IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IJEKPHA3

(DECRIS)

Cknao:
0itoua peyosuHd: enePeHOH;
1 tabnetka mMicTuTh 25 Mr abo 50 Mr enyiepeHoHY;

0ONOMIJCHI peYOBUHU: TTAKTO3W MOHOTIAPAT, I1e/TI0103a MIKPOKPHUCTalliYHa, HaTPil0 KPOCKapMeIo3a,
rimpoMesnosa, HaTpiio Jaypuiacynbdat, TaabK, MarHito cTeapar;

060/10HKa mabaemku: rinpoMeno3a, Makporoi 400, monicop6at 80, Tutany miokcup (E 171), 3amiza
okcup xkoBtuil (E172), 3amiza okcup yepBouuii (E172).

Jlikapcbka popMma. TabneTky, BKPUTI IIiBKOBOIO 000JI0HKOIO.
OcHosHI (i3uko-xiMiuHi 81aCMuUBOCMI:

003yBaHHA 25 Me: KpyTi, 6e3KeBi, OBOOMYKIIi TaONETKH 3 MIiBKOBUM IIOKPUTTSIM, 3 JIOTOTUIIOM «25» 3
OIHOTO OOKY;

0o3ysaHHsA 50 me: Kpyrmi 6e:xkeBi, BOONYKITi TabneTky 3 IJIIBKOBUM IOKPUTTAM, 3 JIOTOTUIIOM
«50» 3 ogHOTO OOKY.

®apMakoTepaneBTUYHa Irpyna.

Kanins6epiratoui giypetuku. AHTaroHictu anbpoctepony. Enneperos. Kog ATX C03D A04.

Papmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M fil. EnepeHoH Ma€e BiTHOCHY CeJIeKTUBHICTh Y 3B’sI3yBaHHI 3 peKOMOIHAaHTHHMHU
perenTopamMu JTIOOUHY 10 MiHEPAJIOKOPTUKOIIIB MMOPiBHSHO 3 HOT0 B3aEMOMIEI0 3 PeKOMOiHAaHTHUMH
pelieniTopaMu JTIOAUHY [0 TJIIOKOKOPTHUKOIMIB, IIPOreCTEPOHY Ta aHApPOTeHiB. EnnepeHoH
IIePEIIKOXKa€e 3B I3yBaHHIO PELENITOPIB 3 aJIbOCTEPOHOM - BaXKJINBUM I'OPMOHOM PEHiH-
aHTiOTeH3UH-a/IbJOCTEPOHOBOI CUCTEMH, 1110 Oepe y4acTh y pPeryoBaHHI apTepiaJlbHOTO THCKY Ta
3afiisHa y nmaTo(i3ionoriyHnX MexaHi3MaX PO3BUTKY CEPIEBO-CYAMHHUX 3aXBOPIOBAHb.



dapMakonuHaMiyHi edekTH. By0 MpogeMOHCTPOBAHO, IO eINJIePeHOH IPHU3BOOUTD 10
CTIMKOrO IiIBUILIEHHS PiBHSA PEHiHY B IJIa3Mi KPOBi Ta piBHS aJIbJOCTEPOHY B CUPOBATIIl
KPOBIi, 1110 36ira€ThCS 3 MPUTHIYEHHSIM IIJISIXY HETaTUBHOTO 3BOPOTHOTO BIIJIUBY
aJIbOOCTEPOHY Ha CeKpelito peHiny. [Ipu boMy HigBUINIEHHS aKTUBHOCTI PEHIHY B IIJIa3Mi
KPOBI Ta PiBHIB a/IbIOCTEPOHY Yy KPOBi HE IPHU3BOAUTE OO IPUTHIYEHHS [il eIIJIePEHOHY.

Y xopi pocnipKeHb fgiana30Hy [03 IPU XPOHIYHIN ceplLeBiil HemocTaTHOCTI (Knacu [I-1V 3a
knacudikarnieio Hoio-Mopkchkoi Kapaionoriunoi aconiamnii (NYHA)) nonaBaHHS elJIePEeHOHY
[0 CTAaHOAPTHOI CXeMHU IiKyBaHHS IIPU3BOAMIIO 10 0YiKyBaHOTO J0303aJIE?KHOT0 MiABUILIEHHS
PiBHIB anmbgocTepony. ITogiOHMM YMHOM Y XOfi KapAioIoTidyHO-HEPPOIOTiYHOTO
niggocnigkeHHs EPHESUS (mocnipkeHHST eeKTUBHOCTI Ta JIeTaIbHOCTI IIPX 3aCTOCYBaHHI
eTIJIEPEHOHY Y MAIli€HTIB i3 rocTpuM iHQapKTOM MioKapfa, yCKIagHEHUM OUCOHYHKITIEO
JIiBOT'0 IIUIYHOYKAa Ta CEepLeBOI0 HEeAOCTaTHICTIO) TiKyBaHHS eIJIePEHOHOM IIPU3BOUIIO OO
3HAYHOIO IiBUILEHHS PiBHIB abaocTepoHy. OTpuMaHi pe3yibTaTU MigdTBEPAKYIOTh
0JIOKYBaHHS PEIeNTOPiB 10 MiHePaTOKOPTHUKOIMIB Y il IMOMYJISIIiI.

Ennepenon BuB4Yanu y xomni nocnimxkennss EPHESUS. Lle 6yno moaBiliHo ciine maie6o-
KOHTPOJIbOBaHE MOCIIiIKEeHHS TPUBAIICTIO 3 POKH, B TKOMY Opaso y4acTs 6632 cy0 eKTH 3
rOCTpUM iH(papKTOM MioOKapaa, AUCPYHKIIE JTIBOTO HITyHOYKA (OL[IHIOBAJIOCS 3a (PpakKii€to
BUKHULY JTiBOro mtyHOUKa < 40 %) Ta KJIiHiYHMMY O3HaKaM¥ CepLeBOl HeJOCTaTHOCTI. Yepe3
3-14 pHiB micysa rocTporo iHpapKTy Miokapaa (MeniaHa cTaHOBUJA 7 OHIB) Cy0 €KTH
IOMATKOBO 0 CTAaHIAPTHOTO JIIKyBaHHS OTPUMYBAJIU eIljiepeHoH abo manebo y mo4aTKoBil
mo3i 25 mr 1 pa3 Ha fo6y. Y momansiioMy K03y MOCTYIIOBO (BIPOAOBXK 4 TUXKHIB)
IigBUIYBaJIX 0O AOCATHEHHS 11iboBol fo3u 50 Mr 1 pa3 Ha o0y 3a YMOBH, 110 piBEHb Kaliio
B CUPOBATIIi KPOBi OyB HUKYUM 3a 5 MMOJIb/M. [IpOoTATOM HOCHiXKeHHS Cy0 €KTH
OTPUMYBaJIA CTaHAapTHE JIIKyBaHHS, 110 BK/II0YAJIO alleTUJICATIIUIIOBY KACNIOTY (92 %),
inribiTopu ATI® (90 %), B-6mokaTopu (83 %), HiTpaTu (72 %), NeTnboBi OiypeTuku (66 %) abo
inri6iTopu I'MI'-KoA-penykTaszu (60 %).

[lepBuHHKUMM KiHIIeBUMU TouKaMmu y gocuimxkenHi EPHESUS Oynu 3aranbHa jeTanbHICTh Ta
KoMOiHOBaHa KiHIleBa TOYKa (JleTalbHUYM HACIigoK abo rocmiTanisallis BHACIiIOK IOPYIIEHb
3 60Ky ceplieBo-CyoguHHOI cucteMu). 14,4 % cy6’ekTiB i3 rpynu emnnepeHoHny ta 16,7 %
cy0’€eKTiB i3 rpynu miaiebo moMepmu (3 6yab-aIKuX IpruunH), a 26,7 % cy0’eKTiB i3 rpynu
ernepeHony Ta 30 % cy6’ekTiB i3 rpymu muaiebo HOCSITIN BigIIOBIZHOCTI KPUTEPisiM
KOMOiHOBaHOI KiHIIeBOI TOUKHM (JTeTalbHUM HACHiMOK abo0 rocmitami3aliisi BHACTiIOK OPYIIEeHb
3 OOKY CeplleBO-CYOUHHOI cUcTeMM). TakuM unHOM, Y Xomi mocuigxenus EPHESUS
eIJIEPEHOH 3HUKYBaB PU3UK JIETATbHOT'0 HACIIAKY 3 Oyab-iKuxX mpu4uH Ha 15 % (BP 0,85;
95 % [II 0,75-0,96; p=0,008) mopiBHsHO 3 m1anedo MepeBaxkHO 3a PAXYHOK 3HUXKEHHS
JIeTaJIbHOCTI BHACIIIOK TOPYIIeHb 3 00Ky CeplieBO-CyIUHHOI CUCTEMU. PU3UK NeTanbHOTO
HacigKy abo rocmitamnilalii BHACTIIOK IOPYIIeHb 3 00Ky CepleBO-CyIUHHOI CUCTEMU TIPU
3aCTOCYBaHHI ennepeHoHy 0yB 3HuxkeHu# Ha 13 % (BP 0,87; 95 % III 0,79-0,95, p=0,002).
AOGCONIOTHE 3HUKEHHS PU3UKY CTaHOBUIO 2,3 % OIS TaKol KiHIIEBOl TOUYKHM SIK 3arajibHa
nmeTanbHiCTh, Ta 3,3 % - OIS TaKoi KiHIleBOl TOYKH, SK JeTalbHUM HACIiToK a0o
rocritasisallis BHaCIioK nopyuIeHb 3 60Ky ceplieBo-CyguHHOI cucteMu. Kiniuna
e(peKTHUBHICTD eIJIEPEeHOHY, B MePIIy Yyepry, Oyia MpogeMOHCTPOBaHa IIPU NTpU3HaYeHHi
JiKyBaHHS MallieHTaM BiKoM 0 75 pokiB. KopucTs Bif nikyBaHHS Cy0’€KTiB BiKOM Bif

75 pOKiB BUBUEHa HelOCTaTHLO. [ToKpaieHHs abo cTabinisallito moKa3HUKIB PYHKIIOHAIBHOI



Knacudikaiii 3a NYHA cmocTtepirany y CTaTUCTUYHO 3HAUYIO OiNbIIol YacTKM Cy0’€KTiB, SKi
3aCTOCOBYBaJIM €IJIEPEHOH, TOPIBHSHO 3 NallieHTaMu 3 Ipymnu mniane6o. YacToTa po3BUTKY
rimepkamnieMii craHoBumna 3,4 % y rpyti ennepeHoHy Ta 2 % y rpymi miare6o (p < 0,001).
YacToTa po3BUTKY TinokasieMii ctanosuna 0,5 % y rpymi ennepeHony Ta 1,5 % y rpymi nnane6o

(p < 0,001).

Y xomi o6cTexenHs 147 3mopoBux OOPOBOTIBIIIB 3 METOIO BUsIBIIEHHS 3MiH Ha EKT' BIpomoBxk
(bapMaKOKiHETHYHUX [IOCTiAXKeHb He OyJI0 BUSBIEHO CTIMKOI'0 BIIUBY €IIJIEPEHOHY Ha
YacTOTY CeplieBUX CKOPOYeHb, TpuBamicTh Kommiekcy QRS abo inTeprarnis PR Ta QT.

Y xomi gocnigxenuss EMPHASIS-HF (mocimimzKeHHs 4aCTOTH T'OCIiTali3allil Ta J1eTaJIbHOCTI
IIpU 3aCTOCYBaHHI eljIepeHOoHY ITalliEHTaM 3 CEPLEBO0 HEJOCTATHICTIO Ta CUMIITOMaMHU
JIETKOTO CTYIIeHs) BUBYaIu e()eKTHBHICTh BIIJINBY €IJIEPEHOHY, JOOAHOTO0 [0 CTaHAAPTHOTO
JiKyBaHHS, Ha KJIiHIYHI pe3yibTaTé Cy0’€KTiB i3 CUCTOIIYHOIO CePLEeBOI0 HEeNOCTaTHICTIO Ta
CHMIITOMaMH JIETKOrO0 CTymneHs (¢pyHKuioHanbHuM Kiac I 3a knacudikaniero NYHA).

Y mocnigeHHi Opanu y4acTb Cy0’€KTH BIKOM Bifi 55 pokiB, y AKX Gpakiiis BUKULIY JIBOTO
nTyHo4dka craHoBuna < 30 % abo < 35 % 3a ymoBu QRS 6inbur Hixk 130 minicekyHp Ta gKi 3a

6 Mics1iB, 10 ITepeAyBaiu JOCTiXKeHHI0, OyIu ToCIiTani30BaHi BHACIIOOK MOPYIIeHb 3 6OKY
CepleBo-CYAUHHOL cucTeMu abo y IKUX piBeHb HaTpiypeTuuHoro nentuny tuny B (HIIB) B nmna3wmi
KPOBi cTaHOBUB IoHaMMeHIe 250 rnr/mn abo piBers N-TepMinanbHOTo po-HITE B mna3mi Kposi
cTaHOBUB 1IoHaWMeHIIe 500 nr/mi y 4omnoBikiB (750 nr/mn y xkiHoK). [IoyaTKOBa go03a elIepeHoHY
craHoBuia 25 Mr 1 pa3 Ha f00y. Yepes 4 TuxkHi 703y nigsuinysanu go 50 mr 1 pa3 Ha 0o0y 3a YMOBH,
1110 PiBEHb KaJlilo B CHPOBATIIi KPOBi He locaraB 5 MMOJIb/NI. AGO XK, SIKIIIO PO3paxyHKOBa IIBUKICTh
K11y604K0BOi BimbTpanil mopisHoBana 30-49 mn/xs/1,73 M*, moYaTKOBa [03a eIIePEeHOHY CTAaHOBHIA
25 mr 1 pa3 Ha 2 {gHi Ta Hagasi migBuImyBanacs g0 25 Mr 1 pa3 Ha go0y.

3arasioM paHAoMi3allito (y MOABIMHO CITimoMy pexumi) npoutso 2737 cy6’ekTiB, sKkuM 6y0
IIPH3HAYEHO emjiepeHoH abo mnnanebo Ha Tai 6a30BOro JIiKyBaHHS CEYOTiHHUMU
npenapaTtamu (85 %), inribitopamu AII® (78 %), 6;10KaTOpaMu aHTiOTEeH3UHOBUX PEIENITOPIB
II Tuny (19 %),

B-6mokatopamu (87 %), anTuTpoMOOTHYHUMH IpenapaTaMu (88 %), 3acobamu O
3HUKEHHS PiBHA MHimifiB (63 %) Ta rimiko3ugamMu HanepcTaHKu (27 %). CepenHiil piBeHb
dbpakuil BUKUAY JTiBOTO IMIIYHOYKa CTAHOBUB ~26 %, a cepenHs TpuBamicTh Kommiaekcy QRS
nopiBHIOBana ~122 Mc. Binburicts cy0’ekTiB (83,4 %) y momnepenHi 6 MicsiiB 1o paHmoMi3airil
Oynu rocrmitanizoBaHi BHACIINOK MOPYIIEHb 3 00Ky CEPIIEBO-CYAUHHOI CUCTEMHU, IIPUIOMY
npuOIM3HO IOIOBUHA 3 IUX Cy0’€EKTIB - BHACIIOOK CEPIeBOi HemoCTaTHOCTI. [Ipubnusno

20 % cy0’ekTiB Manu BCTaHOBIIEHi iMnnaHToBaHi gedibpunsaTopu yu nepebyBany Ha
CepIeBill peCHHXPOHI3yI0Uiil Teparil.

[lepBuHHA KiHIleBa TOYKa (JIeTalIbHUN HACIAOK V Pe3ybTaTi CePIeBO-CyAUHHUX IIOPYIIEHb
abo rocmiTamisalisi y 3B’3Ky i3 ceplieBOI0 HEJOCTaTHICTIO) criocTepiranaca y 249 cy6’ekris
(18,3 %) 3 rpymu emnepeHony Tay 356 cy6’ekTiB (25,9 %) 3 rpynu nnane6o (BP 0,63; 95 % I
0,54-0,74,

p < 0,001). Bunus enyiepeHOHY Ha pe3yJbTaTH 3a IePBUHHOIO KiHIIEBOI TOYKOIO
crocTepirascs cTabiIbHO y BCiX MOIEPeNHbO BU3HAUEHUX MiATPYyIIax.

BTopuHHa KiHIIeBa TO4YKa (3arajbHa JieTalbHICTh) criocTepiranacsa y 171 nauienTa (12,5 %) 3
rpynu emynepeHony Ta 'y 213 cy6’ekTiB (15,5 %) 3 rpynu nnauebo (BP 0,76; 95 % II



0,62-0,93, p=0,008). JleTanpHUI HACMTIOK V¥ Pe3yIbTaTi IOPYIIEHD 3 00Ky CePIEBO-CyIUHHOI
cucteMmu OyB 3adikcoBanuit y 147 cy6’ekTiB (10,8 %) 3 rpynu emnnepeHony ta y 185 cy0’ekTiB
(13,5 %) 3 rpynu mnane6o (BP 0,76; 95 % [O1 0,61-0,93, p=0,01).

[TpoTsarom goCHiAKeHHS Tinepkasiemisa (piBeHb Kaliio B CHPOBATII KPOBi > 5,5 MMOIIb/1)
BUHMKaNa ¥ 158 cy6’exTiB (11,8 %) 3 rpynu emnnepeHony Ta y 96 cy6’ekTiB (7,2 %) 3 rpymnu mnaiebo
(p < 0,001). lmoxaieMist (piBeHb Kaiio B CHPOBATLi KPOBi < 4 MMOJIb/JI) y TPYIIi €MJIEPEHOHY
BMHMKAJA 3i CTaTUCTUYHO JOCTOBIPHO HUKYOI YaCTOTOIO, HixK y rpymi mnatebo (38,9 % y
rpyi emnnepeHony Ta 48,4 % y rpymi mnae6o, p < 0,0001).

IiTH. 3acToCyBaHHS eIJIePEHOHY IiTSAM i3 CepIleBOI0 HeIOCTATHICTIO He MOCTiIKyBaJIH.

Y 10-TuXHEBOMY OOCTIIXKEHHI 3a y4acCTIO OiTeu i3 rinepreHsieio (BikoM 4-16 pokis, n=304),
3aCTOCYBaHHS eMIepeHoHy B mo3ax 25-100 Mr Ha m00y, 110 IPHU3BOOUIIO 10 €KCIIO3UIIii, mogiOHo1
[0 TaKOl y IOPOCTINX, He IPOAEMOHCTPYBaIo e(PeKTUBHOI0 3HUKEHHS apTEPiaIbHOT0 THUCKY.
Y 11boMy OOCHifizKeHH]i Ta y HOCTigXKeHHi 110710 6e3meku TpuBamicTio 1 pik 3a yuactio 149 mitei
BikoM 5-17 pOKiB mpodine 6e3meku 6yB MomiOHUM N0 TAKOTO, 110 CIIOCTEPIraBcst y HOPOCTIHUX.
3aCTOCyBaHHS €IJIEPEHOHY AiTAM BIKOM [0 4 poKiB i3 rimepTeH3i€io He BUBYAIM, OCKiTbKY
OOCIIKeHHS 3a y4aCTIO AiTel CTapIIoro BiKy IPOJEMOHCTPYBaJIO BiICYTHICTh e(peKTUBHOCTI (IUB.
po3min «Crocib 3acTOCyBaHHS Ta HO3U»).

HocmigkeHb OyOb-IKOTO (OBrOTPUBAIOr0) BILIMBY Ha TOPMOHAJILHUM CTATYC [iTel He
IIPOBOMIUIIH.

dapMaKkoKiHemuxka.

AbGcopOirig. AGcomoTHa 6iOMOCTYIHICTh €IIEPEHOHY MIiC/s 3aCTOCYBaHHS Ho3u 100 MT
IIepopasibHO CTaHOBUTE 69 %.

MakcruManbHa KOHIIEHTpAIlis mpelapary B IIJ1a3Mi KPOBi IoCcSIraeThCs MPUOIN3HO Yyepe3
1,5-2 ropuuu. MakcuMasnbHa KOHIIEHTpaIlis B mia3Mi Kposi (C,,,,) Ta IJIOIIA IIif
(bapmakoKiHeTH4YHOI0 KpHBOIO (AUC) 3MiHIOIOTHCS MPOMOPLIKHO 1031 y Aianma3oHi 10-100 Mr Ta MeHII
HiK [TO30IIPONOPLIiHO IPH 3aCTOCYBaHHI 103 moHax 100 Mr. PiBHOBaXKHUM CTaH HACTa€ IPOTATOM 2
MHIB Bif OYaTKYy JiKyBaHHS. [Xa He BIUTMBAE Ha abcopOiiio Ipemapary.

Posnopin. EnnepeHoH 3B’3y€eThCs 3 OinkaMu mma3Mu mpubau3Ho Ha 50 % Ta TOJIOBHUM YMHOM
3B’A3YETHCS 3 O-1-KUCITMMU TIIIKOMIpOTeiHaMu. YSIBHUM 00’€M PO3IOMiNy enepeHoHy V PiBHOBaKHOMY
CTaHi PO3ILIHIOIOTH K TaKuH, 110 fopiBHIOE 42-90 1. EnnepeHoH He CXUbHUM [0 3B'I3yBaHHA 3
€PUTPOLUTAMH.

BioTpancdhopMmaiiig. Metaboi3M eriepeHoHy epeBaxkHO 3MiACHIOETHCS 38 PAXYHOK (HEePMEHTY
CYP3A4. B nna3Mi KpoBi TIOOUHYU He BUSBIEHO XKOJHUX aKTUBHUX MeTa0OJIiTiB elIepeHoHY.

BuBenenHdA. MeHm HiX 5 % 1031 eIJIePEHOHY BUBOAUTHCS 3 CEYEIO i KAJIOM Y BUTJISIAI HE3MiHEHOT0
npemnapary. Ilicyis mepopaabHOTO IPUHOMY Pa30BOi 03U PafliocaKTUBHO MideHOT0 IIpenapaTy
npubnu3Ho 32 % mo3u 0yIio BUBEOEHO 3 OPraHi3My 3 KajoM Ta nmpubnu3no 67 % O0yio BULiNEHO 3
ceueto. [Tepion HamiBBUBEEHHS EIIJIEPEHOHY CTAHOBUTH 01M3bKO 3-6 roguH. YABHUM KITipeHC 3
n71a3MU opiBHIOE mpubausHo 10 n/rof.

3acToCYBaHHSA V CclIeU@ivHNX TOMVIISITiIX.



Bix, cmamb ma paca. JocnigxeHHsT papMaKOKiHETUKHU €IJIePEHOHY IIPU 3acTOCyBaHHi ¥ 0o3i 100 mr
1 pa3 Ha mo6y MPOBOAMIIM 3@ YUaCTIO TAaKUX KaTeropii cy6’eKTiB, sIK MallieHTH JIiTHLOTO BiKY (Bifg 65
POKiB), TalliEHTY YOJIOBi4Ol CTaTi, MalliEeHTU XiHOYOl CTaTi, MallieHTH HETPOIgHOI pacu. 3HaUYHUX
BigMiHHOCTEM Yy papMaKOKiHEeTHII eryiepeHoHY Y MallieHTiB 3a/1exkHO Bif cTaTi He Oyio0. Y cy0’eKTiB
JIITHBOTO BiKY y PiBHOBaXKHOMY CTaHi CIIOCTepiranu mifBuineHHs piBHIB C,,, (22 %) Ta AUC (45 %)
MIOPIBHSAHO 3 MOJIOAIIMMH IallieHTaMu

(18-45 pokiB). ¥ cy6’ekTiB HeTrpoifHOI pacu y piBHOBaxXHOMY cTaHi C,,, Oyna Huxk4a Ha 19 %, a AUC
- Ha 26 % Hux4Ya (guB. po3min «Crocib 3acTOCyBaHHS Ta [O3U»).

[imu. 3a momoMoroio monymsiiiiHol papMakoKiHETUYHOI Mofeli AJIsi KOHIIEHTpallill eTIepeHOHY
BiITIOBIMHO /10 2 MOCTimXKeHs 3 y4acTio 51 mauienTa Bikom 4-16 pOKiB Oy10 BCTAHOBIIEHO, 110 Maca
Tijla MallieHTa Ma€ CTaTUCTUYHO 3HAUYIIK BIIUB Ha 00’€M PO3IOMiNy elepeHoHy, aje He
Ha ¥oro BuBeneHH. [lepenOadaeThes, 1110 06°'€M PO3NOMiNY elIepeHoHY Ta IiKoBa
€KCIIO3ULIif y OiTel 3 OinbIIo0 Maco Tila OyayTh NOHIOHI [0 TaKUX, 10 CIIOCTEPIraloThCs Y
IOpOCIuX 3 MOoAiOHOI Macolo Tija. Y mallieHTiB 3 Macoo Tinna 45 Kr 06’eM po3mofiny €
npu6nau3Ho Ha 40 % HUXYKUM i mepenbadaeThCs, 110 MiKOBA eKCIIO3ullist OyIe BUINOI0, Hik
Taka, 110 3a3BAYall CIIOCTEPIraeThCA y HOPOCIUX. [IiTAM 3aCTOCOBYBaJIX IOYATKOBY HO3Y
eryiepeHony 25 mr 1 pa3 Ha mo0y; micis 2 TUXKHIB 703y 0y710 36inblIeHo g0 25 Mr 2 pasu Ha
no0y, a B pasi KiminiyHoi HeobxigHOCTi - mo 50 Mr 2 pa3u Ha go0y. [Ipu 3acTOCyBaHHI TaKUX 103
HaWBUINI KOHIIEHTPALllii eTIepeHoHY y fiTel He OyIu 3HAUHO BHUII MOPIBHSIHO 3 TAKUMH, III0
CIIOCTEpIranucs y JOpOCuX IIpX 3aCTOCYBaHHI moyaTkoBoi fo3u 50 Mr 1 pa3 Ha fo0y.

Hupxkosa HedocmamHicmb. ®apMaKOKiHETHKY ellJIePeHOHY OLiHIOBAJIA Y MAI[iEHTIB i3 Pi3HUM
CTyTIeHeM TIOPYIIeHHS HUPKOBOI QyHKIII Ta y malmieHTiB, SKi 3HaX0OuIuCs Ha reMofiarmisi.

Y martrieHTiB 3 TAKKOI0 popmoio HUPKOBO1 HegocTaTHOCTI AUC Ta C,,, y piBHOBaXXHOMY CTaHi
Oynu mipBuileHi Ha 38 % Ta 24 % BiANOBIAHO MOPIBHSAHO 3 KOHTPOJIBHOIO I'PYIO0. Y
TaIli€HTIB, IKi 3HAaXOAUNINCS Ha reMofiani3i, I1i moKa3HUKHU Oynu 3HUKeHi Ha 26 % Ta 3 %
BiIIIOBIIHO, MOPiBHSIHO 3 KOHTPOJIBHOIO I'PYIIO0 Hali€eHTiB. Kopensiiil Mix KiaipeHcoM
eIJIEPeHOHY 3 TJIa3MHU KPOBi Ta KJIipeHCOM KpeaTUHIiHY BUSIBIIEHO He Oy1o. EnnepeHoH He
BHJAJISIETHCS 3@ JOIIOMOTO0I0 reMofiani3y (AuB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

ITeuinkosa HedocmamHicmb. PapMaKOKiHETUKY ellyiepeHOHY B 1031 400 Mr mocmigKyBanu y
MAIli€EHTIB i3 MOMIPpHMMHU ypaXkKeHHSIMHU NediHky (Kiaac B 3a knacudikaiieio Yannaa-I1'10) ta
IIOPiBHIOBAJI PE3Y/IbTATH 3 pPe3ylIbTaTaMy, OTPHMaHUMU 15 MAIlieHTiB 0e3 mopyIneHHs GyHKILl
neuinku. C,,, Ta AUC ennepeHOHy y piBHOBaXHOMY cTaHi Oynu nifgBuineHi Ha 3,6 % Ta 42 %
BifmoBinHO (muB. po3min «Crnoci6 3acTocyBaHHS Ta [03u»). OCKiTbKY OOCTIIXKEHb 3aCTOCYBaHHS
eIJIEPEeHOHY OJ15 JTiKyBaHHS IMAaIl€HTIB i3 TAXKKAMU MOPYILIEHHAMU (QYHKIIil TeYiHKU He IPOBOIUIIH,
IIpU3HAYEeHHS elJIepeHOHY TaKUM IallieHTaM IIPOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3anusa»).

Cepuesa Hedocmamuicmb. Y TallieHTiB i3 cepIiieBoi0 HegocTaTHicTIO (Knacu II-1V 3a knacudikaiiieio
NYHA) npoBogunu gociigKeHHS papMaKOKiHETHKY eIJIePeHOHY, 1110 3aCTOCOBYBaBCS B 1031 50 M.
3nauenHss C,,, Ta AUC y piBHOBazkKHOMY CTaHi y TaIli€HTIB i3 ceplieBoi0 HepocTaTHiCTIO Oynu Ha 38 %
ta 30 % BiAMOBIAHO BUIIUMH, HiXK V 3[M0POBUX T0OPOBOJIBIIIB BiOIIOBIIHOIO BiKYy, Macu Tija Ta CTaTi.
BipgmoBifgHO 00 IMX pe3ybTaTiB, MONYNALNIMHNAN aHali3 GapMakKOKiHETUKY elJIepeHOHY, IPOBEIeHUM
y miprpymi namieHTiB 3 gocnigxenas EPHESUS, cBiguuTs, 1110 KJIipeHC eniepeHoHy y NallieHTiB i3
CEepIIEBOIO0 HEMOCTATHICTIO He Bigpi3HSIETHCS Bif KITipEHCY IIbOTO IIpenapaTy Y 300POBUX NOOPOBOJIBIIIB
JIITHBOTO BIKY.



KitiHiuHi XapaKTepHuCTHKH.
Iloka3aHnHus.

IOTIOBHEHHS 00 CTaHAApPTHOTO JIiIKYBaHHS i3 3aCTOCyBaHHSIM GeTa-0J10KaTOPiB 3 METOI0
3HUXKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta JIeTaJIbHUX BUIIAAKIB, IIOB’I3aHUX 13 CepLieBo-
CYOUHHUMM 3aXBOPIOBAHHSIMHU, y CTa0iIbHUX MALi€HTIB i3 gUCHYHKIII€0 JIiBOTO IITyHOYKA
(bpakiis BuKuAy miBoro mmyHodka < 40 %) Ta KIiHIYHUMEU 03HaKaMHU CepPIeBOl
HEe0CTaTHOCTI ITiCJIg HeIoaBHO ITepeHeceHoro iHpapKTy MioKapaa.

IloTIOBHEHHS 00 CTaHAapPTHOI ONTUMAJIbHOI Tepallil 3 MEeTOI0 3HUKEHHS PU3UKY
3aXBOPIOBAHOCTI Ta JIeTAJIbHUX BUIMAAKIB, IIOB I3aHOI i3 CepIeBO-CyIUHHUMU
3aXBOPIOBAHHAMY, Y OPOC/IUX MAL€HTIB i3 ceplieBo0 HepocTaTHICTIO Il Kitacy (XpoHIYHO0)
3a knacugikariero NYHA Tta guchyHKIli€0 TiBOTO LITyHOYKa ((Ppakiis BUKUIY TiBOTO
nutyHOYKa < 30 %) (muB. po3min «dapMakoguHaMiKa»).

IIpomunoka3aHHs.
linepuyTnuBICTE [0 emyiepeHoHy abo m0 Oyab-IKOi 3 HOMOMIKHUX PEeYOBHUH IIPerapary.
[TamienTaMm 3 piBHEM KaJlito y CUPOBAaTLi KPOBi > 5 MMOJIb/JI HA MOMEHT [10YaTKY JIIKyBaHHS.

TNamiedTaM 3 HIPKOBOI HEIOCTATHICTIO TSAXKKOTO CTYNeHs (PO3paxyHKOBa MIBUAKICTL KITy60YKOBOI
dinprpamnii < 30 ma/xs/1,73 M°).

TsaxKka nedinkoBa HemocTaTHIiCTD (kKiac C 3a mkanow Yaunmga-I1'10).

[TamieHTaM, sIKi 3aCTOCOBYIOTh Kasiii30epiratodi miypetuku, abo moTyxHi inriditopu CYP 3A4
(HampuKIaf, iTPAaKOHA30J, KETOKOHA30JI, PUTOHABIp, HendiHaBip, KTapUTPOMIINH, TETITPOMIIIUH Ta
Heda30010H) (OUB. po3min «B3aeMomist 3 iHITMMU TiKapChKUMH 3aco0aMu Ta iHIII BUOW B3aEMOMIN»).

OpHOYacHe 3aCTOCYBaHHS eIJIEPEHOHY Y MOTPiMHIM KoMOiHallil pa3oM i3 iHribitopom AIT® Ta
6710KaTOPOM PEleNnTOPiB aHTiOTEeH3UHY .

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

dapMaKoIMHAMIYHI B3aEMOIii.

Kanitizbepiearoui cevoziHHi npenapamu ma KasitiemicHi dobaeku. EIINIEpeHOH He CITif Ipu3HadyaTu
nalieHTaM, SKi OTPUMYIOTH iHIIN Kami36epirarodi ceYoriHHi MpemnapaTy Ta KaliiBMiCHI
nobaBKM 4Yepe3s MiABUINEHUM PU3UK PO3BUTKY TilepKasieMil (QuB. po3min
«[IpoTunokasauHs»). ITim BIIMBOM Kajlii30epiralounx CeYOriHHUX IIpernapaTiB TaK0X MOXKe
TIOCUJTIOBATHUCS Misl TiMOTEH3WBHUX IIPeIapaTiB Ta iHIIUX Ce4YOTiHHUX 3aco0iB.

IH2i6imopu AII®, 610Kkamopu peuenmopis aHeiomeH3uHy. [Ipu 3acTOCyBaHHi enIepeHoHyY V
kKoMOiHarii 3 inri6iTopom AII® Ta/abo 6;10KaTOPOM PELENTOPIB AHTIOTEH3UHY PU3UK TilepKamiemil
Moxke 30inbiryBaTrcs. PeKOMeHI0BaHO 3[1iliCHIOBATH pPeTebHUY KOHTPOJIL 3a PiBHEM Kalliio y
CHpOBATIi KPOBi Ta MOKa3HUKaMu (yHKIIii HIPOK, 0COOIMBO y NAlli€HTIB i3 pU3UKOM IOPYIIEHHS



HUPKOBUX (DYHKIIi}M, HANPUKJIAT Y MAlli€HTIiB JIiTHLOTO BiKy. ENyiepeHOH He CJIifi 3aCTOCOBYBaTH
OOHOYACHO Y MOTpPikHiN KoMbiHauii padom i3 inribiTopom AII® Ta 6110KaTOPOM PELIETITOPIB
aHTioTeH3uHY (quB. po3minu «IIpoTumokalaHHsa» Ta «OCOONMMBOCTI 3aCTOCYBAHHS»).

JIimiti. [JocigKeHb B3a€MO{Iil eIJIEPeHOHY 3 JIiTiEM He IPOBOAUIN. Pa3oM 3 TUM y TMAalli€HTIB,
SKi OTpUMYBaIu JiTi# omHO4YacHO 3 iHribiTopamu ATI® Ta cedoriHHUMU IIpenapaTamMu, 0yio
OTIMCAHO BUMAMKK TOKCHUYHOI il miTito (muB. po3min «OcoOnmuBOCTiI 3acToCyBaHHS»). Crifl
YHUKATH OOHOYACHOT'O 3aCTOCYBaHHS eIJIEPeHOHY Ta MpelapariB JTiTiio. AKIo HeMae
MOXKJIMBOCTiI YHUKHYTH 3aCTOCYyBaHHS I1i€el KoOMOiHaIlil, HeoOXiHO KOHTPOIIOBATH PiBEHb
JIiTifo y mna3Mi KpoBi (muB. po3min «OcoOnMMBOCTI 3aCTOCYBAHHS»).

LukaocnopuH, makposimyc. LIUKIOCIIOPUH Ta TaKPOIIMYyC MOXYTh COPUYMHUTH TOPYILIEHHS QYHKIIII
HUPOK Ta MiIBUIIUTH PU3UK PO3BUTKY TinepKasieMii. Cil yHMKaTH OIHOYACHOTO 3aCTOCYBaHHSA
eIJIePeHOHY Ta LUKJIOCIIOPHUHY a00 TaKpomiMycy. Y pa3i HeoOXimHOCTI Mpu3HaYeHHS IUKIIOCIIOPHHY
Ta TaKpOJIIMYyCY B XOfi JIIKyBaHHS €IJIEpDEHOHOM PEKOMEHI0BaHO PeTeIbHO KOHTPOJIIOBATH PiBEHb
KaJIiio ¥ CHpoBaTIili KPoBi (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

HecmepoidHi npomusanaavHi npenapamu (HIT3I1). 3a paxyHoOK 6e3m0CepeqHboro BIJIMBY Ha
KJ1y004KOBY dinbTpartito nikyBauHs HII3I1 MoxKe MpHU3BECTH A0 T'OCTPOI HUPKOBOI HEJOCTATHOCTI,
0CO0ONIMBO Y TIAI[iEHTIB, IKi BXOOATH Y TPYITy BUCOKOTO PU3UKY (JTiTHIi BiK Ta/ab0 3HEBOTHEHHS).
[MamienTawM, ki oTpuMy0Th ennepeHoH Ta HIT3II, mo moyatky niKyBaHHS CIif 3a0e3ne4uTH
aJleKBaTHUY BOOHUM PEXUM Ta KOHTPOJIIOBATH 1X (QYHKIII0 HUPOK.

Tpumemonpum. OgHOYaCHE TPU3HAYEHHS TPUMETOIIPUMY Ta eIJIEPEHOHY IiABUIIYE PU3UK PO3BUTKY
rinepkasiemii. CyIig KOHTPOJIIOBaTH PiBEHD KaJjlilo y CUPOBATIi KPOBi Ta MOKa3HUKM (YHKIIil HUPOK,
0C00JIMBO y MAllieHTiB JIITHLOTO BiKY Ta MAlli€HTiB i3 MOPyIIeHHAM QYHKIIIl HUPOK.

a,-6.10Kkamopu (Hanpuk.aad, npa3o3uH, anvpy3o3uH). [Ipu KomOiHyBaHHI ,-0710KaTOPiB Ta
eIlJIEPEHOHY iCHYE MOXKJIMBICTD MigCHATIEHHS TiTOTEH3UBHOI [iil Ta/ab0 PO3BUTKY
OPTOCTATUYHOI TillOTEH3Il.

[1ig yac ogHOYACHOT0 3aCTOCYBaHHS ,-0JT0KATOPIB CJIiff KOHTPOJIIOBATH KITiHIiYHUM CTaH
TAITiEHTIB IIIOI0 OPTOCTATUYHOI TilOTeH3il.

TpuyukaiuHi aHmudenpecaHmu, Helipoaenmuku, amipocmuH, 6akiogpeH. OgHOYACHE 3aCTOCYBaHHS
IIUX JTIKAaPChKUX 3aC00iB Ta enjepeHoHy MOTEHLINHO MOXKe IiCUII0BaTH TilTOTEH3UBHY Ail0 Ta
MigBUILIYBAaTH PU3UK PO3BUTKY OPTOCTATHYHOI TilTOTEH3il.

I'ntokokopmukoiou, mempakodakmud. [Ipy ogHOYACHOMY IPU3HAYEHHI ITUX JTiKapChKUX 3aco0iB Ta
eIJIePeHOHY iCHY€E MOXKIUBICTh I0C/TabIeHHS TiOTeH3UBHOI Iil BHACIIOOK 3aTPUMKHU PiUHU Ta
HaTpilo.

dapMaKOKiHEeTHYHI B3a€MOIil.

IocnimxeHHs in vitro cBim4aTh, 1110 eIJiepeHoH He € iHribitopoM izodpepmenTiB CYP1A2,
CYP2C19, CYP2C9, CYP2D6 abo CYP3A4. EnnepeHoH He € cy0cTpaToM abo inribitopom P-
TJIIKOIIPOTEIHY.

[uzokcuH. PiBeHb cucteMHO1 ekcno3util (AUC) OIUTOKCUHY IIpK OLHOYACHOMY 3aCTOCYBaHHI 3
erniepeHOHOM 3pocTae Ha 16 % (90 % [I: 4-30 %). Crnig 3 o0epexkHiCTIO Mpu3HadYaTH QUTOKCHH Y
Io3ax, HaONIuKeHuX 10 BEPXHbOI MeXi TepaleBTUYHOrO0 Jiala30Hy.



BapgapuH. KniHiuHO BaXIUBUX (papMaKOKiHETUYHUX B3a€MOZiH i3 BaphapuHOM onucaHo He OyIio.
Crnip 3 06epexHiCTIO MpU3HaYaTH BapdapuH y o3ax, HaOIUKEeHUX 00 BePXHbOI MexXi
TepamneBTUYHOI0 [iala30HYy.

Cybcmpamu CYP3A4. Pe3ynbTaTi hapMaKOKiHETUYHUX OOCITIIKEHb 3i 3pa3kaMu-CyOCTpaTaMu
CYP3A4 (To6TO Mifa3oj1aMOM Ta IU3AMPHUOOM) He BUSBUIM O3HAK BUPaKeHUX HapMaKOKiHETHYHUX
B3a€MO[Iill IIpU OJHOYACHOMY 3aCTOCYBaHHI IUX IIpernapariB Ta elnjIepeHoHy.

IH2i6imopu CYP3A4. TlotyxHi inri6itopu CYP3A4: mpu 0oqHOYAaCHOMY 3aCTOCYBaHHi eIyiepeHOHY Ta
Ipenaparis, 1[0 IPUTHIYYIOTh aKTUBHICTE pepMeHTy CYP3A4, MOXKIMBHY PO3BUTOK BUPaXKeHUX
(dapMakoKiHeTUYHUX B3aeMopiu. [Tix BrmuBoM notyxHoro iHriditopa CYP3A4 (ketokonason 200 mr 2
pasu Ha no0y) AUC ennepenony 36inbimmnacsa Ha 441 % (ouB. po3pin «[IpoTunokasaHHS»).
[TpoTunokasaHe ogHOYACHE 3aCTOCYBaHHS €IJIEPEHOHY Ta NOTykHUX iHri6iTopis CYP3A4
(KeTOKOHAa3071Ty, iTpaKOHA30/Iy, pUTOHABIpY, HeldiHaBipy, KIapUTPOMIIIUHY, TEIITPOMILIUHY Ta
HedazagoHy) (AuB. po3min «IIpoTUIIOKa3aHHS»).

Cnabki ma nomipHi iHeibimopu CYP3A4. 3acToCyBaHHS OHOYACHO 3 EPUTPOMIIIMHOM, CaKBiHABIpOM,
amMioJapoHOM, JUJITia3eMOM, BepanaMiioM Ta (pIyKOHa30JI0M IIPU3BOOUIIO A0 BUPaXKEHNX
(dhapMakoKiHeTUYHUX B3aeMofil i3 migsuieHHAM piBHIB AUC Ha 98-187 %. Tomy npu ofHOYaCHOMY
3aCTOCyBaHHI eliepeHoHy Ta cinabkux abo momipHux inribitopis CYP3A4 nosa emnnepeHOHy He
IIOBUHHA NepeBUIyBaTH 25 MTI Ha 100y (muB. po3nin «Crocib 3acToCyBaHHS Ta JO3W»).

Inoykmopu CYP3A4. OgHOo4acHe 3aCTOCYyBaHHS eIJIEPEHOHY Ta 3Bip000i0 (IOTyKHUN iHTYKTOP
CYP3A4) npussogumo no 3uukenHsa AUC emnnepeHoHy Ha 30 %. 3aCTOCYyBaHHS MOTYXKHIIINUX
inmykTopiB CYP3A4 (Takux sK pudaMIinygH) MOXKe MPU3BOAUTHU [0 GinbIl BUPaKeHOr0 3HUKEHHS
AUC ennepenony. Yepe3 pu3uK 3HUXKEHHS e(PEeKTUBHOCTI eMJIEPEHOHY He PEKOMEHI0BaHO
3aCTOCOBYBaTH OOHOYACHO 3 LM IIperniapaToM moTyxkHi iHgykTopu CYP3A4 (pudamminuH,
kapbaMmasemniH, ¢heHiToiH, heHoOapOiTas, 3Bipobiit) (uB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

AHmayudu. 3 oragaay Ha pe3yabTaTé KIiHIYHOT0 (hapMaKOKiHETUYHOTO OOCHiAXKEHHS, IIPU
OIHOYaCHOMY 3aCTOCYBaHHI eIJIEpEHOHY Ta aHTAllMAHUX [IpellapaTiB He OYiKyEeThCS BUPaXKEHUX
B3a€EMO[il

Oco06.1ue8ocmi 3acmocyeaHHsi.

I'inepkasniemis. Y Xopi NiKyBaHHS €IJIEPEHOHOM, BiIIOBIIHO 40 MOT0 MeXaHi3My [il, MOXKIJIMBUU
PO3BUTOK rinepkarsnieMii. ¥ Bcix maiieHTiB Ha [T04YaTKy JIiKyBaHHS Ta IIiJ Yac 3MiHM [[03U IIpenapaTy
CJIi KOHTPOJIIOBATHU PiBHI KaJIil0 Yy CUPOBATL KPOBL. Y IIOJAIBIIIOMY PEKOMEHI0BAaHO IIPOBOLUTHI
epioguYHUN KOHTPOIIb, 0COOIMBO V MAIliEHTIB, SIKi BXOASTDH OO TPYIH PU3UKY BUHUKHEHHS
rinepkanieMil (TaKux $K HalLi€HTH JIITHBOTO BiKYy, MAIliEeHTH 3 HUPKOBOIO HEJOCTATHICTIO (OUB. PO3MiN
«Cmocib 3acTocyBaHHS Ta [103u») Ta miabetom). [Ticns moyaTKy JIiKyBaHHS eIJIEPEHOHOM He
PEKOMEH0BaHO BUKOPHUCTOBYBATH KasliiBMiCHI 106aBKM Yepes MigBUIIEHUM PU3SUK PO3BUTKY
rinepkarsiemii. Byio mpogeMoHCTPOBaHO, 1[0 3HUKEHHS 03U eIJIEpeHOHY IIPU3BOAUTD 00 3HUXKEHHS
KOHIIEHTPaIlil Ka/iio y CHpOBaTIi KPOBi. Y X0l 0gHOTO HOCHiAXKEeHHS OyJ10 IPOIEeMOHCTPOBAHO, 110
NOOATKOBE 3aCTOCYBaHHS TigpOXI0pOTia3uAy Mifl dyac JIiKyBaHHS eIlJIePeHOHOM KOMIIeHCYBaJlo
MigBUIIIEHHS KOHIIEHTpPAIlil Kaslilo y CHpOBAaTIli KPOBIi.

[Tpu 3acTocyBaHHi enepeHoHy y KoMmbiHatii 3 iHribiTopom AIT® Ta/a6o 6110KaTOPOM PELIETITOPIB
aHTiOTeH3UHY PU3UK TinepkasieMii Moxe 30ibLIyBaTUCS.



EnnepeHoH He CIlif 3aCTOCOBYBaTH OMHOYACHO Yy MOTPiiHiM KoMOiHaIlil pa3oM 3 iHTibiTopoM
ATI® Ta 6510KaTOPOM PELIEITOPIB aHTi0TeH3UHY (OUB. po3dinu «IIpoTunoka3aHHs» Ta
«B3aemoqist 3 iHIIMMM TiKapCbKUMM 3ac00aMu Ta iHII BUTU B3a€EMOMIIN»).

ITopyweHHA ¢pyHKYiI HUPOK. Y TIAIliEHTIB i3 MOpyIIeHHIMHU QYHKIIII HUPOK (Y TOMY YMCII 3
niabeTHYHOIO MiKpoanbOyMiHypi€to) CIIifl peryIsipHO KOHTPOJIIOBATH PiBEHb Kaliio. 3HUKEHHS
GYHKIIII HEPOK CYIPOBOAXKYETHCS MifBUIIEHHSIM PU3UKY TinepKaiiemil. Xo4da pe3ynabTaTh
nocripxkennss EPHESUS, npoBeneHoro 3 y4acTio NallieHTiB 3 fiabeToM 2 TUIy Ta
MiKpoanb0yMiHypi€eio, oOMekeHi, ¥ I1iii Maliil TPyTIi Mal[ieHTiB CIIOCTepiraay MigBUIIEHY YaCTOTY
BUHUKHEHHS Tinepkaniemii. BinmoBimHo, MiKyBaHHS TaKWX MAILi€HTIB CIIiJ MTPOBOOUTHU 3 00€PEXKHICTIO.
EnnepeHoH He BUOANISAETHCA 3a HOIIOMOTO0 reMoiani3y.

[TopyweHHs pyHKuii nevinku. Y TalliEHTIB 3 TETKUMHU Ta MIOMiIpHUMU MOPYLIEHHAMHU (DYHKIT1
neviHkHY (Kimacu A ta B 3a knacudikariero Yannma-I1'10) migBUIleHHS PiBHS Kallil0 CAPOBATKH
KPOBi MOHaA 5,5 MMOJIB/N He BigOyBanocs. Taki mamieHTH n1oTpebyioTh KOHTPOJIIO PiBHIB
€JIeKTPOJIITIB. 3aCTOCYBaHHS €IJIEPEHOHY A1 JiKyBaHHS Ial[l€HTIB i3 TAXKKUMU
NOpYIIeHHAMY QYHKIII HUPOK He BUBYAJIM, TOMY €IlJIEPEHOH IIPOTUIIOKa3aHUH [I0
3aCTOCYBaHHS TaKMM MallieHTaM (OuB. po3ninu «Crocib 3acTocyBaHHS Ta HO3U» Ta
«[IpoTUnioKa3aHHA»).

Inoykmopu CYP3A4. OgHOYaCHe 3aCTOCYyBaHHS eIJIEPEHOHY Ta NOTykKHUX iHOyKTOpiB CYP3A4 He
PEKOMEHI0BaHO (MMBHCH PO3Min «B3aeMopmis 3 iHIMUMY JTiKapChbKUMM 3aC00aMM Ta iHIIT BUOH
B3aEMOMIN»).

3aCTOCYBaHHS AiMmito, YUKAOCNOPUHY, MAKPOAIMYCY CIIiL YHUKATH IIifl 4ac JIiKyBaHHSA
eIJIepeHOHOM (OUB. PO3[in «B3aemofis 3 iHIMMHU JTiKapChbKUMHU 3acobaMu Ta iHII BUOu
B3aEMOJIII»).

depmuavHicms. THbopMatii om0 BIIUBY Ha GEPTUIBHICTD TIONUHU HEMAE.

Jlakmosa: {0 CKJlafy npenapaTy BXOOUTh JIaKT03a, TOMY MOr0 He CJIifi Ipr3HadyaTy MallieHTaM
i3 pigKiCHMMHU CIIaAKOBMMHU PO3/1afaMy (HEIIepeHOCHMICTIO rajlakKTO3!, BPOIXKEHO0
HeJIOCTaTHICTIO JTakTa3u Jlamma abo CHHIPOMOM IOPYIIEeHHSI BCMOKTYBaHHS I'IIOKO3M Ta
TaJIaKTO3H).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

BariTHiCTb. AIeKBaTHUX JaHUX LIOA0 3aCTOCYBAHHS E€IJIEPEHOHY BariTHUM XKiHKaM HeMae.
BimomocTi, oTpuMaHi y xofi mociigkeHb Ha TBapuHaX, He BKa3ylOTh Ha 6e3mocepenHiit abo
OTloCepenKOBaHUM HECTIPUSTINBUY BIIJIUB Ha Iepebir BariTHOCTI, pO3BUTOK eMOpioHa Ta
II7I0a, ITOJIOTH Ta IiCAIPOOOBUM PO3BUTOK. [Ipr3HavYaTH eNiepeHOH BariTHUM XKiHKaM CIIif 3
obepexHiCTIO.

[lepion rogyBaHHs rpyan0. Hesigomo, 4u enyiepeHOH TPOHUKAE Y IPYIHE MOJIOKO JTIOOWHYU ITiCIIs
[IepoPaJIbHOT0 3aCTOCYyBaHHA. BogHOYac, HaHi JOKIIHIYHUX OOCHIAXKEHD CBITYaTh IIPO HasABHICTh
elyiepeHoHy Ta/abo 1#oro MeTaboIiTiB ¥ MOJIOL IIypiB Ta MIpo HOpMabHUM PO3BUTOK IIOTOMCTBA, IO
3a3HaJIo BIIJIUBY €IJIEPEHOHY Y TaKu# croci6. OCKiNbKY MOTeHIIial BAHUKHEHHS M0GiYHUX e(deKTiB y
HEMOBJIAT, 5IKi mepebyBalOTh Ha TPYAHOMY BUTONOBYBAHHI, He HOCTiIKEHUH, CIiJ MIPUUHSITH KIiHIYHe



pillleHHS 00 IPUIMHEHHS TOAYBaHHS IPyAAio ado MPUNUHEHHS 3aCTOCYBaHHS IIpernaparty 3alexkHo
Bifl BaXKJIUBOCTI IIpenaparty Oy MaTepi.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

IocmigkeHb BIIUBY eIJIEPEeHOHY Ha 30aTHICTh KepyBaTU aBTOTPaHCIOPTOM abo ImpalfioBaTu
3 iHIMMMU MeXaHi3MaMu He IIPOBOAUIM. ENepeHoH He CIIPUYUHSIE COHIUBOCTI abo
IIOPYIIIEHHST KOTHITUBHUX (DYHKIIIHM, ajie i Yac KepyBaHHS aBTOTPAHCIIOPTOM abo mpu
poO6OTi 3 iHIMMMK MeXaHi3MaMH CJTifl OpaTu [0 yBard MOXKJIMBICTh PO3BUATKY 3allaMOPOYEHHS
IIiJ Yac JiKyBaHHSA IIpernapaToM.

Cnoci6 3acmocyeaHHss ma do3u.

I[Topocni.

Ins inpuBigyanpHOTO MiKOOPYy MO3yBaHHS IIpenaparT icHye y mo3ax 25 Mr Ta 50 mr.
MaxkcuManbHa f1060Ba [03a IpenapaTy CTaHOBUTH 50 MT.

EnnepeHOH MOXHa IPUUMATH K 3 1Kel0, TaK i He3aJeXKHO Bifl BXXUBaHHS 1XKi (IUB. PO3Tin
«DapMaKOKiHETHKA»).

ITauieHmu i3 cepuesor HeOOCMamHicmio nic/asa nepeHeceHo20 iHpapkmy miokapda. PekoMeHIOBaHa
migTpUMyBasibHa 003a emjiepeHoHy cTaHoBUTh 50 Mr 1 pa3 Ha goOy. JIiKyBaHHS CIlif PO3MOYUHATH 3
mo3u 25 Mr 1 pa3 Ha fo0y Ta MOCTYIIOBO MifABUIIYBaTH A0 LimboBoi fo3u 50 Mr 1 pa3 Ha no0y. baxkaHo
IOCSATTH IIbOTO PiBHS 003U 3a 4 THKHIi, BpaX0BYI04YM PiBEHb KaJlilo y CUPOBAaTIi KPOBi (OuB. TaOIuIo,
1110 HaBe[leHa HuXK4e). JIiKyBaHHS enIepeHOHOM 3a3BUYall PO3NOYMHAIOTh Yepes 3-14 nuis
IicJIst TOCTPOTOo iH(apKTy MioKapaa.

ITauienmu i3 cepuesor Hedocmamuicmio II kaacy (xpoHiuHO) 3a Kaacugikauieio NYHA.

JIikyBaHHS NallieHTIB i3 XpOHIYHOIO cepleBo0 HegocTaTHICTIO I knacy 3a knacudikariero NYHA crnig
po3moYnHaTH 3 03U 25 Mr 1 pa3 Ha goOy Ta IMOCTYIIOBO MiABUITYBATH [0 IinboBoi mo3u 50 Mr 1 pas
Ha 1o0y. baxaHo JOCATTH IbOTO PiBHS M03M 3a 4 TUXKHi, BpaxOBYIOYHM PiBEHb Kalilo y CHPOBaTIIi
KpOBi (IuB. TabNMUI0 HUXKYE Ta Po3misnl «OcoONMMBOCTI 3aCTOCYBAHHS»).

[TanieHTaM, y SKUX pPiBeHb KaJlilo y CUpOBaTLi KPOBi IepeBUlllye 5 MMOJIb/TI, HE CIIifT
PO3MOYKUHATH JIIKyBaHHS eIIepeHOHOM (OuB. po3ain «IIpoTUoKa3aHHSI»).

PiBeHb Kaslito y CUpOBATIIi KPOBI CIIi BU3HAYATH [0 [IOYATKY JIIKYBaHHS €IJIePEHOHOM, YV XOfi
IIePILIOT0 TUXKHS JIiIKYBaHHS Ta Yepe3 Micslb IiC/sA Mo4aTKy JIiKyBaHHSA a00 KOpekIlii no3u. Y
pasi HeoOXimHOCTI ciif mepiomMYHO BU3HAYATH PiBEHb KaJIilo y CUPOBATIII KPOBi BIIPOAOBXK
JIIKYBaHHA.

[Ticrs modaTKy JiKyBaHHS O3y IIpenapaTy CJig KOPUTYBaTH 3 ypaxXyBaHHIM KOHIIEHTpallil
KaJIilo y CHpOBATIIi KPOBi, IK BKa3aHO y TaOIuIl HUXKYe.



Kopexkiiis [o3u micid I04aTKy JIIKyBaHHSA

KoHIIeHTpallid Kaito y

CUPOBATII KPOBi (MMOJIB/M) flis Kopexuis go3u

<5,0 [TinBumenHs |3 25 mr 1 pa3 Ha 2 gHi o 25 Mr 1 pa3 Ha f06y
3 25 mr 1 pa3 Ha goOy go 50 mr 1 pa3 Ha fo0y

5,0-5,4 bes 3Mmin [103y He 3MIHIOITh

5,5-5,9 3uuxkenHss |3 50 mr 1 pa3 Ha goOy mo 25 mr 1 pa3 Ha goly

3 25 mr 1 pa3 Ha goOy o 25 mr 1 pa3 Ha 2 mobu
3 25 mr 1 pa3 Ha 2 [IHi 0 THMYaCOBOl BigMiHU

36,0 TuM4yacoBa
BigMiHa

[Ticns TMM4YacoBOI BiIMiHU eTIepeHOHY Yepes IMiIBUIeHHS PiBHS Kaliio [0 * 6 MMOJIb/T
BiTHOBJIEHHS JTIKyBaHHS MOXKJIHBeE y M03i 25 Mr 1 pa3 Ha 2 mo0u micis 3HUXKEeHHS
KOHIIEHTpAIlil KaJIifo HhuXK4e PiBHI 5 MMOJIB/I.

ITauieHmu AimMHbLO20 BIKY.

II7s malieHTiB NMiTHHOTO BiKy HeMae MOTpedu y KOpPeKIlil To4aTKOBOI 103U IIpemnapary. Y
3B’3KY 3 BiIKOBUM 3HUKEHHSIM iHTEHCUBHOCTI QYHKIIii HUPOK PU3UK PO3BUTKY TilepKaiemil
y HaIl€HTIB JIITHBOTO BiKY MiNBUINYETHCA. PU3UK MoxKe momaTkoBo 30imbUTyBaTUCE V pasi
HasIBHOCTI CyIIyTHBHOTO 3aXBOPIOBaHHS, 110 CYIIPOBOLKYETHCS MiIBUIIEHHSAM CUCTEMHOL €KCIIO3HUIIil
mpenapary, 30KpeMa MMopyIleHHs (QPyHKIIil TeYiHKX JIETKOr0 Ta MIOMIpPHOTO CTYIEeHS TSKKOCTI.
PexoMeHOOBaHO MPOBOAUTH NEPIOAUYHUY KOHTPOIb PiBHS Kallilo Y CUPOBAaTLi KPOBi (IUB. PO3Tin
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

ITopyweHHA PYHKUII HUPOK.

[NamieHTy i3 METKUM MOPYIIeHHSIM QYHKIIi HUPOK He OTPeOyIOTh KOPEKIIil T0YaTKOBOI MO3H.
PexOoMeH[0BaHO IIPOBOOUTH IIePiOOUYHUI KOHTPOJIb PIBHSA KaJlil0 Y CUPOBATI KPOBI Ta
KOpPUTYBaTH [03y IpelnapaTy BiflloOBigHO [0 TabuIli BUIIE.

[TaumienTaMm i3 mopymeHHAME GYHKII1 HIPOK ITOMipHOI TSKKOCTi (KJIipeHC KpeaTuHiHy
30-60 Mr/xB) cif MOYMHATH JIiKyBaHHS 3 003U 25 Mr 1 pa3 Ha 2 [Hi Ta KOPUTYBATH [03Y
npernapaTy 3aJeKHO Biff KOHI[eHTpallil Kaito (ouB. Tabnuiio Buille). PeKOMEHI0BaHO
IIPOBOAUTHU NEePIOOUYHUN KOHTPOJIb PIiBHS KaJlilo Y CUPOBATL KPOBI (IUB. pO3Ain
«Oc0obIMBOCTi 3aCTOCYBaAHHS»).

IocBif 3acTOCyBaHHS NpenapaTy HalieHTaM i3 KIipeHcoM KpeaTuHiny < 50 MJI/XB Ta
CepLEBOI0 HeJOCTATHICTIO micd iH(papKTy MioKapha BifCyTHiU. [I71g IiKyBaHHS TaKUX
TIAITiEHTIB eIJIePeHOH CJIifl 3aCTOCOBYBATH 3 00€PEKHICTIO.

3acToCyBaHHS [103, IO IEPEBUIYIOTH 25 MT Ha [0o0Y, MallieHTaM i3 KJIipeHCOM KpeaTuHiHy
< 50 M71/XB HE HOCHIAXKYBalu.

EnnepeHOH NPOTUIIOKAa3aHUY MaIliEHTaM i3 TIXKKUMHU YpaKeHHIMU HUPOK (KITipeHC
KpeaTuHiny < 30 mn/xB) (guB. po3min «[IpoTunoka3aHHs»). ENepeHoH He BUTAISETLCS 3
OpraHi3My 3a AOIIOMOTIO0 Aiai3y.



ITopyweHHA pyHKUIU neviHKU.

[TanienTy i3 merkuMu abo MOMipHUMY MOPYIIeHHIMU QYHKIIii TeYiHKY He TOTPe0y0Th
KOPEKIIil T0YaTKOBO1 N03H, IPOTe BHACTIMOK IIiIBUIIIEHHS PiBHSI CUCTEMHOI €KCIIO3HUIIil
eIJIEPEHOHY ITifl KaTeropii maiieHTiB, a 0COOIMBO MalliEHTaM JIiTHBOTO BiKy PEKOMEHIOBaHO
IIPOBOJIUTH YaCTUU Ta PETYISPHUN KOHTPOJIb KOHIIEHTPallil KaJlilo y CHpOBaTIli KPOBi (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

KombiHosaHe 3acmocyB8aHHs.

Y pasi ogHOYaCHOr0 3aCTOCYBaHHS 3i cmabkuMu abo moMmipHuMu iHribitopamu CYP3A4 (Hanpukxmaf,
amMiogapoHOM, JUJITia3eMOM Ta BeparnamiJioM) MOXKHa IOYUHATH JIIKyBaHHS €IJIEPEeHOHOM 3
04YaTKOBOI fo3u 25 Mr 1 pa3 Ha mo0y. [lo3a mpemnapaTty He IMOBUHHA IepeBUIllyBaTu 25 Mr 1 pa3 Ha
moOy (muB. po3min «B3aemofis 3 iHIKMMHU JTiIKApChKUMK 3ac00aMu Ta iHII BUOY B3a€EMOMii»).

Iimu.

besmneka Ta eeKTUBHICTh 3aCTOCYBaHHS €IIJIEPEHOHY [iTSIM He BCTaHOB/IeHa. HasiBHA Ha DaHUU Yac
indopMmarris HaBegeHa y po3fmini «dapMakogrHaMika» Ta «PapMaKOKiHETHKA».

ITepedo3yeaHHs.

[ToBimoMieHb Ipo MOOiYHI peakilii, OB’ g3aHi 3 IepemNo3yBaHHAM eIJIEPEHOHY Y JIoTeH,
oTpuMaHO He 6yn0. O4iKy€eThCs, 1110 HaNOiNIbII iIMOBIpHUMHU TIPOSBAMHU I€PEN03yBaHHS
npemnaparty y JI0OUHY OyOyTh apTepianbHa rinoTeH3isa a0o rinepkaniemisa. EnnepeHon
HEMOXKJIMBO BUBECTH 3 OpraHi3My 3a [0IIOMOTI0I0 reMopiani3y. byno mpogeMoHCTpOBaHo, 1110
eIJIEPeHOH e()eKTUBHO 3B’I3yEThCS 3 aKTUBOBAHUM BYTI/I/ISIM. Y BUNAgKax PO3BUTKY
apTepianbHOI TiOTEH3i1 CIi pO3MOYMHATH MiATPUMYyoUe JTiKyBaHHS. [Ipu pO3BUTKY
rimepkaieMii CIlif MOYKMHATH JIiKyBaHHS 3TiHO 3i CTaHOAPTaMU.

ITo6iuni peakuii.

Y xomi nBox mocnigxkens (EPHESUS i EMPHASIS-HF) 6yno npogeMoHCTPOBaHO, 1110
3arajbHa 9acTOTa PO3BUTKY MOOIYHMX peaklliil Mpu 3aCTOCYBaHHi emIepeHoHy Ta marebo
Oyna ogHaKOBOIO.

Huxxuye HaBemeHO M00iYHi peakilii, ki, MOXKJIHBO, ITOB’I3aHi i3 3aCTOCYBaHHSIM €IJIEPEHOHY
Ta SIKi BUHUKAJIY IIi[l Yac JIiKyBaHHS YacTillle, HiXK ITifl Yac 3aCTOCyBaHHS M1aiebo, abo
cepio3Hi mobivyHi peakilii, 1110 BUHUKAIHY IIi[l Yac JIiKyBaHHS YacTillle, HiXK i yac
3acToCyBaHHS Itare6o, a0o Ti, 110 Oy/IK OMKMCaHi i Yac MoCTMapKeTUHTOBOTO
CIIOCTEPEXEHHS.

[ToOiuynHi peaxuili kiacuikoBaHO 3a CHCTeMaMM OpPraHiB Ta 3a abCOMIOTHOI0 YaCTOTOIO: AyKe 9acTo
(= 1/10), gacto (= 1/100 - < 1/10), meuacTo (= 1/1000 - < 1/100), pigko (= 1/10000 - < 1/1000),
nyxe pigko (< 1/10000), yacToTa HeBigoMa (HEMOXKJIMBO BCTAHOBUTH, 0Aa3yI0UNCh HA HaSIBHIN



indopmarrii).

IHdexkI1il Ta iHBa3ii.

Heuacmo: indexuii, mienonedput, papunrir.

3 00Ky CHCTEMHU KPOBi Ta HiMbaTUYHOI CUCTEMU:

Hevyacmo: eo3unodimis.

3 60Ky EHIOKPUHHOI CUCTEMH:

Hevacmo: rinotupeos.

3 00Ky MeTa0o0J1i3My Ta TPaBIEHHS.

Yacmo: rinepkamniemis (nuB. po3minu «IIpoTunoka3anHs» Ta «OcoOIUBOCTI 3aCTOCYBaHHS»),
rinepxoecTepPuHEMIS;

Hevacmo: rinoHaTpieMisi, 3HeBOOHEHHS, TillePTPUTIIIIEPUNEMis.

3 OOKYy IICHUXIKH.

Yacmo: 6e3coHHS.

3 00Ky HEPBOBOi CUCTEMH.

YacTo: 3amaMopoyYeHHSs, CHHKOIIE, TOJIOBHUM OiJlb;
Heuacmo: rinecteais.

3 60Ky cep1is.

Yacmo: niBoUIIyHOYKOBa HEIOCTATHICTD, (GiOPHUIISAIisS epenceps;
Heuacmo: Taxikapmis.

3 OOKy CYIMH.

Yacmo: rinoTeHsis;

Heuacmo: Tpom0603 apTepi KiHIIBOK, OPTOCTAaTHYHA TilOTEeH3is.

3 00Ky IMXalbHOI CUCTEMU, OPTraHiB TPYIHOI KIiTKU, CePEIOCTIHHS.

Yacmo: xaierns.
3 00Ky IITYHKOBO-KUIIKOBOTO TPAKTY.
Yacmo: miapest, HymoTa, 3amop, OTIOBaHHS;

Heuacmo: 3gyTTs XKuBOTA.



3 00Ky IIKip¥ Ta MigIIKipHUX TKaHWH.

Yacmo: BUCUIIaHHS, CBepOixX;

Hevacmo: rimeprinpos, aHTiOHEBPOTUYHUN HAOPSIK.

3 00Ky KiCTKOBO-M'5130BOl CHCTEMHU Ta CIIONYYHUX TKAHWH.
Yacmo: m’'s130Bi crta3mu, 6inb y CIIHHI;

Heuacmo: 6inb y KicTKOBO-M's130Biii cucTEM.

3 00Ky HMPOK Ta CEYOBMBIIHUX IINIAXIB.

Yacmo: TIOPYIIeHHS QYHKIIl HUPOK (OuB. po3dinu «B3aemofis 3 iHITUMU TiKapChbKUMHU
3acob0amMu Ta iHIIi BUAM B3aeMOfiit» Ta «OCOONMMBOCTI 3aCTOCYBaHHS»).

3 60Ky IIeYiHKY Ta XKOBYOBHBITHUX ITIISAXIB.

Heuacmo: X0JIeIIuCTHUT.

3 00Ky PENpPOOYKTUBHOI CUCTEMH Ta MOIOYHUX 3aJ103.

Heuacmo: TiHEKOMAaCTis.

3arasbHi po3/agy Ta PO3Jafgy V MiClli BBeJeHHS Ipelapary.
Yacmo: acreHis;

Hewacmo: He3myxaHHS.

JlabopaTopHi JOoCHigKEHHSI.

Yacmo: migBUIIEHHS CEYOBUHU KPOBI; MIIBUIIIEHHS PIBHA KPEaTUHIHY;

Hevyacmo: 3uuXKeHHs KiTbKOCTi pelenTopiB emifepManbHOT0 (GaKTopa PoCTy, MigBUINEHHS PiBHS

TJIFOKO3U KPOBI.

[Tig yac gocmimxkenuss EPHESUS y rpymi namiesTiB Bikom = 75 pokiB Oy0 3apeecTpoBaHO YUCETTEHO
OinbIny KinbKicTh BUMAAKiB iHCYIbTY. OfHAK CTaTHCTUYHO 3HAQYYIIOI Pi3HUII MiK YaCTOTOIO BUIIAMIKiB

iHCYNbTY B TPYTi eIJIepeHOHy Ta y rpymi mianedo He OyIio.

Tepmin npudamHocmi. 3 POKH.

YmMmoBH 30epiranssi.

30epiraTu B opuriHaibHiN YIAKOBIN IIPH TeMIepaTypi He Buie 25 °C.

36epiraté y HEOOCTYIIHOMY OJIST OiTeH MicCIIi.



YnaxoBka.

ITo 10 TabneTok y GmicTepi, mo 3 6iicTepu y KapTOHHIN mavlii.

Kareropis Bigmycky. 3a peLentom.

BupoOHUK.

Apamen ®apma C.A.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MicCIsi IPOBaIXKeHHs HOro Jis/IbHOCTI.

ByJ. Mapana [Ix. ITincyncekoro, 5, 95-200, I1a6’sinine, ITombima.



