3ATBEPIKEHO
Haxa3 MinicrepcTBa 0X0poHHn
310pOB’sl YKpaiHu
15.07.2020 Ne 1609
PeecTpauniiine mocBigueHHst
Ne UA/3905/01/01
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IHCTPYKIIA
JJISI MEAUYHOT0 32CTOCYBAHHSA JiKapPChKOro 3aco0y

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

Cknao:

diroya peuosuna: ivabradine;

1 TaGierka MICTHTH 5 MT 1BaOpaauHy, 10 BiAgmosigae 5,39 Mr iBaOpaauHy TiIpOXJIOpUIY, a00
7,5 mr iBaOpaauHy, 1m0 Bignosigae 8,085 mr iBaOpaauHy TiApOXIOPUIY;

OONOMIJICHI pewosuHU: JIAKTO3W MOHOTIpAT, MarHilo cTeapar, KpOoXMaib KYyKYpYI3sSHU,
MAaJTbTOACKCTPUH, KPEMHIIO TIOKCHI KOJIOiHUI O€3BOTHHIA;

n1ieKko6a 06010HKA: TIILEPHH, TIMpoMeso3a, 3aii3a okcu xkoBtuit (E 172), 3ami3a okcH1 YepBOHMIA
(E 172), makporon 6000, marHito creapar, Tutany giokcun (E 171).

Jlikapcbka ¢opma. TabiieTku, BKPUTI TITIBKOBOIO 000JIOHKOIO.
OcHo8HI i3UKO-XIMIYHI 81ACMUBOCTI:

Kopakcan® 5 mr: Tabnerka moBracToi (OopMH, BKPHMTa IUTIBKOBOIO OOOIOHKOI OPaHKEBO-
. . >
POXKEBOIO KOJIbOPY, 3 HACIYKaMH Ha 000X KpasxX 1 TUCHEHHSIM «5» 3 OAHOro OOKy Ta «~ » — 3

IHIIIOTO.
Kopakcan® 7.5 mr: TabieTka TPUKYTHOI (pOPMM, BKPHUTA ILTIBKOBOIO OOOJOHKOIO OPaH)KEBO-
(7

POKEBOTO KOJIbOPY, 3 TACHEHHSIM «7.5» 3 OTHOTO OOKY Ta «~ » — 3 1HIIOTO.

®apmakoTrepaneBTHYHa rpyna. Kapnaionoriuni 3aco0u. IHmi kapaionoriuyxi  3aco0w.
Kon ATX CO1E B17.

DapmakKono2iuni eracmueocmi.

Dapmaxoounamixa.

MexaHi3M fii.

IBaOpaauH — 11e peyoBUHA, sIKa BUKIIOYHO 3HWXKYE 4acTOTy cepleBux ckopoueHb (HCC), niroun
Ha BOJIiSI PUTMY Cepls IUIIXOM CEJICKTUBHOTO Ta crenudigyHoro iHriOyBaHHsS I+-MOTOKY, 110
KOHTPOJIIOE CIOHTaHHY IiacTOJIIYHY JEMOJSPU3AIil0 Ha PiBHI CHHYCOBOTO BY3JIa, PETYJIOI0UH
YCC. [IBabpamuH i€ BHUKIIOYHO HAa CHHYCOBMM BY30J1 Ta HE BIUIMBAaE Ha
BHYTPIIIHBONIEPEACEPAHY, AaTPIOBEHTPUKYISIPHY 1 BHYTPILIIHBOILIYHOUYKOBY IIPOBIJIHICTb,
CKOPOTHICTh MiOKap/Aa i penosipu3alito MIyHOUYKIB.

[BabpaauH TakoX MOXKE B3a€MOJISATU 3 In-IIOTOKOM CITKIBKM OKa, SIKI CXOX1 3a CTPYKTYporo 3 If-
IIOTOKOM CHHYCOBOTO By3/na cepus. Lle nexuTh B OCHOBI PO3BUTKY THUMYACOBOIO MOPYLIEHHS
CBITJIOCTIPUIHATTSL BHACIIJOK 3MEHILIECHHS PEakKilii CITKIBKM Ha sSCKpaBi CBITJIOBI ctumynd. [lpu
MOSIBI TPUTepHUX OOCTaBWH (panToBa 3MiHA OCBITJICHHS) YacTKOBE 1HTIOyBaHHsS iBaOpamuHOM Iph-
MIOTOKY MOYKE IPU3BECTH JI0 HECTIOIIBAHOTO BUHUKHEHHS Y TAIIIEHTIB 30pOBUX (PeHOMEHIB. 30pOBi
dbenomenu (docheHn) OnuCyrOTh K THMYACOBE ITiIBUILIEHHS SICKPABOCTI HA OOMEXEHIN MUISHIl
noJtst 30py (muB. po3ain «[1o6ivni peakirii»).



PapMakoanHamiuHi eheKTH.

OcHOBHOIO  (hapMaKOAMHAMIYHOIO BIACTUBICTIO 1BaOpaguHy € BHOIPKOBE J10303aJICXKHE

samkeHHs YCC. Ananiz 3Menmenns YCC npu 3actocyBaHHI iBabpaauHy B g03ax < 20 Mr aBivi

Ha 00y TOKa3aB TEHJAEHIIIO 10 BUHUKHEHHsS e(eKTy IUIaTo, IO 3HMKY€E PU3UK BUHUKHEHHS

TsoKKOi Opaaukapaii < 40 ya./xB (quB. po3ain «I1o0iuHi peakii»).

[Ipu 3actocyBaHHI iBaOpavHy Yy PEKOMEHJIOBAHUX TEPANEeBTUYHUX 033X (5—7,5 Mr nBidi Ha

100y) UCC 3HmxkyeThcsi mpubau3Ho Ha 10 yn./XxB y cTaHI CIIOKOIO Ta NpHW HaBaHTakeHHI. e

3MEHIIIye pPOOOTY cepis Ta CIOXHUBAaHHS KHUCHIO Miokapjaom. IBaOpaawH He BIUIMBaE Ha

BHYTPIIITHHOCEPIIEBY IPOBIAHICTh, CKOPOTHICTh MiOKapJa (HETaTUBHHH 1HOTPOMHHUHN edeKT

BIZICYTHI) Ta pernoyispu3alio NUTyHOUKIB:

o y KIHIYHUX eNeKTpodi3ioNIoOTiYHUX JOCHIDKeHHSAX 1BaOpaJvH HE BIUIMBaB Ha
aTPIOBEHTPUKYJSIpHY a00 1HTPaBEHTPUKYJSIPHY MpPOBIAHICT a00 Ha KOPUTOBAHHM
iaTepBan QT;

. y TAIEHTIB 3 AUC(YHKITIEIO JTIBOTO MUTYHOUKA ((hpaKilisi BUKUIY JiBoro nuryHouka [PBJIHI]
cranoBuTh 3045 %) iBaOpaayH HE BUSBIAB OY/Ib-IKOTO HETaTUBHOTO BIUIMBY HA MOKA3HUKH
OBJIILLL

KiiHiuyHa eeKTUBHICTB Ta Oe3meka.

AHTHAHTIHAJIGHY Ta aHTUIMIEMIYHY €(QEeKTHBHICTh 1BaOpaauHy OyJI0 JOBEIEHO Yy XOIi I SITH

NOJBIHHO CIINMUX PaHAOMI30BaHMX MOCTIKEHb (Y TPhOX — IMOPIBHIOBANHM 3 IUanebdo Ta 1o

OJIHOMY — 3 aTE€HOJIOJIOM Ta aMJIOJIUITIHOM). Y IUX JOCTiHKeHHIX Opanu ydacTh 4111 marieHTiB

3 XpOHIUHOIO CTabIILHOIO CTEHOKAp/Ii€ro, 2617 3 sskux nmpuiiManu iBabpaavH.

IBaGpamun y 1031 5 Mr ABidl Ha 100y JOBIB CBOIO €(PEKTHBHICTD 32 TTOKA3HUKAMH TECTIB 3 (HI3MUHUM

HABAHTOKEHHSM BIPOJOBXK 3—4 TWKHIB JiKyBaHHS. JlomaTKoBi TepeBard 3OUIBIICHHS 03U

iBaObpaguHy 70 7,5 Mr ABidi Ha 700y Oyiy JOBEeAEHI Y XOJI KOHTPOJIBOBAHOTO TOPIBHSUILHOTO

JOCIDKEHHS 3 aT€HOJIONOM: TPUBAIICTh TECTY 3 (Di3MYHUM HABAaHTKEHHSM y MIXKIO030BHHU MEpiof

30UTbIIIIIAcS Ha 1 XBUJIMHY TTICIISL MICSIIS JTIKYBaHHS 1BaOpaJIMHOM Y 71031 5 MT JBivi Ha 100Y; uepes

TP MICSAII MiCIS MABUIIEHHS 03U A0 7,5 MT JIBi4i Ha O0Y CIIOCTEPIrajaocs MmoJaIbIe 30UThIICHHS

TPUBAJIOCTI HABAaHTAKEHHS IIIe Maibke Ha 25 c¢. Y X0l IIbOro JMOCIIIPKEHHS aHTHAHTIHAJIBHI Ta

AHTHILIEMIYHI BJIACTUBOCTI iBaOpaguHy OyiaM MiATBEp/KEHI y TMAIli€HTIB BIKOM > 65 pOKiB.

EdexTuBHICTh 1BabpaguHy B 103ax S Ta 7,5 Mr 1Bivi Ha 100y OyJia CTajlor0 y BCIX JTOCIIIKEHHIX 3a

MOKa3HUKAaMH TECTIB 3 (PI3MYHUM HaBaHTAXKEHHAM (3arajbHa TPUBAJIICTh HABAHTAKEHHS, 4ac 10

BUHUKHEHHSI JIIMITYIO4YOi CTEHOKApii, Yac 0 PO3BUTKY Hamaay CTEHOKapjii, 4yac 10 PO3BUTKY

nenpecii cermenta ST Ha 1 MM) Ta CynpoOBOKYBaIacst SMEHIIEHHSIM KUTBKOCTI Hara iB CTeHOKapIii

npubm3Ho Ha 70 %. Pexum no3yBaHHs 1BaOpaauHy [Bidl Ha 100y 3a0e3rnedyBaB CTaOUIbHY
e(eKTUBHY A0 MPOTATOM 24 TOIUH.

VY xoxai paHAOMI30BAaHOTO ILIAIE00-KOHTPOIHOBAHOTO AOCTIHKEHHS 3a ydacTio 889 maIlieHTiB

iBaOpaauH, 10 TpPHU3HA4YaBCA JOJATKOBO J0 aTeHoyionmy B 1031 50 Mr Ha 100y, IMOKa3aB

J0JJATKOBY €(PEKTUBHICTh YCiX MOKa3HUKIB TECTIB 3 ()I3MYHUM HABAaHTAKEHHIM Y MIKIO30BHMA

nepion (yepe3 12 roauH micis npuiiomy).

JlocmiDkeHHsT TIPOJEMOHCTPYBalM, IO e(eKTHBHICTh iBaOpaJMHy TOBHICTIO 30€piraeThcs

BIIPOAOBXK 3—4 micamiB JikyBaHHs. [li dWac mmXx AOCHIIDKEHb HE CIIOCTEPITanocs BHITAJIKIB

(apMaKoJIOTi4HOi TOJIEPAHTHOCTI (BTpaT €PEKTUBHOCTI) a00 ePEeKTy «BIIMIHI» IICIISl PAlTOBOTO

MIPUITMHEHHST JTIKYBaHHS. AHTHAHTIHAJbHA Ta aHTHUINIEMIYHAa eQEKTHBHICTh 1BaOpamuHy Oyiu

NoB’s13aHi 3 10303aeKHUM 3MeHIIeHHIM YCC 1 IOCTOBIpHUM 3HMKEHHSM MOABIHHOTO JTOOYTKY

(TTT), mo BimoOpaxae moTpedy MioKap/a Y KHUCHI, Y CIOKOI Ta Mij 4yac (i3WIHOTO HaBaHTAKEHHS

(ITX =YCC x cucromiuauii aprepiansuuii Tuck [CAT]). BB iBabpaauHy Ha apTepiajbHUN TUCK

(AT) Ta pe3ucTeHTHICTh epudeprUIHUX CYMH OyB MIHIMAJILHUM Ta HE MaB KJTIHIYHOTO 3HAUYCHHS.

Hocmimkennss TpuBaiicTio 1 pik 3a ywacTio 713 mamieHTiB MiATBEpAMIIO CTIMKHHA edekT

iBaOpaauny mono 3HmwkeHHsT YCC Ta mpoaeMOHCTPYBaio BiICYTHICTh BIUIMBY 1BaOpaauHy Ha

MeTa00III3M TIIFOKO3H Ta JIITIIB.

VY xBopHX Ha MyKpoBUii fiadeT (n = 457) Oyyio miATBEPA)KEHO aHTUIMIEMIYHY Ta aHTHAHTTHAIBHY

e(eKTUBHICTD 1 Oe31eKy 3aCTOCyBaHHS iBaOpaIuHy.




YV mmpokomacmtabuomy aocmimpkenai BEAUTIFUL 3 BuB4eHHs 3aXBOPIOBAHOCTI Ta CMEPTHOCTI 3a
yuactio 10 917 ocib 3 imemiyHo0 XBOpoOoIO cepus i aucdyHKIiero iiBoro nuryHouka (OBJILLI
<40 %) iBabpaavH mNpH3HA4YaBCs Ha TJII ONTUMaibHOI Oa3ucHOi Tepamii (86,9 % malli€eHTiB
orpuMyBaiu [-6mokatopu). OCHOBHUM KpuTepieM e(peKTUBHOCTI (IepBUHHA KOMOIHOBaHA KiHIIEBa
Touka) OyJia 3arajibHa KUIBKICTh BHIQJKIB KapIiOBACKYJSIPHOI CMEpTI, TOCHITANI3aIlii BHACHIIOK
iHpapkry Miokapaa (IM), a TakoX 3 TpPUBOAY BHHUKHEHHS a00 TOTIpIIEHHS CepleBoi
HemocratHocti (CH). JlocmimkeHHs TOKa3aao BiACYTHICTh JIOCTOBIPHOI PI3HHIN y 3HMKCHHI
NEepPBUHHOI KOMOIHOBAaHO!I KIHIIEBOI TOUKM MK TpylamMH iBaOpaauHy Ta IUianedo sK y 3arajibHii
nomyJsitii (BigHocHUM pu3uk [BP] 1,00; p = 0,94), Tak 1 npu aHami31 JaHUX MiArPYINd MAIi€HTIB 13
YCC=70 yn./xs (BP 0,91; p = 0,17). IIpore y rpyni xBopux i3 YHCC > 70 ya./xB, gKi npuiiMaiu
1BaOpaJiMH, 4acTOTa TOCHITATI3AIi y 3B S3KY 3 JICTAILHUM Ta HeneTanbHuM IM 3MeHmmnacs Ha
36 % (p =0,001), a peBackymnsipu3artii kopoHapuux cyaud — Ha 30 % (p = 0,016).

Cybanamiz JaHux y MArpyMi MaIlieHTiB 13 CUMIITOMHOIO cTeHokapaiero (n = 1507) mokasas, 110
NepBUHHA KiHIIEBA TOYKa 3HU3MIAcs Ha 24 % y rpymi iBabpaguny (p = 0,05). Lis nepesara Oyna
3yMOBJIEHa B OCHOBHOMY 3HAa4HUM 3MEHILIEHHSAM YacTOTH Trocmitaiizainiid BHacmigok IM (42 %; p =
0,021). 3HIKEHHS Y4aCTOTH TOCHITaN3aliil y 3B’s3Ky 3 JETaJbHUM Ta HenetanbHuM IM Oyio e
cytreBimmM (73 %; p = 0,002) y rpyni naiieHTiB 3 JimiTyrouoto cteHokapaiero Ta YCC > 70 ya./xB.
VY mmpokomacirabHomy nocinimpkenHi SIGNIFY 3 BUBUEHHS! 3aXBOpPIOBAHOCTI Ta CMEPTHOCTI 3a
yuacTio 19 102 marieHTiB 3 1IIEMIYHOIO XBOpPOOOIO cepiis 0€3 KIIHIYHMX O3HaK CepIieBOi
HenocratHocTi (PBJILI > 40 %) iBabpaaun mpu3HayaBcs Ha TJIi ONTHMANIBbHOI O6a3ucHoi Tepartii. B
IIbOMY JIOCHI/DKEHHI 3aCTOCOBYBajach TEpaleBTUYHA CXE€Ma 3 BHIMUM JIO3YBaHHSAM, HIK
3aTBep/pKEHE (IoYaTKoBa J103a — 7,5 Mr n1Bidi Ha 100y [5 Mr nBidi Ha 100y JUIS TALIEHTIB BIKOM
noHay| 75 pokiB] Ta Tutpamis 103 10 10 Mr aBidi Ha 100y). OCHOBHUM KpHUTEpiEM €(pEeKTHUBHOCTI
Oyna koMOiHOBaHA TIEpPBMHHA KiHIIEBA TOYKA, SIKa CKIIAJANach i3 3araibHOi KUTBKOCTI BHTIAJIKIB
CEepIIEBO-CYTMHHOI cMepTi a0o HemneranbHOro iHdapkry wmiokapnaa. JlochmipkeHHS HE BHSBHIO
PI3HMIIl 32 YaCTOTOI0 BHMHUKHEHHS KOMOIHOBAaHOi TEPBHHHOI KIHIIEBOI TOUYKH MDK TpyHaMu
iBabpaguny Ta ruianedo (BP 1,08; p = 0,197). Bpaaukapnais cnoctepiranacs y 17,9 % mnariieHTiB
rpynu iBabpaauny (2,1 % B rpymi mnane6o). Ilig yac nocmimkenas 7,1 % marieHTiB oTpuMyBaH
Bepanami, auiriazeM abo iariditopu CYP3A4 cunbHOI .

He3naune cTaTMCTHYHO IOCTOBIpHE 30LIBIICHHS YaCTOTH BHHUKHEHHS KOMOIHOBAHOI MEPBUHHOI
KIHIIEBOI TOYKH CIIOCTEPIrajioch y TMOMEPEAHbO BU3HAYCHIN MIATPYI MAIlEHTIB 31 CTEHOKAP/IEIO
II knacy abo Buie 3a Kinacugikaiiero KaHaachbkoro ToBapucTBa CepleBO-CyIMHHUX 3aXBOPIOBAHb
(CCS) (n = 12049) (3,4 % BunaaxiB Ha pik npotu 2,9 %, BP 1,18; p = 0,018); ane B miarpymi
3araibHOI MOMyYJIALIT MarienTiB 31 creHoKapaiero kinacy CCS > I Takoro edexTy BUsBICHO HE OyIo
(n=14286) (BP 1,11; p=0,110).

BukopucranHs y OCHI[DKEHHI BHINOI 3a 3aTBEPKEHY JI03M YAaCTKOBO TMOSICHIOE OfEpKaHi
pe3yibTaTH.

SHIFT — GararoreHTpoBe MIKHApOJHE PaHIOMI30BaHE MOJBIHHO CIile IUIane60-KOHTPOIbOBAHE
JOCTIKCHHST 3aXBOPIOBAHOCTI Ta CMEPTHOCTI, sKe BKMoYano 6505 mopociux Taii€eHTiB 3i
crabutpHOI0 XxpoHiuHOWO CH (XCH) 1 mucdynkuiero miBoro mntyHouka (OBJIII< 35%). V
JOCTIKeHHI Opamn y4acth xBopi 13 cuctomuHoro XCH -1V ¢yHkmioHamsHUX KiaciB (3a
Knacudikamielo XpoHiuHoi cepueBoi HemoctaTHocTi Hbro-Mopkebkoi acomiarii  kapmionoris
[NYHA]) tpuBaiictio > 4 TrxHiB Ta YCC > 70 ya./XB y cTaH1 CIIOKOIO.

[NamienTH OTpUMYBaIM CTAaHAApPTHY Teparilo, BKIIOYAIOUM 3acTocyBaHHS [-Onokaropi (89 %),
Hri6itopiB AII® ta/abo anraronictiB anriotensuny Il (91 %), niyperukiB (83 %) 1 aHTaroHicTiB
anbocTepony (60 %). Y rpymi iBaOpanuny 67 % nauieHTiB OTPUMYBAIU JIIKAPChbKUI 3acid y 11031
7,5Mr nBiui Ha 100y. Memiana crocrepexkenHss — 22,9 micsgl. JlikyBaHHsS  iBaOpaguHOM
acoritoBaiiocst 31 3HmwkeHHAM YCC y cepeaHboMy Ha 15 yA./XB TMOpIBHSHO 3 BUXITHUM
sHadueHHsM 80 ya./xB. Pisnunsg y UCC wmix rpynamu iBaOpaauHy Ta Iuiane0o CTaHOBHIIA
10,8 ya./xB micist 28 aHiB ipuiiomy, 9,1 ya./xB — 12 micsii Ta 8,3 y./xB — 24 MiCSIIIB.

e mocnmimkeHHs MPOJEMOHCTPYBAJIO KIIIHIYHO Ta CTAaTHCTMYHO JIOCTOBIPHE 3HIDKEHHS YacTOTH
BUHHMKHEHHSI KOMOIHOBaHOI IEPBHUHHOI KIHIIEBOI TOYKH (CMEPTh BiJl CEpIEBO-CYJAMHHHX MO Ta



rocmiTamizamis 3 npusoxy noripuienHs CH) wa 18 % (BP 0,82, 95 % nosipumii intepBan [/]
0,75-0,90; p < 0,0001). Abcomorne 3menmieHHs BP cranoBuno 4,2 %. Edekr Bin nikyBaHHS
iBaOpaariHOM OyB OYEBHIHMM BKe y mepi 3 micsi Teparii. Pe3ynbrarn koMOIHOBAaHOT TIEPBUHHOL
KIHLIEBOI TOYKM TOJIOBHMM YMHOM Oyinu oOyMoBieHi KiHueBumu Toukamu CH, rocmitamizamii 3
npusoay noripmenHst CH (abcomorne 3menmennss BP — 4,7 %) ta cmepreit Big CH (abcomothe
3meHnieHHst BP — 1,1 %).

Bnuus Tepamnii iBabpagnHoM Ha KOMOIHOBaHY NEPBUHHY KiHIIEBY TOYKY, il KOMIIOHEHTH Ta
BTOPHUHHI KiHIEBi TOYKH

IBabpagn ITnane6o BP
(N =3241) (N= (95 % A1) p-3HAaYEHHS
n (%) 3264)
n (%)
Kombirosaria nepeiiia 793 (2447) | 937(28,71) | 0,82(0,75-0,90) | <0,0001
KiHIIEBA TOYKA
KomnonenTn nepBuHHOL
KIHIIEBOi TOYKH:
e CMepTh BHACIIJIOK 449 (13,85) 491 (15,04) | 0,91 (0,80-1,03) 0,128
CEpILIeBO-CYTUHHUX TOIIH]
e TOCIITaNTI3aIlIsA 3 TPUBOLY 514 (15,86) 672 (20,59) 0,74 (0,66-0,83) <0,0001
noripmenns CH
[H1I11 BTOpUHHI KIHIIEB1 TOYKHU:
e CcMepTh 3 OYab-AKO1 503 (15,52) 552 (16,91) | 0,90 (0,80-1,02) 0,092
NPUYHHU;
e cMmepth, BuKInKana CH; 113 (3,49) 151 (4,63) 0,74 (0,58-0,94) | 0,014
e rocmitamizarii 3 Gyb- 1231 (37,98) 1356 (41,54) | 0,89(0,82-0,96) | 0,003
SIKO1 TPUYWHU;
e rocmiranizawii 3 NPUBOIY 977 (30,15) 1122 (34,38) | 0,85(0,78-0,92) 0,0002
CEepIEBO-CYTUHHOTO
3aXBOPIOBAHHS

3MEHIIICHHS! YacTOTH BUHUKHEHHS KOMOIHOBAHOI MEPBHMHHOI KIHIIEBOI TOYKH CIIOCTEPIraiocs
He3aexHo Bix crari, kmacy NYHA, imemiunoi abo neimemiuHoi eriosorii CH Ta HasBHOCTI
CYyIyTHBOTO 3aXBOPIOBaHHS (I[yKpOBOTO Jia0eTy abo aprepianpHOI TinmepTeH3ii) B aHaMHE3l
MaIfieHTa.

B miarpymni narientiB 13 UCC > 75 ya./xB (n = 4150) criocTepiraaoch 3Ha4HE 3HUKEHHS YaCTOTH
BUHUKHEHHS TIEPBUHHOI KiHIIeBOi Touku Ha 24 % (BP 0,76, 95 % M1 0,68-0,85; p < 0,0001) Ta
IHIMUX BTOPHUHHUX KIHIIEBHX TOYOK, BKIIIOYAIOYM CMEpPTh 3 Oynb-sakoi npuuuHu (BP 0,83,
95 % A1 0,72-0,96; p < 0,0109) i cMepTh BHACHiIOK cepreBo-cyauHHux mnoni (BP 0,83,
95 % A1 0,71-0,97; p < 0,0166). Ilpodins Oe3nexu iBaOpaauWHy B Iid MIATPYII MAali€HTIB
BIJIMIOBiIa€ TAKOMY Yy 3arajibHii TOIMYJISIIii.

Ile mocmimKeHHs MPOJEMOHCTPYBAJIO JOCTOBIPHE 3HIDKEHHS YaCTOTH BUHUKHEHHS KOMOIHOBaHOI
NIEPBUHHOI KIHIIEBOI TOYKH B 3araybHii IpyIli Mali€eHTIB, sIKi OTPUMYBAJIM Teparmito -01okaTopamMu
(BP 0,85, 95% Al 0,76-0,94). B miarpym mnamientiB i3 UCC >75 yn./xB, sxi npuiimamu -
ONokaTopu B PEeKOMEHJIOBAaHHX 033X, HE OYyJ0 BHSBJICHO CTATHCTUYHO JIOCTOBIPHOTO BIUIMBY Ha
KOMOIHOBaHy mepBUHHY KiHleBy Touky (BP 0,97, 95 % JI 0,74-1,28) ta iHII BTOpPHMHHI KiHIIEBI
TOYKH, BKJIIOYAIOUM rocmitamizaiito 3 npuBoay noripmenas CH (BP 0,79, 95 % /I 0,56-1,10) a6o
cmepts Big CH (BP 0,69, 95 % /11 0,31-1,53).



Y 88728 %) xBopux Tpynu iBaOpaAMHy BigMIYaJIocid JOCTOBIpHE  IOKpAIIaHHS
¢yHkuioHanpHOTO Kiacy (3a kiacudikauiero NYHA) mopiBastHO 3 776 (24 %) mamieHTamu
rpynu miare6o (p = 0,001).

VY panHaoMi30BaHOMY IJ1aie00-KOHTPOJIBOBAHOMY JOCIIPKEHHI 3a ydyacTio 97 maii€eHTiB JaHi,
OTpUMaH1 MiJ dYac ChoemialbHUX OQTaTIbMOJIOTIYHUX JOCHIIKEHb, METOI0 SAKUX Oyia
JOKyMEHTaJbHa (ikcariss (QyHKIIT CUCTEM KOJOOYOK Ta MaJMYOK 1 BUCXIAHOTO Bi3yaJbHOTO
nUIsiXy (3a JOMOMOTOI0 aHaNi3y EJIeKTPOPETHHOTPAMH, CTAaTHYHUX Ta KIHETHYHHX 30POBUX
HOJIIB, KOJIBOPOBOTO 30pYy, FOCTPOTH 30pYy), Y MAaLI€HTIB, SKI 3aCTOCOBYBAJIM iBaOpaauH JUis
JIKYBaHHS XPOHIYHOI CTaOUIBHOI CTEHOKapAili MpoTAToM 3 pOKiB, HE MIATBEPAMIH OYIb-IKOI
PETUHAIBHOT TOKCUYHOCTI.

[lexiaTpuyHi Mali€HTH.

Byno mpoBeneHo panmomizoBaHe, MOJBIHHO ciiine, Mmiane00-KOHTPOJIbOBAaHE MOCHIHKEHHS 3a
yuactio 116 memiarpuunux mnamieHTiB (17 3 sxux Oynu Bikom 6—12 wmicsmiB, 36 — BikoMm 1-3
poku Ta 63 — Bikom 3—18 pokiB) 3 XCH Tta munaraniiinoro kapaiomionariero (JJKMIT) na i
ONTUMaIBHOI Tepamii; 74 mamieHTH OTpUMYBaJM iBaOpaawH (CIHIBBIIHOMICHHS IIOJI0 TPYIH
miane6o 2:1).

[TouarkoBa g03a y miarpymi naiieHTiB BikoM 6—12 micsamiB ctanoBuia 0,02 Mr/kr aBa pa3u Ha
neHb (2 p/m), y miarpymi mamieHTtiB Bikom 1-3 poku Ta BikoM 3—18 pokiB 3 Macoio Tiia
<40 xkr — 0,05 mr/kr 2 p/n, a y miarpyrmi namieHTiB Bikom 3—18 pokiB 3 Macoro Tina > 40 kr —
2,5wmr 2 p/a. o3y minOupanu 3alexHO BiJ TEparneBTUYHOI BiAMOBiNI, a MAaKCHUMalbHI J03U
cranoBuiu 0,2 mr/kr 2 p/m, 0,3 mMr/kr 2 p/a ta 15 Mr/kr 2 p/a BiagnoBigHo. Y bOMY TOCIIIKEHHI
iBabpaJiiH 3aCTOCOBYBAJIM Yy BUIJISAI OpalbHOTO po3umHy abo Tabimetok 2 p/a. BincyTHicTsh
(dbapMaKOKIHETUYHOI BIIMIHHOCTI MDK IIMMH JIBOMa JIiKapCbKUMHU (popmMamMu OyJio MOKa3aHO Y
BIIKPUTOMY PpaHIOMi30BaHOMY JIBOIIEPIOJHOMY MEPEXpEecHOMY JOCIHiKEHHI 3a yuacTio 24
3I0POBHX JOPOCITHX JOOPOBOJIBIIIB.

3umxenHs YCC na 20 % 6e3 Opamukapnii Oymo gocsrHyto y 69,9 % mnauieHTiB rpynu
1BabpaauHy mopiBHAHO 3 12,2 % maiieHTiB rpynu mianedo NpoTaroM rnepiony TUTpyBaHHS Bif 2
10 8 THKHIB (criBBigHOMEHHS maHciB: E = 17,24, 95 % /11 5,91-50,30).

Cepenni no3u iBaOpaauHy, 1o n03Bojstin gocartu 20 % BimHoBinenHs UCC, craHoBwIH
0,13 + 0,04 mr/xr 2 p/n, 0,10+ 0,04 mr/xr 2 p/n Ta 4,1 £2,2 Mr 2 p/a y miarpynax maii€HTiB
BikoM 1-3 pokwu, BikoM 3—18 pokiB 3 macor Tia <40 kr Ta BikoM 3—18 pokiB 3 Macor Tiia
> 40 xr BIAIIOBIIHO.

Cepennst ®BJIII 3pocna 3 31,8 % no 45,3 % npu MO12 y rpyni iBabpaauHy MOPIBHSHO 31
3poctanssM 3 35,4 % no 42,3 % y rpyni mnamne6o. Ilokpamennas 3a knacudikamiero NYHA
cnocrepiranocs y 37,7 % mnami€eHTiB, Kl OTpUMYBaJH 1BaOpaauH, MOpiBHAHO 3 25,0 % maiieHTiB
y rpymi minane6o. Lli mokparienHs He Oyau CTaTUCTUYHO 3HAYYITHMHU.

[Ipodins 6e3neku mpoTsaroM 1 poky OyB moaiOHUM 10 podiato qopociux namienTis 3 XCH.
JlocniKeHHsT JOBIOTPUBAJIOT0 BIUIMBY iBaOpaluHy Ha PICT, CTAaTEBHM Ta 3arajJbHHUI PO3BUTOK, a
TaKOXX JIOBrOTpHBAJOro edekTy Tepamii i1BaOpaJiuHy Ha 3HWKEHHS CEpIIeBO-CYIMHHOL
3aXBOPIOBAHOCTI Ta CMEPTHOCTI Yy MellaTPUYHUX MAI[IEHTIB HE POBOIUIIHCE.

€BporelicbKe areHTCTBO 3 JIKAPChKUX 3aC001B CKacyBajo 3000B’s3aHHS MOJABaTH PE3yJIbTATH
JocHimKens Jikapehkoro 3aco0y Kopakcan® y BeCix HiArpymax HeiaTpuuHOi HOMYJIAIi Tpu
JiKyBaHHI CTEHOKapii Ta y aiTed BikoM Bix 0 10 6 micsiiB npu jdikyBanai XCH.

Dapmakoxinemuxa.

VY ¢izionoriunux ymoBax iBaOpaJauH MIBUIKO BUBLIBHIETHCS Ta Ma€ BUCOKY PO3UYMHHICTD Y BOAI
(> 10 mr/mmn). IBabGpanuu € S-eHaHTIOMEPOM, KM HE MOKa3aB O10KOHBEpCii in vivo. OCHOBHUM
aKTUBHUM MeTa0oJiToM iBabpaauny € N-JIecMeTHIIbOBaHUN JepHUBaT.

AGcopOrtisi_ta OlomoctynHicTs. Ilicis mepopaibHOrO TpuiioMy 1BaOpaguH IIBHAKO Ta Maibke
MOBHICTIO BCMOKTYeThcsl. [IpH 3acTocyBaHHi Hariie MakcuMaibHa KOHIEHTpalis (Cmax) B TUIa3Mi
KPOBI JIOCATAETHCS MPUOIU3HO uepe3 | roguHy. AGcomoTHa 61010CTYITHICTh 1BaOpaHy CTaHOBHUTH
maibxe 40 %, 110 3yMOBJIEHO e€EeKTOM MEPILIOro MPOXOPKEHHS Yepe3 TPaBHHUN TPAaKT Ta MEUiHKY.




[TpuiiManHs TpenapaTy OJHOYACHO 3 1KEH0 YIOBUIbHIOE abCOpOIlif0 mpuOauM3HO Ha | roawHy Ta
miBHILye KOHIEHTpawio B mia3mi Ha 20-30 %. 1100 yHMKHYTH iHTpaiHAMBIAyaIbHUX KOJMBaHb
KOHIICHTpaIlli 1BaOpaauHy B TUIa3Mi KPOBI, TIperapaT peKOMEHI0BAHO MPUHMATH ITiJT Yac BXKHUBAHHS
ixi (muB. po3ain «Crocid 3acTOCyBaHHS Ta IO3W»).

Posnoain. [Ipubnuzno 70 % iBaOpaauHy 3B’sA3y€ThCs 3 MpoTeiHaMu Mmia3Mu Kposi. O06’em
po3moxiny y cranii cralinpbHOI piBHOBarM CTaHOBUTH Onu3bko 100 1. Ilpu TpuBamomy
3aCTOCYBaHHI PEKOMEHJ/IOBAHOI IMOYATKOBOI 103U 5 MT nBivl Ha A00Y Cmax Y MJIa3Mi CTAHOBUTH
npubmu3no 22 ar/mMa (CV = 29 %). CepenHsi KOHIEHTpallis B IUla3Mmi y crajii cTabiibpHOI
koHueHTpauii qopiBHioe 10 Hr/mi (CV =38 %).

Biotpancdopmantiga. IBabpaanH €KCTEHCHMBHO MeTa0OMi3yeTbCs B TEUIHII Ta KHUIICYHUKY
IUISIXOM OKHCHEHHs cucTemoro muroxpomy P4503A4 (CYP3A4). OCHOBHMM aKTHBHUM
MeTabomiToM iBabpaauHy € iioro N-gecMmeruinboBanuii nepusat (S18982), koHIIEHTpallis SKOTO
ctanoBuTh 40 % BiJ KOHIEHTpaIlii iBaOpaauHy riapoxyiopuay. OCHOBHUN aKTHBHUN METa0OJIIT
TaKOX MeTaboi3yeTbes cucreMoro nutoxpomy CYP3A4. [Babpaaun Mae HU3bKY CIIOPITHEHICTb 3
CYP3A4, ne aktuBye Ta He 1HTIOy€ HOTO, @ OTXKE, BIpOTiAHO, HE 3MiHIOBaTMe MeTaboiisMm CYP3A4
a0o Horo KoHIEHTparilo y mia3Mi kposi. IIpote iHribitopu ta crumynstopu CYP3A4 mMoxyTh
3HAYHOI0 MIpOIO0 BIUIMBATH Ha KOHIIEHTpAIll0 1BaOpaauHy B Iia3mi (IuB. po3min «Bzaemomis 3
THIIMMH JTIKAPCHKUMU 3ac00aMHU Ta 1HIII BUIU B3a€MOJIN).

BuBenenns. OcHOBHMI Tepioj] HaIiBBUBEIEHHS 1BaOpamuHy cTaHOBUTH 2 romunu (70-75 %
NOKa3HMKa IJIONI MiJ] KpUBOIO Ha Tpadiky 3aJeKHOCTI KOHLEHTpALil mpernapary B KpOBi Bix
yacy crnoctepexxenns [AUC]), edbexkTuBHui mepion HamiBBUBeAeHHS — 11 roguH. 3araibHUI
kiipeHc iBabpaguny — 400 mi/xB, a HUpKOBUH KiipeHC iBabpaauny — 70 miu/xB. Exckpernis
MeTaboiTIB BiIOYBA€THCS OJHAKOBOIO Mipol0 3 ceueto Ta kanom. [IpubnusHo 4 % akTuBHOI
PEYOBUHU BUBOSATHCS 3 CEUCIO Y HE3MIHEHOMY BUTJISII.

JliniliHicTh/HeniHIHHICTh. KiHeTnka iBabpaauny mis 103 0,5-24 Mr € JiHIiHHOTO.

Oco0auBi TpyNy MaIli€HTIB.

[Tamientn miTHROTO BiKY (Bim 65—75 pokiB): dapmakokinetnuHi mapamerpu (AUC ta Cmax) y
XBOPHX JaHOi BIKOBOI TpynH HE BIAPI3HAIOTHCSA BiJg (DapMaKOKIHETHYHUX MapaMeTpiB Y
3arajbHIN MOMYJIALIT MAIi€EHTIB.

HupkoBa HeOCTAaTHICTh: BIUIMB HUPKOBOT HEIOCTATHOCTI (KJIipeHC KpeatuHiny 15—60 mMi1/XB) Ha
KIHETUKY 1BaOpaauHy € MiHIMaJIbHUM 3 OIJIAIy Ha HEBEJIMKY YacTKy HHUPKOBOTO KIIPEHCY
(6mmm3bk0 20 %) Bim 3araibHOrO KIlipeHcy iBaOpaauHy Ta Horo ocHoBHOro meradomrty S18982
(muB. po3ain «Crocid 3aCTOCYBaHHS Ta I03U»).

[TewiHkOBa HEMOCTATHICTH: Yy TMAI[I€HTIB 3 TEYIHKOBOIO HEIOCTATHICTIO JIETKOTO CTYIICHS
TsokKocTl He3B’si3aHa AUC 1BaOpaguHy Ta OCHOBHOT'O aKTHBHOro Mertabomity Oymu Ha 20 %
BUIIMMHU, HDK Yy XBOpUX 13 HOpPMaibHOIO (yHKI€r0 mnediHku. KumpkicTh MaHUX 1010
(dbapMakOKiHETUKH 1BaOpaJiiHy Yy TAIli€HTIB 13 TIOMIPHOIO TIEYIHKOBOIO HEIOCTATHICTIO €
HEIOCTAaTHBOIO; IIOJ0 XBOPUX HA TSHKKY IMEYIHKOBY HEIOCTaTHICTh LI JaHi BiACYTHI (IMB.
poszainu «Crocid 3acTocyBaHHS Ta 103u» Ta «IIpoTunokazaHHs»).

[eniarpuuni manieHTH: (hapMakoKiHeTHUHUH npodins iBaOpaauny y naiientiB 3 XCH Bikom Bix
6 wmicsaiB 10 18 pokiB MOMIOHWN O TAKOTO Yy JOPOCIMX TAIll€HTIB MPU TUTPYBaHHI JIO3H 3
ypaxyBaHHSIM BiKy Ta MacH Tija.

CHiBBIIHOIIEHHS dbapmakokineTnka/dapMakoTHHAMIKA. Amnanis CIIIBBITHOIIIEHHS
dapmakokiHeTHKH I (hapMaKOAWHAMIKK MPOJAEMOHCTPYBaB JIiHIHHY 3aJIe)KHICTh 3MEHIICHHS
YCC Bix 301IbIIICHHST KOHIICHTpAIII1 iBAOpaauHy Ta MO0 aKTUBHOTO META0OITY B IIa3Mi KPOBI
st o3 15-20 mr nBiui Ha 100y. I[lpm 3actocyBanni Oinbmmx 103 3HMxkeHHS YCC crae
HEIPOMOPIIIMHUM 10 KOHIIEHTpaIii iBabpaauHy y TIa3Mi 1 Ma€ TEHACHINIO JOCATATH IIJIATO.
Bucoxka koHueHTpalis iBabpaJuHy B IU1a3Mi MOke OyTH 3yMOBIIEHA 3aCTOCYBAaHHIM iBaOpanuHy
y koMmOiHamii 13 cuiapHUMH iHTIOITOpamu CYP3A4, mo Moke NpHu3BECTH 0 3HAYHOTO
3menueHHss YCC, mpoTe pu3MK 3HMKYETbCA NPU 3aCTOCYBaHHI iBaOpaauHy y KomOiHaIii 3
iarioitopamu CYP3A4 mnomipuoi cumm (muB. posnumn «lIporumnokazanas», «OcoOauBOCTI
3acTocyBaHHA» 1 «B3aemomis 3 1HIIMMH JTIKapCHKUMHU 3aco0aMM Ta 1HII BUIM B3a€EMOJII»).




CniBBimHOmEeHHsT (apMakoKiHeTHKa/hapMakoguHaMiKa 1BaOpaaWHy Yy TAIlI€HTIB BIKOM BIJ
6 micsiB 10 18 pokis 3 XCH nozibHe 10 Takoro y 10pociux.

KuiniuHi XapakTepucTHKH.
Iloxazanns.
CuMnToMaTHuYHE JIKyBaHHS XPOHIYHOI CTa0LIbHOI CTEHOKAPIIi.
Kopakcan® mokasaHuii JUIsl CHMITOMATHYHOTO JIKYBaHHS XPOHIYHOI cTabiabHOI cTeHOKapii y
JIOPOCIIMX TAI€HTIB 3 1MIEMIYHOIO XBOPOOOIO ceplisi, HOPMAJIbHUM CHHYCOBUM PHTMOM Ta
YaCTOTOIO CEepIIeBUX CKOpoueHb > 70 yu./xB. [Ipemapar ciig npusHavyaTu:
® [ali€HTaM, SKI MalTh NPOTHIOKAa3aHHS YU OOMEXKEHHS JI0 3aCTOCYBaHHS
[-ampeHo0I0KaTOPIB;
e y koMmOiHamii 3 P-agpeHoOIOKAaTOpaMH TaAIllEHTaM, CTaH SKHX € HEA0CTaTHbO
KOHTPOJILOBAHUM IIPH 3aCTOCYBaHHI ONTUMAIBHOI 103H -aApeH00I0KaTOPIB.

JIikyBaHHSI XpOHIYHOT CEpIIeBOi HETOCTATHOCTI.

3HWKCHHS PHU3MKY PO3BUTKY CEPIEBO-CYIMHHUX MO (CepIieBO-CyIMHHOI CcMepTi abo
rocmitaiizamii 3 TPUBOAY TOTIPIIEHHS CEPIEBOi HEJOCTATHOCTI) Yy MOPOCIHX TMAIi€HTIB 13
CHUMIITOMHOIO XPOHIYHOIO CEPIICBOI0 HEIOCTAaTHICTIO, CHHYCOBHM pPHUTMOM Ta YacTOTOIO
CEepIIeBUX CKOpOUYeHb > 70 y1I./XB.

Ilpomunokaszanna.

lNnepuyTnuBiCTh 10 AiF040i peuoBHHU a00 OyIb-SKUX JOMOMIXKHUX PEYOBHUH.

YCC y crani cnokoro < 70 ya./XxB 10 TOYaTKy JIKyBaHHS.

Kapniorennwuii moxk.

T'ocTpuit iHdapkT Miokapaa.

Tsoxka aprepianbha rinotensis (AT < 90/50 mm pT. cT.).

TspKKa Me4iHKOBa HEAOCTATHICTD.

Cunapom ci1abKoCTi CHHYCOBOTO By3JIa.

CunoarpianpHa 0JI0Ka .

HecrabinpHa abo rocTpa ceprieBa HEOCTaTHICTb.

HasBaicTe y marienta mrydHoro Bofiss putMy (UCC KOHTPOJIOETHCS BUKIIOYHO 3a

JIOTIOMOTOFO IITYYHOTO BOJIiSI PUTMY).

HecrabinbHa cTeHOKapis.

e AV-6nokana III crynens.

e KombGinamis 3 iHriditopamu P450 3A4 cunbHO1 1ii: TpOTUTPHOKOBI TTpenapaT — MOXiIHi
a3ony (KeTOKOHa30J, ITPaKOHA30J1), MAaKpOJiJHI aHTUOIOTHKH (KIapUTPOMILIMH,
EPUTPOMILIMH JJIS IEPOPATTLHOTO 3aCTOCYBAHHS, JPKO3AMIIIMH, TEIITPOMIIIMH ), IHT101TOpH
BlI-nporeasu (uendinasip, putoHaBip) 1 HedazomoH (nuB. po3ainmum «Bzaemomis 3
IHITUMU JIIKAPCHKUMU 3ac00aMu Ta 1HIII BUAW B3aEMOIi» 1 « DapMaKOKiHETHKAY ).

e OpHouacHe 3aCTOCYBaHHs 3 BepanaMijioMm abo AuITia3eMoM, SKi HaJIeXKaTh 710 1HT101TOpiB
CYP3A4 mnowmipHoi aii, mo wMaroTh BiacTuBoCcTi 3HIKyBaTH UCC (mmB. po3min
«Bzaemois 3 THITMMU JTIKAPCHKUMH 3ac00aMHM Ta 1HIII BUIA B3a€EMOII).

e BariTHicTh, Tepioa TOMyBaHHS TPYIAI0 Ta KIHKH PENPOIYKTUBHOTO BIKy, SKI HE
3aCTOCOBYIOTH HaJIeXKHI 3aco0M KOHTparenmii (AuB. po3Ail «3aCTOCYBaHHS y MEpiof
BariTHOCTI a00 TOJTyBaHHS TPYITION ).

B3aemooia 3 inwumu nikapcoKumu 3acodbamu ma inuwii 6UOU 83a€Mo0iil.
DapmakoOUHAMIYHI 83AEMOOII.

Hepexomenoosani kombinayii.

[Ipenapary, 110 MOA0BXKYIOTh iHTepBar QT:

e KapnmioBackynspHi: XiHIIWH, AU30IipaMia, OSTIPUIIII, COTAT0N, I0yTHIII, aMiOAapPOH.




e HexkapaioBackyisipHi: MIMO3UA, 3UMNPA3UIOH, CEPTUHAON, Me(IOKBIH, TranopaHTpHH,
NEHTaMIMH, [IU3apHu/, epUTPOMILIMH BHYTPILTHHOBEHHHIH.
Cnix  yHHMKAaTH  OJHOYACHOTO  3aCTOCYyBaHHsA  1BaOpaaMHy Ta  KapAiOBacKyJSIpHUX 1
HEKapIioBacKyJSIpHUX IpenapariB, 10 MonoBxkyloTh iHTepBasn QT, ockinbku 3MmenmieHHs YCC
MOYKEe TTOCHJIMTH TpoJioHTaito iHTepBary QT. 3a HEoOXiAHOCTI Takoi KOMOIHAI CJTij] 3a0€3MeunTH
peTeNbHUI MOHITOPHUHT CEPIIEBOT MisUTHHOCTI (UB. po3aii «OcoOIMBOCTI 3aCTOCYBAHHSD» ).
Kombinayii, siki nompebyromo 3acmepedxcenv npu 3acmocy8amHi.
Canyperuku (Tia3uHi Ta IeTAbOBI). ['imokaniemist MOXKe MiABUIIYBATH PU3KUK PO3BUTKY apUTMIii.
IBabGpanuH MOXKE CIPUYMHUTH BUHUKHEHHS Opaaukap/aii, KoMOiHAIIs KO 3 TIMOKaIIEMII0 MOXKE
CIPOBOKYBATH apUTMIIO TSDKKOTO CTYIEHS, OCOOJIMBO Y MALEHTIB i3 CHHAPOMOM IOJOBXKEHOTO
iHTepBany QT, K BpOKEHOTO, TaK 1 CIPUIMHEHOTO JIIKaPCHhKUMH 3aCO0aMH.
DapmakoKinemuyHi 63a4€mMo0ii.
[utoxpom P450 3A4 (CYP3A4). [BabpanuH MeTaboIMI3yeThCsl TIIBKH 32 JOITOMOTOIO IIUTOXPOMY
CYP3A4 1a € nyxe cnabkuM HTIOITOPOM IbOro IUTOXpoMy. Byno miarBep/pkeHo, 1mo iBadpaauH
HE BIUIMBA€E Ha META0O0I3M Ta KOHIICHTpAIlil0 B 1ia3mi kpoBi iHImMX noxigaux CYP3A4 (cnadkux,
NOMIpHUX Ta CHJIbHUX). [HTi6iTOpU Ta crumynsitopu CYP3A4 cxumbHi 10 B3aeMoii 3 iBaOpaanHOM,
10 Ma€ KJIIHIYHO 3HAYYIIMHA BIUTUB HAa MOro MeTaoi3M 1 (papMakokiHEeTUKY. JlocaimKeHH s, y IKUX
BUBYAJIM B3a€EMOJII1 Mpemnaparis, miaTBepauiy, mo inridiropu CYP3A4 miaBuIyloTh KOHLIEHTPAILIiIO
iBaOpasuHy B Tasmi KpoBi, y Tod uac sk iHAyKTOopn CYP3A4 3Hmkytorh 1i. 30iibLICHHS
KOHIICHTpallli iBaOpajuHy B IUIa3Mi KPOBI MOXKE TIJBUIIUTH PH3UK PO3BUTKY HAIMIPHOI
Opamukapii (muB. po3ait «Oco0IMBOCTI 3aCTOCYBAHHSD» ).
IIpomunokazani komoiHayii.
[IpoTunokazane oJHOYACHE 3aCTOCYBaHHS 1BaOpafuHy 1 Takux cwibHuX iHrioitopiB CYP3A4,
SK TIPOTUTPUOKOBI MperapaTu, M0 HAJIeKATh 10 MOXITHUX a30J1y (KETOKOHA30J1, ITpaKoHAa30M),
MaKpoJiHi aHTHOIOTUKM (KJIAQPUTPOMILMH, €PUTPOMIIUH IS MEPOPaIbHOTO 3aCTOCYBaHHA,
JKO3aMIIMH, TETITpOMIlMH), 1HT101TOpH BlJI-mpoTeasu (Hendinapip, puroHaBip) Ta Hea3oq0H
(muB. posmin «lIporunokazanns»). Taki cwuibHi iHriOiTopu CYP3A4, sKx KeTOKOHA301
(200 mr/moby) Ta mxo3aminuH (o 1T ABiYl Ha 700y) MIABUINYIOTH CEPEIHIO KOHIIEHTPAIIIIO
iBabpavHy B I1a3Mi KpoBi y 7—8 pasis.
Iari6itopu CYP3 A4 nomipHoi aii. CrieriaabHi JOCTIIKEHHS 32 YYacTIO 3JI0POBUX T0OPOBOJIBIIIB
Ta TAILI€HTIB TOKa3alu, 10 KOMOiHalig iBaOpaauHy 3 mpenaparamu, mo 3HWKyooTh YCC,
TaKUMU SIK JTUAJITIa3eM Ta Beparamiyi, MPU3BOAUTH 10 MiABUIICHHS KOHIIEHTpaIlli iBabpaauny (B
2-3 pasu 3a mokazaukoM AUC) Tta momatkoBoro 3HmwkeHHS YCC nHa 5 yn./xB. OmHodacHe
3aCTOCyBaHHsA 1BaOpaguHy Ta TIMX JIKApChKUX 3ac00IB TPOTUIIOKAa3aHE (IWB. PO3LI
«IIpoTunokaszanss»).

Hepexomenoosani kombinayii.

['petindpyroBuii cik. OpgHOYacHWUN TPHUHOM TPEeUNPPyTOBOrO COKy Ta 1BaOpaauHy BIBIUl
3011bIIIye KOHIEHTPAIII0 OCTAaHHBOIO B IUIa3Mi KpoBi. Tomy crifi yHHKAaTH CHOKHUBaHHS
rperndpyToBOTrO COKY.

Kombinayii, saxi nompebyrome 3acmepedicensb npu 3acmocy8anHi.

Ianmn ixri6iTopu CYP3A4 nomiproi nii (Hampukian daykonaszon). OgHoYacHe 3aCTOCYBaHHS 3
iBabpaJIvHOM MOXXHa pO3MOYaTd 3 A03u 2,5 Mr aBidi Ha 100y, skmo YCC y craHi CHOKOIO
> 70 yn./xB. HeoOxigHo mpoBoauTi MmoHiTopuHT UCC.

Crumynstopu  CYP3A4 — pudamninue, OapOitypatu, QeHiToiH, 3BipolOiki (Hypericum
perforatum). OgHOYacHE 3aCTOCYBAaHHS IUX TpenapariB 3 iBaOpaguHOM MOXKE TPHU3BECTH JO
3MCHILIEHHSI KOHIICHTpAIlii OCTaHHBROTO Ta HOro e(EeKTUBHOCTi, BHACTIJIOK YOr0 BHUHUKHE
noTpeda KopuryBaTh 03y iBaOpamuny. [Ipm ogHOUacHOMY 3acTOCyBaHHI 1BaOpaaWHy B 1031
10 Mr nBiui Ha 700y Ta 3BipoOOIO0 KOHIIEHTpAIlisl iBaOpaauHy 3HMXKYETbCA BABidi. Tomy ciin
YHUKATH 3aCTOCYBAaHHS 3BIp0OOOIO i Yac JIKyBaHHs 1BaOpaIHOM.

Tnwi kombinayii.




CrermianpHi JOCTIDKEHHS, y SKHUX BHUBYAJIW B3a€EMOJii TpemapariB, MOKa3aJd BiJIICYTHICTh
KJIIHIYHO 3HAYYIIOr0 BIUIMBY Ha (papMaKOKIiHETHKY Ta (papMakoJMHAMIKy iBaOpauHy TaKuX
JTKapChKUX 3ac00iB: 1HTIOITOpH MPOTOHHOI MOMITM (OMENpPa3oJi, JIAHCOMPAa30Jl), CHiIeHadi,
iuridiTopn 'MI'-KoA-penykra3zu (cuMBacTaTuH), AWTIAPOIIPUIMHOBI OIOKATOPU KalblLli€BUX
KaHaIIB (aMJIOJUIIIH, JAIUAWIIH), TUTOKCUH Ta BapdapuH. J[oCHiKeHHS TakoXX JOBEH, IO
iBabpaJivH HE YHHUTh OYAb-IKOrO KJIIHIYHO 3HAYMMOIO BIUIMBY Ha ()apMaKOKIHETHKY
CHMBACTaTHHY, aMJIOJIMITIHY, JAalUAWIIHy, Ha (apMaKOKiHETHKY Ta ¢dapMaKOIUHAMIKY
JUTOKCHHY ¥ Bap(apuHy, a TaKOXK Ha (hapMaKOJAUHAMIKY aCHipUHY.

Kminiuai  gocmimxenus [II ¢pasu miarBepauiam MOXIIMBICTH 3aCTOCOBYBAaTH 1BaOpaauH 3
iariditopamu  AII®D, anrtaronicramu  anrioteHsuny lI, [B-OmokaTopamu, JiypeTHKamH,
AQHTaroHICTaMH ajJbJOCTEPOHY, HITpaTaMH KOPOTKOI Ta TpuBaioi aii, iHriditopamu ['MI-KoA-
penykrasu, (iOparamu, iHriOiTOpaMH MPOTOHHOI MOMIIH, MEPOPATBHUMU MPOTHIIa0ETHUHUMHI
3aco0amu, aCIIipuHOM ¥ 1HIIMMH aHTUTPOMOOTHYHHUMH TIperapaTamu.

Ocoobnueocmi 3acmocy8amnnsi.

Ocobauei 3acmepedicenns.

Heoocmammuini  cnpusmausuii éniué Ha KIiHIYHI HACKIOKU 3AXB0PIOBAHHA ) NAYIEHMIB 3
CUMNMOMAMUYHOI0 XPOHIUHOIO cmadiibHol0 cmenokaplicio. IBabpanH MOKa3aHUM TUTBKHU IS
CUMIITOMAaTUYHOTO JIIKYBaHHS XPOHIYHOI CTaOIIBbHOI CTEHOKapii, OCKUIbKH JIIKyBaHHS
1BaOpauHOM HE MPOJIEMOHCTPYBAIIO CIPHUSATIMBOTO BIUIMBY HAa 3HIDKEHHS PU3UKY PO3BHUTKY
CEpIIEBO-CYIMHHUX MO (Takux sK iH(apKT Miokapaa abo CMEpPTh BHACHIJOK CEPIICBO-
CYyIMHHUX MOAIN) (auB. po3ai «DPapMakoIuHAMIKAY ).

Buwmiprosanus YCC. 3Bakaroun Ha MOXJIMBICTH cyTTeBoro kojquBanHs UCC, mpu BU3HAYCHHI
YCC y cTaHi CIOKOIO Mepel MOYaTKOM JIKYBaHHS Ta y pa3l HEOOXiJHOCTI MpOBEIEHHS TUTpAIlii
JIO31 y TAIIIE€HTIB, K1 TPUAMAIOTh 1BaOpaauH, ciaia npoBoauTH cepiitHi BuMiptoBanus UCC, EKT
abo ninono0oBuii amMOyIaTOpHUI MOHITOPUHT. Lle TakoXX CTOCY€TbCS MAIiEHTIB 3 HU3BKUM
piBaeM UCC, ocobmmBo skmo YCC 3umxkyerbest 10 < 50 yna./xB, ab0 MicCis 3MEHIICHHS 03U
(muB. po3nin «Crocid 3acTOCYyBaHHSI Ta JO3M).

Apummii. IBabpaguH He TPU3HAYAIOTH IS TPO(UTAKTUKH Ta JIKYBaHHS apuUTMid. Ko mia yac
Tepamii  iBaOpagMHOM y  TallieHTa  BUHHUKAE€  TaxiapuTmis  (BEHTPHUKYJSIpHA UM
CyNpaBEHTPHUKYJISIPHA), TIPUHOM 1BaOpaiuHy BXe HE € moiiapHuM. Came ToMmy iBaOpaauH HE
PEKOMEHZOBAaHO 3aCTOCOBYBAaTH TMalieHTaM 3 (iOpuisiiiero mepeacepab Ta 1HIIUMH BHIAMH
apuTMIiH, K1 BIUTMBAIOTh HAa (DYHKITII0 CHHYCOBOTO BYy3JIa.

VY nmamieHTtiB, sKi TNpUMalOTh 1BaOpaguH, MiABULIYETbCS PUBMK PO3BUTKY (HiOpuIsii
nepeacepas (muB. po3ain «[loGiuni peakiiin). PiOpwsIis mepeacepb BHHUKAE YacTIIIE Y
MAIiEHTIB, SKI OJJHOYACHO 3aCTOCOBYIOTH aMioJapoH a0 CHUIIBHOIIF0Ul aHTHAPUTMIYHI JTIKAPChKI
3acobu [ kmacy. Ilim wac mikyBaHHS 1BaOpaguHOM PEKOMEHIYETHCS PETYSIPHUN KITIHIYHANA
KOHTPOJIb 32 CTAHOM IAII€HTIB 3 METOI0 CBOE€YACHOI JIarHOCTUKH PO3BUTKY MUTOTIMBOI apUTMii
(mapokcu3MaabHOT ab0 mepcucTyrouoi) 3 mpoBeAeHHsM EKI-mMoHITOpHMHTY, SKIIO 1€ KIIHIYHO
0OrpyHTOBaHO (TIOTIPIICHHS CHUMITOMIB CTEHOKapii, MNaJbIiTalis, HEPEeryIsIpHUN IIyJbC).
[TamieHTM MarOTh OyTH TOMNEPEIKEHI MPO O3HAKM Ta CUMOTOMH (GiOpwisAmii mepencepap Ta
npoindopMoBaHi PO HEOOXITHICTh MOBIAOMIISITH CBOTO JIIKaps MPO iX BUHUKHEHHs. SIKIIO ITij
yac JIIKyBaHHS BHWHHUKae GIOpWIAIiss Tepeaceplb, CIiJ PETENbHO 3BAXUTH JOULUIBHICTH
IPOJIOBKEHHS Teparii iBaOpaHOM 3 ypaxyBaHHIM CITiBBITHOLICHHS KOPUCTH/PU3HK.

[Tamtientn 13 XCH, nopymeHHsIMH BHYTPIIITHBOIILTYHOYKOBOI MPOBITHOCTI (0JI0Kama JIiBOi HIKKH
nyuka ['ica, 6;okasa mpaBoi HKKK Mydka ['ica) Ta NUTyHOYKOBOIO IECHHXPOHI3AIEI0 TOBUHHI
3HAXOJIUTHUCS M1/ PETEILHUM HaTJIsSI0M.

THayienmu 3 AV-6n0xaoor Il cmynensa. TakuMm narieHTam iBaOpaguH He peKOMEHI0OBaHUH.
Tayienmu 3 nuzekoro YCC. He cninm mpusHavatu iBaOpaauH mamieHTaM, y skux UCC y crani
CIIOKOIO JI0 TIOYATKY JiKyBaHHS CTaHOBUTH < 70 ya./xB (muB. posain «IIpoturokazanusy»). Ko min
ygac Teparii YCC y cnokoi 3HmkyeTrbes 10 < 50 ya./xB ab0 Maiie€HT BidyBa€ CHUMIITOMH, SIKI €
nposiBaMy OpaauKap/ii (3amaMOpodYeHHs, CIa0KicTh, apTepiajbHa TIMOTEH3is), 103y HE0OXiJIHO




MOCTYTIOBO 3MEHIIUTH a00 MPUITMHUTH MpUiioM Tipenapary, sSkio YCC mumraerbes < 50 yu./xB ado
CHUMITOMH OpasuKapii TpUBaroTh (AUB. po3ai «Croci0 3acToCyBaHHs Ta 1031»).

Kombinayis 3 6arokamopamu xanvyiesux kananis. 3aCTOCOBYBaTH 1BaOpaIMH pa3oM i3 OJ0KaTopaMu
KaJIBIII€BUX KaHAMIB, sKi 3MeHIIyIoTh YCC, TakuMH SIK Beparmamis abo AuiTiazeM, IPOTUIIOKA3aHO
(muB. pozaumm «IIporunokazanss» Ta «B3aeMomis 3 THIIMMU JIIKApCHKUMHK 3ac00aMH Ta 1HII BN
B3aeMoJii»). [loBimomieHs Npo HeOe3NeKy 3acTOCyBaHHs iBaOpaJMHy 3 HITpaTaMH KOPOTKOi Ta
TPUBAJIOI Jii, JUTIAPOTIPUAMHOBUMH OJIOKATOpaMH KaJbIIIEBMX KaHATIB (aMJIONUIIH) HE
Hamxomwno. JlomatkoBa eQEKTUBHICTh iBaOpaavHy y KOMOIHALIT 3 JAWTiAPOINIPUIMHOBHMU
OJIOKaTOpaMH KaJbII€BUX KaHAIIB HE JOCIIKYBaIach (IUB. po3ai1 « PapMakoanHAMIKAY).
Xponiuna cepyesa Hedocmammuicme. llpu TPUHHATTI pIIEHHS TMPO IOYATOK Tepamii
iBaOpaauHoMm mipu CH HeOOXimHO OIIHUTH CTaH marieHTa. JlikyBaHHS MOMJIMBE TUIBKH 3a
ymoBH, skmo CH e craGinbHoro. XBopum Ha XCH IV dyHkumionansHoro xiacy (3a
kinacudikamiero NYHA) iBaOpamuH cCliji 3aCTOCOBYBAaTH 3 OOCPEKHICTIO Yepe3 OOMEKEHY
KUTBKICTh JAHUX MO0 II€T MOy JISIIii.

Incynem. IBabpanuH HE PEKOMEHJIOBAHO NMPHU3HAYATH XBOPHUM BiApaszy K MICIs MEPEHECEHOTO
IHCYJIBTY, Yepe3 Te LI0 AOCIIPKEHHS 32 Y4acTIO TaKOi IPYIU MALi€HTIB HE MPOBOIMIUCE.

3oposa ¢yukyia. 1BabpanuH BIuMBae Ha (YHKINIO CITKIBKM oka. Hemae noka3iB TOKCHYHOTO
BIUIMBY  JOBFOTPHBAJIOTO  JIIKYBaHHS  1BaOpaMHOM  HA  CITKIBKY  (OUB.  PO3.LI
«®DapmakonuHamika»). Y pas3l BUHUKHEHHS Oy/b-SKOTO Hemepea0adyBaHOTO MOPYIICHHS
30poBoi (PyHKIT JIIKyBaHHS HEOOX1THO MIPUITMHUTHU. 3 00EPEXKHICTIO CIIiJ] MPU3HAYATH 1BaOpauH
Mali€HTaM 3 MIMEHTHUM PETHHITOM.

3anobidcHi 3ax00u npu 3acMOCY8aHHi.

Ilayienmu 3 apmepianvroro einomensiero. Yepes BIICYTHICTh TOCTATHHOT KUIBKOCTI JaHUX TPO
3aCTOCYBaHHS 1BaOpaJMHy TMAIlil€eHTaMU 3 apTEpiaibHOIO TIMOTEH3I€I0 JIETKOTO Ta IOMIpPHOTO
CTyMNEHS TSDKKOCTI TaKUM XBOPHUM CIIIJI 3aCTOCOBYBaTH HOTo 3 oOepexHicTio. IBabpamux
NPOTHUIIOKA3aHUI MAaIlieHTaM 3 TSKKOIO aprepiaigbHOio Tinotensiero (AT < 90/50 mwm pt. cT.)
(muB. po3ain «[IpoTunokazanHs;»).

Dibpunayia nepedcepos. Kapoioapummii. Jlokas3iB pu3NKy BUHUKHEHHS TSDKKOI Opanukapnii y
pa3i BITHOBJIEHHS CHHYCOBOIO PUTMY IIpH TMPOBEJAEHHI (hapMakoJIOTi4HOi KapaioBepcii y
NAIli€HTIB, SKI JKyBanucs iBabpaauHoM, Hemae. IIpore y 3B’A3Ky 3 BiJICYTHICTIO JOCTaTHBOI
KUTBKOCT1 aHux mpoBoauTH DC-kapmioBepciro (IKa HE € HEBIIKIATHOK) PEKOMEHIYEThCS HE
paHine HiX yepe3 24 TOANHU Micis OCTAaHHBOTO MPUOMY iBabpanuHy.

Ilayienmu, ski marome npononeosanuii inmepsan QT 6poodicenoco tene3y abo npulimaromo
npenapamu, wo nooosdxcyroms inmepsan (QT. TakuMm XBOPHM CIiJI YHHKATH 3aCTOCYBAaHHS
1BaOpajuHy (IuB. po3auT «B3aemozist 3 IHIMMH JIIKapChbKUMHU 3ac00aMH Ta 1HIIN BUIM B3a€MOJII).
VY pa3i HeoOXimMHOCTI MpW3HA4YEHHS i1BaOpaauMHy BHUILE3a3HAUYECHUM IAIliEHTaM pPEKOMEHIOBAHUM
peTenpHuA Kapaionoriyauid MoHiTopuHT. 3MeHmeHHss YCC BHACHTIIOK 3aCTOCYBaHHsI iBaOpaauHy
MOX€E TOCHWJIMTH ToJoBXeHHs iHTepBany QT, 1m0 acouitoeTbCsi 3 BUHUKHEHHSIM apUTMIiH
TSDKKOTO CTYIICHSI, 0COOJMBO MAPOKCU3MAIbHOI IIUTYHOUKOBOT TaxiKapIii THUITY «ITipyeT».
THayicumu 3 apmepianbHoto 2inepmensieto, AKi nompedylomv 3MiH y JAiKyéauHi. Y XOmi
nocimipkenas SHIFT y martieHTiB, sIKi 3aCTOCOBYBAJIM 1BAOpPAaJIMH, CIIOCTEPITaioCh OiIbIIE
enizoxniB migsumieHast AT (7,1 %) mopiBHSHO 3 maiieHTamMu, sKi npuiiMany 1wiane6o (6,1 %). Li
€Mi30/IM YacTillle BUHWKAJIM HEBAOB31 MICIsA 3MiH y JIIKyBaHHI apTepiajabHOI TinmepTeH3ii, Oyim
TUMYAaCOBHMHU Ta HE BIUIMBAJIM HA TEPANEBTUYHUN eeKT iBaOpaiauHy. Y pa3i BIPOBAKCHHS
3MmiH y Teparmii namienTtiB 13 XCH mig gac 3actocyBanHst iBaOpamuay AT ciij KOHTPOJIIOBATH
4yepes MeBHi MPOMIXKKH yacy (auB. po3ain «[1o6iuHi peakiiin).

Lonomidicni pevosunu. Jlo cknany npenapaty BXOIUTH JIAKT03a, TOMY MAI[lEHTaM 3 YPOJKEHOIO
HEMEePeHOCUMICTIO  TaJaKTO3M, CHHAPOMOM  MaybaOCcoOpOIii TJIOKO3M Ta  TajlaKTO3H,
HEJIOCTATHICTIO J1akTa3u Jlamma He ciiij Horo 3aCTOCOBYBATH.




3acmocyeannsa y nepioo eazimuocmi abo 200y8anH: 2pyooro.

Kinku penpooykmuenoeo eiky. Ilin dvac InikyBaHHA >KIHKaM PpEMpPOAYKTUBHOTO BIKY CIiJ
3aCTOCOBYBATH HAJIC)KHI 3aCO0M KOHTpAIICTIII]i.

Baeimnicme. Jlani 1mom0 3acToCyBaHHS 1BaOpaJMHy BariTHUMHU KIHKaMH BiJCYTHI a00 OOMEKeHi.
JlocmiKeHHs Ha TBapUHAX BUSIBIJIM TOKCUYHHUN BIUTMB iBaOpaJiiHy Ha PEMPOIyKTHBHY (YHKIIIO, a
TaKOXX HAasBHICTb eMOpIOTOKCHYHOiI Ta TeparoreHHoi nii. [loTeHIiiHWA puU3MK A JrOneH
HeBiomuii. ToMy 3acTocyBaHHS 1BaOpaMHY ITiJ] YaC BariTHOCTI IPOTHUITOKA3aHE.

Looyeanus epydoro. JlocmiKeHHsT Ha TBapUHAX MPOJIEMOHCTPYBAJH, 1110 iBaOpajvH MPOHUKAE Y
rpyziHe MosIoKo. ToMy 3acTocyBaHHs 1BaOpaAMHy MiJ] 4ac rOlyBaHHsS I'PYII0 IPOTUIIOKA3aHE.
XKinkam, siki moTpeOyIOTh JIIKYyBaHHsS 1BaOpaJAMHOM, CIiJi TPUIIMHUTH TOMYBaHHA TPYIJII0 Ta
oOpaTu 1HIUH crocid royBaHHS TUTUHH.

Depmunvricms. Y X0J1 NOCHIIKEHb Ha IypaxX BIUIMBY 1BaOpauHy Ha (EpTHIIbHICTH CAMOK Ta
caMIIiB BUSIBJICHO HE OyI10.

30amuicmb enaueamu HaA WEUOKICIMb peakuii npu KepyeamHi AGMOMPAHCHOPMOM ado
IHWUMU MexXaHizmamu.

VY Xoai IIIbOBOTO MOCTIIKEHHS 3a Y4YacTIO 3J0POBHX JTOOpPOBOJIBIIIB OyJ0 TOBEACHO, IO
iBabpaJiiH HE BIUIMBA€ HA 3JaTHICTh KEepyBaTH aBTOTPAHCIIOPTOM Ta MpPALOBATH 3 IHIIUMH
MexaHi3MamMu. OHaK y TICIsSpeecTpallifHIN TepioJ] TOBIIOMIISIIOCS TTPO BUIAIAKU MOPYIICHHS
3IaTHOCTI KepyBaTH aBTOMOOIJIEM uepe3 30pOBI CHUMITOMHU. 3aCTOCYBAaHHS 1BaOpaHHy MOXKe
CIIPUYMHUTH THUMYACOBE BUHUKHEHHS 30pOBUX (PEHOMEHIB, 34¢0UIbIIOTO y BUTIISAAI (HOCGhEHIB,
SK1 3a3BHYail 3 ABISIOTHCS BHACHIZOK PAnTOBOI 3MIHM IHTEHCHBHOCTI cBiTia. Lle HeoOximHO
Opatu 10 yBard MNpuU KEpyBaHHI aBTOMOOiIIEM, OCOONMBO BHOYI, Ta poOOTI 3 IHIIUMHU
MeXaHi3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

Kopakcan® IpU3HAYaIoTh JOPOCITHM.

Tabnerku npuitMaroTh MEPOPATBHHO J1Ba pa3u Ha 100y: BpaHIli Ta BBeuepi Mmif yac iau.

Ta6nerky npenapary Kopakcan® 5 Mr MokHa pO3JIilUTH Ha PiBHI T03M.

Ta6netka npenapary Kopakcan® 7,5 Mr He mijisrae nofiny.

Cumnmomamuyne 1iKy8aHHs XPOHIYHOI cMabiNbHOI cMeHOKApOii.

PimenHs mopo mouyaTKy JiKyBaHHS a00 TpPOBENEHHS TUTpaLii 103yBaHHS PEKOMEHIOBAHO
npuiiMaTh 3a HAsSBHOCTI pe3yibrariB cepiitHux BuMiptoBanb UCC, EKI' abo minomo6oBoro
amMOyJIaTOPHOTO MOHITOPHHTY.

V martieHTiB BIKOM /10 75 pOKIB MOYAaTKOBA /1032 1BAOpaJMHY HE MOBHUHHA MEPEBUIIYBATH 5 MT
nBidyl HA A00y. SIKIMO y MaIfi€eHTiB, sIKi MPUIUMArOTh iBaOpaauH mo 2,5 abo 5 mr nBidi Ha 100y,
micast 3—4 TWKHIB JIIKYBaHHS TPUBAIOTh CHUMIITOMHU CTaOULThHOI CTEHOKap/ii, 103y iBaOpaguHy
MOYKHa 30UIBIIMTH JI0 HACTYIHOI, 32 YMOBH rapHOi IMEPEHOCUMOCTI MOYaTKOBOI 03U Ta SKIIO
YCC y craHi crmokow 3anumaerbcss Ha piBHI > 60 ya./xB. IligTpumyroda m03a HE MOBHHHA
nepeBuIyBaTH 7,5 Mr J1Bidi Ha 100y .

VY pasi BIACYTHOCTI TMOJIMIICHHS CUMIITOMIB CTEHOKAp/ii MPOTATOM 3 MICAIIB TICIS MOYATKY
JIKyBaHHS NpUioM iBaOpaJvHy CIiJl IPUIHHUTH.

Kpim Toro, cmig po3risgaTH MOXKIMBICTH TMPUMUHEHHS Tepamii y pasi, SKIIO BiAMOBiAb HA
CHUMIITOMAaTUYHE JIIKyBaHHA € HE3HAYHOIO Ta BIJCYTHE KIiHIYHO 3Hauymie 3HkeHHs YCC y
CTaH1 CITOKOIO MPOTATOM 3 MICSIIIB JIIKyBaHHS.

Sxmo mix uac nikyBaHHI YCC 3HmKyeTbecst 10 <50 ya./xB y cTaHi Crokor abo MalieHT
BI/IYyBAa€E CUMITOMH, SIKI € TposBamMHu Opaaukapiii (3amaMopoYeHHs, CIa0KiCTh, apTepiaibHa
riMmoTeH3is), 103y HEOOXIAHO MOCTYNOBO 3MEHIIUTH, BKJIIOYAIOYM MOXJIMBICTH 3aCTOCYBaHHS
HalHmK4I01 103U 2,5 Mr 1Bivi Ha 100y ('/2 TabneTku npenapary Kopakcan® 5 Mr aBiui Ha 106Y).
[Micna 3menmenHs ao3u caig koutpomoatu YCC (auB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHSD»).
[Tpuiiom npenapaty ciig npunuHUTH, sk YCC 3anumraetbest Ha piBHI < 50 ya./xB a00 AKIIO
CHUMIITOMH OpaauKapAii TpUBalOTh, HE3BAKAIOUN HA 3MEHILICHHS JTO3H.




Jlikyeanus XpoHiuHoi cepyegoi HedocmamHocmi.

JlikyBaHHs1 Ma€ OyTH iHiLIHOBaHE TUIbKH MarieHTam 31 cradiuibHoo CH 3a npu3HaueHHIM JiKaps
3 mocBigom JikyBanHs XCH.

PexomMeHioBaHa moYaTKoOBa /1032 iBaOpaJMHy CTAHOBHUTH 5 MT JBivi Ha 100y. Ilicis 2-TrKHEBOro
KypcCy JIIKyBaHHS 7103y MOYKHA TIJIBUIIIUTH 710 7,5 MT JIBI4i Ha 100y y pasi, SKIIO I Yac JIKyBaHHS
iBaOpanurom YCC 3anuiaeTbest Ha piBHI > 60 y1./XB y CTaHi CIIOKO0; a00 7103y HEOOX1IHO 3HU3UTH
10 2,5 mr niui Ha 100y (Y2 Tabnerku npenapary Kopakcan® 5wr mpiui Ha 100y), sxkmo UCC
3anuIaeTbes Ha piBHI < 50 yI./XB y CTaHi CHOKOIO a00 MAIli€HT BiUyBa€ CUMIITOMH, 3yMOBJICHI
Opaaukapieto (3ammaMopoveHHs, CIa0KiCTh, apTepianbHa rinorensis). SAxkmo YCC 3HaxomuThes B
nianaszoni 50-60 yza./xB, 103y iBaOpaauHy 5 Mr JBidi Ha 00y 3aJIUIIAIOTH HE3MIHEHOIO.

SAxmo mix dvac mikyBaHH YCC 3HMXKyeThes a0 <50 yn./xB y cTaHl CHOKOK ab0 mMarieHT
BiJJUyBa€ CUMIITOMM, 3yMOBJIEHI OpaauKapi€lo, IpH 3acTOCyBaHHI iBabpaauHy o 7,5 abo 5 mr
IBiUl Ha 100y HEOOXiJHO MOCTYMOBO 3HMU3UTH 103y a0 HactymHoi MeHmoi. fkmo UCC e
nocTiitHo > 60 ynu./XB y CTaHi CIOKOIO, Malli€eHTaM, sIKi NpuiiMaroTh iBabpanuH mno 2,5 abo 5 mr
NB14l Ha 100y, CIIiJT TOCTYIIOBO MiBUIIUTH 03y 0 HACTYITHOI OLIBIIION.

3acTocyBaHHA Ipenapary HEOOXiHO MPUIHMHUTH, KO mij 4ac jgikyBaHHsA YCC 3anumiaeTses
<50 yn./xB ab0 cuMntoMu Opaaukapaii TpuBaroTh (AUB. po3ii «OCOOIMBOCTI 3aCTOCYBAHHS ).
Ocobauei kamezopii nayicnmis.

Ilayienmu nimnvoco 6ixy. Y TAIl€HTIB BIKOM BiJl 75 pOKiB JIIKyBaHHS MOYMHAIOTH 3 MEHIIOT
T0YaTKOBOI 103U (2,5 Mr 1Biui Ha 100y, TOOTO Y2 TabneTku npenapary Kopakcan® 5 mr asivi Ha
100y). 3a HeoOximHOCTI moaaneioro 3MeHmeHHs YCC 103y Mo)kKHA MTOCTYIOBO ITiIBUIIMTH.
THopywennsa ¢ynxyii nupok. TlanienTu, y SKuxX KIipeHC KpeaTHHiIHY > 15 Mi/XB, He MOTpeOyIOTh
Kopekiii mo3u (auB. po3ain «®dapMakokiHeTHkay). Uepes BiICYTHICTh MOCTaTHHOI KIJTBKOCTI
JAHUX XBOPUM 13 KIIpeHCOM KpeaTuHiHy < 15 Mi/XxB iBaOpaauH CliJ TNpU3HAYaTH 3
00epexKHICTIO.

THopywennus @yuxyii neuinku. IlallieHTH 3 TEYIHKOBOK HEIOCTATHICTIO JIETKOTO CTYICHS
TSDKKOCT1 HE MOTPEOYIOTh KOPEKIIii 1031. 3 00epeKHICTIO MTPU3HAYAIOTh 1BaOparH MaIlieHTaMm 3
MIOMIPHOIO TI€YIHKOBOIO HEJOCTAaTHICTIO. [BaOpajuH NPOTUIOKA3aHWUN MAIliEHTaM 3 TSHKKOIO
MEYIHKOBOIO HEIOCTATHICTIO Y 3B’A3KY 3 BIICYTHICTIO JIOCTI/DKEHb 3a YYacTIO IIi€i Tpymnu
XBOPHX, @ TaKOX Yepe3 MOXIJIMBICTh 3HAYHOTO 30UIbLICHHS KOHLIEHTpAIl mpemnapary B KpOBi
(muB. po3ainu «IIpoTunokazans» Ta « PapMaKOKIHETHKA ).

Himu.

Besneka ta eeKTUBHICTH 3aCTOCYBaHHA iBaOpaguHy AiTAM (BiKOM 10 18 poKiB) HE BCTaHOBIIECHI.
HasBai Ha neit yac nani momo jikyBaHHs XCH naBeneHni B migpo3ainax «DapmMakoguHaMiKay 1
«DapMaKOKIHETUTHKAY, aje )KOAHUX PEKOMEHMAIii 13 JO3yBaHHS JaTH HEMOXIUBO. CTOCOBHO
CUMITTOMATHYHOTO JIIKyBaHHS XPOHIYHOT CTabUIBHOI cTeHOKap/ii iHdopmarrii Hemae.

Ilepeoo3ysanns.

[lepeno3yBanHs iBaOpainHOM MOXKE TMPHU3BECTH 10 THKKOI Ta TpUBaIoi Opaaukapaii (IuB.
pos3ain «I[lo6iuni peaktii»). Tsxki hopmu Opaaukapaii moTpeOyOTh CAMITOMATHYHOL Teparii y
CHEIiali30BaHMX 3aKiagax. ¥ pa3i BUHHUKHEHHS Opafukapiii 3 MOPYIICHHSM TreMOIUHAMIYHIX
MOKa3HUKIB PEKOMEH0BAHO 3aCTOCYBAaHHS BHYTPIIIHHOBEHHUX [3-CTUMYITIOIOUNX 3aC001B, TAKHX
SK 130MpeHaNliH. Y BKpail TSHKKUX BUMAAKAX MOXHA PO3TJISIHYTH MUTaHHS MPO TUMYAacOBE
BUKOPHUCTAHHSA €J1eKTPOKapA10CTUMYJIISTOPA.

Iloo6iuni peakuii.

IBaOpaauH BUBUYABCS y X011 KIIHIYHUX AOCIIHKEHB 32 ydacTio npubauzxo 45 000 ocib.
HaiiuacTimi moGiuni peakitii iBabpaauHy — 30poBi ¢heHomenu (docdenn) ta Opaauxapmis — €
J10303aJISKHUMH Ta 3yMOBJIEH] HOT0 (hapMaKoJIOTIYHUM MEXaHi3MOM Jii.

[Tix wac mikyBaHHS MperapaToM MOXKYTh BUSBIISITHCS HIDKUY€3a3HA4YeHI MOOIYHI peakinii, ki 3a
YacTOTOIO PO3MOALIEHI TaKUM YMHOM: Ayxke 4dacto (= 1/10); wacto (= 1/100, < 1/10); Hewacto



(=1/1000, <1/100); pigko (=1/10000, < 1/1000); nyxe pigko (< 1/10000); nHeBigzomo
(HEMO>KJIMBO BU3HAYUTH 3T1THO 3 HAIBHOIO iH(OpMAIIi€l0).

3 boky cucmemu kposi ma aimgpamuunoi cucmemu. Hegacto: eozuHOPimis.

3 boxy 0bminy peuosun, memabonizmy. Hedacto: migBUIICHHS PiBHS CEYOBOI KUCIIOTH B ITa3Mi KPOBI.
Heesponoeiuni poznaou. Yacto: TonoBHUN Oifb, 3a3BUYAN 1] Yac MEPIIOro MICAIS JIKYBaHHS;
3araMoOpOYeHHs, BIPOTiJHO MOB’si3aHe 3 Opaaukapaiero. Hewacto™: HempUTOMHICTB, BipOTiIHO
MoB’s13aHa 3 OpauKap/Ii€ro.

3 6oxy opeaunis 30py. Hyxke dacto: 3opoBi (enomenu (pocdenu). Yacro: po3mutuit 3ip.
HewacTo*: mumiormisi, mopymeHHs 30py.

3 60Ky opeanis ciyxy ma eecmubynaprozo anapamy. Hewacro: BepTuro.

Kapoianvni nopywenns. Yacro: 6panukapnis; AV-6mnokana I crynens (ma EKT' — mogoBxxeHHs
iHTepBany PQ); nuryHoukoBa excTpacuctoiis; (GiOpuisiuis nepencepab. Heuacto: nmanemiTaris,
HAJIUTYHOUYKOBa ekcTpacuctomisa. Jlyxe pinko: AV-Omokama Il ta III crynens; cunmpom
cJ1a0KOCTI CHHYCOBOTO BY3JIa.

3 6oky cyoun. HacTo: HEKOHTPOJIHLOBAHUN KpOB’sTHUM TUCK. HewacTo*: apTepiasibHa TinmoTeH3is,
BIpOTiTHO TOB’sI3aHa 3 OpaUKaPIIETO.

3 60Ky JuxanvHoi cucmemu, opeanie epyoHoi Kiimku ma cepedocminnsi. Hedacto: qucmHoe.

3 6oxy winynkogo-kuwkogoeo mpaxmy. Hedacro: Hygota, 3amnop, aiapes, Oiuib B aOIOMiHAIbHIM
ITHIN*.

3 6oxky wxkipu i niowkipnoi knimkosunu. Hedacto™: aHrioeaema; BucumanHs. Pimko*: eputema,
CBepO1K, KPOIIMB’ THKA.

3 6oky onopHo-pyx060i cucmemu ma cnonyyHoi mxkanunu. Hedacto: M’s130Bi ClIa3MHU.

3azanvni posnaou. Hedacto*: acTeHis, BIpOTiIHO TIOB’si3aHa 3 OpaJuKapAi€r0; BTOMa, BIpOTiaHO
noB’si3aHa 3 Opanukapiero. Pinko*: He3ayxkaHHs, BIpOTiHO MOB’s13aHe 3 OpauKapIi€ro.
Jlocnioocennsa. HeuacTo: miaABUIIICHHS PiBHS KPEATUHIHY B IJIa3Mi KPOBi; TTOIOBKEHHS 1HTEPBAITY
QT na EKT.

* YacroTa TpOSABIB TOOIYHHUX peakiliid, BUSIBICHUX 3a JOMOMOIOK CIIOHTAHHHMX TIOBiJJOMJICHb,
po3paxoBaHa 3a JaHUMH KIIHIYHUX JOCIiHKCHB.

Onuc desaxux nodiyHUx peakyiu.

3opoBi ¢penomenu (docdenn) crocrepiramuce y 14,5 % mamieHTiB y BUIISIAI TUMYacOBOTO
MIJBUIICHHS SCKPABOCTI Ha OOMEXKEHIM MUISHII TOJA 30py. 3a3BUYail 1XHE BUHHKHEHHS
3YMOBJICHE PanTOBOIO 3MiHOIO IHTEHCHBHOCTI CBiTia. DOCPEHM TaKOX OMHUCYIOTH SIK OpPeod,
JIEKOMITO3MINII0 300paKeHHS (CTPOOOCKOMIYHMM Ta KaJeHJIOCKOMYHUM e(deKTH), SICKpaBi
KOJIbOpOB1 cranaxu abo OaraTtokpaTHe 300pakeHHS (NEpCUCTEHLIsl CiTKiBKH). DocheHu
BUHUKAIOTh IEPEBAKHO MPOTITOM JIBOX MEPIINX MICAIIB JIKyBaHHS Ta MOXXYTh TIOBTOPIOBATHCS
misHime. [ToBimoMisuiocs: 31e01UTbIIOTO TIPO JIeTKy a00 MOMipHY iHTEHCHBHICTH (hocdeHiB. Yci
dochenn MuHANMU TiJ yYac JIKyBaHHS abo micas ioro mpunuHeHHs, Ouibmiicts (77,5 %) —
npoTsiroM Tepamii. Menm HiX 1 % mnarieHTiB nmoTpedyBaiv 3MiH 3BUYAWHOI AisUTBHOCTI a0o
BIJIMIHM JIIKyBaHHS Yepe3 BUHUKHEHHS (pocdeHis.

Bpanukapnis cnocrepiranack y 3,3 % maui€eHTiB, 0COOJIMBO YHPOAOBX MEPUIMX 2—3 MICALIB 3
noyaTky JikyBaHHA. Tsokky popmy O6paaukapaii 3 UCC < 40 yn./xB manu 0,5 % namieHTiB.

VY nocmimxenni SIGNIFY ¢iOpunsnis nepeacepns cmocrepiranach y 5,3 % mnaifieHTis, ski
npuiiManu 1BaOpaauH, mopiBHAHO 3 3,8 % mamieHTIB Tpynu Iuianebo. 3BeAeHUN aHami3
pEe3yNbTATIB YCIX MOJABIMHO CHINMUX IUIANE00-KOHTPOILOBAHUX KIIHIYHUX AociimkeHs Il Ta
IIT a3 TpuBamicTio He MeHIe 3 MicsIiB 3a ydacTio 6ubmie 40 000 marieHTiB MPOAEMOHCTPYBaB,
1110 4acTOTa BUHUKHEHHs (PiOpuiswii nepeacepas craHoBuia 4,86 % y mali€eHTiB, SKi NpHiMaiu
1BabpaauH, mopiBHAHO 3 4,08 % y mamieHTiB Tpynu 1iamnedo, U0 BiIMOBIAA€ BITHOCHOMY PHU3UKY
y 1,26, 95 % noipuwuii inTepsan 1,15-1,39.

36im npo nidosproeani nobiuni peaxkyii.

[ToBinomneHHss mpo moOiIUHI peakuii Mmicias peecTparii JIKapchbKOro 3acody Mae BaKIHMBE
3HaueHHs. lle mae 3mMory mpoBOAWTH  MOHITOPHHT CIIBBIJIHOIIEHHS KOPHUCTH/PU3UK TPHU




3aCTOCYBaHHI IHOTO JIIKAPChKOro 3aco0y. Meaumvynum Ta ¢dapMaleBTUYHUM TMpalliBHUKAM, a
TaKOX MallieHTaM a0o0 iXHIM 3aKOHHUM IMPEACTaBHHUKAM CIiJi TOBIIOMIISITH MPO yCi BHUIAJKU
MiJ03PIOBAaHUX TOOIYHUX peakiii Ta BIACYTHOCTI €()EKTHBHOCTI JIIKApChKOTO 3acoly uepes
aBTOMaTH30BaHy  iH(opMmamiiiHy cucremy 3  (apmakoHarmasay — 3a  [TOCHJIAHHSIM:
https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 3 poku.

YMmoBH 30epiranus.
He notpedye ocobnuBux ymMoB 30epiranss. 306epiratu B HEAOCTYITHOMY ISl IITEH MICITi.

YnakoBka.
[To 14 tabnetok y Omictepi 3 amomiHieBoi ¢oasru Ta [IBX-mmiBku; mo 2 a6o 4 OGmictepu B
KOpOOLi 3 KaPTOHY MaKyBaJIbHOTO.

Kareropis Bignycky.
3a perenTom.

Bupoonuk.
JlaGoparopii Ceps’e Innactpi/Les Laboratoires Servier Industrie.

Micne3Haxo/:KeHHsI BAPOOHUKA Ta HOT0 ajpeca Micusi NPOBaIKeHHS AislJIbHOCTI.
905 pyt ne Capan, 45520 XKini, @pantis/905 route de Saran, 45520 Gidy, France.

Bupoonuk.
Cepp’e (Ipmangis) Inmactpic JIta/Servier (Ireland) Industries Ltd.

Micue3Haxo/:KeHHsI BAPOOHUKA Ta HOro ajpeca Micusi NpOBaIKeHHS AislJIbHOCTI.
Topeit Poyn, Apknoy, Ko. Biknoy, Y14 E284, Ipnangis/ Gorey Road, Arklow, Co. Wicklow,
Y14 E284, Ireland.

3asiBHHUK.
JIE TABOPATVYAP CEPB’€/Les Laboratoires Servier.

Micue3HaxoKeHHs 3asiBHHKA.
50, pro Kapno, 92284 Cropen Cenexc, ®panis/S0, rue Carnot, 92284 Suresnes Cedex, France.

V pa3i BUHUKHEHHS 3anuTaHb 3BepTaiitech 10 TOB «Ceps’e Ykpaina»: 3a ten. (044) 490 3441.

Jara ocranuboro neperasiay. 30.10.2025.
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