHAECAPTAH BEPXY ChPACUHO-CHAOBATA CMEPTHOCT H
xocnuTannzanuaTa nopagy XCH ca 61Ny mOCTOSHHM, HE3ABHCHMO OT RB3PacTTa, IoNa U
CBIVETCTEAIIOTO MEAHKAMEHTO3HO feueHne. Kanaecapras e Sun ediekTaBeH B NipH NALHEHTH,
JIeKyBaHH eAHOBpeMeHHO ¢ OeTa-Oimokepu 1 ACE HHXROHTODH, H € MOAYYeHa 110132 He3aBUCHMO AallH
naudenTrTe ca mpaeMand ACE #HXuOHTOPH B TapreTHATa 034, NPENophUBAHA B PhKOBOJCTBATA 34
JIeYeHHE.

Ipu mandentd ¢ XCH 1 orcnalena nepoxamepua cuetonua dvuxis (iesoxaMepHa Qpakuig Ha
nsrnackeade, LVEF < 4(0%), kaHgecapraH HAMAASBA CHCTEMHOTO ChAOBO CHIPOTHBACHUE H
GenonpoBHOTO KAMMITAPHO HARAraHe, YBEAHYARA aKTHBHOCTTA HA NINA3MEHHS PEHHHE H
KOHUEHTpaLusTa Ha anTHoTeH3uH I 1 Hamangpa HOBATA Ha ANIOCTEPOH.

5.2 PapMakoRHHETIIHA CBOHCTER

PSSOEGQHﬂ H PA3npeACICHHE
Cren IepOopaIHO OPHIMKEHHE, KEHNSCAPTAH [HIACKCETHA C& NPEBPLIA B ACKapCTECHOTO BCIIECTBO

KaHgecapTad. AGcomoTHaTa SHOHATHYHOCT Ha KaHJecapTaH e npubmusurento 40% caen
NPUAOIKEHHE HA PA3TBOP 33 NSPOPANHO NIPHIOKeHYe Ha KaHaecapraH ipnexceti. OTHOCHTENHaTa
6HoHaNMMHMHOCT Ha TabneTHaTa HOpMA B CPARHSHUE CbC CHIIHS PASTBOP 32 NEPOPATHO IIPHIOKEHHE €
npubIIaTenHo 34% ¢ MHOPO Manka papuadungoct. CneaoBaTeNHO H3uHCACHaTa abcomoTHA
GuonamiunocT na Tabnerxkara ¢ 14%. CpegaaTa MaxcumanHa cepymua xonnentTpanus (Cr, ) ce
noctara 3-4 yaca cheft ipueMa na TabaeTkara. CepyMHEHTS KOBUEHTPAlMY Ha KaHNECapTal HapacTBaT
nuHeiiHO ¢ yBeAHYABaHe Ha IO3HTE B TEPANSBTHYHHTE A030BH rpanuiy. He ca nabmonapsHy NoloBH
Pa3iHKH BEB (DAPMAKOKHHETHKATA Ha Kagpecaprad. [lnoiutra nox kpusata cepyMHa KOHLIGHTPALIHS-
Bpeme (AUC) Ha kaHAecapTaH He C& NIOBNHARA 3HAYMMO OT XpaHa.

KanmecapraH ce CBbpsBa ¢ TiazMeHHTe NPOTeHHH BB BHCOKa cTeneH (Han 99%). Bunum
pasnpenenedre Ha kanfecaptas € 0,11/kg.

MeraGoluzsM B eIMMEHHpPAHS
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Kanpecapran ce eTMMHHEPA NPEAHMHO B HENPOMEHEHA (JOpPMAa ¢ YPHHATA U JKITBUKATA M CaMO B
MaJIKa CTere ce eAUMUHIpa Ype3 uepHonpodeH MetabonussM. TepMUHAHUAT SMMMHHALIHOHEH
MOTY>KUBOT Ha KaHAecapTal ¢ npubausznrento 9 9aca, HaMa KyMyAHpaHe clie MHOTOKPaTHO
NPHIOKEHHE.

ToranauaT nnasMeH KIMPBHHC Ha KaHAecapTad e okomno 0,37 ml/min/kg, xaro OBOpeUHHAT KIMPBHC €
okono 0,19 ml/min/kg. EnumMuHMpaneTo Ha KaHAecapTaH npe3 6r0penuTe ce OCHUIECTRABA Ype3
rroMepynHa GuIrpalis M akTueHa TyOyIHa cexpenua. Cnen nepopaliHo IPHIICKSHHE Ha MC-Gensaan
KaHIecapTaH WMISKCeTH, pubnusutento 26% OT go3aTta ce eKCKPETHPA B YPUHATA KaTo
KaHAecapTad U 7% kaTo HeaKTHeeH MeTaboMMT AoKaTo 56% OT J03aTa ce OTKPHBAT BEB (PeKasiuTe
karo kanpecaprad u 10% mnox popmara Ha HeaKTHBEH MeTaboMMT.

@apmaxoml-[e'mxa IPH CIICITWANTHA [OMTYIAaTTHH

[pu muua B HanpenHana Be3pact (Hag 65 roquaH) C,y,, 1 AUC Ha kaHnecaprtad ca G4 yeenHueHH
nprOmHzuTenHO ¢ 50% u 80% CHOTBETHO B CpaBHEHHE ¢ MAaIH HHAUBHAA, OTroBOPHT Ha
apTepHANHOTO HaNAraHe H UeCToTATa Ha HeXKenaHuTe chOuTHa obade ca Srin nonobHM ciien
onpeneseHa 1032 KaHAecapTaH IHIEKCeTH IPH MAAAH MaleHTH ¥ OONTHH B HalpeaHaa Bb3pacT
(BwK paszaen 4.2).

[Ipn naumenTy c neko g0 yMmepeHo 6pdpeyro yepexnase Co,, 1 AUC Ha xaugecapTad ca 6UAH

NIOBHILIEHH NPH MHOrOKpaTHO npunoxenue ¢ 50% u 70% cbotBeTHO, HO ti/2 He e MoBUIIEHO B

cpaBHeHHe ¢ Gonnure ¢ HopManHa 0p0peyHa GyHKIHs. ChOTBETHUTE NIPOMEHH NIPY MALHEHTH C
TexKO OBOpedHo yBpexxaaHe ca 6unu npudnusurenso 50% u 110%, croTreTHO.

TepmunannoTo ty,2 Ha KaHfecapTaH 6110 DPUONHU3UTEIHO YIBOSHO NP NALMEHTH C TEXKKO OBOpeusHo
yepexkaane. AUC Ha kaHecapTaH NPpH HAlHeHTH, IIOVIOKEHH Ha XeMOAHanu3a, ¢ 6una nofotHa Ha
Ta3H NpH COMHH ¢ TEXKO OBOpeUHo YRpeXKIaHe.

TTpy nauueHTy ¢ NeKO IO YMEPEHO 4epHoapobHO YRpexaaHe ¢ nabmogasano 23% ysenuyenue Ha
AUC na ¢ xannecaptas (Brok paznen 4.2).

5.3 Mpeagoaauin JaHEH 32 0e300acHOCT

Hama pannu 3a aBHOpMHA CHCTEMHEA TORCHYHOCT HIIM TOKCHYHOCT HA TAPTETHHTE OPIaHH NPH
KNHHHUHO MPHAOKHAME No3H. [Tpa npenriMHIYHE NpoyuBaHis 32 0e301acHOCTTA KAHAecapTaH e
oxazan edexr BEpRY ObOpeLITe H MOKAZATENMTE HA YSPBSHUTE KPBBHY KJIETKY GO/ TPHIONEHHS BB
BUCOKH ZO3M HA MALUKH, IVBX0BE, Kydera ¥ MaimMyun. Kannecapran IpeiussHKea HaMalenne Ha
[OKAZATENNATEe HA YePBEHATEe KPBBHA KIETKH (PUTPOLIITH, XeMornotuy, xeMatokpur). Edextute
Bppxy Gebperre (Karo nerepeTHImaneH sedpar, TySynHa nuctensud, Gaz TyEymm; nosHwena
IA3MEHA KOHLEHTPALMA Ha Ypes W KPEeaTHHIH) ¢a 0T KAHASCAPTAH, KOETO MOMKE Ja Ce IBINH Ha
XunoTeHsuBHUs edexr, KolTo Boau 4o npomern b 6ubpeunara nepdyana. Ocser TOBa, kKaHAecapTaH
HHAYLMPa XUePIUIasia/XHNepTpodhus Ha IOKCTAIIOMepYIHITe KiteTkH. Cuura ce, ye Te3H NPOMeHH
ca NIPHUMHEHH OT PapMaKOIOrHYHOTO JeHeTERE Ha kaHjecapTad. IIpH Tepanes TRy Fo3H Ha
KaHIECAapTay NpH Xopa XHneprnasnsTa/xuneprpodusita Ha Gu0peuHiTe KKCTATTIOMEPYIIHH KIeTKI
HBIVIEHKIA HAMA HIKAKBO 3HAUSHHE,

HaGmopasana e eTOTOKEHIHOCT NpK KbCHA OpeMennocT (BIDK pasyen 4.6 BpeMeHHOCT W KbpMeHe).
JaHHH OT NPOYYBAHHATA HA MyTAreHHOCTTA in Vitro B in vive NoKassar, HecapTa HaMa
KITACTOIEHHA B MYTareHHA aKTHEHOCT B YOAOBHATA Ha KIMHUYHA VIO
Hsima gaueH 38 KAHIEPOIeHHOCT., ‘

6. ©OAPMANEBTHYHM JAHHH

6.1 Conenx Ha NOMOIAKTE BENIECTHEA
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JlakTo3a2 MOHOXHApAT

IlapeBHYHO HUHIECTE

Maxporon 8000

XM ApOKCHIPOIIMILEAy103a

Kapmenoza kanouii

Marnesues creapar S S
Yepees >xeneser okeu (E172) «(camo B Tabnerkute or 8, 16 1 32 mg)
6.2 HecnBMecTHMOCTH

He e npuaoxeno,

6.3 Cpok Ha rogHocT

2 TOOMHH

64 Coenuanuu Npe)IAZHH MEPKH UPH CHXpaHeHNe

To3H NekapeTReH NPOAYKT He H3HCKBA CTIELMANHHE YCIIOBHS 32 ChXpaHeHue,

6.5 JIanuu 3a 0RAKOBKATA

Baucrep PVC/PVDC/Aymunuii
TonemuHa Ha onakoskata: 14, 28, 30, 56, 60, 84, 90, 98 TabeTku B KyTHA.

He pernuku onmakoBxy MOTraT Aa ca Ha nasapa.
6.6 Coenmannd NpeJHA3HH MEPKH NPH H3XBLPJIAHE
HsMa crelpanuu H3HCKBaHUA

Beekd HeH3MON3EaH NPOAYKT HITH OTIIAABYHHATEC MaTepHaNlH OT HETo Tp5[6Ba Aa CC H3XBBPIIAT B
CBOTBECTCTBHE ¢ M3MCKBAHHATA HA MECTHOTO 2aKOHOMATEIICTRO.

7. HNPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

KREKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, Criopenus
8. HOMEP(A) HA PASPEIIEHHETO 3A YHOTPEBA

9. JATA HA ITBPBO PASPEINTABAHE/HOJHOBABAHE HA PASPENIEHHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

| SmPCPIL005312/4 | 04.06.2009 — Updated: 05.01.2010 T zuyy™ 2 | Page 15 of 26




