3ATBEP/I’KEHO
Haka3 MiHicTepcTBa 0XOpOHU
310pOB’°st YKpaiHu
15.07.2020 Ne 1609
PeecTpaniiine nocBigueHHs
Ne UA/3905/01/01
Ne UA/3905/01/02

IHCTPYKUIA
JJISE MEIUYHOT O 3ACTOCYBAHHS JIKAPCHKOI0 32C00y

Kopaxkcan® 5 mr (Coraxan® 5 mg)
Kopakcan® 7,5 mr (Coraxan® 7.5 mg)

Cknao:

oiroua peuosuna. ivabrading;

1 taGnerka MiCTUTH 5 Mr iBaOpaauHy, IO BiamoBigae 5,39 mr iBaOpaguHy TigpoxJopumy, ado
7,5 mr iBaOpanuHy, 1m0 Bianosigae 8,085 Mr iBaOpaauHy TiAPOXIOPHIY;

OONOMIICHI peuosuHu. JAKTO3M MOHOTIIPAT, MAarHilo cTeapar, KpoXMalb KyKypyI3sSHHUH,
MaJIbTOJICKCTPUH, KPEMHIIO JTIOKCH]] KOJIOITHUI O€3BOTHUI,

n1ieKosa 06010KKA: THILIEPYH, TIPOMEITo3a, 3aii3a okcus xoetuii (E 172), 3amiza okcuy 4epBoHHN
(E 172), makporo:n 6000, marsito creapar, Tutany miokeu (E 171).

Jlikapcbka dopma. TabieTku, BKPUTI IJIIBKOBOIO 000JIOHKOIO.
OcHogHi Qi3uKo-XiMiuHi 61aCMUBOCTI:
Kopakcan® 5 mr: Tabnerka g0Bractoi (opMH, BKPHTA IUIIBKOBOIO OOOJIOHKOI OpaHKEBO-

. . e
POXKEBOT0 KOJBOPY, 3 HACIYKAMHM Ha 000X KpasX 1 TUCHEHHSM «5» 3 0JTHOro 60Ky Ta «™ » — 3
1HIIOTO.
Kopakcan® 7,5 Mr: TabneTka TPHKYTHOi (POPMH, BKPHMTa ILTIBKOBOIO OOGOJIOHKOI OpPAaHKEBO-

pEa= .
POKEBOTO KOJIBOPY, 3 TACHEHHSM «7.5» 3 OTHOTO OOKY Ta «™ » — 3 IHIIOTO.

®apmakorepaneBTuyHa rpyna. Kapmionoriuni 3aco0u. Inmn kapaionoriyHi  3aco0m.
Kon ATX CO1E B17.

Dapmakonoiuni enacmueocmi.
Dapmakoounamixa.

MexaHi3m jii.
IBaOpanuH — 1€ pe4oBUHA, sIKa BUKIIOYHO 3HMKYE 4acTOTy cepreBux ckopoueHsb (UCC), airoun

Ha BOJIiSI PUTMY Cepls IUIIXOM CEJIEKTUBHOrO Ta crenudiuroro iHriOyBaHHs If-MOTOKY, 110
KOHTPOJIFOE CIIOHTaHHY JIacTOJIYHY JENOJSPH3AIlii0 Ha PIBHI CHHYCOBOTO BY3Ja, PEryJIOIOUYN
YCC. [IBabGpaamH [i€ BHUKIIOYHO Ha CHHYCOBUM By30J1 Ta HE BIUIMBAE Ha
BHYTPIIIHBOTIEPEICEPAHY, AaTPIOBEHTPUKYISAPHY 1 BHYTPIIIHBOILIYHOYKOBY IPOBITHICTD,
CKOPOTHICTh MiOKap/aa i penoisipu3allito NuTyHOYKIB.

[BaOpaayiH TakoXK MOYKE B3a€MOJISATH 3 [h-TIOTOKOM CITKIBKH OKa, SIKi CXOXI1 3@ CTPYKTypoOro 3 If-
IIOTOKOM CHHYCOBOIO By37la cepusd. Lle nexuTb B OCHOBI PO3BUTKY THMYAaCOBOIO IMOPYIIEHHS
CBITJIOCHPUIHATTSI BHACIIIOK 3MEHILEHHS peakilii CITKIBKM Ha sICKpaBi CBITJIOBI ctumynu. [lpu
MOsIBI TPUTEPHUX OOCTaBHH (pamnToBa 3MiHA OCBITIICHHS) YacTKOBE 1HTIOyBaHHS iBaOpaguHOM Ih-
MOTOKY MOYKE MPHU3BECTH J0 HECIIOIBAHOTO BUHUKHEHHS y MAllIEHTIB 30pOBUX (PEHOMEHIB. 30pOBI
denomenu (docheHr) ONUCyOTh K THMYACOBE ITiIBUIIIEHHS SICKPaBOCTI HA OOMEXEHIH MiNsSHII
noJist 30py (nuB. po3nin «[1oOiuHi peakii»).



®dapmakoauHaMivHi eeKTH.

OcHOBHOIO  (papMaKOAMHAMIYHOIO BJIACTHBICTIO 1BaOpaguHy € BHOIPKOBE JI0303QJICIKHE

samxkeHHsa YCC. Anani3 3menmenHss YCC npu 3actocyBanHi iBaOpaguHy B 1o3ax < 20 mr aBiui

Ha 7100y TOKa3aB TEHJEHIII0 JO BUHUKHEHHS €(EeKTy IUIaTo, 10 3HWKYE PU3UK BUHUKHEHHS

TskKoi Opaaukapaii < 40 ya./xB (nuB. po3ain «[ToGidHi peakii»).

[Ipu 3actocyBaHHI iBaOpaaWHy y PEKOMEHJIOBAHHMX TEpameBTUYHUX a03ax (5—7,5 Mr nBidi Ha

n00y) UCC 3umxyerbest npubau3Ho Ha 10 ya./xB y cTaHi CHOKOO Ta TpU HaBaHTakeHHi. Lle

3MEHIIy€e pOOOTYy cepls Ta CIOXKHBAHHS KHCHIO MiOKapaoM. I[BaOpaauH He BIUIMBaE Ha

BHYTPIIIHBOCEPIIEBY MPOBIAHICT, CKOPOTHICTH MiOKapjaa (HETaTHBHHN I1HOTPOMHUN edekT

BIJICYTHI#) Ta pernoyspu3alliio MUTyHOYKIB:

. Yy KIIHIYHUX  €JeKTpO(i310JIOTIYHNX JOCHIDKEHHSAX 1BaOpaJluH HE BIUIMBaB Ha
aTpiOBEHTPUKYJISIPHY a00 1HTPaBEHTPHUKYJSPHY NpPOBIAHICTE a00 Ha KOPUTOBaHHMN
intepBan QT,;

. y TAIl€HTIB 3 AUCQYHKIIEO JIBOro IuTyHOuYKa ((pakiiisi BUKMIY JTiBoro nuryHouka [OBJIII]
cranoBuTh 30—45 %) iBaOpanuH He BUSBIAB Oy/1b-IKOTO HETAaTUBHOTO BIUIMBY Ha MMOKA3HUKH
OBJILL.

Kniniuna eekTUBHICTh Ta Ge3meka.

AHTHaHTIHAJIbHY Ta aHTUINIEMIYHY €(QEKTHBHICTh 1BaOpajuHy OYJIO TOBEJACHO y XOMdl IT ATH

MOJIBIHO CIIMUX PaHAOMI30BaHUX JOCIIKeHb (Y TPhOX — TOPIBHIOBAIM 3 IuTanebo Ta 1o

OJIHOMY — 3 aTE€HOJIOJIOM Ta aMJIOJIUITIHOM). Y IMX JOCTIIKeHHIX Opanu ydacth 4111 marieHTiB

3 XpOHIYHOIO CTa0IIBHOIO CTeHOKap/Ii€t0, 2617 3 sikux npuitManu iBadbpaauH.

IBaGpanuH y 1031 5 Mr ABidi Ha 100y JOBIB CBOIO €PEKTHBHICTh 3a IOKa3HUKAMH TECTIB 3 (hi3UIHUM

HABAaHTA)KEHHSM BIIPOJOBX 3—4 TWXKHIB JiKyBaHHS. JloJaTkoBi mepeBard 30UIBLICHHS 03U

iBabpaauHy 10 7,5 Mr JBidi Ha 700y OyyM JOBEACHI Y XOJI KOHTPOJIBOBAHOTO TOPIBHSUILHOTO

JOCITIKEHHS 3 aT€HOJIONOM: TPUBAIICTh TECTY 3 (hi3MYHUM HABAaHTAKEHHSAM y MIXKIO30BHI MEPiox

30iIbIIMIIAcS Ha 1 XBHJIMHY ITICIIS MICAIIS JTIKYBaHHS 1BaOpaJIMHOM Y 71031 5 MT J1BI4i Ha 100Y; uepes

TPHY MICSIII TCIISI MiABUIIICHHS TO3H 70 7,5 MT JIBiYi Ha TOOY CIIOCTEPIrajocs IMOIAIbIINe 30UThIIICHHS

TPUBAJIOCTI HABaHTAKEHHS I Maibke Ha 25 c. Y X0l IIbOro JOCIIPKEHHS aHTHAHTIHAJIBHI Ta

AQHTHUIIIEMIYHI BJIACTUBOCTI iBaOpaauHy Oy MiATBEp/PKEHI y TAIliEHTIB BIKOM > 65 poKiB.

EdextuBHicTh 1BaOpaauHy B 103ax 5 Ta 7,5 Mr /1Biui Ha 100y OyIa CTaJIo Y BCIX JOCIHIDKEHHSIX 32

MOKAa3HUKAaMH TECTiB 3 (PI3MYHMM HaBaHTAKEHHSM (3arajibHa TPHUBATICTh HABAHTAXKCHHS, 4ac IO

BUHHUKHEHHS JIIMITYIOYOI CTEHOKapii, 4ac 0 pO3BUTKY Hamagy CTEHOKapii, yac 10 PO3BUTKY

nernpecii cermenTa ST Ha 1 MM) Ta CynpOBOIKYBaIacs 3MEHIIICHHSIM KUTBKOCTI HAaMa iB CTCHOKap/Iii

npubnu3Ho Ha 70 %. Pexum no3yBaHHA iBaOpaauHy [Bi4i Ha 100y 3a0e3meuyBaB CTaOUIbHY
e(EeKTUBHY Mit0 IPOTITOM 24 rO/IMH.

Y xomi paHIOMI30BaHOTO TUIAe00-KOHTPOJIBLOBAHOTO JIOCTIKEHHS 3a ydacTio 889 marfieHTiB

iBabpaJivH, IO TpPU3HAYaBCsS JOJATKOBO 10 areHojoiay B a03i 50 Mr Ha no0y, mokasaB

JIOTaTKOBY €()EeKTUBHICTh yCiX MOKA3HHWKIB TECTIB 3 ()I3MYHHM HABAHTAXKCHHSAM Y MIKI030BHI

nepiof (uepe3 12 rofauH micis npuiiomy).

JlocmimkeHHS TIPOJAEMOHCTPYBaIM, 10 ©(EeKTUBHICTh 1BaOpaJMHy TMOBHICTIO 30€piraeThCcs

BIPONOBXK 3—4 micsriB JikyBaHHs. [lim 9ac 1IHMX JOCTIDKEHh HE CIIOCTEPIraiocsl BHIIAJIKIB

(hapMaKoIOTI4HOI TOJEPAHTHOCTI (BTpaTH e€(EeKTUBHOCTI) a00 e(eKTy «BIIMIHM» TICIIS PAITOBOTO

NPUNMHEHHS JIiIKyBaHHsA. AHTHAHTiHAaJbHA Ta aHTHIMIEMiYHAa e(QEeKTUBHICTH iBaOpamuHy Oyiu

MoB’s13aHi 3 A0303a1eKHUM 3MeHIeHHsIM YCC 1 TOCTOBIpHUM 3HMKEHHSIM TIOJIBIHHOTO JOOYTKY

(ITX), mo BimoOpaxkae motpedy Miokapa y KMCHI, y CHOKOi Ta MiJ yac (i3MYHOTO HaBaHTAKEHHS

(ITT = YCC x cucromiunmii aprepianpuuii Tuck [CAT]). BB iBaOpaauHy Ha apTepialbHUN THCK

(AT) ta pe3ucteHTHICTh Iepr(epUIHIX CyJiH OyB MiHIMATbHIM Ta HE MaB KJIIHIYHOTO 3HAUYCHHSI.

Hocmimxennss TtpuBamicTio 1 pik 3a ywacTio 713 maimieHTiB MiATBEPAUIO CTIMKHA edekT

iBaOpaauny mono 3HmwkeHHs YCC Ta mpoJeMOHCTPYBAJIO BiJCYTHICTH BIUTHBY iBaOpaauHy Ha

MeTa0O0III3M TIFOKO3M Ta JIITIIB.

VY xBopHX Ha IyKpoBuii giabdet (N = 457) Oyno miATBEpHKEHO aHTHUIIIEMIUHY Ta aHTHAHTIHAIbHY

e(eKTUBHICTD 1 Oe3MeKy 3aCTOCyBaHHS 1BaOpaauHy.




VY umpokomacmrabnomy pociimpkeHHi BEAUTIFUL 3 BuBUeHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI 32
yuactio 10 917 oci6 3 imeMiuyHOI0 XBOpoOoto cepilst i mucdyHKieto yiBoro nuryHouka (OBJILL
<40 %) iBaOpaauH TpHU3HAYaBCS Ha TJII ONTHMAJIbHOI 0OazucHOI Tepamii (86,9 % marieHTIB
orpumyBaiH B-0mokaTopu). OCHOBHUM KpuTepieM e(eKTUBHOCTI (IIEpBHHHA KOMOIHOBaHA KIHIICBA
To4ka) Oyia 3arajbHa KUIBKICTh BHITQJKIB KapIiOBAaCKYJISIPHOI CMEpTi, TOCHITaNi3alliid BHACIIIOK
iHpapkTy wMiokapga (IM), a TakoX 3 TpUBOAY BHUHUKHEHHS a00 TOTIPIIEHHS CEepIeBOl
HenocratHocti (CH). JlocmimkeHHS MOKa3ano BiACYTHICTb JOCTOBIPHOI PI3HHII Yy 3HIKEHHI
MIEPBUHHOT KOMOIHOBAHOI KIHIIEBOI TOYKM MDK TpyIlaMH iBaOpaguHy Ta IUIaledo SK Yy 3arajibHii
nomyJsinii (BigHocHumi pusuk [BP] 1,00; p = 0,94), Tak i npu aHawi3i JaHUX MIArpyIH MAIi€HTIB i3
YCC>70 ya/xs (BP 0,91; p = 0,17). IIpore y rpymi xBopux i3 UCC > 70 yu./xB, sKi IpHiiMaIH
iBaOpa/iMH, 4acToTa rOCIHITAi3alii y 3B 3Ky 3 JETaJbHUM Ta HeleTanbHuM IM 3MeHmmnacs Ha
36 % (p = 0,001), a peBackysipu3ariii kopoHapaux cyaus — Ha 30 % (p = 0,016).

Cy6anaini3 JaHuxX y MATPYI Mami€eHTiB i3 CHMITOMHOIO cTeHokapaiero (n = 1507) mokasas, 110
NIepBUHHA KiHIeBa TOYKa 3HM3WIacs Ha 24 % y rpymi iBabpamuny (p = 0,05). Lls nepesara Oyia
3yMOBJICHA B OCHOBHOMY 3HAYHHM 3MEHIIICHHSAM YacTOTH Tocmitamizaiii BHaciaok IM (42 %; p =
0,021). 3HMKEHHS YacTOTH TOCIITANII3allINA y 3B 3Ky 3 JCTAIbHUM Ta HeJeTaabHuM IM Oyio 1me
cyrresimmM (73 %; p = 0,002) y rpymi namieHTiB 3 Jimitytouoro creHokapietro Ta YCC > 70 y./xB.

VY mmpokomacmtabnomy gocnipkeHHi SIGNIFY 3 BUBYEHHS 3aXBOPHOBAHOCTI Ta CMEPTHOCTI 3a
yuactio 19 102 marieHTiB 3 imeMigyHOIO XBOpOOOIO cepus 0Oe3 KIHIYHMX O3HaK CepLeBOl
Henocrarnocti (OBJILI > 40 %) iBabpaauH nmpr3HayaBCs Ha TJII ONTUMANBHOI Oa3ucHoi Teparii. B
IbOMY JIOCNI/DKCHHI 3aCTOCOBYBaJach TeparneBTHYHA CXE€Ma 3 BHIIMM JIO3YBaHHIM, HIXK
3aTBEpUKEeHE (IToYaTKoBa J03a — 7,5 Mr JBivi Ha J00y [S Mr aBiui Ha MO0y /IS TAIIEHTIB BIKOM
noHaj 75 pokiB] Ta tutpauis no3u a0 10 Mr aBiui Ha 100y). OCHOBHUM KpuTepieM e(heKTHBHOCTI
Oysia koMOiHOBaHA TIEpBMHHA KIHIIEBA TOYKA, SKa CKJIQJIaNach 13 3arajibHOi KiJIbKOCTI BHITJIKIB
CepIeBO-CYIMHHOI cMepTi abo HenetanbHOro iH(apkTy Miokapaa. JlOCHi/DKeHHsS HE BHSBUIIO
pI3HMII 32 YacTOTOIO BHHUKHEHHS KOMOIHOBAHOi NEPBMHHOI KIHIIEBOI TOYKM MDK TpyrnaMu
iBaOpaaunHy Ta miane6o (BP 1,08; p = 0,197). bpaaukapaist cniocrepiranace y 17,9 % nauieHTis
rpynu iBabpaguny (2,1 % B rpymi rutane6o). Ilin yac nocmimkenHs 7,1 % mnaiieHTiB OTpUMYBAJIH
Beparnamii, auiriazeM ado iHriditopu CYP3A4 cunbHoi 1ii.

He3nauHe cTaTUCTUYHO NOCTOBIpHE 30UIBILIEHHS YaCTOTM BUHUKHEHHS KOMOIHOBAHOI MEPBHHHOI
KIHIIEBOi TOUKHU CIIOCTEPIrajioch Y MOMEPEAHbO BU3HAYEHIM MiArpymi MAIl€HTIB 31 CTEHOKAPIIEO
Il xmacy ab6o Buie 3a knacudikamniero KaHaacbkoro ToBapucTBa CeprieBO-Cy/IMHHUX 3aXBOPIOBAHb
(CCS) (n = 12 049) (3,4 % BumnankiB Ha pik npotu 2,9 %, BP 1,18; p = 0,018); ane B miarpymi
3arajbHOI TOMYJISIT MarieHTiB 31 creHokapieto kracy CCS > I Takoro edekTy BUSABICHO HE OyJi0
(n=14286) (BP 1,11; p=0,110).

BukopucTaHHs y MOCTIPKEHHI BHIIOI 3a 3aTBEPDKEHY [I03M YACTKOBO TOSICHIOE OJeprKaHi
pe3yJIbTaTH.

SHIFT — GararomeHTpoBe Mi>KHapOIHE paHIOMi30BaHE IOJBIIHO CITile IUIane00-KOHTPOILOBAHE
JIOCITI/DKEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI, sIKe BKIroyaso 6505 mopociux malieHTiB 3i
crabutpHOr0 xpoHiuHolo CH (XCH) i mucdyskiiero miBoro untyHouka (PBJIII< 35%). V
JocnipkeHHi Opanm y4yacTh xBopi 13 cucromiyHoro XCH -1V gyHkuionansHux kiaciB (3a
KTacH(ikamielo XpoHiuHOI cepueBoi HemocTaTHOcTi Hbro-Mopkebkoi  acomiarii - kapmiomnoris
[NYHA]) tpuBanictio > 4 txaiB Ta YCC > 70 yn./XB y CTaHi CIIOKOIO.

[MartieHTH OTPUMYBAIM CTaHAAPTHY TEpaIiio, BKIFOYAKOYM 3acTocyBaHHS [-Onokaropi (89 %),
inrioitopiB AII® Ta/abo anrarosicrtiB anriorensuny Il (91 %), niyperukiB (83 %) i aHTaroHicTiB
anpoctepony (60 %). YV rpymi iBabpaaury 67 % marieHTiB OTPUMYBAIHN JIIKApChbKHii 3aci0 y 1031
7,5Mr napiui Ha 100y. Memiana crnoctepekenHss — 22,9 micsans. JlikyBaHHS 1BaOpaauHOM
acoritoBaiocsi 31 3HmwkeHHAM YCC y cepenHpoMy Ha 15 ya./XB TOpIBHAHO 3 BUXITHHM
3HayeHHAM 80 ya./xB. Pisuuusg y YCC Mk rpynamu iBaOpajuHy Ta Iulane0o CTaHOBUIIA
10,8 yn./xB micns 28 aHiB npuiiomy, 9,1 ya./xB — 12 micsiiB Ta 8,3 ya./XB — 24 Mics1IiB.

Ile nocnmimpkeHHs MPOAEMOHCTPYBAJIO KIIHIYHO Ta CTATUCTUYHO JOCTOBIPHE 3HWKEHHS YacTOTH
BUHUKHEHHS KOMOIHOBaHOI TIEPBHHHOI KIHIIEBOI TOYKH (CMEPTh BiJ CEPLEBO-CYJMHHHX TOMAINA Ta



rocmitamizaiis 3 npuoxy noripmennss CH) wa 18 % (BP 0,82, 95 % nosipunii intepBan [J1I]
0,75-0,90; p < 0,0001). A6comorne 3menmieHHs BP cranoBuno 4,2 %. Edekr Bim mikyBaHHS
iBaOpaguHOM OyB OUEBHAHMM BXKE y Tepiui 3 Micari Teparii. Pe3yiabratn koMOIHOBaHOI MEpBHHHOL
KIHIICBOI TOYKHM TOJIOBHMM YMHOM Oynu oOymoBjeHi KiHieBuMu Todkamu CH, rocmitamizamii 3
npuBoay moripiienas CH (abcomorae 3menmienns BP — 4,7 %) ta cmepreii Bin CH (abcomoTHe
smenreHns BP — 1,1 %).

BruiuB Tepamii iBabpagnHoOM HA KOMOIHOBAHY NIEPBUHHY KiHLIEBY TOUYKY, ii KOMIIOHEHTH Ta
BTOPHMHHI KiHIIEBi TOYKH

IBabpaaun [Tname6o BP
(N =3241) (N= (95 % JII) p-3HAYCHHS
n (%) 3264)
n (%)
Kowbinosana nepeutia 793 (24,47) | 937(28,71) | 0,82(0,75-0,90) | <0,0001
KiHIIEBa TOYKA
KomnoHeHTH nepBUHHOT
KIHIIEBOT TOUKH:
e CMepTh BHACIINOK 449 (13,85) 491 (15,04) | 0,91 (0,80-1,03) 0,128
CEPIICBO-CYUHHUX TIOTIH]
e rocriTamizamnis 3 MIPUBOTY 514 (15,86) 672 (20,59) 0,74 (0,66—0,83) < 0,0001
noripimenns CH
[HII1 BTOpUHHI KiHIIEB1 TOYKH:
e CcMepTh 3 OyIb-AKOi 503 (15,52) 552 (16,91) | 0,90 (0,80-1,02) 0,092
NPUYHHH;
e cMepTh, Bukimkana CH; 113 (3,49) 151 (4,63) 0,74 (0,58-0,94) | 0,014
e rocrirtamisauii 3 Gyb- 1231 (37,98) 1356 (41,54) | 0,89 (0,82-0,96) | 0,003
SIKO1 TPUYWHU;
e rocmiTamisalii 3 NPUBOIY 977 (30,15) 1122 (34,38) | 0,85(0,78-0,92) 0,0002
CEepIIEBO-CYMHHOTO
3aXBOPIOBaHHS

3MEHIICHHS! YacTOTH BHUHHMKHEHHS KOMOIHOBAHOI NMEPBHHHOI KiHIIEBOI TOYKH CIOCTEpiranocs
He3aJIe)KHO Bij crarti, kimacy NYHA, imemiuHoi a6o Heimemivnoi etionorii CH Ta HasBHOCTI
CYIyTHROTO 3aXBOPIOBaHHS (IIyKpOBOro nia0eTy abo apTepiayibHOI TinmepTeH3ii) B aHaMHeE3l
rarfieHra.

B niarpymi namientis i3 YCC > 75 ya./xB (n = 4150) cnioctepirajioch 3HauHE 3HUKECHHS YaCTOTH
BUHUKHEHHS TIEPBUHHOI KiHIleBoi Touku Ha 24 % (BP 0,76, 95 % JII 0,68-0,85; p < 0,0001) Ta
IHIINX BTOPUHHHUX KIHIEBUX TOYOK, BKJIFOYANYHA CMepTh 3 Oyab-skoi npuumau (BP 0,83,
95 % AI 0,72-0,96; p < 0,0109) i cMepTh BHaAcHiAOK ceprieBo-cynuHHux moxaid (BP 0,83,
95% M1 0,71-0,97; p < 0,0166). IIpodine Oe3nexu iBaOpaauHy B Wil MIATPYIi MAIli€HTIB
BIJINTOBI/Ia€ TAKOMY Yy 3arajibHii IMOITYJISIIi.

e mocmikeHHs MPOJAEMOHCTPYBAIO JOCTOBIPHE 3HMKECHHS YacTOTH BHHUKHEHHS KOMOIHOBAHOL
NEPBUHHOI KIHIIEBOI TOYKH B 3arajibHii TpyIi Malll€HTIB, SKI OTPUMYBAJIM Tepamniio B-0iokaropamu
(BP 0,85, 95% A1 0,76-0,94). B miarpymni namientis i3 YCC >75 yn./xB, aki npuiimanu f-
OJI0KaTOpH B PEKOMEHJIOBAaHUX [103aX, HEe OYyJI0 BHUSBJIEHO CTaTHCTUYHO JIOCTOBIPHOTO BIUIMBY Ha
KOMOiHOBaHy repBUHHY KiHIleBy Touky (BP 0,97, 95 % JII 0,74—-1,28) Ta iHII BTOpWHHI KiHIIEBI
TOYKH, BKJIFOUAIOYM TocmiTaiizaiiro 3 nmpusoay noripmienuss CH (BP 0,79, 95 % JII 0,56-1,10) a6o
cmepts Big CH (BP 0,69, 95 % /11 0,31-1,53).



Y 887 (28%) xBopux rpymu iBaOpaauHy ~ BiAMIYajocs  JOCTOBIpHE TOKpALIaHHS
dyHkmioHampHOro Kiacy (3a kiacudikamiero NYHA) mopiBasHo 3 776 (24 %) mamientamu
rpymu mwiane6o (p = 0,001).

VYV paHIOMi30BaHOMY ILIAIIe00-KOHTPOJIBOBAHOMY JIOCHIDKCHHI 3a y4acTio 97 maIiieHTiB JaHi,
OTpUMAaHi TMiJ 4Yac CrHemiadbHuX O(TaIbMOJOTIYHUX OCIIHKeHb, METOI SKUX Oyna
JTOKyMeHTalbHa (ikcarmis (QyHKIIi CHCTeM KOJIOOYOK Ta MaJuvOK 1 BHCXIJIHOTO Bi3yaJIbHOTO
UIXy (3a JOMOMOIOI0 aHami3y EJIeKTPOPETHHOTPAMM, CTaTHYHUX Ta KIHETUYHHX 30POBUX
MOJTIB, KOJILOPOBOTO 30pYy, TOCTPOTH 30pYy), Yy TAIEHTIB, SKi 3aCTOCOBYBAJIM iBaOpajWH st
JIKyBaHHS XPOHIYHOI CTaONbHOI CTEHOKap[ili MpOTATOM 3 POKiB, HE MiATBEpIWIN OyIb-sKOL
PETUHAIBHOT TOKCHYHOCTI.

Dapmarokinemuxa.

VY (dizionoriyHux ymMmoBax iBaOpajuH IIBUIKO BUBIIBHSIETHCS Ta Ma€ BUCOKY PO3YMHHICTB Y BOJII
(> 10 mr/mu1). IBaOpanuH € S-eHaHTiOMEpOM, SIKMId HE MOKa3aB OiokoHBepcii iN Vivo. OcHOBHUM
aKTHBHUM MeTa0oJ1iTOM iBabpaauHy € N-IecMEeTHIhOBaHUH JIepUBaT.

AbcopOris ta 6iogoctynHicte. [licns mepopanbHOro mpuiioMy iBaOpaavH IMIBUAKO Ta Maibke
MIOBHICTIO BCMOKTYEThCS. [Ipu 3acTocyBaHHI HaTie MakcuMaiibHa KoHieHTparis (Cmax) B ruiasmi
KPOBI JIOCSTA€ThCS MPUOIU3HO uepe3 | roguHy. AGCOIIOTHA 610I0CTYITHICTh 1BAOpaMHy CTAHOBHUTH
maiixe 40 %, Mo 3yMOBJIEHO €EKTOM MEpIIOro MPOXOKEHHS Yepe3 TPaBHUN TPAKT Ta MECUIHKY.
[TpuitMaHHsT TpenapaTty OJHOYACHO 3 DKEIO YIOBUIbHIOE abcopOrito mpubin3Ho Ha 1 roguHy Ta
niaBuIIye KoHleHTpaniio B mwiazmi Ha 20-30 %. 106 yHUKHYTH 1HTpaiHAMUBIAyaJbHUX KOJUBAHb
KOHIIEHTparlii iBa0paarHy B IU1a3Mi KpOBi, penapaT peKOMEHIOBAHO MPUAMATH TTiJ] Yac BKUBAHHS
ki (muB. po3ait «Crocid 3acTOCYBaHHS Ta JIO3H»).

Posnonin. Ilpubamsno 70 % iBaOpamuHy 3B’SI3y€ThCsl 3 MpoTeiHAMHM IUIa3Mu KpoBi. O0’em
po3moaury y cramii ctabutbHOi piBHOBarm cTaHoBUTH Oym3bko 100 1. Ilpu TpuBamomy
3aCTOCYBaHHI PEKOMEHIOBAHOI MMOYATKOBOI 403U 5 Mr /iBiui Ha 100y Cmax y mja3Mi CTAaHOBUTH
npubam3ao 22 ar/ma (CV = 29 %). CepenHsi KOHIEHTpaAIlis B IUIa3Mi y CTajii cTaOUTBHOT
KoHIIeHTpallii gopiBHo€e 10 Hr/mit (CV = 38 %).

biorpancdhopmarrisa. IBaOpannH €KCTEHCHBHO METAa0OMI3yEThCS B TMEUIHII Ta KHUIICYHUKY
HUIIXOM OKHCHEHHs cucrtemoro 1muroxpomy P4503A4 (CYP3A4). OcCHOBHMM akTHBHUM
MeTaboniToM iBabpanuny € iloro N-gecmerunboBanuil qepusat (S18982), koHUeHTpallis SKOro
ctanoBUTH 40 % Bix KOHIEHTpaLii iBabpaauHy rinpoxaopuay. OCHOBHUN aKTMBHUN METa0OMIT
TaKOX MeTabomi3yeThes cucreMoro nutoxpomy CYP3A4. [BabpaanH Mae HU3BbKY CIIOPiTHEHICTH 3
CYP3A4, e akTuBYyE Ta He iHTiIOYe HOTO, a OTKE, BIpOTiTHO, HE 3MiHIOBaTHME MeTabomizm CYP3A4
abo #oro KoHIeHTpaliio y 1iasmi kpoBi. [Ipote iuribitopu ta ctumymnstopu CYP3A4 moxyTh
3HAYHOIO MIPOIO BIUTMBAaTH Ha KOHIIEHTpAILilO 1BaOpajuHy B Iuiazmi (AuB. po3fin «Bzaemonis 3
THIIIMMH JTIKAPCHKUMH 3aC00aMH Ta THIII BUIA B3a€MOJTII).

BuBenenns. OcHOBHMI mepioJ HamiBBHBEICHHs iBaOpaauHy cTaHoOBUTH 2 rogunu (70-75 %
MOKAa3HUKA IUJIOLI MiJ KPUBOIO Ha Tpadiky 3aJeKHOCTI KOHILIEHTpalii mpenapary B KpoBl BiJ
yacy crnoctepekenHs: [AUC]), edexrtuBuuii nepion HamiBBuBeAeHHs — 11 romuH. 3arainbHuiA
kiipeHc iBabpaguay — 400 miu/xB, a HUpKOBHH KiipeHc iBaOpaamny — 70 mur/xB. Exckpermis
MeTa0oNITIB BiAOYyBA€THCS OJHAKOBOIO Mipoi0 3 cedero Ta kaimoM. [Ipubmusno 4 % axkTuBHOI
PEUOBHHHU BUBOJISITHCS 3 CEUCHO Y HE3MIHEHOMY BHTJISIII.

JliniiHicTh/HeniHiiHicTh. KiHeTuka iBabpaauny it 103 0,5-24 mr e miHiiHOIO.

Oco0auBi rpyny NaIi€eHTIB.

[Mamientn niTHhOTO BiKY (Bim 65—75 pokiB): dapmakokinernuni napametpu (AUC Ta Cmax) y
XBOpUX JlaHOI BIKOBOI TpYNH HE BIAPI3HAIOTHCA BiJl (DapMaKOKIHETUYHHX MapaMeTpiB Yy
3araiabHii MOMyJISIii TAI[IEHTIB.

HupkoBa HeocTaTHICTh: BIUTMB HUPKOBOI HETOCTATHOCTI (KiTipeHC KpeaTtuHiHy 15—-60 mi/xB) Ha
KIHETHKY 1BaOpaguHy € MiHIMaJbHUM 3 OIJISAYy HA HEBEIUKY YacTKy HHUPKOBOTO KIIpEHCY
(6mm3pko 20 %) Bin 3araJibHOTO KIIIpEeHCY 1BaOpaauHy Ta HOro ocHOBHOro metaboiity S18982
(muB. po3ain «Crocid 3acTOCYyBaHHSI Ta JO3M»).




[TeyiHKkOBa HENOCTATHICTh: y TAIlEHTIB 3 TMEYIHKOBOK HEJIOCTATHICTIO JIETKOTO CTYIICHS
TsokkocTi He3B si3aHa AUC iBaOpaauHy Ta OCHOBHOTO aKTHBHOTO Metabomity Oymm Ha 20 %
BUIIMMH, HDK Yy XBOpUX 13 HOpPMaibHOIO (yHKI€0 nediHkd. KimpKicTh JaHMX IIOAO
(dbapMaKkOKIHETUKHM 1BaOpaJiMiHy Y TMAIIEHTIB 13 TMOMIPHOIO TICYIHKOBOIO HEIOCTATHICTIO €
HEJIOCTAaTHBOIO; OO0 XBOPUX HA TSHKKY IMEYIHKOBY HENOCTAaTHICTh LI JaHi BiACYTHI (IHB.
po3ainu «Croci6 3acTocyBaHHs Ta 103W» Ta «[IpoTUnokazaHHs”»).

CHiBBIIHOLIEHHS dbapmakokineTnka/hapMakoMHAMIKA. Amnanis CHIBBIAHOILIIEHHS
dbapMakokiHETHKH W (apMaKOJUHAMIKK TMPOJACMOHCTPYBaB JIHIWHY 3aJICKHICTh 3MEHIIICHHS
YCC Bin 30ibIIeHHS KOHIIEHTpAIi] iBaOpaAnHy Ta Oro akTUBHOTO META0OITy B IjIa3Mi KpoOBi
s o3 15-20 mr gBiui Ha n00y. Ilpu 3actocyBanni Oinbmmx 103 3HMWKEHHS YCC crae
HETPOTIOPLIHHIM 10 KOHLIEHTpAIii iBabpajuHy y IUIa3Mi 1 Mae€ TEHACHIIIO JOCATATH IUIATO.
Bucoka koHIIeHTpallis iBaOpajrHy B IJIa3Mi MOXKe OyTH 3yMOBJICHA 3aCTOCYBaHHSM iBaOpaauHy
y koMmOiHamii i3 cuiabHMMHU iHTiIOITOpamu CYP3A4, mo Moxe NpuU3BECTH [0 3HAYHOTO
smeHmeHHss YCC, mpoTe pu3uK 3HUXKYETHhCS NMPU 3aCTOCYBaHHI 1BaOpaauMHy y KoMmOiHamii 3
inriditropamu CYP3A4 nowmipuoi cuimm (auB. posminu «I[Ipotunokazanus», «OcoOIUBOCTI
3aCTOCYBaHHD» 1 «B3aeMoIis 3 IHIIMMH JTIKapCHKUMU 3aC00aMH Ta IHIIN BUIH B3aEMOJIIN).

KuainiuHi xapakTepucTukm.
Ilokazannus.
CuMnTOMaTHYHE JIIKYBaHHS XpOHIYHOI cTa0LIbHOT CTEHOKAPIIi.
Kopakcan® 1nokazaHuil Jisi CHMIITOMATUYHOTO JIIKYBaHHS XPOHIUHOI CTabLIBHOI CTEHOKapii y
JIOPOCIMX TAIIEHTIB 3 1MIEMIYHOK XBOPOOOIO ceplisi, HOPMAJIbHUM CHHYCOBHM PHUTMOM Ta
Y4acTOTOIO cepueBUxX ckopoueHs > 70 yn./xB. [Ipenapat ciia npusHavyaru:
® [amieHTaMm, SKi MamTh TNPOTHIOKA3aHHS YW OOMEXKEHHS [JI0 3aCTOCYBaHHS
[-ampeHoOI0KaTOpIB;
e y kxoMOiHamii 3 P-agpeHoOJIOKAaTOpaMH TAaIllEHTaM, CTaH SKHUX € HEeJA0CTaTHhO
KOHTPOJIHOBAHUM IIPH 3aCTOCYBAaHHI ONTUMAIBHOI 103H 3-apeH00I0KaTOPIB.

JIikyBaHHSI XpOHIYHOT CEPIIEBOi HEIOCTATHOCTI.

3HMKCHHS PHU3UKY PO3BUTKY CEpIIEBO-CYJIMHHHUX TOJIH (cepieBo-CyAMHHOI cMepTi abo
rocmitanizamii 3 TPUBOAY TOTIPIIEHHS CEPIEBOI HEJOCTATHOCTI) Yy JMOPOCHIHX IMAIi€HTIB 13
CUMIITOMHOK) XPOHIYHOIO CEPIICBOI0 HEJIOCTATHICTIO, CHHYCOBHM PHUTMOM Ta 4YacTOTOIO
CepIeBuX CKOpodeHb > 70 y1./XB.

Ilpomunoka3auna.

lNnepuyTnuBicTh 10 AiF040i peuoBHHU 200 OyIb-SIKUX JOMOMIKHUX PEYOBHUH.

YCC y crani ciokoro < 70 ynu./XB 10 mo4YaTKy JiKyBaHHSI.

Kapaiorennwii mox.

["ocTpuii iHpapKT Miokap/a.

Tsokka aprepianbHa rinotensis (AT < 90/50 mwm pT. cT.).

TspxKa Me4iHKOBa HEAOCTATHICT.

CunapoM c1abKoCTi CHHYCOBOTO By3JIa.

CuHoarpianabHa 0JI0Kaa.

Hecrta6inbHa abo roctpa ceprieBa HEOCTATHICTb.

HasBHaicts y manienta mryuHoro Bofis putMy (UCC KOHTpONIOETbCS BHKIIOYHO 3a

JIOTIOMOT 010 IITYYHOTO BOJIISI PUTMY).

HecrabinpHa cTeHOKApis.

e AV-6nokana III crynens.

e KowmoGinaris 3 inribitopamu P450 3A4 cunpHOi Aii: mpoTUrpuOKOBI NpenapaT — MoXiaHi
azonmy (KeTOKOHa30J, ITPaKOHA30J), MAaKpOJNigHI aHTHOIOTHKH (KJIapUTPOMIIUH,
EPUTPOMILIMH VISl IEPOPATHLHOTO 3aCTOCYBaHHS, IXKO3aMIIUH, TENITPOMILIMH), 1HT10iITOpH



BlI-poteasu (mendinaBip, puroHaBip) 1 HedazomoH (nuB. po3aimum «Bzaemonis 3
IHITUMU JIKAPCHKUMU 3ac00aMU Ta 1HII BUAM B3aeMOIi» 1 « DapMaKOKiHETHKAY ).

e (OpHOuacHe 3aCTOCYBaHHS 3 BepanaMijioMm abo JWITia3eMoM, K1 HaJIe)KaTh J0 1HT101TOPiB
CYP3A4 mnowmipnoi pnii, mo wmarmTh BiacTuBocTi 3HIKyBatHm YCC (amB. po3mii
«B3aemois 3 THIIMMU JTIKAPCHKUMH 3aCO0aMH Ta 1HIII BUIH B3a€EMOII).

e BariTHicTh, Tepiol TOAYBaHHSA TPYAAI0 Ta XIHKH PENPOIYKTHMBHOTO BiKy, SKI HE
3aCTOCOBYIOTh HAJICXKHI 3acO0M KOHTpamemmii (IuB. po3/iil «3aCTOCYBaHHS y MEPIOa
BariTHOCTI 00 TOAYBaHHS TPYAIIO»).

B3zaemooia 3 inwumu nikapcokumu 3acodamu ma inwii 6uou 63aEmooii.
DapmakoOuHamiuni 63a€mo0ii.
Hepexomenoosani kombinayii.
[Ipenapaty, 010 TOAOBXKYIOTh iHTepBai QT:
o KapnioBackymnsipHi: XiHiJUH, AU30MipaMif], OETIPUANI, COTANIO, IOy THIIIA, aMiOgapoOH.
e HekapaioBackyyspHi: MIMO3HJ, 3UIPA3UAOH, CEPTHHIOJ, ME(QUIOKBIH, TalopaHTpuUH,
HEeHTaMIMH, [IU3aMpHul, epUTPOMILIMH BHYTPILITHHOBEHHHH.
Cnin  yHMKAaTd  OJHOYACHOTO  3aCTOCYBaHHs  1BaOpaJiHy Ta  KapIlOBacCKyJSIpHUX 1
HEKapIiOBacKyJISIpHUX IpenapariB, 10 MoaoBxytoTh iHTepBasl QT, ockiabku 3meHiieHHs YCC
MOYKE TIOCHJTUTH MTPOJIOHTaMito iHTepBairy QT. 3a HeoOXiqHOCTI Takoi KOMOIHAIIIT CITijT 3a0e3neunTr
peTeNbHUI MOHITOPUHT CEePIIEBOi AISTTBHOCTI (HB. po3i1 «OCOOIMBOCTI 3aCTOCYBAHHSD ).
Kombinayii, siki nompebyromo 3acmepedcenb npu 3acmocy8aHHi.
Canyperuky (Tia3uiHi Ta HeTIbOBI). ['inoKamieMist MOXKe MiABHIYBAaTH PU3UK PO3BUTKY apHTMil.
IBabpaauH MoXe COpUYUHUTH BUHUKHEHHS Opaaukap/ii, KoMOiHaIis SKOi 3 TIIOKAJIIEMII0 MOXKE
CIPOBOKYBAaTH apUTMIIO TSDKKOTO CTYNEHS, OCOOIMBO Y MALIEHTIB 13 CHHAPOMOM IOJIOBKEHOI'O
inTepBaity QT, sk BpOJKEHOI 0, TaK 1 CHPUYMHEHOT'0 JIIKAPCHKUMH 3acO0aMHu.
Dapmaxokinemuyti 63aemo9ii.
utoxpom P450 3A4 (CYP3A4). IBabpamuH MeTabOoMI3y€eThCS TIIBKU 32 JTOTIOMOTOI0 ITUTOXPOMY
CYP3A4 Ta € myxe cmabkuM iHTIOITOPOM LLOTO IMUTOXpoMY. Byno miaTBepmKeHo, o iBaOpaauH
HE BIUIMBA€ Ha METa0OJIi3M Ta KOHIEHTpaIilo B 1a3Mi kpoBi 1HIMX noxinaux CYP3A4 (cnalkux,
NOMIpHUX Ta CHIbHUX). [HTi6iTOpH Ta cTumynsiTopu CYP3A4 cxumbHi 10 B3aeMO/IIT 3 iBaOpaanHOM,
110 Ma€ KIHIYHO 3HAYYIIUH BIUIMB Ha MOro MeTabosi3M 1 papMaKkoKiHETUKY. JIOCTHIKEeHHS, Y KX
BUBUAJIM B3a€MO/IiT Mpernaparis, miaTBepAwy, o iHridiropu CYP3A4 miiBUILy 0T KOHIIEHTPALIiIO
iBabpaauHy B IU1a3Mi KpoBi, y Tod uac sk iHAykTopu CYP3A4 3HmkytoTh ii. 301UIbLICHHS
KOHIIEHTpallii 1BabpajuHy B IUIa3Mi KpOBI MOXKE MIJABUIIMTH PHU3HK PO3BUTKY HaIMIpHOI
Opaaukapii (auB. po3ait «OcoOIMBOCTI 3aCTOCYBAHHS ).
Ilpomunoxazari kombiHayii.
[MpoTumoka3aHe oxHOYACHE 3aCTOCYBaHHs iBaOpaanHy 1 Takux cuibHHX iHTiOiTOpiB CYP3A4,
SK TPOTUTPUOKOBI IMpenaparty, 0 HajekaTh 0 MOXITHUX a30ily (KETOKOHA30JI, ITPaKOHA30I),
MaKpoOJIiJHI aHTUOIOTUKU (KIAPUTPOMILUH, E€PUTPOMILMH Ji1 THEepOpajbHOTO 3aCTOCYBAaHHS,
JDKO3aMIIMH, TeTiTpoMiluH), iHriditopu BlJI-nporeasu (nendinasip, puroHaBip) Ta Heda3zol0H
(muB. posain «lIportunoxazanus»). Taki cunbHl 1HriIOITopu CYP3A4, sK KeTOKOHa301
(200 mMr/mo0y) ta mxo3aminuH (o 1T nBiui Ha 100y) MiABHMILYIOTH CEPEIHIO KOHIIEHTPAIIIIO
1BaOpaauHy B I1a3mi KpoBi y 7—8 pasis.
IariGitopu CYP3A4 nowmipHoi aii. CreriaibHi JOCTIIKEHHS 32 Y4acTIO 3JI0POBUX I0OPOBOJIBIIIB
Ta TMAIEHTIB TMOKa3ajdu, 0 KOMOiHAIs iBaOpamuHy 3 mpemaparamu, mo 3HIWKYITh YCC,
TaKUMHU SIK TWITia3eM Ta Bepamamisi, MpU3BOAUTH A0 MiABUIICHHS KOHIEHTpaIlii iBaOpaauny (B
2-3 pa3u 3a mokazHukoM AUC) Tta momatkoBoro 3HmwkeHHS UCC Ha 5 ya./xB. OmgHOouacHe
3aCTOCYBaHHsS 1BaOpaguHy Ta IIMX JIKAPChKUX 3aco0iB MPOTHUIIOKAa3aHE (JIMB. PO3ALI
«IIpoTunokazaHus»).




Hepexomernoosani kombinayii.

['peiindpyroBuii cik. OpgHOYAaCHUN TPUHAOM TpPEeUNPPYTOBOrO COKy Ta 1BaOpajWHy BIBIUi
3011bIIye€ KOHIEHTPAII0 OCTAaHHBOIO B IUIa3Mi KpoBi. ToMy cCIiJi YHHKAaTH CHOXHUBaHHS
rperndpyToBOTO COKY.

Kombinayii, sxi nompebyroms 3acmepesicersb npu 3aCmocy8aHHi.

I imri6iTopu CYP3A4 nomipHoi mii (Hanpukian daykonazon). OgHoyacHe 3aCTOCYBaHHS 3
iBabpaJIMHOM MOKHA pO3MOYaTd 3 a03u 2,5 Mr aBiui Ha 100y, skmo YCC y craHi CHOKOIO
> 70 yna./xB. Heo6xinno mpoBoautu MoHiTopunr YCC.

Crumynsitopu  CYP3A4 — pudamminuy, OGapbitypatn, deHitoid, 3Bipo6ii  (Hypericum
perforatum). OxHo4YacHe 3acTOCYBaHHS IMX IpenapaTiB 3 iBAOpagMHOM MOXE MPHU3BECTH [0
3MEHIICHHSI KOHLIEHTpAIlil OCTaHHBOTO Ta HOro e(EeKTUBHOCTI, BHACIIJIOK YOTO BUHHUKHE
noTpeda KOpUryBaTH 1103y iBaOpamuny. IIpu omHOYacHOMY 3acTOCyBaHHI iBaOpaaWHy B 1031
10 mMr nBiui Ha 100y Ta 3Bipo0OOIO KOHIEHTpamis iBaOpauHy 3HIKYeThCs BaBiui. Tomy ciifg
YHUKATH 3aCTOCYBaHHS 3BIp0OOOFO i Yac JiKyBaHHs 1BaOpaIMHOM.

Tnwi kombinayii.

CrnemianpHi JOCTIDKEHHS, y SKHX BHBYAJIM B3a€EMOJIi TpemapariB, IMOKa3aJHd BiJICYTHICTh
KJIIHIYHO 3HAYYyNIOT0 BIUIMBY Ha (apMakOKiHETHKY Ta (hapMaKOAMHAMIKy iBaOpaJMHy TaKuX
JIKapChKUX 3ac00iB: 1HTIOITOpH MPOTOHHOI MOMIH (OMEIpa3ol, JIAHCOIPa3oi), cuiaeHadl,
iaridiTopn 'MI'-KoA-penykra3su (CMMBacTaTHH), AWUTIAPOIIPUIMHOBI OJOKATOPU KaJbLI€BUX
KaHAIIB (aMJIOJUIIIH, JAIlUAWIIIH), TUTOKCUH Ta BapdapuH. J[OCTIPKEHHS TakoXX JOBEIH, IO
iBabpaJiuH HE YMHUTH OyAb-KOTO KJIIHIYHO 3HAYUMOIO BIUIMBY Ha (hapMaKOKIHETHKY
CHMBACTaTHHY, aMJIOJUITIHY, JAMAWIIHY, Ha ¢dapMaKOKiHETUKY Ta (apMaKkoguHAMIKY
JUTOKCHHY W Bap(apuHy, a TaKOX Ha (hapMaKOAMHAMIKY aCIlipUHY.

Kuminiuni  gocmimxenns [l a3 miarBepauia MOXIHMBICTH 3aCTOCOBYBAaTH 1BaOpaauH 3
iariditopamu  AII®D, anrtaromicramu anriotensuny lI, [(-OmokaTopamu, JiypeTHKamu,
AQHTaroHICTaMM aJlbJIOCTEPOHY, HITpaTaMHU KOPOTKOI Ta TpuBasoi aii, iHriditopamu ['MI-KoA-
penykTasu, (ibpatamu, iHTiGITOpaMH MPOTOHHOI MOMIH, MEPOPATBHUMHU MPOTUAIa0ETHUHUMHU
3ac00aMH, aCIIPUHOM I IHITUMHU aHTUTPOMOOTUYHUMH TpenapaTaMu.

Ocoobnueocmi 3acmocy8amnnsi.

Ocobnugi 3acmepedicents.

Heoocmammuini  cnpusmausuii 6niué Ha KIiHIYHI HACKIOKU 3AXB0PIOBAHHA ) NAYIEHMIE 3
CUMNMOMAMUYHOIO XPOHIUHOIO CMAabiIbHOI0 cmenokaplieto. IBaOpaH MOKa3aHUM TUTBKHU s
CUMITOMAaTUYHOIO JIIKYBaHHS XPOHIYHOI CTaOUIbHOI CTEHOKapaii, OCKUIbKM JIKyBaHHS
1BaOpaJIMHOM HE MPOJEMOHCTPYBAJIO CHPUSTIMBOIO BIUIMBY HAa 3HMKEHHS PU3HUKY PO3BHUTKY
CEpLIEBO-CYIUHHUX MOAIN (Takux sK iH(apkT Miokapaa abo CMepTbh BHACHIJIOK CEpIEBO-
CYJIMHHHUX MOiN) (AuB. po3ait «DapMakoaMHAMIKAY).

Bumiprosanns YCC. 3Baxaroun Ha MOXIMBICTH cyTTeBoro konmBanHi YCC, mnpu BHU3HAUYEHHI
YCC y cTaHi CIIOKOIO Mepej1 MOYaTKOM JIIKYBaHHS Ta y pasi HEOOXiAHOCTI MPOBEACHHS TUTpALlii
JI03H Y MAIEHTIB, SIKI IPUIMalOTh 1BaOpaauH, ciijl mpoBoAuTH cepiitHi BumiptoBanHs YCC, EKT
abo minono0oBuii amOynaTOpHUNA MOHITOPUHT. Lle TakoX CTOCY€TbCS MAI€HTIB 3 HU3BKUM
piaeM UCC, ocobmuBo sikimo YCC 3HmKyeThes A0 < 50 ya./xB, ad0 MiCisl 3MEHIIEHHS JI03U
(muB. po3ain «Crocid 3acTocyBaHHS Ta JI03M»).

Apummii. IBabpaauH He IpU3HAYAIOTh IS MPO(MITAKTUKY Ta JIIKYBaHHS apuTMii. SIKII0 mij yac
Tepamii  iBaOpaJMHOM y  TallieHTa  BUHHUKA€  TaxiapuTmis  (BEHTPHUKYJSIpHA UM
CyNpaBEHTPHUKYJISIPHA), TIPUIOM 1BaOpaauHy Bke HE € nomiuibHuM. Came ToMmy iBaOpajauH HE
PEKOMEH/IOBAaHO 3aCTOCOBYBATH MallieHTaM 3 (iOpuIsiliero mepeicepAb Ta IHIIUMH BHIAMH
apUTMiH, K1 BIUIMBAIOTh HAa (DYHKII0O CHHYCOBOTO BYy3JIa.

VY nmamieHTiB, sKi NpUEMAOTh 1BaOpajuH, MiJBUIIYETbCS PHU3UK PO3BUTKY (iOpmursALii
nepeacepab (muB. po3ain «[loGiuni peakiiiy). DiOpwsIIis mepeacepab BHHUKAE YaCTIIIE Y
NAI€HTIB, SKI OIHOYACHO 3aCTOCOBYIOTh aMioJapoH a00 CHIIBHO/II0UI aHTHAPUTMIYHI JIIKAPCHKi
3acobu | xmacy. Ilim dac sikyBaHHS 1BaOpaguHOM PEKOMEHAYETHCS PETYJSIPHUN KITIHIYHHA




KOHTPOJIb 32 CTAaHOM TAIIIEHTIB 3 METOI0 CBOEYACHOI JIarHOCTUKU PO3BUTKY MUIOTIMBOI apHTMii
(mapokcu3MabHOI abo mepcucTyrouoi) 3 mpoBeaeHHsM EKI-mMoHiTOpHMHTY, SKIIO 1€ KITIHIYHO
OOrpyHTOBaHO (TIOTIPIICHHS CHMITOMIB CTEHOKap/ii, MNalbliTalis, HEPEeryJspHUN IIyJbC).
[TamienTH MarOTh OYTH TONEPEKEHI MPO O3HAKU Ta cUMITOMHU (iOpwisiii mepeacepap Ta
npoiHdopMoOBaHi PO HEOOX1THICTH MOBIIOMIISITH CBOTO JIiKaps MPO iX BUHUKHEHHS. SIKIO i
yac JIKyBaHHA BHWHHKae GIOPWISIS Tepeacepab, CIiJI PETEIbHO 3BAXKUTH JOIIIBHICTD
IPOJIOBKEHHS Tepartii iBadpagHOM 3 ypaxyBaHHIM CITiBBITHOLICHHS KOPUCTH/PU3HK.

[Tamientn 13 XCH, nmopymeHHSIMH BHY TPIITHHOIILTYHOYKOBO1 MPOBITHOCTI (0JI0Ka1a J11BOi HIXKKH
nyuka ['ica, 6;okazna nmpaBoi HIXKKHM mydka ['ica) Ta NITyHOYKOBOIO JECHMHXPOHI3aIi€l0 TOBUHHI
3HAXOJIUTHUCS MiJl PETEILHUM HATJISI0M.

THayienmu 3 AV-610xaooro Il cmynens. Takum nanieHTam iBabpaanH HE PEKOMEHIOBaHUH.
Tayienmu 3 nuzvxkoro YCC. He cming npusHadatu iBaOpamuH marientam, y skux YCC y crani
CIIOKOIO JIO MOYATKY JIiKyBaHHs cTaHOBUTH < 70 y1./xB (uB. po3ain «[IporunokazanHsy). Ko i
yac tepamii YCC y crmokoi 3HmKyerbes 10 < 50 ya./xB ab0 MaiieHT BiqdyBa€ CHMIITOMH, SKi €
nposiBaMu Opanukapii (3amaMopodeHHs, CIaOKicTh, apTepiajbHa TIMOTEH3is), 103y HEOOXiTHO
MOCTYIOBO 3MEHILIMTH a00 MPUIMHUTH TpHiioM mpemnaparty, skino YCC mumaerses < 50 ya./xB abo
CHMIITOMHU OpajuKapii TpuBaroTh (AuB. po3ait «CrociO 3acTOCYBaHHS Ta J031»).

Kombinayis 3 6aokamopamu xanvyiesux kananie. 3aCTOCOBYBaTH 1BaOpaIMH pa3oM i3 O6J0KaTopaMu
KaJbLIIEBUX KaHAIIB, siki 3MeHIIyI0Th UHCC, TakuMu sk BeparaMin abo AuiTiazeM, IpOTHIIOKAa3aHO
(muB. po3nimm «IIporunokazanas» Ta «B3aemomis 3 THIIMMH JIIKAPCHKUMH 3ac00aMu Ta 1HII BHAA
B3aeMo/iit»). [loBimomieHs npo HeOGe3NmeKy 3acTOCyBaHHs iBaOpajuHy 3 HIiTpaTaMH KOPOTKOI Ta
TpUBAJIOl JIii, JUTIAPOMIPUAMHOBUMH OJIOKATOPAaMU KAJIBIIEBUX KaHAIIB (aMJIOAMIIIH) HE
Hagxoqwino. JlogatkoBa edeKTHBHICTH iBaOpaavHy y KOMOIHAIl 3 AWTIAPONIPHIMHOBUMH
0JIOKaTOpaMH KaJbIIi€BUX KaHAIB HE TOCIIDKYBaach (JUB. po3ai1 «PapMakoInHAMIKaY).
Xponiuna cepyesa Hedocmamuicms. Ilpu TPUWHATTI pIICHHS TPO IMOYATOK Teparmii
iBabpaguHoM npu CH HeoOXiHO OLIHMTH CTaH MauieHTa. JIIKyBaHHS MOXIIMBE TUIBKHU 3a
ymoBH, skmo CH e craGinbHoro. XBopum Ha XCH |V ¢ynkiionansHoro xmacy (3a
kinacudikamiero NYHA) iBaOpaauH cCliji 3aCTOCOBYBAaTH 3 OOEPEKHICTIO Yepe3 OOMEKEHY
KUTBKICTh JJAaHUX MIOJI0 Ii€1 MOMYJISIIii.

Incynom. IBabpaguH He PEKOMEHJIOBAHO MPHU3HAYATH XBOPUM BIIpa3y XK MICIsS NEPEHECEHOTrOo
IHCYJIBTY, Yepe3 Te 110 AOCIIPKEHHS 3a Yy4acTIO TaKOi I'PYIH MaLi€HTIB HE MPOBOMIUCE.

3oposa ¢yukyia. 1BabpaauH BruMBae Ha (YHKINIO CITKIBKM oka. Hemae noka3iB TOKCHYHOTO
BIUIMBY  JOBTFOTPUBAJIOrO  JIIKYBaHHS  1BaOpagMHOM  HA  CITKIBKY  (OUB.  PO3.IiI
«®apmakoauHaMika»). Y pa3l BUHHKHEHHS Oyab-KOro HemependauyyBaHOTO MOPYIIEHHS
30poBoi (PyHKIT JIIKyBaHHS HEOOX1THO IPUMTUHUTHU. 3 00EPEXHICTIO CIIiJ] TPU3HAYaTH 1BaOpaiH
MaIi€HTaM 3 MIMEHTHHUM PETUHITOM.

3anobidcni 3ax00u npu 3acmMoCcy8amnHi.

Iayienmu 3 apmepianvhoro cinomensieto. Yepes BIACYTHICTh JOCTAaTHROI KUTBKOCTI JaHHUX MPO
3aCTOCYBaHHs 1BaOpaJMHy MallieHTaMU 3 apTepiaibHOI0 TIMOTEH3I€I0 JIETKOro Ta MOMIpHOTO
CTYNEHS TSDKKOCTI TakUM XBOPUM CIIiJI 3aCTOCOBYBAaTH ioro 3 oOepexHicTio. [BaGpanuu
NPOTUTIOKA3aHUI TAIliEHTaM 3 TKKOK apTepianbHoto rimotensiero (AT < 90/50 mm pr. cT.)
(nuB. po3nin «IIpoTunokazaHHsm»).

Dibpunayia nepeocepos. Kapoioapummii. Jloka3iB pu3uKy BUHUKHEHHS TSKKOI Opanukapnii y
pa3l BIJHOBJIEHHSI CHHYCOBOTO PHUTMY IIpH IpOBEIEHHI (apMakoJOri4HOi KapaioBepcii y
NAIl€HTIB, K1 JIIKyBalIucs iBaOpaauHoM, Hemae. IIpore y 3B’A3Ky 3 BIICYTHICTIO JIOCTaTHBOI
KUIBKOCT1 JaHux npoBoautu DC-kapaioBepciro (sKka HE € HEBIAKIAJTHOK) PEKOMEHIYETHCS HE
paHiiie HiX yepe3 24 TOAWHU MicIs OCTAaHHBOTO pUOMY iBaOpaauHy.

Iayienmu, sxi maroms npononeoganuti inmepsan QT 6poodicenoco rtene3y abo npulimaroms
npenapamu, wo nooosdxcyroms inmepganr QT. TakuMm XBOPHM CIiI YHHKATH 3aCTOCYBaHHS
1BabpaauHy (IuB. po3auT «B3aemois 3 IHIMMH JIIKapCHKUMHU 3aC00aMU Ta 1HII BUIU B3a€MOJIII).
VY pa3i HeoOXiAHOCTI MpU3HAYECHHsS 1BaOpaguHy BUINE3a3HAYEHUM IAIllEHTaM PEKOMEHJOBaHUI
peTenpHuA Kapaiosoriaauii MoHiTOpuHT. 3MeHenHs YCC BHACIIIOK 3aCTOCYBaHHS 1BaOpaguHy




MOX€E TOCWJIUTH TOJOBXKeHHS iHTepBany QT, 1m0 acouiloeThCsi 3 BUHUKHEHHSIM apUTMii
TSHKKOTO CTYIICHS, 0COOJIMBO MapOKCU3MAIbHOI IIUTYHOYKOBOI TaxiKapIii TUITY «IipyeTr.
THayicumu 3 apmepianbHoro 2inepmensielo, AKi nompebyloms 3MiH y JAiKyéauHi. Y XOmi
nocmimkenas SHIFT y marieHTiB, sIKi 3aCTOCOBYBAJIM 1BaOpajiH, CIIOCTEPITaioch OiIbIIE
emizoniB migsuineHHs AT (7,1 %) nopiBHSIHO 3 Mali€eHTaMu, sKi npuiManu miameoo (6,1 %). 1li
€Ii30/IM YacTillle BUHWKAJIN HEBIOB31 MICJSA 3MiH y JIIKYBaHHI apTepiaiabHOI TinepTeH3ii, Oynu
TUMYAaCOBHMHU Ta HE BIUIMBAJIM Ha TEPANEBTUYHHMN eeKT iBaOpaauHy. Y pasi BOPOBAKCHHS
3miH y Teparii namienTtiB 13 XCH mig yac 3actocyBanHs iBaOpamuny AT ciij KOHTpOJIIOBATH
yepe3 MEeBHI MPOMDKKH Yacy (auB. po3ain «I1obiuni peakmii»).

Honomiowcni pewosunu. J1o cknany mpemnapaTy BXOJUTH JaKT03a, TOMY MHalliEHTaM 3 YPOHKEHOIO
HETEPEeHOCUMICTIO  TaJaKTO3W, CHHAPOMOM  ManbaOCopOIii TIJIIOKO3M Ta  TajlaKkTO3H,
HEJOCTATHICTIO JlakTa3u Jlanma He ciij HOro 3aCTOCOBYBATH.

3acmocyeannsn y nepioo eazimuocmi aoo 200y8anHs 2pyoor.

Kinku penpodykmuenoeo eiky. Ilin dWac nikyBaHHA >IHKaM pEMPOAYKTUBHOTO BIKY CIIiJ
3aCTOCOBYBATH HAJIC)KHI 3aCOOM KOHTPAIICTIIII.

Baeimnicmy. Jlani moao 3actocyBaHHs iBaOpaJuHy BariTHUMHM KIHKaMH BIJICYTHI a00 OOMEXeHi.
JocnimkeHHs Ha TBApUHAX BUSBWIM TOKCUYHUM BIUIMB 1BaOpaJiiHy Ha pPENpoOayKTUBHY (YHKIIIIO, a
TaKO)X HAasBHICTb eMOpIOTOKCHMYHOI Ta TeparoreHHoi maii. [loTeHUiMHMA pU3MK A JHOneH
HeBigomuil. ToMy 3acTocyBaHHS 1BaOpaMHy ITiJ] YaC BariTHOCTI POTHITOKA3aHE.

Loodysanns epydorw. JlocnipKeHHsT Ha TBapUHAX MPOJIEMOHCTPYBAIH, 10 1BAOpAIH IPOHUKAE Y
rpyaHe Mosioko. Tomy 3acTocyBaHHA 1BaOpaiuHy IiJl Yac rOyBaHHs IPYIAI0 MPOTUIIOKA3AHE.
XKinkam, siki mOoTpeOyIOTh JIIKyBaHHS 1BaOpaJWHOM, CIiJ NPUIUHHUTU TOMYBAaHHS TPYAII0 Ta
o0OpaTy 1HIIUH crocid royBaHHs IUTUHH.

Depmunvricms. Y X011 TOCTKEHb HA Iypax BIUIMBY iBaOpaauHy Ha (EepTHIBHICTH CAMOK Ta
CaMIIiB BUSIBJICHO HE OyI10.

30amuicmb enaueamu Ha WEUOKICMb peaxkuyii npu KepyeaHHi A6mMOMpPAHCHOPMOM aho
[HWUMU MexaHiZMamu.

VY Xomi IMITLOBOTO MOCTIIKCHHS 32 Y4YacTIO 3J0POBUX JTOOPOBOJIBIIB OYJIO0 TOBEIACHO, IO
iBabpaJiMH HE BIUIMBAa€ Ha 3JAaTHICTh KEPYBATH ABTOTPAHCIIOPTOM Ta MPALOBATH 3 I1HIIMMHU
MexaHi3mMamMu. OJIHaK y TicisipeecTpaliiHuil 1epio MOBIIOMIISIOCS PO BUIMAJIKU MOPYIIEHHS
3IaTHOCTI KepyBaTH aBTOMOOiJIEM uepe3 30pOBI CHUMIITOMHU. 3aCTOCYBaHHsS iBaOpaJMHy MOXe
CIPUYMHUTH TUMYacOBE BHHHUKHEHHSI 30pOBUX (DEHOMEHIB, 3/e01Ib1Ioro y BUMAAl (ocdeHis,
SK1 3a3BMYail 3 SABISIOTbCA BHACHIZAOK PAanTOBOi 3MIHM IHTEHCHBHOCTI cBiTia. Lle HeoOXinHO
Opatu 10 yBard MpW KEepyBaHHI aBTOMOOLIEM, OCOOJMBO BHOYI, Ta pPOOOTI 3 I1HIIUMHU
MeXaHi3MaMH.

Cnoci6 3acmocyeanns ma 003u.

Kopaxcan® IpH3HAYaoTh JOPOCIHM.

Tabnerku npuitMaroTh EepopajIbHO J1Ba pa3u Ha 100y: BpaHIli Ta BBeuepi mijg yac igu.

Ta6nerky npenapary Kopakcan® 5 Mr MokHa po3IiIMTH Ha PiBHi J03H.

Ta6netka npenapaty Kopakcan® 7,5 Mr He miisrae moiny.

Cumnmomamuyne 1iKy8aHHsA XPOHIYHOI cmabinbHOI cmeHoKapoii.

PimenHs mono moyaTKy JIKyBaHHS a00 NpOBENEHHS THUTpalil J03yBaHHS PEKOMEHIOBAHO
npuiiMaT 3a HasiBHOCTI pe3ynbTariB cepiiinux BumiptoBanb YCC, EKI' abo minomo6oBoro
amMOyJIaTOPHOTO MOHITOPHHTY.

VY marfieHTiB BiKOM /10 75 pOKIB MOYAaTKOBa J03a iBaOpaJWHy HE MOBHUHHA MEPEBUIIYBATH 5 MT
IBi4yl HA A00Y. SIKIIO y MAaIi€HTiB, sKi MPUIMAarOTh iBaOpaauH mo 2,5 abo 5 mr nBiui Ha 100y,
micas 3—4 TWKHIB JIIKYBaHHS TPUBAIOTh CHMIITOMHU CTaOUIBHOI CTEHOKApii, 103y iBaOpaauHy
MOJKHa 30UIBIIMTH 70 HACTYIHOI, 332 YMOBH rapHOi MEPEHOCHUMOCTI MOYAaTKOBOI 03U Ta SIKIIO




YCC y crani crnokoro 3anuiiaeTbcs Ha piBHI > 60 ya./xB. I[ligTpumyroya no3a HE MOBUHHA
MepeBUIIyBaTH 7,5 MT JIBi4l Ha 100y .

VY pasi BiACYTHOCTI MOJINIICHHS CUMIITOMIB CTEHOKApAii MPOTAroM 3 MICSILIB MICHIS MOYATKY
JKyBaHHS IPUIOM 1BaOpauHy CJIiJT TPUITUHUTH.

Kpim Toro, cmig po3risaaTé MOXKIUBICTh NMPUIIMHEHHS Teparii y pasi, SKIO BiANOBIAb Ha
CUMIITOMATUYHE JIIKYBaHHS € HE3HAYHOIO Ta BIJICYyTHE KIIiHIYHO 3Hauymie 3HmwxkeHHsS YCC y
CTaHi CIIOKOIO MPOTATOM 3 MICSIIB JIIKyBaHHS.

Skmo mix gac nmikyBanHs UYCC 3Hmkyerbess 0 <50 ya/xB y craHi CHokor abo mamieHT
BiJJUyBa€ CHMIITOMH, SIKi € TposiBaMH Opanukapnii (3armaMOpoYeHHs, CIa0KiCTh, apTepiaibHa
TiNOTEeH3is), 103y HEOOXIAHO MOCTYNOBO 3MEHIIUTH, BKIIOUAIOYU MOXKIIMBICTH 3aCTOCYBaHHS
HaitHIK40T 03U 2,5 Mr 1Bivi Ha 106y (Y2 Tabnerku npenapaty Kopakcan® 5 mr asidi Ha 100y).
[Ticns 3menmenns go3u ciix koutpoatoBatd YCC (auB. po3aia «OCcoOIHMBOCTI 3aCTOCYBAHHS»).
[Mpuitom npenapary cuijg npunuautH, ko YCC 3anumaerbes Ha piBHI < 50 yu./xB abo sKIIO
CUMIITOMM OpaauKapAii TPUBaIOTh, HE3BAXKAIOUM HA 3MEHILEHHS JJO3H.

Jlikyeanus XpoHiunoi cepyegoi nedocmammuocmi.

JlikyBaHHs Mae OyTH iHiIilOBaHE TUIBKHU MalieHTaMm 31 ctadinpHor0 CH 3a mpu3HaueHHAM JIiKapst
3 nocBigoM sikyBanHs XCH.

PexomentoBaHa movatkoBa J03a 1BaOpaguHy CTAaHOBUTH 5 Mr ABidYl Ha 100y. [Tlicist 2-TrkHEBOTO
Kypcy JIiIKyBaHHS 03y MOKHA TiIBHIUTH 10 7,5 MT ABivi Ha 100y y pasi, SKIIO i Yac JTIKyBaHHS
iBabpaauHom YCC 3anmumaethes Ha piBHI > 60 y1./XB y CTaHi CIIOKOI0; a00 03y HEOOXIAHO 3HH3HUTH
10 2,5Mr agiui Ha 100y (Y2 Tabnetku npenapary Kopakcan® 5wmr apiui Ha 100y), axmo UCC
3aMmaeTbess Ha piBHI < 50 y./XB y CTaHi CIIOKOIO a00 MAIli€HT Bi4yBa€ CUMIITOMH, 3yMOBJICHI
Opanukapiero (3armamMopodeHHs, ClIa0KicTh, aprepiaibHa Tinorensis). Skmo YCC 3HaxXoauThCs B
mianazoni 50-60 y./xB, 103y iBabpaauHy 5 Mr [Bidi Ha 100y 3aIUIIAIOTH HE3MIHECHOO.

Skmo mixg yac mikyBaHHs YCC 3Hmkyerbes n0 <50 ya./xB y cTaHi CHOKow a0o Tali€eHT
BIJTUyBa€ CUMITOMH, 3yMOBJIEHI OpaJuKapi€ro, IpH 3aCTOCYBaHHI 1BaOpaauHy 1o 7,5 abo 5 mr
NBi4l Ha 100y HEOOXiJHO MOCTYMOBO 3HU3UTH 103y N0 HactynHoi MeHmoi. Skmo YCC e
nocTiitHo > 60 ya./XB y cTaHi CIOKOFO, MaIli€HTaM, SKi MpHiMaroTh iBabpaauH mo 2,5 abo 5 mr
nBi4l Ha 700y, CIi MOCTYIIOBO MiABUIIUTH JJO3Y J0 HACTYIMHOI OLIBIION.

3acTocyBaHHs Tpemnapary HeOOXiTHO MPUMUHUTH, SKIo M 9ac jikyBaHHa YCC 3amumiaeThes
< 50 yn./xB ab0 cumnTomu Opanukapaii TpUBarOTh (IUB. po3ai «OcoOIMBOCTI 3aCTOCYBaHHS).
Ocobnusi kame2opii nayicumis.

Tayienmu nimuvoeo 6iky. Y TAIl€HTIB BIKOM BiJ 75 pOKiB JIKyBaHHS MOYMHAIOTH 3 MEHIIOT
104aTKOBOI 103M (2,5 Mr /Biui Ha 106y, TOOTO > Tabnetkn npenapary Kopakcan® 5 Mr sidi Ha
n00y). 3a HeoOxinHOCTI moAanbioro 3MeHueHHs YCC 103y MOXKHA MOCTYTOBO MM ABHILUTH.
Topywennus ¢ynxyii nupok. TlaiienTy, y SKUX KIIpEHC KpeaTHHiIHY > 15 Mil/XB, HE MOTpeOyIOTh
Kopekuii go3u (auB. po3ain «PapMakokiHeTHKa»). Uepe3 BIACYTHICTh JAOCTaTHBOI KiIJIBKOCTI
JaHUX XBOpUM 13 KIIpeHcOM KpeaTuHiHy < 15 wi/XxB 1BaOpaauH ciiJl OpuU3HAYaTH 3
00epeKHICTIO.

Iopywenns ¢ynxyii neuinxku. TlalieHTH 3 TIEYIHKOBOI HEIOCTATHICTIO JIETKOTO CTYICHS
TSKKOCTI HE MOTPeOyIOTh KOpEKIii 103H. 3 00epeKHICTIO MPHU3HAYal0Th 1BaOpauH MarieHTam 3
MOMIPHOIO TE€YIHKOBOI HEIOCTATHICTIO. [BaOpajMH NpPOTHMNOKA3aHUM MalleHTaM 3 TAKKOIO
NEYiHKOBOIO HEIOCTATHICTIO y 3B’A3KY 3 BIJACYTHICTIO JOCIHIPKEHb 3a Yy4yacTio L€l Trpynu
XBOpHUX, & TAKOXX Yepe3 MOKJIMBICTh 3HAUHOI'O 30UIbILIEHHS KOHIIEHTpAIlll Mpenapary B KpOBI
(uB. po3ninu «lIporunokazanus» Ta «PapMaKkOKiHETHKAY).

imu.
besneka ta ehekTUBHICTD 3acTocyBaHHs iBaOpamuHy aiThbMu (< 18 pokiB) He IOCIIIKYBaIUCS.
Jani BiacyTHI.



Ilepeoosysannas.

[Tepeno3yBanHsl 1BaOpaJlMHOM MOKE€ TPHU3BECTH JO THKKOI Ta TpuUBaIOi Opamukapiii (IuB.
posnin «IloGiuni peakiii»). Tspkki hopmu Opaaukapaii moTpedyOTh CUMITOMATUYHOT Tepamii y
CIeliali3oBaHuX 3aKyiagax. ¥ pa3i BUHUKHEHHS Opajukapail 3 MOPYIICHHSIM TeMOJIMHAMIYHUX
MOKAa3HHUKIB PEKOMEHIOBAHO 3aCTOCYBAaHHS BHYTPIIIHOBEHHHX [3-CTUMYIIOIOUUX 3aC001B, TAKUX
AK 130HpeHaTiH. Y BKpall TSDKKMX BHIAIKaX MOXKHA PO3MVISHYTH NUTAaHHS PO THUMYACOBE
BUKOPHUCTAHHS €JIEKTPOKAPAI0CTUMYJIISATOPA.

Ilo6iuni peaxuii.

IBaOpauH BUBUABCS Y X011 KIIHIYHUX AOCIHIDKEHB 3a ydacTio npubauzHo 45 000 ocib.
Haiiwactimni noGiuni1 peakiii iBaOpaauHy — 30poBi (enomenu (docdenn) ta Opaauxapmais — €
J10303aJI€’)KHUMHM Ta 3yMOBJICH] HOro (papMaKoJIOTI4YHUM MEXaHi3MOM Jii.

[Tin yac niKyBaHHS MpenapaToM MOXKYTh BUSBIATUCS HM)KYE3a3HadyeHl MOOIYHI peakiii, ki 3a
YacTOTOIO PO3MOAUICHI TAKUM YHHOM: aye dacTto (> 1/10); gacro (> 1/100, < 1/10); Hewyacto
(> 1/1000, < 1/100); pigko (=1/10000, < 1/1000); myxe pigko (< 1/10000); HeBimomo
(HEMOYKJIMBO BHU3HAYHUTH 3TIIHO 3 HaSABHOKO 1H()OpPMAITIETO).

3 60oky cucmemu kposi ma nimgpamuynoi cucmemu. Hewacto: eo3uHOQ1IIA.

3 60Ky 00MiHy peyosun, memabonizmy. Hedacto: miIBUIIIEHHS PIBHS CEYOBOI KUCJIOTH B TJIa3Mi KPOBI.
Hesponoeiuni poznaou. Yacto: TonoBHUNA Oi1b, 3a3BUYaAil MiJ Yac MEPIIOro MICSI JIIKyBaHHS,
3alaMOpOYEHHs, BIPOTIHO NOB’sA3aHe 3 Opanukapaiero. Heyacto*: HEmpUTOMHICTb, BIPOT1IHO
OB’ s13aHa 3 OpaJuKapiero.

3 6oxy opeanie 30py. Hdyxe dacro: 3opoBi ¢enomenu (pocdenu). Yacro: po3mutuii 3ip.
HeuacTo*: mumuiorisi, mopymeHHs 30py.

3 6oky opeanis ciyxy ma éecmubynapuozo anapamy. Hewacto: BepTHro.

Kapoianvni nopywenns. Yacro: opanukapnis; AV-6mnokana | crynens (na EKTT — momgoBxxeHHs
inTepBany PQ); nutyHoukoBa excTpacuctoiis; ¢iopuisnia nepeacepab. HedacTto: nmanemiTamis,
HAJIUTYHOYKOBa ekcTpacuctomisa. Jlyxke pinko: AV-6mokama Il ta Il crynens; cunmpom
CITa0KOCTI CHHYCOBOTO BY3Ja.

3 6oky cyoun. HacTo: HEKOHTPOJIHLOBAHUN KpOB’sTHUN TUCK. HewacTo*: apTepiaiibHa TiMOTEH31s,
BIpOTiTHO TIOB’s3aHa 3 OpauKap/Ii€ro.

3 6oky ouxanvHoi cucmemu, opeanie epyoHoi kiimku ma cepedocmintsi. HedacTto: qucrHoe.

3 6oxy wnynkogo-kumkogoeo mpaxmy. Hedacto: HyqoTta, 3anop, aiapes, OuTb B abOMiHAIBHIN
TITSHIN*.

3 6oxky wxkipu i niowkipnoi knimkoeunu. Hedacto*: anrioenema; Bucumnanss. Pimko*: eputema,
CBepOiXkK, KPOITHB’ THKA.

3 6oky onopHo-pyxo060i cucmemu ma cnoayuroi mxkanunu. Hedacto: M’S30Bi CIIa3MH.

3azanvni poznaou. Hedacto*: acTeHis, BIporigHO TOB’s3aHa 3 OpaguKapAi€r0; BTOMa, BipOTiTHO
NoB’si3aHa 3 OpaauKapiero. Pigko*: He3ykaHHs, BIPOT1IHO TIOB’sI3aHE 3 OpaJuKapIiero.
Jlocnioocenns. HedacTo: miaBUIIEHHS piBHS KPEaTHHIHY B TIa3Mi KPOBI; TIOJIOBXKEHHS IHTEPBATY
QT na EKT.

* YactoTa mpoOsBIB MOOIYHMX pEakilii, BHUSIBICHUX 3a JOIMOMOIOK CIIOHTAHHHUX TIOBiJJOMJICHb,
po3paxoBaHa 3a TaHUMHU KIIIHIYHHUX JIOCIiKEHb.

Onuc deakux noOIYHUX peakyiu.

3opoBi ¢peHomenu (dochenn) crocrepiramuce y 14,5 % mamiedTiB y BHIISIII TUMYacOBOTO
MiJBUIIEHHS SCKPABOCTI Ha OOMEXKEHIM IUISHIN TOJsA 30py. 3a3BUYail 1XHE BUHUKHEHHS
3YMOBJICHE PAaINTOBOID 3MIHOI IHTEHCHBHOCTI CBiT/Ia. DOCPEHN TaKOXK OMUCYIOTh SK OpPEOJI,
JEKOMIIO3UINI0 300paXkeHHS (CTpPOOOCKOMIYHMN Ta KaJleWJOCKOMmiYHUI edeKTH), SCKpaBi
KOJIbOpOBI cranaxu abo OaraTtokpaTHe 300paskeHHs (mepcUcTeHIis ciTkiBku). Docdenn
BUHHUKAIOTh NIEPEBAKHO MPOTIATOM JIBOX MEPUIMX MICAIIB JIKYBaHHS T4 MOXKYTh IIOBTOPIOBATHCS
mi3Hime. [ToBigmoMisutocs: 31e01UIbIIOTO PO JIETKY ab0 MOMIpHY IHTEHCHBHICTH (hocdeHiB. Yci
dochenn MuHAIM Tia Yac JIKyBaHHS a00 Ticas WOro mpunuHeHHs, Oitbmiicts (77,5 %) —




npotsiroM Tepamii. Menm HiX 1 % mnaiieHTiB noTpedyBaiu 3MiH 3BUYAWHOI AiISTBHOCTI abo
BIJIMIHM JIIKyBaHHS 4epe3 BUHUKHEHHS (OChEHiIB.

Bpanukapnis cnocrepiranack y 3,3 % namieHTiB, 0COOJIMBO YHPOAOBX MEPUIMX 2—3 MICSIIB 3
nmovartky JikyBaHHs. Tspkky dopmy Opamukapaii 3 HCC < 40 ya./xB manu 0,5 % mnartieHTiB.

VY nocmimxenni SIGNIFY ¢iOpunsamis nepeacepas cnocrepiranach y 5,3 % marfieHTiB, ski
npuiiManu 1BabpaauH, mopiBHAHO 3 3,8 % mamieHTIB Tpynu Iuianebo. 3BeAeHUN aHamli3
pe3yJIbTaTiB yCiX TOJBIMHO CIIMHX IIare00-KOHTPOIBOBAHUX KITIHIYHUX JociikeHs I Ta
IIT ¢pa3 TpuBamicTio He MeHmIe 3 MicsiiB 3a yuacTio Outbmie 40 000 marieHTiB MPOAEMOHCTPYBaB,
110 YacTOTa BUHUKHEHHS QiOpmisinii nepeacepap craHoBuia 4,86 % y mallieHTiB, SKi NpHiMaiu
1BaOpaiuH, mopiBHAHO 3 4,08 % y mamieHTiB rpynu mianebo, o BiNOBIAA€ BITHOCHOMY PU3UKY
y 1,26, 95 % nosipunii intepsai 1,15-1,309.

36im npo nidosprosani nobiuHi peakyii.

3BiT mpo Timo3proBaHi MOOIYHI peakuii y MicaspeecTpaliiHuii Mepiog  3acTOCYBaHHS
JiKapchKoro 3aco0y € BaximBHM. Lle mae 3mory Bectd Oe3nepepBHHI MOHITOPUHT
CIIBBIIHOIICHHSI KOPHCTH/PU3UK 3acTOCyBaHHS mnpenapary. CroemiamicTé y Taimy3l OXOpOHHU
3I0pOB’ST 3000B’si3aHI TMOBIIOMIISITH Ye€pe3 HAI[IOHAIbHY CHCTEMY 3BITHOCTI Mpo Oyab-sKi
BUIIAJIKHU T103PIOBAHUX TOOIYHUX €EKTIB.

Tepmin npuoamnocmi. 3 poKu.

YmoBu 30epiranns.
He moTpeOye ocobimBux yMmoB 30epiranss. 30epirati B HEIOCTYTHOMY JUTSI TITEH MicCIIi.

Ynakoska.
[To 14 Tabnerok y Omictrepi 3 amominieBoi ¢onbpru Ta IIBX-mmiBku; mo 2 abo 4 Gumictepu B
KOpOOIIl 3 KapTOHY MaKyBaJIbHOTO.

Kareropis Bigmycky.
3a pelenrtom.

BupoOnuk.
Jlabopatopii Ceps’e Inmactpi/Les Laboratoires Servier Industrie.

Micue3Haxoa:keHHs1 BAPOOHHMKA Ta HOro agpeca Micusi MPOBaIKeHH AislVIbHOCTI.
905 pyT ne Capan, 45520 Xini, ®panmiss/905 route de Saran, 45520 Gidy, France.

BupoOuuk.
Cepn’e (Ipnanaist) [nmactpic JIta/Servier (Ireland) Industries Ltd.

Micue3HaxoakeHHs1 BAPOOHHMKA Ta HOro agpeca Micusi MPOBaIKeHHs TislIbHOCTI.

Maninenms, [opeit Poya, Apkioy, Ko. Biknoy, Ipnannis/Moneylands, Gorey Road, Arklow, Co.
Wicklow, Ireland.

3asiBHHUK.
JIE IABOPATVYAP CEPB’€E/Les Laboratoires Servier.

Micue3HaxoIKeHHS 3asiIBHUKA.
50, pro Kapno, 92284 Cropen Cenekc, @paniis/S0, rue Carnot, 92284 Suresnes Cedex, France.

Jnis oTpuMaHHs Oyb-gKo0i 1H(popMallii 111010 JIiKapchkoro 3aco0y nmpocumo 3Bepratucsa 10 TOB
«CepB’e Ykpaina» 3a Tein. (044) 490 3441, dakc: (044) 490 3440.

JlaTta octannboro neperasay. 15.07.2020.



