KPATKA XAPAKTEPUCTHKA HA ITPOJIYKTA

1. HUME HA JIEKAPCTBEHUS ITPOXYKT _gp_.s:'; %) 5‘1

Hoptusan 40 mg ¢rnmMupany TabieTku - P e 2 O
Hoptuean 80 mg punMupanm tabnerku 273 / F-0/- 09
Hoprusan 160 mg ¢unMupanu Tabnerku e

Nortivan 40 mg film-coated tablets
Nortivan 80 mg film-coated tablets
Nortivan 160 mg film-coated tablets

2. KAYECTBEH H KOJIHMECTBEH CHCTAB
Besika puinmupana tabnetka cpaspika 40 mg, 80 mg unu 160 mg Bancaprau (valsarian).

[lomomnu BemecTsa: Beska ¢uimupana tabnetka Hoprusan 40 mg cwabpxka 21.11 mg nakxrosa
MoHOXUpaT U (.126 mg neuutHH (ChIbpkKa COEBO Macio)

Bceska ounmupana tabnetka Hoprusan 80 mg ceavpxa 42.22 mg nakroza MoHoxuapaT H 0.252 mg
JIELUTHH (CBABPXKA COEBO MaCIIO)

Besika punmupana tabnerka Hopruean 160 mg coaspka 84.44 mg naxroza MoHoxuapar u 0.504 mg
JISUMTHH (CBABPIKA COCBO MACTIO)

3a MBJIHHA CIMCHK HA TOMOIIHHUTE BellleCTBa, BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

OunmMUpaHH TabeTKH

Hoprusan 40 mg tabnerku: XbnTH, oBanHH, ABOHHOUBITEKHAIIA QWIMHpaHU TaONeTKH ¢ pazMepu 9
X 4.5 mm, ¢ JeIMTENHA YepTa OT €dHATA CTpaHa M HaaAmMC “V”’ oT Apyrara.

Hoptusan 80 mg tabnerku: Po3oBH, OBaNHH, ABOMHOM3MBKHAIN (MIMHPAHH TAOJETKH ¢ JUAMETED
8§ mm, ¢ JeHUTeNHA YepTa OT ABeTe CTpaHu M Haanuc “V> or egHara.

Hoprupan 160 mg tabnerku: XKbaTH, opajiHy, ABOHHOM3IIBKHAIM (PHUIMHPAHN TaOJETKH C pa3Mepu
15 x 6.5 mm, ¢ JeTUTENHA YepTa OT €IHaTa CTpaHa U HaanMc “V” ot apyrara.

Tabnerkara MOXe Ja pazacieHa HA B¢ paBHHU [IOJIOBUHH.
4. KIMHHYHA JAHHA
4.1 TepaneBTHYHA NOKAZAHHA

Xunepmonus
JleyeHue Ha eceHIMaIHA XUIIEPTOHUS

IIpecen ungpapxkm na muoxapoa
HopTuBaH € nokasaH 3a nofoOpABaHE Ha NPEXUBAEMOCTTA CAel npeceH MHapKT Ha MHokapaa (12
yaca — 10 JHH) NpH KIMHUYHO CTAOUNHU NAlHeHTH ¢ PU3HALY, CHMITTOMM WK pagvonor

4.2 J0ZHpOBKA H HAYMHH HA NPHIOKECHHE
Havun na npunooicerue.

TabneTkuTe TpaOBa Aa ce NOrTBIIAT C JOCTATHYHO KOJMMYECTBO TEYHOCT (Hamp. €
Tabnerkara Mmoxe Aa ce mpueMa ¢ Wik Oe3 xpaHa.
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XunepmoHus

[IpenopbuurenHara no3za Ha HopTueaH npu nosedeTo nauveHTy € 80 mg €IUH IIbT JHEBHO. 3HAYUM
aHTUXMIIEPTEH3UBEH €(EKT Ce MpOABABA B PAMKMTE HAa 2 CEAMUIIM, a MaKCHMMaJleH €(QeKT ce
HaOmomaBa cinen 4 ceamuud. [Ipy nmanueHTH, YHETO APTEPHATHO HANATAHE HE €€ KOHTPOJIHpa
afileKBaTHO, A03aTa MoXe Aa Obpae 3asumcHa 10 160 mg. [1o-HATATBINHO NOHMKEHKE HA APTEPHATTHOTO
HanAraHe MOJKE J1a C€ TIOCTUIHE KaTo ce A00aBH THA3ZKHACH AUYPETHK.

Hoptreal Moxke Aa Oble NpHIaraH 3a€JHo C APYTM aHTHXUIECPTCH3IABHHA JICKAPCTBEHU CPEACTBRA.

Ynorpeba npu DaHEHTH HAO 75-roIUIIIHA Bb3pacT:
[IpenopsuBa c€ MO-HHUCKA Ha4anHa xo3a oT 40 mg eIMH MbT JHEBHO.

Ynorpeba npu 650peuH0 YBpexKaaHe:

[Ipu nammentu ¢ ymepeHo 6bp0pedno yBpexznaHe (T.e. kpeaTMHHHOB KMpbHC 20-50 ml/min) ne ce
W3MCKBA KOpeKIHd Ha HadJainHaTa Ao3a. BancapraH e NPOTHBOIIOKAa3aH IIPY TIAIMEHTH C TEXKKO
yepHOApPOoOHO yBpexaaHe (BxkK. Touka 4.3.)

YnoTpeba mpy NanyeHTH ¢ HAMaJleH BhTPECHIOB 00eM:
ITpM NalMeHTH ¢ HAMaJIEH BHTPeCHAOR 00eM (Hanp. mpH JNEYEHHE ¢ BUCOKM J03H AUYPETHIH, YHMTO

1034 He Morat Aa ObaaT HaMalleHH) ce TIpenopbyBa HavaaHa 1o03a ot 40 mg.

Ynorpeda npH NalMEHTH € JIEKO JI0 CPeAHO-TEXKKO YePHOAPOOHO YBpexJIaHe:

Jleyenuero TpsaOBa jga 3amouHe ¢ go3a oT 40 mg eauH mpT AHeBHO. J/[HepHaTa n03a He TpadBa [a
nagpumasa 80 mg. Hoptuean He TpaOBa na ce mpUeMa OT IAUMEHTH C TEXKO HEPHOAPOOHO
yYBpEXKAaHe, IHpo3a Wik OunuapHa o6cTpykuusa (Bx. Touka 4.3).

Ynorpeba npH Acua M FOHOLIN:
He ce npenopsuBa ynorpedara Ha BajicapTaH IIpH Acna 1o 18 roauHu, nopaau IMncara Ha JaHHM 3a

Oe3onacHOCTTa M €PHKACHOCTTA.

IIpecen unghapxm na muoxapoa

JleueHHeTO MOKE Aa 3anouHe 12 waca ciel MHOKapAeH HH(APKT NpH KIHHAYHO CTaOWIHN NaLHEHTH.
Cnen HavanHa xo3a oT 20 mg aBa ITbTd JHEBHO, Tpe3 CAeABAIliMTEe HAKOIKO CEIMHIM, JICUYCHHETO
TpsAGBa nmocTeneHHo Aa ce yeemuuu Ao 40 mg, 80 mg u 160 mg nsa nuTH AHeBHO. Havyannara nosa ce
ocHrypsapa ot upes3 40 mg aenuMu TabIeTKH.

[IpuuenHata MakcMManHa jgo3a € 160 mg nsa meTH JHeBHO. OOHKHOBEHO Ce mMpenopbyBa Ja
JocTUrHaT 103 oT 80 mg nBa NBTH JHEBHO 3a [ABE CEAMHLM Cl€ 3allOYBAHE HA JICYCHHETO H
MaKCHMalIHaTa Jjo3a oT 160 mg gBa MbTH OHEBHO A C€ JOCTHCHE 32 TPU MecCelia B 3aBUCHMOCT OT
MOHOCHMMOCTTa Ha mnanueHta. [IpH M3sBa Ha CHMOTOMATHYHA XHINOTOHHUA HWIH HapyIICeHHE Ha
OBOpeunaTa GyHKIHUA, ceaBa a ce 00CchpIH HaMalsBaHe Ha Jo3ara.

Bancapran MoXe Ja ce Ipuiara IpdU MAaLMEHTH, JEKYBaHH ¢ IPYrH CPeacTBa 3a JeYeHHe Ha
nocTHHGAPKTHH CHCTOAHHA, HAlp. TPOMOONMTHLM, aLCTWICATHIMIOBA KHCEIHHa, Oera-0okepw,

CTaTHHHM M AMypeTHIH. EnnoBpeMenHaTta My ynotpeba ¢ ACE-unxuburopu He ce npernopbysa (BXK.
Touxku 4.4, 4.8 u 5.1).

OueHKaTa Ha NAIUEHTHTE clled HH(PApKT Ha MHOKApAa BHHArd TpsAOBa Ja BKIKOYBA OLICHKA Ha
6bOpeuHaTa QyHKIHUA.

Yrorpeba npu 660peuHO yBpexiaHe:
[Ipy nmaumeHTH ciel MHOKapaeH HHPapKT U C JIGKO A0 CpPeJHO-TEKKO OBOpeuH

[Topaau ToBa, HoprHpaH He Tpadea /1a ce puiara Npy NAUMEHTH ¢ TEXKO 6h0pey
TouKa 4.3).




Vnotpe6a IpH NAIMEHTH ¢ JIEKO JI0 CPEIHO-TEXKO YEPHOAPOOHO YBpEXKAaHE:
Jlo3u, To-BHcokH oT 80 mg IBa ITETH JAHEBHO MOTaT Ja OBJaT NMpiUIaraHyd caMo aKO C¢ NPCUCHH, Y€
moi3aTa TNPEBHIIABA BB3MOKHUA DPHCK OT NOBMIIEHATa [032 BajcapTad. llallHeHTHTE C TEXKO

4epHOAPOOHO YBpexIaHe, LINpo3a MM GunypapHa oOCTPYKIMA He TpabBea na npuemat HopTrean (BiK.
TOYKa 4.3).

Yrorpeba IIpH Jena ¥ I0HOIIH:
He ce npenopruBa ynoTpebaTa Ha BajcapTaH npH aeila 1o 18 roanHy, nopajy Jiarcara Ha aHHH 34
Oe3onacHOCTTa U €PMKACHOCTTA.

4.3 IIpoTHBONOKA3AHHA

CBpPBXUYYBCTBHTEJHOCT KBbM BaJICapTaH, COSBO Macia0, (BCTBYEHO MAacio WIM KbM HAKOe OT
[IOMOILIHKTE BellecTBa (BX. Touka 6.1).

Texxo depHOAPOGHO YBpeXaaHe, OunvapHa Hpo3a ¥ Xonecrasa

Texko 6L6peuHo yBpexk/IaHe (KpeaTHHUHOB KITHPEHC <10 mi/min) 1 manienTH NpoBEX Ay
XeMOIuann3a.

2-pH U 3-TH TPUMECTBP OT GpeMeHHOCTTa (BXK. TOYkH 4.4 1 4.6)

KnpmeHne (BX. Touka 4.6)

4.4 CHelHAIHH OpeAyIpeXAcHAS 1 NPeANa3HH MEPKH NPH ynoTpeda

Xunepranuemua

EpHOBpeMeHHATa ynoTpeba ¢ KanuesH J00ABKH, KaTHA-NECTAH AHYPSTHIM, 3aMECTHTEIH HA COJITA,
CBABPKALM KMkl WIH APYTH JCKapCTBEHH IIPOIYKTH, KOUTO Ouxa MOTJIH Ja IOBULIAT HUBATa HA
KaJTUii (XeNmapyH U T.H.), TpA6Ba ja ce OChUIECTBABA C MOBHILICHO BHUMAHHE U C HCCTO MOHUTOPHUPAHE
Ha CTOMHOCTHUTE Ha KaJIHH,

Iayuenmu ¢ nampues wunu obemen Oeuyum

[lpr namMeHTH ¢ TEeKbK HATPUEB WMWK oOeMeH ACQULMT, Hanp. MOMYy4YaBaly BHCOKM JO3H
MUYpeTHLIH, B PEAXH CIy4ad cyieJ 3alovBaHe Ha TepanMd C BajlcapTaH MOXe Aa CC H3ABH
CHMITTOMAaTHYHA XUIOTOHHA. HarpueBnar wwin obemeH aeduuut Tpiabea aa ce KOPHTHPAT NPEIH
3a[fOYBAHE HA JICUEHHETO ¢ BA/ICApTaH, HApUMep 4pe3 HaMaJIsBaHEe A03aTa HA [IHYPCTULIMTE.

Cmenosza na 6vbpeuna apmepus
[Ipy manyeHTH ¢ JBYCTpPaHHA CTE€HO3a Ha OBOpEYHUTE apTepHH WIM MpU CTCHO3a Ha apTepHd Ha
eIMHCTBEH OBOpek, Ge3onacHaTa ynorpeba Ha BaJicapTaH HE € YCTAHOBCHA.

KpaTKOCPOYHO MPHIOKEHHE Ha BAICapTaH MpH ABaHANSCET MAllMeHTa ¢ PeHOBasalHa XHIEPTORHUA,
BTOpPHYHA TIPH €AHOCTpaHHa CTeHo3a Ha OwvOpevHaTa apTepus, HE BOAM A0 3HAYHMHM NPOMCHA B
GpOpedHaTa XEeMOJMHAMUKA, CEPYMHHMS KPEaTHHHH WM HMBOTO Ha ypei B KpBBTA (BUN).
HezapvcHMO OT TOBa, KaTO MApKa Ha 0€30nacHOCT ¢€ MPEnophiBa NpoCaeAsBale NPH NALUCHTHATE C
eIHOCTpaHHAa CTeHO3a Ha OBOpevHaTa apTepus, TBH KaTo NpW TAX ApYrHTe JIEKApCTBA, KOMTO
NOBJIHABAT PEHMH-aHTMOTEH3UH-ANIOCTEPOHOBATA CHCTEMA, MOraT [a IOKa4aT CTOMHOCTHTC Ha
ypesTa ¥ CEpyMHHsA KPEaTHHHH.

Bvbpeuna mpancnaanmayus
JTo TO3M MOMEHT HAMa HATPyNaH ONMT MO OTHOLIEHWE Ha Oe3omacHaTa yrioTpeba Ha BaJIC
NalMeHTH Che CKopoInHa 6s0peyHa TpaHCILTaHTalHs.

I[Ivpauyen xunepairdoCmepoOHU3bM ;
[lam®eHTHTe ¢ THPBHUCH XHIIEPATIOCTEPOHH3EM He TpaOBa Ja ce JICKYBaT C BaIqapeT

TAXHaTa pEHHH-ﬂHl"HDTBHBHH-BJ'IHOCTQPOHOBa CUCTEMA € 3acerdarta OT ITEPpBUYHO 3a0

Aopmna u Mumpanna cmeno3a, 00CMpPyKMUSHA XURepmMpoPULHa KapOUOMUONAmus




KakTo nmpu BCHYKK Ba3OAWIATATOPH € HEOOXOAHMMO CIAa3BaHe HA CreLMallHU NPEeAna3sHU MEPKH IpH
MAKEHTH, CTPaJalld OT aopTHa WIM MHUTpPATHA CTeHO3a, MM OOCTPYKTHBHa XumeprpoduiHa
KapJAHOMHOIIaTHA.

Fvopeuro yspesicoane
He ce Hanara KopurdpaHe Ha A03aTa IpH NaLUeHTH ¢ O60peuHo yBpexkIaHe ¢ KpeaTHHUHOB KIMPBHC
> 10 ml/min.

YeproOpobHo yepedicoane
[IpH MaLMEeHTH ¢ JIEKO A0 CPENHO-TEXKO YePHOAPOOHO yBpexkaane 63 xonecrasa, BajicapTaH TpiaOsa
Ia ce mpwiara npeanasaueo. J{osara Ha BajicapTaH He Tpa6sa fa npepuiuasa 80 mg.

IIpecen unghapxm na muoxapoa

EnnospemenHara ynorpefa Ha KanmTONpwi W BajcapTaH He € MoKasaia XONMBIHHTENIHA KIHHHYHA
[oJI3a, BMECTO TOBA PHCKBLT OT HEXKEJaHH pEaklid Ceé IOBHMUIABA B CPABHEHUE C JICUCHHETO CbC
CLOTBETHHTE JIEKapCTBEHM MpOAYKTH nootaenHo (k. ToukH 5.1 wm 4.8). CnenorarenHo,
eJHOBpPEMeHHAaTa yrnoTpeba Ha Te3H NMPOIYKTH HE C€ MpenophymBa.

Heobxomumo € ocofeHo BHUMaHHE TIPH 3amovBaHe Ha Teparus MpH NalHEeHTH cjlel MHQapKT Ha
muoxapaa. OLeHKaTa Ha HalleHTuTe cile] HH(papKT Ha MMOKapJa BUHArH TpA0Ba Jla BIUTIOYBA OLIeHKA
Ha 6p0peunara QyHKIMS (BXK. TO4Ka 4.2).

Ynorpefara Ha BaJcapTaH NpH MAUMEHTH ClIed HWHPAPKT Ha MHOKAap[a 4YeCTO BOAHM 10 M3BECTHO
[IOHWKABaHe HA APTEPHATHOTO HAJIAraHe, HO aKO C€ CNa3BaT MHCTPYKLHMHTE 33 A03UpaHe, OOMKHOBEHO
He ce Hajlara [peycTaHOBABaHE Ha JICUCHUETO N10PaM MPOJBJDKABAILA CHMIITOMATHYHA XHITOTOHHA.

Covpoeuna HeoocmamvuHOCM

[Ipy MALHEHTH CBC CHPIAEYHA HEAOCTATHYHOCT, TpoiHaTa koMOunauus oT ACE mnxuburop, Oera-
GIIOKep M BalicapTaH He € MoKa3aia KIWHWYHA nom3a (BK. 5.1). Tasu komMOuHanms SBHO NOBHINABA
PHCKA OT HexKeJIaHH peaKlMH M CIeIOBATEeTHO He CC NMPENopBUBa.

YnorpefaTa Ha BaICAapTaH NpPH MALWEHTH CbC ChpAEYHA HEAOCTATBYHOCT YSCTO BOAM A0 M3BECTHO
NOHWKABaHe HA AapTEPHATHOTO HalATaHe, HO aKO C€ CrasBaT WHCTPYKLMHTE 3a JO3HpaHe,
NpeyCTAHOBABAHE Ha JIEYEHMETO NOPaIH MPOIL/LKABAa CHMITTOMATHYHA XHUIIOTORUA OOHKHOBEHO HE
ce Hamara. HeoOxomuMo € ocoOeHO BHMMaHHME TMpH 3alMo4yBaHE HAa Tepanmus NPH MallMCHTH CbC
ChpAeYHAa HEAOCTATBYHOCT.

[Ipn naunmeHTH, uuaTto OnOpedHa ¢yHkumsa OM Morla fAa 3aBUCH OT AKTHBHOCTTA HAa DPEHMH-
AHTHOTEH3MH-ANIOCTEPOHOBaTa CHUCTeMa (Hamp. DaUMeHTH ¢ TeXKa 3acToMHa CBhpACYHA
HEeOCTATHYHOCT), JICYEHHETO ¢ WHXMOMTOPH Ha aHTMOTEH3MH KOHBEPTHpPALMA €H3UM C€ CBBP3Ba C
ONIMIYpHA W/WIHM NPOrpecHpallia a30TeMHUs, U B PeIKM Cilydad ¢ ocTpa OBOpevHa HENOCTATHHYHOCT.
Toii KaTo BancapTan e aHTHOTeH3HH II peuenTtopeH Grokep, TOH MMa MHXMUOHMTOPEH €(EKT BBPXY
pEHHMH-aHIMOTEH3HH-AIOCTEPOHOBATA CHCTEMA M MO TO3U MPHYHHA HE MOXE [a €€ M3KIIOYH, HC
yrotpe6aTa Ha BaJiCapTaH € BE3MOXKHO Ja Objie CBbp3aHa ¢ BloIIaBaHe Ha Gp0peyHaTa QyHKUHA.

bpemennocm
[To Bpeme Ha GpemenHocTTa He TpsbBa Aa ce 3amoysa JieyeHHe ¢ anrnoTeHsuH Il pene
uaxuburopu (AIIRAs). IIpu nammeHTKH, KOMTO IUTAHMPAT Ja 3a0peMEHesT, JIeHMCHHET /
ObOe CMEHEHO ¢ ANTEPHATHBRHM AHTHXUIIEPTCH3UBHH TEpanvM, KOHTO HUMaT IOKa3ay
6e30MacHOCT Mo BpeMe Ha OpeMEHHOCT, OCBEH KO HE C€ NMPELIEHH, Y€ NMPOAb/DKaBaHe /
AIIRAs e xu3neHoBaxHO. IIpH ycTaHOBABaHe Ha OpeMeHHOCT, neueHreTo ¢ AIIRAs

[TauseHTH C peAKH HACIEACTBEHM NPOOIEMHM KaTO TajakTO3HA HEMIOHOCHMMOCT, Lapp
neHULIAT MK TITI0KO30-TalaKTo3Ha ManabcopOums, He TpsAOBa 12 NpreMaT TOBa JIEKapCTRO.




Jleyumur |

ToBa neKkapcTBO He TpAGBa Ja ce M3IMOJI3Ba, aKO NMAlHeHTET UMa CBPBXYYBCTBHTE/IHOCT KbM (ECTHUM
HJIM COAl.

4.5 B3aumoneiicTBHE ¢ JPYTH JEKAPCTBEHH NPOAYKTH B ApYrd dopMH Ha B3aHMOJEHCTBHE

EnvoppeMenHaTa yrioTpeba ¢ kanueBd n00aBkH, KATUH-NECTSINHA AHYPETULIH, 3aMECTHTE/IA Ha CONTA,
ChABPXKAIUY KAIMHK MIH JPYTH JICKApCTBEHM MPOAYKTH, KOUTO OHMXa MOIMIM Na NMOBKIIAT HHBAaTa Ha
Kanui (XerapHH 4 T.H.) TpAOBa J1a ce OCBILIECTBABA C MIOBHILIEHO BHUMAHHE M C HECTO MOHHTOPHMpaHe
Ha CTOMHOCTUTE HA KATHH.

Jpyrd aHTHXMIIEPTEH3WBHH IPOTYKTH MOFaT Aa 3aCWIAT aHTHXHMICPTCH3MBHOTO MCHCTBHE Ha
BaJjcapTaH.

Kombunupane ¢ HCIIBC: koraro aHruoTeHs3uH Il aHTAaroHMCTH C€ MNpHIaraT ¢IHOBPEMEHHO C
HECTEPOMAHH INPOTHBOBB3NAMMTENHU cpeacTsa (Hamp. cenektuBHM COX-2  HHXMOMTODH,
aneTwicaTuuaoBa kuceuHa (>3g/nuesHo) u HecenexktuBHd HCIIBC), moxe na ce Habmopnasa
orcnabBaHe Ha AaHTMXHITEPTEH3MBHUA €(EKT.

Kakto npu Becruky ACE-uHXMOGHTOPH, eAHOBpEMeHHaTa ynoTpeda Ha aHTHOTeH3KH 11 aHTaroHuCTH
HCIIBC moxe za noBeae /10 MOBHINEH PHCK OT BiomIaBaHe Ha 6b0peuHaTa (pyHKIMA, BKIIOUHTEITHO
BB3MOJKHOCT 3a pa3BHTHE Ha ocTpa ObpOpedHa HEOCTATHLYHOCT U IMOBHMILABAHE HA CEPYMHHA KaJluH,
ocoGeHO IpH IaLMEHTH ¢ npeAllecTBama BnomeHa 6p0peuna gynkuus. Tasu xomOuHaIps TpAOBa fa
ce H3MO0/3Ba ¢ MOBUIUEHO BHHMaHHME, 0cOOeHO NMpH MailMeHTH B HamnpedHaaa Bb3pact. IlanueHTure
Tpa6Ba Ja ObJaT aJeKBaTHO XUpaTHPAHH ¥ HeoGXOAMMO BHMMATEIHO NpocneaBate Ha OrOpeyHaTa
GyHKLHSA KaKTO CJIEX 3all04BaHe, TaKa U 110 BpeMe Ha KOMOHHHPaHOTO JIeYeHHe.

O6paTuMO NOBHILABAHE HA CEPYMHHTE JIMTHEBH KOHICHTPALMKM M TOKCHYHOCT ¢a ChOOLIEHH [0 BpeMe
Ha enaHoBpemenHa ynotpeba ¢ ACE upxuburopn. MiMa orpaHuueH ONHT NO OTHOILICHHE Ha
eIHOBpeMeHHaTa yroTpe6a Ha BancapTaH U auTHi. [Ipn eaHoBpeMeHHa ynoTpeda Ha aBara MPOXYKTA
ce NpenopbhyBa MOHUTOPUPAHE HA CEPYMHMTE JIMTHEBH KOHIIEHTPALIUH.

He ca ycTaHOBEHM KJIMHMYHO 3HAYMMH B3aHMOJCHCTBHA CBC CICABAIMTE JICKAPCTBCHH MPOIYKTH,
4ecTO M3MON3BAaHM NPH JICUCHHE Ha MALMEHTH C XWIIEPTOHWA: LIMMETHIAHH, BapgapuH, (Gypo3eMun,
RMFOKCHH, aT€HOJON, HHAOMETAUMH, XUAPOXJIOPTHA3K, aMJIOIHITHH H IMIMOeHKITIaMHT.

[Ipoy4yBaHH4 32 B3aUMOJCHCTBHE Ca IIPOBEXKAAHN CAMO IPH BB3PACTHH.

4.6 bpeMeHHOCT H KBEPMERE

Vnorpebara Ha aHrHOTeH3UH 11 peLienTOpHU HHXHOUTOPH HE Ce NPEnophYBa Npe3 MbPBUA TPUMECTBP
Ha GpemeHHocTTa (BXK. Touka 4.4). Ynorpebara Ha aHruoTeHsuH II penenTopHH HHXUOHTOPH €
MPOTHUBOINOKA3aHA Mpe3 2-pHd U 3-TUA TpHMECTHP Ha OpeMEHHOCTTa (BXK. TOUKY 4.3 1 4.4).
EnuaeMHOJIONHYHMTE JOKA3aTEICTBA 3a BE3HMKBaHe Ha TeparoreHeH edexrt cien ynorpedba Ha ACE

HHXUOUTOPH INpe3 MBPBHA TPHMECTHP HA OPEMEHHOCTTZ HE ca YOCIMTEHH; BBIIPEKH TOBA, HE MOXKE
na ce M3KIOuM cnabo ToBHIIeHHe Ha pucka. Makap na HiIMa [JaHHM OT KOHTPOJIMPDAHH

npoap/bkaBaHe Ha Tepanusra ¢ APH e »kusHeHoBakno. Ilpu ycraHOBsAB?
negenmero ¢ AIIRAs Tpabsa na Owbne mpekpaTeHO He3aDaBHO M aKO € YA
aJITepHaTHBHA Tepanus. '
YcraHoBeHO €, ue Teparuara ¢ AIIRAS npe3 BTopud H TpeTHA TPHMECTHP
NPUUKHIBA (ETOTOKCHYHOCT NpH Xopa (HamaneHa OnbpeuHa QyHKUMs, OJMrOXHAp
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M3rpaXXOaaHe Ha JvepernHMTe KOCTH) M TOKCHYHM IIpOABM IpH  HoBopoaeHoTo (6B6peuHa
HEAOCTATHYHOCT, XMIIOTOHUA, XHUITepKanvueMus ). (BxK. CoIo 5.3)

AKO BCe mak npe3 Bropus TpUMeCThp Ha OpeMeHHocTTa ca npueMand AIIRAs, npenopsuMTenHO € Aa
CE€ HAIIpaBy yJTpa3ByKoBO U3clieABaHe Ha OBOpeLMTe H Ueperia Ha [I0AA.

bebGera, unuTo Maiixu ca npuemamu AIIRAs, TpabGea nma OppaT BHMMarenHo HabmogaBaHH 3a
Bb3IMOKHA XHIIOTOHHA.

HsamMa maHHH OTHOCHO CKCKPCILIHATA Hd BaJICApTaH B KbpMdT4d IIPH XOpa. BﬂJICElpTﬂH CC CKCKPETHPA B
KbpMAaTa Ha IUITBEXOBC. K‘BPMGH.IHTG JKCHH HC TpﬂﬁBﬁ Add KbpMAT JOKATO IIpPACMAT BaAJICAPTAH.

4.7 EdexTH BHpXy cnoco0HOCTTA 32 modupane v pafoTa ¢ MAIIAHH

HsimMa nipoyduBaHHA OTHOCHO €(eKTa BBPXY CHNOCOOHOCTTA 3a modupane U paboTta ¢ MamuHY. Tpabea
Ja ce UMa MpeaBHi, 4de Npd odupaHe H paboTa ¢ MAIIMHH MOTAT Ja C€ H3ABAT OPTOCTATHYHA
XHITOTOHHSA, 3aMasHOCT U OTTIZHANIOCT.

4.8 Hexenann TeKAPCTBEHH peaKnHH

B koHTpOIHpaHH KIHHHYHM NPOYUBAHMA NIPH MALMEHTH ¢ XHIIEPTOHUA 06I1aTa YeCTOTa Ha HEXeJIaH!
peakiMy € CpaBHHMA ¢ Ta3d npu mauebo. Yecrorata Ha HexxeNlaHW peakilMM He € CBbp3aHa C Jo3ara
WM NMPOAB/DKUTETHOCTTa Ha JICYEHHETO, a CBHINO TAKa HE 110Ka3Ba Bpb3ka C MMOJa, BH3PAcTTa WiIH
pacara.

Hexxenauure peakuy CHOOMEHH B KIMHMYHUTE MPOYYBAHMS TNPU NAUMEHTH C XUIICPTOHHA,
HE3aBHUCHMO OT MPHYHHHATA UM BPB3Ka C BajCapTaH M BB3HUKBAIIH [TO-YECTO ¢ BAICAPTAH, OTKOIKOTO
¢ mianedo, KakTo H HEXENAHHUTE JICKAPCTBCHH PEakIdi OT OTAECIHU CHOOIECHUA ca NpeACTARCHH I10-
JOJTY criopes CHCTeMO-OpraHHHU KJ1acoBe,

ITpodunsT Ha Ge30MacHOCT Ha BajcapTaH NP MAlMEHTH cie] UHGApKT Ha MHOKap/a € B ChIVIACHE C
chapMaKoNOry4HKuA NMpodUN Ha JIEKApPCTBOTO M € CBBP3aH OCHOBHO C Nojiaexamoro 3abonsBane. B
tabaMIaTa MO0y C€a BKIIOYEHM He(aTaIHH CEPUO3HU HEXKENAaHM pPeaklMM ¢ IIpearnoaaraHa
B3aMMOBPB3Ka ¢ IPOYYBAHOTO JIEKApCTRO, Habmonasauy B npoyuBaHeTo VALIANT ¢ wectora >0.1%.

Hexxenanure neKapcTBEHH peaKUMU, ChOOIICHM B KIMHMYHMTE MPOYYBAHMA IIPH MALMEHTH ChC
ChpJeYHa HEeAOCTATHUYHOCT, HaOMOAaBaHU ¢ YeCTOTa mo-roiama or 1% M U3sABABAIIU ce MO-YECTO C
BaJICApPTaH OTKOJIKOTO ¢ IUanedo, ChUIO ca BKIKYEHH B TabIULIaTa [O-J0ITY.

YectoTara ce gepuHUpa KaTo:

Muoro gectu (>1/10)

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

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

Penxu (=1/10 000 no <1/1 000)

MHoro peaxu (<1/10 000)

C HeH3BecTHa 4eCTOTa (OT HAJTHYHHUTE JaHHHA HE MOXe Aa ObAe HAIMPABEHA OLICHKA)

CepaeyHH HApYHICHUS
Heuectu: Couplae4yHa HEAOCTATHUYHOCT *.

HapviieHus Ha KpbBTa U JUMQHATa CHCTEMA
MHoro peaxu: TpoMmboumToneHuMs.

HapviiieHudq Ha HEpPBHATA CHCTEMA

YecTu: 3BHcenIO OT M03aTa 3aMaiiBaHe”

HeuecTn: CuHkorr*.

Peaku: 3amaliBane”, HeBpanTHs.

MHoro peaku: I'naBoGonne™, neku M NpexoHM HApYIIEHUS HA BKYCA.




HapvitieHHs Ha Q4YUTE
Heuectn: KOHIOHKTHBHT.

HapyiieHus Ha yX0oTo U JabupuMHTa
Heuectn: CBETOBBPTEXK.

PecniupaTopHu, rpbAHU U MEIUACTHHAIHY HAPVIICHHS
Hevecty: Kamnuna, enucTakcuce.

CToMalHO-YPEBHU HAPYILICHUS
HeuecTn: Jnapus, kopeMHa boJIka.
MHOro peiku: lanene™.

Hapymenus na 650penuTe ¥ NHKOYHWTE TETHUIIA
MHuoro peaku: Biomasane Ha 656pedHaTa GyHKIA**", ocTpa 6B6peuna

HENOCTaTBYHOCT**, 6bOpeuHa HeQOCTaTBYHOCT **

HapynieHys Ha KOXara ¥ OXKOXHATa ThKaH
Penxwu: AHTHOHEBPOTHYEH OTOK**, 0O6pUB, CHpbeK.

H&E!geﬂﬂﬂ Ha MYCKYJIHO-CKCIICTHATA CHCTEMA X CHCIAHMHHUTCITHATA ThKaH

Heuecru: bonku B repba, MyCKYJIHM KpaMIIM, MHAJITHS, APTPUT.

MHOro peaku: Aprpanrus.

HapyiieHus Ha MeTabonu3Ma M XpaHEHETO

Heuectn: XunepkanieMus*”.

Mudexnyu u uHpecTanmu

YecTH: BHupycHH HHpEKLHUH.

Heuectn: Nudexuyy Ha ropHHTE JUXATEIHM NBTHINA, GapUHTHUTH, CHHY3UTH.
MHoro peaku: ["acTpoeHTEpHUTH, PUHUTH.

CBIOBY HAPVILICHUS

Yectu: OpTOCTATHYIHA XHIOTOHHUSA
Heuectu: Xunoronus ***.

Penxu: Backynwur.

MHOT0 peaKu: KpbBOU3NHB.

OO0 HapylueHud ¥ ePEeKTH Ha MIACTOTO Ha NPWIOXKCHHE
HeuecTH: YMopa, acTeHus, OTOK.

Hapyiienusa Ha “MYHHATa CHCTEMA
Penxmu: CRpBXYYBCTBHTEIIHOCT, BKIIIOYBAINA CEPYMHa OONECT,

Xenaro-OWIHApHY HapYIUCHUS
Muoro peaku: OTKI10HEeHHA B YepHOApoOHaTa PyHKLMA

ITcHXUMHH HAPYIICHHA
Heuectu: Henpecust, Oe3crpHIE, HAMAIEHO JTMOKIO.

*  cpOOIMEHM B MHAUKALIMATA 34 IAIMEHTH CJiel MH(PAPKT Ha MUOKapZa.

¥ choBIeHY B HHAMKALKATA 33 CHPACUHA HEAOCTATHYHOCT.

** oROOIICHH KATO HEYECTH B HHAMKALIMATA 3a MAMEeHTH cJie] HHpapKT HA MHOKapaa.
* ¢HoOLIEHH ¢ MO-BHUCOKA YECTOTAa B HHIUKALMATA 33 ChP/CYHA HEJOCTATBUHOCT (YeCT
OLOpeyHO YBpeXAaHe, XHIIOTOHUS; HEYECTH: I1aBo0oiue, ranaeHe).




B npoyuyaHeTro VALIANT ca perucrpupanu ACTaIHO YETUPH TUIA HEKEJIAHHU PeaKIMHM: XHUITIOTOHUA,
OBOpeuna auCpyHKIMA, KaOUIMLA M aHTHOHEBPOTHYEH OTOK. IIpe/BapHTENHO ONpeaeIeHHTE
HEXEAHM PEaKLWM, KOMTO HaW-4eCcTO BOIAT OO TpaHHO HOPEeYyCTAHOBABAHE HA JICYEHHETO C
M3CNIEABAHOTO JIEKapCTBO, ca Owiu xunotonus: 1,8 % oT mauwenTwTe, nekyBaHH C BaicapraH +
KanToNnpHI, cboOIIaBaT 3a Ta3u peakuud, cpaBHeHH ¢ 1,4 % OT manMeHTHTE, IEKYBaHH C BaICAPTaH, U
0,8 % nexysanu ¢ kanronpwi. brOpeuHa gucyHKIHI € HaGMOAaBaHA HAU-PAIKO IPH MALMEHTHTE
JEKYBAHM ¢ KaNTONpwWl, a Kauuuna € HabmogaBaHa Hall- pAAKO NpU MAlMEHTHUTE JIEKYBAHH ¢
BajicapTaH. He ce ycTaHOBABAT pa3iMunsi NO OTHOIMIEHHE Ha aHM'MOHEBPOTHYEH OTOK.

IIpoueHTa HA TpaMHO NPEYCTAHOBABAHE Ha JICYEHHETO IO MOBOJ HEKeJaHM peakiuu ¢ 5,8 % mpn
BAJICAPTAH-ICKYBAHUTE NauueHTd, 7,7 % Ipr KanTronpuwi-NeKyBaHHTe namMeHTH H 9,0 % 1pH
MALHEHTHTE JIEKYBAHH C BaJICApTaH M KaIllTOIPHII.

Jabopamopuu Oannu

Heuecto, BancapraH Moxke aa Obae CBBbp3aH ¢ HaMaldBaHEe Ha CTOMHOCTHTE Ha XeMOTJIOOMH H
XEMATOKpHT. B KoHTpOMMpanu knuHWYHM npoyuBaHus, 0,8 % u 0,4 % or naumeHTUTe noNMy4daBaim
BaJICapTaH MOKAa3BaT 3HAYMTETHO HaManeHue (> 20 %) Ha CTOMHOCTUTE Ha XEMOTJIOOHH H X€MAaTOKPHT
CbOTBETHO. 3a cpaeHeHue, 0,1 % oOT manueHTHTEe NMOMy4aBalllM nnanedo MOKa3BaT HAMAJICHHE Ha
XeMOTI00MHA U XeMaTOKPUTA.

Heyrponenns ce nHabmoaasa npu 1,9 % oT naumeHTHTe JIeKyBaHM ¢ BajcapraH cnpamo 1,6 % ot
nanueHtuTe nekypanu ¢ ACE uaxuburop, Hanp. edHananpui 20 mg wau mzuponpun 10 mg wmm 20
mg capamo 0,8 % ot nosryvasaupre mianedo.

B KOHTpO/MpaHU KIHHHUYHU IPOYYBAaHHA, 3HAYUMO IIOKAYBAHE HA CEPYMHHA KPEaTHHHH, Kalui M
obm Ounupydun ca HabmonapaHu, choTBETHO NpH 0,8 %, 4,4 % u 6 % OT nalMeHTHTE JIEKYBaHH ¢
BayicapTaH cripamo 1,6 %, 6,4 % u 12,9 % ot Te3u nexyBanu ¢ ACE HHXMOUTOpP CBOTBETHO.

ITpy manueHTH cel HHQAPKT Ha MHOKapAa, YABOABAHE HA CCPYMHMA KPCaTHHUH ce Habmoaasa npu
4,2 % oT nexyBaHUTe ¢ BancapTaH, np# 4,8 % oT mauueHTHTE IEKyBaHH ¢ BajicapTaH + KalTONPWI H
3,4 % ot neKyBaHHTE C KaITTOIIPHUII.

[Tpu maupeHTHTE CBHC CHPACYHA HEAOCTATHYHOCT, IOKAYBaHE HA CEPYMHHA KPEeaTHHHUH IIO-TOJAMO OT
50 % ce HaOmomaBa npd 3,9 % oT nmanMeHTHTE JIEKYBaHM ¢ BajicapTaH B c¢paBHeHHMe ¢ 0,9 % ot
npueMaiure rwianebo. Cpen Te3u nmaiMeHTy, no-roaamMo ot 20 % noxkauypaHe Ha CEpYMHUA Kauui ce
Habarogaea npu 10 % oT nekyBaHUTE ¢ BajicapTaH B CpaBHEHME ¢ 5,1 % oT nonyyasamure mwanebo.

B mpoydBaHHA 3a ChpASYHA HEAOCTATBYHOCT, MoBedve OT 50 % mnokauBaHe HAa KPBBEH YypeeH a3oT
(BUN) e HabmromasaHo npu 16,6 % OT mauueHTHTE JAEKYBAHM ¢ BAICApTaH B CpaBHeHHE ¢ 6,3 % oT
noJiy4yapaiure mwiauedo.

Cro01aBa ce 3a PeIKH CTyyad HA 3aBHIIABAHE HA CTOMHOCTHTE HA YSPHOAPOOHUTE NOKA3ATEIN NpH
NALMEHTH C XUIIEPTOHMA JICKYBAaHHU ¢ BATICAPTAH.

4.9 IIpeno3upane

Cumnmomu
[IpenosupaHeTo ¢ BalcapTaH MOXE Aa JOBEAC OO SBHA XUMOTOHHS, KOATO OT CBOS C
[peay3BHKA HAPYWIECHUA B Ch3HAHHETO, LMPKYIaTOPEH Konarc W/ UiH LIOK.

JHeuenue
JleyeHneTo 3aBUCH OT BPEMETO Ha IIPHEM Ha JIEKApCTBOTO U BeJa U TEXKECTTa

MBPBOCTCIICHHA BAXKHOCT € CT&GHHH3HP3H3TD Ha HUDKYJI4TOpPHHA CTATYC.

[laupeHTHT BUHArK TpaOBa a MOJIYYM JOCTATBYHO KOMMYECTBO AKTMBEH BBHIJICH.




B cay4aif Ha XMNOTOHMA, MaLMEHTHT TPAGBA Na 6BAe MOCTABEH B JIErHAIO MOIOKEHHE OBp30 ga ce
OCHI'YPH 3aMECTBAHE C 00€MO3aMECTBALIM M COIEBH PA3TBOPH.

BasncapraH He ce eMMHHMpA TIOCPECTBOM JHANM3a, Thii KATO CTAaGIIIHO ce CBBP3Ba C IUIA3MEHHTE
[IPOTEHHM.

5. PAPMAKOJOTMYHHA CBOUCTBA
5.1 PapMakoIHHAMHYHE CBOHCTRA
(DapmakoTepaneBTHUHA IPYIIA; aHTHOTEH3UH 11 aHTAaroHHUCTH, camocToaTenHi, ATC kog; C09C A03

AKTHBHHAT XOPMOH Ha PeHHH-aHMMOTEH3MH-aJIIOCTEPOHOBATA CHCTEMA (RAAS) e anruorensun II,
KOHTO c¢ oOpasyBa OT aHTHOTeH3HH | MOCPeACTBOM aHTHOTEH3HH KOHBepTHpalus eH3uM (ACE).
Axrnorensud Il ce cpbp3Ba cbe ceuMUYHM PELEITOPH PA3MONOKEHH B KIETHUHUTE MeMOpaHH Ha
pa3IM4HA ThbKaHU. ToH NpHTekaBa MHOXKECTBO (PHUIUOTOIHUHM ¢EeKTH, BKTIOUBAUIA B YaCTHOCT
KaKTO TMpEKTHA, Taka # HHAMPCKTHA HAMeca B peryJlalmsaTa Ha apTepHaHoTO Hajlsrane. Kato MoleH
BA30OKOHCTPHKTOp aHTMOTeH3MH II ympakHaBa nupexTeH mnpecopeH orrosop. B mommidenme,
MoAnoMara 3a)phxKKa Ha HATPUH U CTUMYJIALMATA Ha CEKPELHATA Ha AlIIOCTEPOH.

Bancapran e nepopanHo akTiBeH crnienmduyed anruorensut I (Ang IT) pelenTOpeH aHTaroHUCT. To
BB3NCACTBA CEJICKTHBHO BbpXy AT peLeNTOpHHA NOATHI, KOMTO € OTTOBOPEH 3a IO3HATHTE
BB3ACUCTBHA Ha aHrvoTeH3wH II. Tlopumienwre HMBa Ha amruoTensuH II B pesyntar Ha AT,
peLienTopHaTa G/okaja ¢ BajCapTaH MOTAT Ja CTHMYNMpaT HeGnokupanure AT, peuenTopy, KOETO
U3CNIEXKa MPOTHBOACHCTBA Ha eekTa Ha AT, peuentopa. Bancapran He npodesea HUKaKBa YacTHYHA
ArOHUCTHYHA aKTHBHOCT KbM AT, peuentopa W mMa 3HaumtenHO (oxormo 20,000 meTH) mO-ronsM
apunuTeT K6M AT, peuenropa, oTkonkoTo kbM AT, penenropa.

Bancapran He mHxubupa ACE, u3BecTHa M KaTo kuHMHa3a II, kodTo npepeia Ang I 8 Ang II u
pasrpaxna OpaaukunuHa. He 61 cremBano na ce ouakea MoTeHUMpaHe Ha OpaMKMHUH-CBBP3aHUTE
CTpaHH4HHTE e(ekTH. B KIMHMYHN Mpoy4YBaHMA, KBAETO BalIcapTaH e cpapHasan ¢ ACE MHXUOHUTOP,
M3ABATA HA CyXa Kauumna e 3Hauumo (P < 0,05) mo-manka mpu malyeHTHTE JIEKyBaHM ¢ BAICAPTAH
OTKOJIKOTO MpH Te3H JIEKyBaHH ¢ ACE mHxuburop (2,6 % cnpamo 7,9 %, ¢horBeTHO). B KiIMHMYuH
IpOy4BaHMA NPH NIALIMEHTH ¢ 2aHAMHE3a 32 CyXa KalUluia no Bpeme Ha nedeHue ¢ ACE uuxu6urop,
19,5 % or npoyusaHHTe JNHLA MoTyuaBalM BaicapTaH u 19 % oT Tesu [IoJIydaBallld THa3MACH
AMYPCTHK MMaT KaluTHUA CpaBHEHO ¢ 68,5 % oT nmuara nexysanu ¢ ACE uuxuburop (P < 0,05).
Bancaprau He ce cBbp3Ba H He 610KHpa PeLENTOPH Ha APYTY XOPMOHH WIH HOHHM KaHAJIH, 32 KOHTO e
H3BECTHO, 4€ Ca BAXHH B CHPACYHO-CHA0BATA PEry/IalHs.

Xunepmonus
[Ipunoxenuero Ha BancapTaH NpH NALKMEHTH ¢ XUIIEPTOHHUA BOIM [0 MOHIDKABAHE Ha apTEPUATTHOTO
Haadrane Oe3 NOBIUABAHE Ha IYJICOBATa YECTOTA.

[1pn noseveTo NauMeHTH, Ciea €IHOKPATeH NPUEM, HAYANOTO Ha AHTHXUIIEPTEH3HBHOTO ACHCTBHE Ce
POABABA B PAMKHUTE Ha 2 4aca, a MAKCUMAJTHOTO TIOHIKEHHE HA apTEpHAIHOTO Ha/ATAaHE Ce MOCTHTa
B pamMKHTe Ha 4-6 Yaca. AHTHXMIICPTEH3HBHHAT eeKT NpoabLkaa Haa 24 yaca cien npueMa. Ilpn
NpoMsAHa Ha n03aTa, MAKCHMYMa B PEXYKLIMATA Ha apTePHATHOTO HAJMTaHe ¢ BCAKA J03a, KaTo 140,
C€ MOCTHIa B PaMKHTE Ha 2-4 CeMHLM M Ce MOAABPXKA B XO4a HA ALIrOTpaiHa Tepamus. 3HayuMa
JONBJIHUTE/IHA DPeAYKUMA HAa apTepUaiHOTO HAaMAraHe C€ MNOCTHra IMpH KOMOHHauws ¢
XHAPOXJIOPTHA3US,

BHE3anHOTO npeyCcTaHOBABAHE HA JIEYEHUETO C BAICAPTaH HE Ce CBHP3Ba ¢ rebound-xunef:
APYTH HEXKEeJIaHH KIMHUYHH PEaKIHH.

Ilpecen ungpapxm na muoxapoa R
VALIANT (VALsartan In Acute myocardial iNfarcTion trial) e panzomuzupano, xoHYp&EDE 0, =7
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NpH3HALH, CHMITOMH HJIH PaAMOJIOTrHYHHM JaHHH 3a 3aCTOMHA CHPACYHA HEJOCTATHYHOCT W/HIM
JaHHH 32 JIEBOKAMEPHA CHCTONIHA JUCHYHKUMA (M3BEHA KAaTO Ppakuus Ha u3TaackBaHe < 40 % upes
PaNMOHYKIMIHA BEHTPHKYNorpagua wim <35 % upe3s exokapauorpagus WIH BEHTPHKy/IapHa
KOHTpacTHa aHruorpadus). [lauMeHTHTE ca pPaHAOMH3UpAHM CIIPAMO BAJICAPTAH, KAOTONPWIT WIH
kKoMOHHAIMA OT ABaTa B nepuoaa ot 12 yac no 10 geH ciex HAYANOTO HA CHMITTOMMTE 32 MHOKapAeH
HHGbapkT. CpeHUAT NIEPHOT Ha JICUSHHE € JIBE TOTUHH.

BancapTan € CHIIO TONKOBa €(eKTHBEH, KOJKOTO KANTONPWI MO OTHOLIEHHE HA HaMalIgBaHETO Ha
oblIaTa CMBEPTHOCT clieAl MUOKapnaeH uHdapkT. O6mara CMBPTHOCT € Moao6HA B IPYIIUTE C BaJICAPTAH
(19,9 %), kamrronpun (19,5 %) u Bancapran + xanronpun (19,3 %). EnqnoBpemenuara ynorpeba Ha
KanmTonpuil ¥ BancapraH He 100aBA JOMMBAHUTEIHH MOJ3H CHPAMO JICYEHHETO CaMO C KAITTOTIPHIL.
HsMa pasnuka Mexay BajicapTaH H KalTONpPHI MO OTHOIICHHE HA 06IaTa CMBPTHOCT B 3aBUCHMOCT
OT BB3pacTTa, NoOJa, pacaTa, NpPeIHIIHA TEpandd NpeAM I0ABaTa HA MUOKapAeH HH(PApPKT WIH
nopexkaio 3abonssane. BancapTan e edekTHBeH ¥ B yIBKaBaHe Ha BPEMETO 10, U B peaylLHpaHe
Ha CBPACYHO-CHA0BaTa CMBPTHOCT, XOCIIMTATM3ALIMH IO NIOBOJ ChPACYHA HEAOCTATHUYHOCT, IOBTOPEH
MHUOKapAeH HHQAPKT, peaHUMHPAH ChpJieueH apecT U HedaTalleH HHCYIIT.

Hsama pasnuka B oflaTa CMBPTHOCT, ChPIEYHO-CHAOBATA CMBPTHOCT M 3a00JEBAEMOCT KOTaToO Ce
npunarat 6eTa-0oKepH eIHOBPEMEHHO ¢ KOMOUHALIMA BaJICAPTAH + KAaIITOIPWI, CAMO BaJICAPTAH HITH
camMo Kanronpsia. HezaBucuMo OT MpoydyBaHOTO N€U€HHE, CMBPTHOCTTA € MO-HHUCKA B rpymnara Ha
NALMECHTHTE JIEKyBaHU ¢ Oera-OoKep, KOeTo npeanosara, 4e M3BeCcTHATA MoJI3a OT bera-Gokepure B
Ta3H MomyJialug Cce MOTEbPKAaBa B TOBA NPOYYBaHE.

Cypoeuna nedocmamvunocm

Val-HeFT e panaoMusupano, KOHTpOIMpaHO, MHOTOHAL[MOHAIHO KITMHHYHA NpOy4YBaHe Ha BajicapTaH
CpaBHEH C IUIalebo BBPXy OONECTHOCTTa M CMBPTHOCTTA IIPM MAalMEHTH CBC CHPAEYHA
HenocTaThYHOCT ¢ NYHA class I (62 %), I (36 %) u IV (2 %), nonyvasamu obugaiiHa Tepamms ¢
nepokamepHa ®U (LVEF) <40 % u neBoxamepeH BETpellleH guactonen auamersp (LVIDD) >2.9
cm/m’. OcHoBHaTa Tepanus Bkmousa ACE MHXHOHTOpH (93 %), nuypeTnnu (86 %), nurokcus (67 %)
U Oerta-Onokepr (36 %). CpenHara NPOABDKMTENHOCT Ha NPOCIEAABAHE € NPHOIHIMUTENHO BE
roavHu. CpenHarta AHeBHa Jo3a Ha BasicapraH BbB Val-HeFT e 254 mg. IIpoyuBaHeTto MMma nase
TbPBHYHK KpPaHHH TOYKM: OOILa CMBPTHOCT (BpeMe IO CMBPTITa) W OOJECTHOCT OT CHPACUHA
HEOCTaTBYHOCT (BPEMETO A0 NBPBHA 00JIeCTCH MHUMAEHT) AeDHUHUPAHM KATO CMBPT, BHE3aIHA
CMBPT ¢ peaHUMALUA, XOCIUTAIM3ALMA TI0 MOBOJ CHPJACYHA HEAOCTATHYHOCT WIM MPHIOKEHHE Ha
B€HO3HM HHOTPOIIHM MM Ba3OAHIATATOPHM JIEKAPCTBA 332 YETHPH MWIH I[OBeue 4aca 0e3
XOCIIMTaTTH3aLH.

Obwara cMBpPTHOCT € NoAeOHa B rpynuTe ¢ BajcapTaH M IUiauebo. BoMeCTHOCTTa € 3HAYMTEITHO
HamaileHa ¢ 13,2 % B rpynara ¢ Baicapran B CpaBHEHHE ¢ rpynara ¢ mianeto (28,8 % crpamo 32,1
7). ITbpBU4HaTa non3a € 27,5 % peayKIMs Ha PUCKa 3a BpeMe JI0 IIbpBaTa XOCTIMTATIM3ALMS 110 TOBOJ
MPOABH Ha CHpACYHA HEAOCTaTbYHOCT (13,9 % cropamo 18,5 %). Pesynrarure, KOMTO MOAKPENST
mnanedo ce Habmonapar Npy NAUMEHTUTE MOTyYaBally TpoiiHaTa komGuHaums ot ACE mHxuGHTOD,
bera-610Kep 1 BajcapTaH.

llonzure ca mo-rogemMu 3a MANMEHTHTE, KOMTO He nomny4aBaT HMTO ACE MHXMOHTOp, HuHTO GeTa-
Onoxep. IIpu nanuenTn Henonyvasamy ACE uaxu6HTOp, 60NIeCTHOCTTA € HaMajleHa 3HaumuMo ¢ 44 %
(24,9 % cnpsamo 42,5 %) M PUCKBT 3a BPEMETO 1O I'bPBAa XOCMUTATK3AUMA MO MOBOA MPOSBH HA
ChpAcCYHA HEROCTATBYHOCT € 3HauuMo HamaneHd ¢ 33 % (13,0 % cnpamo 26,5 %) ¢ Bang:
CpaBHEHHE ¢ Iu1aneHo.

B ofmara nonymaums Ha Val-HeFT, maumentute nexysaHu ¢ BajicapTaH HOKAa3Bar, (7
mauebo, 3HaukMMmo noaoSpenue Ha kiaca no NYHA, npusHauuTe M cHMOTOM
HCAOCTATHPYHOCT BKIIOYHUTESIHO HAMCIIHEd, yMOpa, OTOLM, M XpHIoBe. [lauueHT
BAaJICAPTAH MMAT MO-A00PO Ka4yecTBO Ha JKMBOT B CPaBHEHHE C NpHEMAILMTE IUIA
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¢pakiusTa Ha U3TJIaCKBaHe M ce noHwkasa LVIDD or usxoaHaTa g0 KpaiiHaTta TOYKa 1O BpeMe Ha
MPOY4YBaHETO B CpaBHEHMeE ¢ 1L1anebo.

5.2 PapMAKOKHHETHIHH CBOHCTB2

AbcopOuuara Ha BajlcapTaH CIIe MEPOPATHO TNPUIOKEHHe € Obp3a, BBIPeKH 4e abcopOUpaHOTO
KOJIMYECTBO IUMPOKO Bapupa. CpeaHara aOCooTHA OMOHATHYHOCT Ha BasicapTaH e 23 %. Bancapran
NoKa3Ba MyJITHEKCIIOHEHIIHAIIHA KHHETHKA Ha pasnaj (t1,,<] 4ac u t)3 oxomo 9 yaca).

DapMaKOKMHETHKATA HA BaICapTaH € JIMHEHHa B M3CJIEBaHWA A030B HHTepBal. HiAMa npomsHa
KHHETHKaTa Ha BajlcCapTaH NpPA INOBTapilll0 C€ NPWIOKEHHE M HMa Majika aKyMylJalus, ITpH
€AHOKPAaTHO JHEBHO no3upaHe. [InazsMeHuTe KOHLUEHTPAIIMH Ca CXOQHH IIPH MBXKE U KCHHU.

Bancapran c¢e CBbpP3Ba BbB BHCOKAa CTENIEH CBC CEPYMHHUTE NpOTeHHH (94-97 %), OCHOBHO CBC
cepymHua anOyMmuH. ObOembT Ha pasnpenencHue B steady state € okono 17 nurpa. ITnazmeHusT
KJINPBHC € CPABHHUTEIIHO OaBeH (OKoyio 2 1/4ac) B cpaBHEHHe ¢ YepHOAPOOHHS KPBBOTOK (0Kon0 30
l/uac). BancapTaH ce eIMMHHMpPa OCHOBHO KaTO HEMPOMEHEHO CHEANHEHHE YPE3 XKThUKATA H YPHHATA.
[1pn HopMaTHO HHBO Ha IitoMepyaHa bunrpauus (120 ml/MuH), 656pedHMAT KITHPBHC € OTTOBOPEH 32
okosto 30 % ot o0IuA IUIa3MEeH KIMpBHC. B nnazmara € ycTaHOBEeH XMIpPOKCH METabOJMHT B HUCKH
KOHLCHTpaUMH (no-mManko ot 10 % or AUC nHa Bancapran). Tosu Merabonut ¢ dapMakonorMyHO
HeakTuBeH. (Clieql nepopaieH npueM 83 % ce exckpetHpa ¢ ¢ekanuute u 13 % ¢ ypuHara, OCHOBHO
KaTO HEMPOMEHEHO CheIUHEHHE.

Koraro BajicapraH ce nipuema ¢ XpaHa, 30HaTa H0J] KpUBaTa Ha TiasMeHarta korueHTpanus (AUC) Ha
BajicapTaH HaMasea ¢ 48 %, BBIIPEKH TOBA OKOJIO 8 Yaca ciiel MpHeMa TIa3sMEHNUTE KOHLEHTPaLiH Ha
BaJicapTaH ca MoAoOHH B TPYNHTE Cled HaXpaHBaHe M Ha IIamHo. Tasu penykims Ha AUC, ofaue, He
Ce CBBbP3Ba ¢ KIHHHYHO 3HAYHMO HaMaJIiBaHe Ha TEpPaNeBTHYHHA e(eKT.

CpeaHoTo BpeMe 3a AOCTHraHe Ha MHUKOBH KOHHEHTPALHMH M BPEMETO Ha IOJY>KMBOT IIPH HAllHEHTH
ChC CBPACYHA HEXOCTATBYHOCT ca MoaodHM Ha Te3M HabmomaBaHM NPH 3ApaBd  A0OPOBOMLM,
Crofinocture Ha AUC 1 Cpphy Ha BaJICapTaH ca [OYTH MPONOPLIMOHATHM Ha YBEIMYAaBaHETO Ha J03aTa
HaJ KIMHWYHKUA 1030B HHTepBan (40 a0 160 mg nBa nbTH fHeBHO). CpeIHUAT (HAKTOP HA HATPYIIBAHE
€ okono 1,7. Peamuuat WIMpBHC Ha BalcapTaH Cjiell NepopaeH NpHeM € okono 4,5 1/uac. Br3pacTra
HE TIOBIHABA PE€AJHHUA ITHPBHC NIPH MALHEHTH ChbC ChpAeYHa HEIOCTATEYHOCT.

CrenyanHy rpyiy NalMeHTH:

Hanpeonana evapacm

[Ipy HAKOM MALMEHTH B HamnpeJHana Bb3PACT € HabMoJaBaHO TO-BHCOKO OOMmIO pasmpeleleHue Ha
BAICAPTaH B CpaBHEHHWC C MJIaAM MAlMEHTH. 3aTOBa MpPHU MAlHEHTH B HampegHala BB3pacT Ce
npenopbuBa Mo-HUCKa HavaiaHa ao3a (40 mg) .

Hapywena 6vbpeuna gynrxyun
Kaxkro ce ouaksa 3a BElIECTBO, UMiiTo GBOpPeYeH KIUPBHHC € OTroBopeH camo 3a 30 % ot obmus
IUIa3MEH KIIMPBHC, HE € OTYCTEHA Kopenalus Mexay 0b0peunaTa GyHKIMA U o0IIOTO pasnpeaelieHue
Ha BajacapTaH. [lo Tasu mpHYMHA HE C€ Hamara KOpUIHpaHe Ha JO3UPOBKATAa MPM NAaLMEHTH C JEKO
6n6peuHo yBpexaaHe (kpeaTMHHHOB KiupsHC 20-50 ml/mun). ITopamgu HemOCTaTHYHM HAHHM 3a
ynorpeba Ha BajcapTaH OT MALMEHTH CHC CPEAHO TEXKKH YBpexaaHus Ha Gubpeunata dyHkuus, ce
npenopbuBa HadanHa no3a ot 40 mg. He ca mposexcnasy NpoyuBaHWA OpPH MAlMEHTH NPOB
nuanusa. Tpabea na ce moayeprae, ue BajicapTaH Ce CBBP3Ba ¢ IUIA3MEHUTE IPOTEHHH
CTEINCH U HAMA BEPOATHOCT Aa ObJe OTCTPaHEH 4pe3 AUAIH3A.

Yeproopobrno yepesicoane
BbB (papMaKOKMHETHYHO IPOYYBaHE C MALMEHTH C JIeKO (n=6) 10 CPeIHO-TEXKO (n=5)
YBpEKJaHe, €KCHNO3ULIMATA HA BAJICAPTaH € YBEIMYCHA NPUONUBUTENHO 2-KPATHO B CP




3apasn nobposonud. HAMa naHHM OTHOCHO ymoTpeGaTa Ha BancapraH MpPU MALMEHTH C TEXKa
yepHOApOOHa TUCPHYHKIIHA.

5.3 ITpeanxTuHAYHY JAaHHH 32 6€30MACHOCT

IIpeAKTHHUYHHUTE NaHHHW HE IOKa3zBaT oCODEH PHCK 3a xopara Ha 0a3a HAa KOHBEHLIMOHAJTHUTE
(hapMaKOIOrMMHM H3MMTBaHHA 3a OE€30MacHOCT, TOKCHYHOCT IIPH MHOTOKPAaTHO MPHIOXKEHHE,
I€HOTOKCUYHOCT, KAPLMHOTCHEH ITOTEHUMA, PEMPOAYKTHBHA TOKCHYHOCT.

B npeaAkTMHUYHA MPpOyYBaHHA 3a He30macHOCT, BUCOKH A03H BasicapTad (200 mo 600 mg/kg TenecHo
TerN0) HpH IUTBXOBE MNPEAU3BMKBAT HaMa/iBaHe Ha MMAPAMETPHTE HAa UYEPBEHWTE KPBBHU KICTKH
(epHUTPOLIMTH, XeMOIIOOUH, XeMaTOKPHT) H A0KAa3aTesCTBa 3a MPOMEHM B ObOpeuHaTa XeMOIMHAMMIKA
(1exo IOBMINABaHE Ha IUIa3MeHaTa yped, ObpOpeuna TyOynHa xunepmiazua w Gasodwius mnpw
MBXKHTE). IlpH MapMo3zeTH B mozobGHM n03HM, NMPOMEHHUTE ca MOAOOHH, HO MO-TEXKKH, OCOOEHO B
OBLOpeLUTe, KBAETO MPOMEHHTE C€ pa3BHBAT A0 HedpolaTus, BKIIOYBAILA IOBHMIICHUTE ypedTa M
KpeaTUHHH.

M mpu gBata BHAa CBLIO ce Habmopasa xunepTpodusd Ha OBLOpeuHHTE IOKCTATIOMEPY/IHM KIETKU.
CuMra Cce, Ye BCHYKH MPOMEHH C€ NB/DKAT Ha (apMaKkOJOrHYHOTO JAeHCTBHE HA BaJCapTaH, KOMTO
BOJH JI0 IPOJBJDKHTEIHA XHUITOTOHHS OcoOeHOo npy MapMmoseTute. M3rnexna, e TeparieBTHYHATA 1032
Ha BAJICapTaH IIPH XOpa He € CBBp3aHa ¢ xuneprpodua Ha Op0peyHUTe IOKCTArJIOMEPY/IHH KIIETKH.,

Hama goka3aTencTBa 3a MyTareHHOCT, KJITaCTOTEHHOCT M KapLMHOT€HHOCT,

6. PAPMANEBTHYHH JAHHHA

6.1 ChoachbK HA NOMOIIHHTE BelllecTsa

Covpyesuna Ha mabaemxama

JlakTO3a MOHOXUAPAT

Lemyno3a, MUKpOKpUCTATHA
Kpockapmenosa HaTpHid

IToBumon K29-K32

Tank

MarHe3ueB cTeapar

Konounen 0e3B0/1eH CHIMITHER THOKCHT

Durmupawio noxpumue
IToNUBUHUIIOR 2JIKOXOII

Makporosn 3350

Tank

JleuuTuH (cpaBpkKa cOeBO Macno) (E322)
Turanor grokcua (E171)

Hoprtusad 40 mg, 80 mg u 160 mg coappoka XBAT xkenezeH okcu (E172)
Hoptueax 80 mg u 160 mg cxabpka cpilo YepeeH KenezeH okcun (E172)

6.2 HechbBMEeCTHMOCTH
HenpuinomxumMo
6.3 Cpok Ha roasoct

2 roguHH 3a Tabnerkure onakoeaHu B PVC/PE/PVDC-AI 6nuctepn
30 meceua 3a TaDJIETKMTE ONIAKOBRAHM B [1OJIMETUIIEHOBH KOHTEHHEpH
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6.4 CpnenHajHH YCI0BHA HA ChXPAHEHHE

PVC/PE/PVDC-AI 6auctepu: Jla ce cpxpanaBa nog 30°C. Jla ce ¢bXpaHsiBa B OpHTHHAJIHATA
ONaKoOBKa, 3a Aa ¢e NpeanasH OT CBETJIMHA H BAara.

IometuneHosu xouTeliHepy: Jla ce CeXpaHsBa B OPHTHHAITHATA OMAKOBKAa, 33 21 Ce MPE/NAsH OT
CBET/IMHA M BJIara.

6.5 danuu 3a onakoBKAaTa

PVC/PE/PVDC-AI 6ancrep.

Onaxosku: 7, 14, 28, 56, 98 u 280 ¢punmupanu Tabnerky
[TosineTneHoOBH KoHTeHHEpH (securitainer, PE).
Onakosku: 7, 14, 28, 56, 98 u 280 dbunmupann tabnerxu

He BCHYKH BHAOBE OMAakOBKM MOraT Aa ObAaT IyCHATH B Mpojaxoa.
6.6 Crnenyanun npeanasii MepKH NPH H3XBLpJasnHe H pafoTa

HsaMa cnenuanHy U3UCKBAHHA.
Heu3noMsBaHUAT NPOOYKT WM OTIMAABYHWUTE MATEPHAIH OT HEro TpAOBa Ja c€ H3IXBLPAAT B
CHOTBETCTBHE ¢ MECTHUTE H3UCKBAHUA.

7. NPHATEXATEJI HA PAZPEHIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.
Gy6mro6i ut 19-21.
1103 Budapest
YHrapus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA
40 mg;:

80 mg:
160 mg:

9. JATA HA ITHPBO PA3PEHIABAHE/MIOMHOBSIBAHE HA PA3PEILIEHHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJINIUPAHE HA TEKCTA
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