IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

PEHIAJIB®

(RENIAL)

Cknao:
0itoua pe4o8uHa: emepeHoH;
1 TabGneTka MiCTUTH emyiepeHoHy y nepepaxyBanHi Ha 100 % pedoBuHy 25 Mr a6o 50 mr;

0oOnoMidiCHI peyosuHU: TaKT03a, MOHOTIIpAT; 1eJIi0JI03a MiKPOKPUCTaTiYHa; HaTPil0o KpOCKapMesno3a;
rimpoMesnosa; HaTPilo naypusacynbdaT; TalabK; MarHiio cteapart;

1TiBKOBa 000JI0HKA: TimpoMesno3a, Makporon 400; mosicop6ar 80; tutany miokcup (E 171); 3amisa
okcup xkoBtui (E 172); 3amiza okcup yepBouuii (E 172).

JIikapcbka ¢opma. TabrmeTKH, BKPUTI IIIiIBKOBOIO 000JIOHKOIO.

OcHosHi (pizuko-ximiuti 81acmugocmi: TabneTKu 0eKeBOro KOILopy, Kpyrioi popmu 3
IBOOIIYKJIOIO ITOBEPXHEIO, 3 HAMUCOM «25» afo «50» 3 ogHOTO 60Ky TabNeTKH.

®dapMakKoTepaneBTUYHA rpyna.
Kaniti36epiratoui miypeTuku. AHTaroHiCTH ajlbIOCTEPOHY. ENIepeHoH.

Kom ATX C03D A04.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

MexaHi3M fil. EnepeHoH Ma€ BilHOCHY CeJIEKTUBHICT Y 3B’sI3yBaHHI 3 peKOMOIHAaHTHHMHU
perenTopamMu JTIOOUHY 10 MiHEPaJIOKOPTUKOITIB MOPIBHSHO 3 HOT0 B3AaEMOMIEI0 3 PEKOMOIiHAHTHUMH
pelieniTopaMu JTIOAUHY [0 TJIIOKOKOPTHUKOIMIB, IIPOreCTEPOHY Ta aHApOTeHiB. EnnepeHon
IIePeIIKOXKae 3B I3yBaHHIO PELENITOPIB 3 aJIbJOCTEPOHOM - BaXKJINBUM I'OPMOHOM PEHiH-
aHTi0TEH3WH-aJIbI0CTEPOHOBOL CUCTEMH, 10 Oepe y4acTh y PeryaioBaHHi apTepialbHOTO TUCKY Ta
3amifgHa y naTodi3ionorivHuX MexaHi3Max PO3BUTKY CEpIeBO-CyTUHHUX 3aXBOPIOBAHb.

dapMakonuHaMiyHi edekTH. By10 MpogeMOHCTPOBAHO, IO eNJIePeHOH IPHU3BOOUTD 10
CTIMKOTO MifiBUIIIEHHS PiBHS PEHiHY B IIJTa3Mi KPOBi Ta piBHS albAOCTEPOHY B CUPOBATLI



KPOBI, 1110 30iraeThCs 3 NPUTHIYeHHAM IIJIAXY HETaTUBHOTO 3BOPOTHOT'O BIIJIUBY
aJIbIOCTEPOHY Ha CeKpelilo peHiny. [Ipy npoMy mifBUIlleHHS aKTUBHOCTL PEHIHY B I1a3Mi
KPOBi Ta piBHIB aJIbOCTEPOHY Y KPOBi HE IPU3BOAUTH [0 IPUTHIUEHHS [il eNJIEpEeHOHY.

Y xopi mocnipKeHb giama30HY [03 IPU XPOHIUHIM cepleBil HemocTaTHOCTI (Knacu II-1V 3a
knacudixamiero Heio-Mopkcskoi Kapaionoriuroi acomianii (NYHA)) momaBaHHS eIIepeHOHY
[0 CTaHOAPTHOI CXeMM JTiKyBaHHS IMIPHA3BOOUIIO 10 OYiKyBaHOTO A0303a/Ie3KHOTO IMiABUIIEHHS
piBHIB anmbgocTepony. ITogiOHUM YMHOM Y XOMi KapaiooriyHo-HePPOIOTiYHOTO
miggocnigkenHs EPHESUS (mocnigxkeHHST e(eKTUBHOCTI Ta JIETAIbHOCTI IIPX 3aCTOCYBaHHI
eTJIEPEHOHY Yy NAalli€HTIB i3 rOCTpUM iHpapKTOM MioKapfaa, YCKIagHEHUM OUCOHYHKIIIEO
JIiBOT'0 IIUTYHOYKA Ta CEepIleBOI0 HEeAOCTaTHICTIO) MiKyBaHHS eIJIEPEeHOHOM IIPU3BOAUIIO OO
3HQYHOIO IMiBUIIEHHS PiBHIB abgoCTepOHy. OTpUMaHi pe3yabTaTu MiATBEPIXKYIOTh
OJI0KyBaHHS PEIeNTOpPiB 0 MiHePaJTOKOPTUKOIMIB Y il MOMyIAIil.

Ennepenon BuB4anu y xomi pocnimxkenuss EPHESUS. Lle 6yno moasiitHo ciine natme6o-
KOHTPOJIbOBaHE JOCIIiI2KEeHHS TPUBAJIICTIO 3 POKH, B IKOMY Opano y4acTb 6632 cy0’eKTH 3
rOCTpUM iH(papKTOM MioOKapaa, OUCOPYHKITEIO JTIBOTO MITyHOYKA (OI[iHIOBAJIOCS 3a (PpaKIli€io
BUKHKQY JTiBOro myHouka < 40 %) Ta KJIiHiYHUMU O3HaKaMU CeplieBOl HeJOCTaTHOCTI. Yepe3
3-14 puiB micns rocTporo iHdapKTy MioKapaa (MefiaHa cTaHOBUJIA 7 OHIB) Cy0’€KTH
IOMaTKOBO 0 CTAaHAAPTHOTO JIIKyBaHHS OTPUMYBAJIU eljiepeHoH abo mianebo y moyaTKoBil
no3i 25 mr 1 pa3 Ha go6y. Y noganbiioMy 03y IOCTYTIOBO (BIPOXOBXK 4 TUXKHIB)
MigBUIIYBaJIX 0O JHOCATHEHHS 11inboBoi fo3u 50 Mr 1 pa3 Ha mo0y 3a YMOBH, 110 pPiBEHb Kaliio
B CUPOBATIIi KPOBi OYB HUKYUM 3a 5 MMOJIb/. [TpOoTSATOM mOCHimXKeHHs Cy0 eKTH
OTPUMYBaJIi CTaHAAPTHE JIIKyBaHHS, 110 BKJII0YaJIO alleTUJICAJIiLUI0BY KUCIOTY (92 %),
inri6iTopu ATI® (90 %), B-6mokaTopu (83 %), HiTpaTu (72 %), neTnboBi giypeTuku (66 %) abo
inri6iTopu I'MI'-KoA-penykTaszu (60 %).

[lepBuHHUMM KiHIIeBUMU TouKaMmu ¥ gocuimxkenHi EPHESUS Oynu 3aranbHa J1eTanbHICTh Ta
KoMOiHOBaHa KiHIleBa TOYKa (JIeTallbHUM HACTigoK abo rocmiTasnisallis BHACIiMOK IIOPYIIEHb
3 60Ky ceplieBo-cyguHHOI cucteMu). 14,4 % cy6’eKTiB i3 rpynu ennepeHoHy Ta 16,7 %
cy0’€eKTiB i3 rpynu miaiebo moMepmnu (3 6yob-aKuX IpuunH), a 26,7 % cy0’eKTiB i3 rpynu
emnepeHony Ta 30 % cy0’ekTiB i3 rpymu miaiebo JOCSTIN BigIOBITHOCTI KPUTEPisiM
KOMOiHOBaHOI KiHIIEBOI TOUKH (JIeTaJTbHUM HACHifoK abo rocmiTai3allis BHACTIIOK MOPYIIeHb
3 60Ky CeplleBO-CYOUHHOI cucTeMu). TakuM unHOM, Y Xomi mocrigxenus EPHESUS
eIJIePeHOH 3HUKYBaB PU3HUK JIETAIbHOTO HACHIfKY 3 Oyab-skux npuuuH Ha 15 % (BP 0,85;
95 % [II 0,75-0,96; p=0,008) mopiBHsSHO 3 mIamnedo mepeBaxHO 3a PaXyHOK 3HUXKEHHS
JIeTaJIbHOCTI BHACIIIOK TOPYIIeHb 3 00Ky CeplieBO-CyIUHHOI CUCTeMHU. PU3UK NeTanbHOTO
HacnigKy abo rocmiTanmisallii BHaCIiIoK MopyiieHb 3 60Ky CepleBO-CYOUHHOI CUCTEMHU TIPU
3aCTOCYyBaHHI enyepeHoHy OyB 3HuKeHuu Ha 13 % (BP 0,87; 95 % [II 0,79-0,95, p=0,002).
AOCOIIOTHE 3HUKEHHS PU3UKY CTaHOBUIO 2,3 % OIS TaKOl KiHIIEBOI TOUKM SIK 3arajibHa
nmeTanbHiCTh, Ta 3,3 % - A7 TaKoi KiHIleBOl TOYKH, SK JeTaabHUM HACTiToK a0o
rocimiTani3allis BHACJIigoK MopyiIeHs 3 60Ky CeplieBo-CyOuHHOI cucTeMu. KiHiuHa
e(eKTHUBHICTD eIJIePeHOHY, B MepPIIy Yyepry, Oyia MpogeMOHCTPOBaHa IIPU NIpU3HAYEeHHi
NMiKyBaHHS MallieHTaM BiKoM o 75 pokiB. KopucTs Bif nikyBaHHS Cy0’€KTIiB BiKOM Bif

75 pOKiB BUBUEHa HeIOCTATHLO. [ToKpaleHHs abo cTabinmisallito moKa3HUKiB PYHKIIOHAIBHOI
knacudikariii 3a NYHA cmocTepiranay y CTaTUCTUYHO 3HAUYINO OiTbIol YacTKM Cy6 €KTiB, SIKi
3aCTOCOBYBaJIM €IJIEPEHOH, MOPIiBHSAHO 3 MalliEHTaMU 3 TPynu Mmiaiebo. YacToTa PO3BUTKY



rimepkanieMii ctaHoBUTa 3,4 % y T'pyIli ennepeHoHy Ta 2 % y rpymi miaie6o (p < 0,001).
YacToTa po3BUTKY rimokaniemil cranoBuna 0,5 % y rpymi ennepesony Ta 1,5 % y rpymi
nnate6o (p < 0,001).

Y xomi o6cTexenHs 147 3mopoBux NOOPOBOTIBIIIB 3 METOIO BUsIBNEHHS 3MiH Ha EKT' BIpomoBxk
(bapMaKOKiHETUUHUX [OCTiI2KeHb He OyIJI0 BUSBIEHO CTIMKOT0 BILIUBY €IIJIEPEHOHY Ha
4JacTOTY CepleBUX CKOPOYeHb, TpHBasicTh KoMmiekcy QRS abo inTepsanis PR Ta QT.

Y xomi gocnimxenuss EMPHASIS-HF (mocimimKeHHS 4aCTOTH T'OCIiTaIi3allil Ta JI1eTaJIbHOCTI
IIpU 3aCTOCYBaHHI elJIepeHOHY ITalliEHTaM 3 CEepPLeBO0 HEJOCTATHICTIO Ta CUMIITOMaMHU
JIETKOTO CTYIIeHs) BUBYalu e()eKTHUBHICTh BIIJINBY €IJIEPEHOHY, JOJAHOTO 0 CTaHAAPTHOTO
JMiKyBaHHS, Ha KJTiHIYHI pe3ynbTaTh Cy6 €KTIiB i3 CUCTOMIYHOIO CeplieBOI0 HEIOCTATHICTIO Ta
CHMIITOMaMH JIETKOr0 CTyneHs (GpyHKuioHanbHuM Kiac I 3a knacudikaniero NYHA).

Y mocnipxenHi 6panu y4acTh cy0’€KTH BiKOM Bifi 55 POKiB, y SKUX (pakilis BUKUAY JTiBOTO
nTyHO4YKa craHoBUla < 30 % abo < 35 % 3a ymoBu QRS OGinemn Hixk 130 MinmiceKyHp Ta sKi
3a 6 Micq1iB, 110 IepegyBaIy NOCTiXKeHHI0, Oy/IU rocliTani30BaHi BHACIIOOK IOPYIIEeHb 3
00Ky CeplieBO-CYIMHHOI CUCTEMU ab0 y SIKUX piBeHb HATPiNypeTUYHOTO NENTURY TUILY B
(HTIB) B mma3Mi KpoBi CTaHOBUB mIoHaKMeHIe 250 nr/mn abo piBeHb N-TepMiHAIBHOTO IIPO-
HIIB B mna3mi KpoBi cTaHOBUB 1IoHauMeHIIe 500 nr/ma y 4omnoBikiB (750 Or/Mn y XiHOK).
[ToyaTKoOBa f103a €MJIEPEeHOHY cTaHoBUMa 25 Mr 1 pa3 Ha go0y. Yepe3 4 TUXKHI 003y
migBuiryBany go 50 Mr 1 pa3 Ha o6y 3a YMOBH, 1[0 piBeHb Kaslilo B CHPOBATIIi KPOBi He
mocsraB 5 MMOJIB/N. AGO X, SIKIIIO PO3paxyHKOBa IIBUAKICTE KJIIyOOYKOBOI (inbTparril
nopisrIoBana 30-49 mi/xs/1,73 M, mo4aTKOBa [03a eIIepeHoHy cTaHoBuna 25 Mr 1 pas Ha
2 mHi Ta Hapasi migBuiTyBasnacs mo 25 mr 1 pa3 Ha mo0y.

3arasioM paHmoMi3sallito (y moABiHO ciimoMy pexumi) npouto 2737 cy6’ekTiB, sKkuM 6yo
IIPHU3HAYEHO emiepeHoH abo mnane6o Ha T1i 6a30BOro JIiKyBaHHS CEYOTiHHUMU
npemnapaTtamu (85 %), inribiTopamu AII® (78 %), 611oKaTOpaMu aHTiOTEeH3WHOBUX PELIENTOPIB
IT tuny (19 %), B-6nokaTopamu (87 %), aHTUTPOMOOTUYHUMU ITpenapaTamu (88 %),
3aco0aMu [JIsT 3HUKEHHS PiBHA JimimiB (63 %) Ta riiko3ugamMu HanepcTssHKH (27 %).
CepepHill piBeHb Gpakiiii BUKUAY JiBOTO IUTYHOYKA CTAHOBUB ~26 %, a cepeHsI TPUBaiCTh
komriekcy QRS mopiBHioBasa ~122 mMc. Binbiricts cy6’exTiB (83,4 %) y monepenHi 6 micsiiis
[0 paHgoMi3allil Oynu rocmiTani3oBaHi BHACIiIOK MOPYIIEHDb 3 O0KY CepleBO-CyOUHHOI
CHCTEMH, IPUYOMY NPUOIU3HO MOJI0OBMHA 3 I[UX CY0’'€KTIB - BHACIIIOK CEPLEBO1
HepmocTaTHOCTI. [Ipubmu3Ho 20 % cy0’eKTiB Manu BCTAHOBJIEHI iMIIaHTOBaHI medibpunsitopu
yu nepebyBasy Ha CEPIEBi PeCUHXPOHI3YI0Yill Tepartii.

[TlepBrHHA KiHIleBa TOYKa (JIeTalbHUN HACIIAOK V PEe3yJbTaTi CEPIEeBO-CYAUHHUX IIOPYIIEHb
abo rocmiTaisallis y 3B’3Ky i3 ceplieBoi0 HeIOCTaTHICTIO0) criocTepiranacs y 249 cy6’ekTiB
(18,3 %) 3 rpynu emnnepeHoHy Ta y 356 cy0’ekTiB (25,9 %) 3 rpynu nnauebo (BP 0,63; 95 %
[I 0,54-0,74, p < 0,001). Bunus emnnepeHoOHy Ha Pe3yabTaTH 3a MEPBUHHOI KiHIIEBOIO
TOYKOIO CIIOCTepiraBcs cTabinbHO y BCiX IONEpegHbo BU3HAYEHUX iATpyIax.

BTopuHHa KiHIIeBa TO4YKa (3arajabHa JIeTalbHICTh) criocTepiranacsa y 171 mamienTa (12,5 %) 3
rpymnu ennepeHony ta y 213 cy6’exTiB (15,5 %) 3 rpymnu mnaue6o (BP 0,76; 95 % [l

0,62-0,93, p=0,008). JleTanbHUI HACTTIIOK y pPe3yIbTaTi IOPYIIEHb 3 00Ky CePIEeBO-CyIUHHOI
cucteMmu 0yB 3adikcoBanuit y 147 cy6’ekTiB (10,8 %) 3 rpynu emnepeHony ta y 185 cy6’ekTiB



(13,5 %) 3 rpynu nane6do (BP 0,76; 95 % M1 0,61-0,93, p=0,01).

[TpoTarom gociifKeHHs rinepkasieMisa (piBeHb Kaslilo B CUPOBATII KPOBL > 5,5 MMOJIb/T)
BrHMKana y 158 cy0’ekTiB (11,8 %) 3 rpynu emnnepeHoHy Ta 'y 96 cy0’ekTiB (7,2 %) 3 rpynu
nane6o (p < 0,001). I'imokamieMist (piBeHb KaJlito B CUPOBATIIi KPOBi < 4 MMOJIb/IT) y TPyIi
eIJIepeHOHY BUHUKAJIa 3i CTaTUCTUYHO NOCTOBIPHO HUXKYOI0 YaCTOTOM0, HiXK y Tpymi miamebo
(38,9 % y rpymi ennepenony ta 48,4 % y rpymi mnaie6o, p < 0,0001).

[1iTH. 3aCTOCYBaHHS €IMJIEPEHOHY MiTSIM i3 CepIieBO0 HeJOCTAaTHICTIO He MOCIiAKYBaJIH.

Y 10-TuKHEBOMY OOCTIIXKEHHI 3a y4acTIO OiTelu i3 rinepreHsieio (BikoM 4-16 pokis, n=304),
3aCTOCYBaHHS emepeHoHy B mo3ax 25-100 Mr Ha mo0y, 1110 IPU3BOIUIIO 0 €KCIIO3MIIiI,
of1i0HOI 10 TaKOi y IOPOCNINX, He TPOJEeMOHCTPYBasio e(DeKTUBHOT'0 3HUKEHHS
apTepianbHOTO TUCKY. Y 1IbOMY [OCTiAXKEHHi Ta ¥ OOCHiIXKeHHi om0 6e31meKu TPUBaliCTiO

1 pix 3a yuacTtio 149 pmite#t BikoM 5-17 pokiB mpodins 6e3neku OyB mogibHUIA 0 TAKOTO, 110
CIIOCTepiraBcsl y JOPOCIUX. 3aCTOCYBaHHS €IJIEPEHOHY AiTAM BiKOM [0 4 pOKIB i3
rinepTeH3i€l0 He BUBYAIM, OCKIJIBKY JOCIIIXKEHHS 3a y4acTIo OIiTel CTaplioro BiKy
IIPOJIEMOHCTPYBAJIO BifCyTHICTh e(eKTUBHOCTI (IuB. po3Min «Cmocib 3aCTOCyBaHHS Ta
OO3U»).

HocmimxeHb OyOb-IKOT0 (IOBIOTPUBAJIOTO) BINIMBY HA TOPMOHAIBHUM CTATYC HiTEH He ITPOBOMUIIN,
dapmakoKiHemuxka.

AGcopOitig. AGcomoTHA Gi0OHOCTYIHICTE €MIEPEHOHY IiCIIst 3aCTOCYBaHHs mo3u 100 Mr mepopaibHO
CTaHOBUTH 69 %.

MaxkcumasbHa KOHIIEHTpallis mperapary B Ia3Mi KPOBi OCSITaeThCsl MPUOIN3HO Yepe3
1,5-2 rogunu. MakcuMarnbHa KOHIIEHTPAIlid B IIa3mi KpoBi (C,,,,) Ta Iolla mIif
(dhapMakoKiHETHYHOI KpUBOI0 (AUC) 3MiHIOIOTHCS IPOIOPIIIMHO 7031 y miama3oHi 10-100 mr
Ta MEHII HiX N030IPONOPLINHO IIpU 3acToCyBaHHI 03 oHaa 100 Mr. PiBHOBaXXHUY CTaH
HacTa€ IPOTATOM 2 AHIB Bifl T0YaTKy NiKyBaHHA. [ka He BINuBaec Ha abGCopOIiio Mpenapary.

Posnomin. EnnepeHoH 3B’3y€ThCs 3 OiIKaMu maa3Mu npubau3Ho Ha 50 % Ta TOJIOBHUM YMHOM
3B’A3Y€ETHCS 3 O-1-KUCTIMMU TJIIKONIPOTeiHaMu. YSIBHUM 00’€M PO3MOiNy enjepeHoHy V PiBHOBaKHOMY
CTaHI PO3LIHIOITH K TaKuy, 110 fopiBHIOE 42-90 1. EnjiepeHoH He CXUIBHUM [0 3B'I3yBaHHA 3
€PUTPOLUTAMU.

BiorpaHcdopMaiiis. MetaGoti3aM emnepeHoHy IepeBaxkHO 3MiHCHIOETHCS 38 PAXYHOK (HePMEHTY
CYP3A4. B nna3Mi KpoBi JIIOOWHYU He BUSBIEHO XKOJHUX aKTUBHUX MeTa0OJIiTiB eTlIepeHOHY.

BuBeneHHs. MeHI HiX 5 % 1034 eIJIePEHOHY BUBOOUTHCS 3 CEYEIO i KAJIOM Y BUTJISIAI HE3MiHEHOT0
npenapary. [licisa nmepopanbHOTO IPHUMOMY Pa30BOi 03K PagiOaKTUBHO Mi4€HOTO0 IIpernapaTy
npubnusno 32 % no3u OyJ10 BUBEAEHO 3 OpraHi3My 3 KajioM Ta mpubnusHo 67 % Oyio BUMiTEHO 3
ceuelo. [lepioq HamiBBUBeleHHS €IJIEPEHOHY CTAHOBUTH OMM3bK0 3-6 roguH. YSBHUM KITipeHC 3
171a3MU J0piBHIOE Mpubau3Ho 10 m/rof.

3acToCYBAHHSA V CIeNU@iYHNX TONVIISITiIX.

Bix, cmamb ma paca. JocnigxeHHs papMaKOKiHETUKHU eIJIePEHOHY IIPU 3acTOCyBaHHi ¥ 0o3i 100 mr



1 pa3 Ha moOy IPOBOAMIIN 3a YYaCTIO TAKUX KaTeropii cy0 €KTiB, K MallieHTH JiTHLOTO BiKY (Bif 65
POKiB), TalliEHTY YOJIOBi4Ol CTaTi, MallieHTU XXiHOYO0l CTaTi, MaIliEHTH HETPOIAHOI pacu. 3HaYHUX
BiIMiHHOCTeH y (hapMaKOKiHeTHUIli eNJIepeHOHY Y MallieHTiB 3ajIe2KHO Bif cTaTti He Oyso. Y cy6’eKTiB
JIITHBOTO BiKY y PiBHOBaXKHOMY CTaHi CIIOCTepiranay mifBuineHHs piBHIB C,,, (22 %) Ta AUC (45 %)
TIOPiBHSTHO 3 MoJIoAmIuMY TarieHTamu (18-45 pokiB). Y cy6’eKTiB HErpoiTHOI PacH y PiBHOBAZKHOMY
craHi C,,, Oyna Hux4a Ha 19 %, a AUC - Ha 26 % HuXK4a (guB. po3nin «Crmocib 3acToCcyBaHHS Ta
DO3U»).

Limu. 3a momoMoroio monymsiiiiHol papMakoKiHETUYHOI Mofei AJisi KOHIIeHTpallill eTIepeHoHY
BiAITIOBigHO [0 2 JOCHigXKeHb 3 yyacTio 51 maijieHTa BikoM 4-16 pokiB 6y10 BCTaHOBIIEHO, III0 Maca
TiJla MallieHTa Ma€ CTaTUCTUYHO 3HAUYIINY BIJINB Ha 00’€M PO3IOMiNy emepeHoHY, ale He Ha Horo
BUBefeHHs. [lepegbadyaeThcs, 110 06°'€M PO3MIOMIiNY emiepeHoOHY Ta ITiKOBa eKCIIO3UIIis Y OiTew 3
6inbII0r0 Macolo Tina OynoyTh NOHiOHI IO TaKMX, 10 CIIOCTEPIraloThCs ¥ HOPOCTUX 3 IOAIOHOI0 Macoio
Tina. ¥ maiieHTiB 3 Macoto Tina 45 Kr 06’eM po3mnofiny € npubnau3Ho Ha 40 % HUXKYUM i
nepen0adaEThC, 110 IMiKOBa eKCIo3ullis Oyae BUIOI0, HiXK TaKa, II0 3a3BUYail CIIOCTEPIraEThCS ¥
mopocnux. [IiTaM 3aCTOCOBYBa/IM IOYaTKOBY 03y eIyiepeHoHy 25 MT 1 pa3 Ha moly; micisa 2 TUXKHIB
mo3y 0yso 36inbireHo go 25 Mr 2 pa3u Ha go0y, a B pasi KiiHiuHO1 HeoOximHOCTi - 7o 50 Mr 2 pa3u Ha
no6y. IIpu 3acToCyBaHHiI TaKUX 03 HaUBUIILI KOHI[EHTpALlil eNJIepeHony y fiTel He Oy 3HAYHO BUII
MIOPiBHSHO 3 TaKUMH, 10 CIIOCTEPIrajaucs y JOPOCINX IIPU 3aCTOCYBaHHI M0YaTKOBOL 7031 50 mr 1
pas Ha f00y.

Hupxkosa HedocmamHicmb. ®apMaKOKiHETHKY eIlJIePEHOHY OLiHIOBAJIM Y MAaIliEHTIB 3 Pi3HUMHU
CTYTIEHSIMU MTOPYIIeHHS HUPKOBOI QYHKIIl Ta y MaIlieHTiB, SKi 3HaXO[UINUCS Ha reMofianisi. ¥
TIAllieHTIB i3 TSAXKKOI0 (opMoio HEPKoBOl HegocTaTHOCTI AUC Ta C,,,, y piBHOBaXKHOMY CTaHi Oynu
nigsuieHi Ha 38 % Ta 24 % BiANOBIAHO IOPIBHSAHO 3 KOHTPOJIBHOK I'PYIO0. Y NAIlE€HTIB, SIKi
3HAXOOUINCS Ha reMofianisi, i moka3uuku Oynu 3HUKeHi Ha 26 % Ta 3 % BiAmOBiIHO MOPIBHSHO 3
KOHTPOJIHHOIO I'PYII0I0 TalieHTiB. Kopemdiil Mixk KilipeHCOM eniepeHoHY 3 IjIa3MHU KPOBi Ta
KJIipEHCOM KpeaTHHiHy BUSIBIIeHO He 0y1o. EnnepeHoH He BUOASETHCS 3@ JOIIOMOTOI0 reMofliani3y
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

ITeuinkosa HedocmamHicmb. PapMaKOKiHETUKY ellJiepeHOoHY B 1031 400 Mr mocTigKyBaau y
NallieHTiB 3 IOMIpHUMHU ypakeHHIMU NediHku (Knac B 3a knacudikarieto Yannga - I1'10) Ta
TIOPiBHIOBAJIM PE3YNIbTATH 3 PE3y/IbTaTaMM, OTPUMAHUMU Y TAIliEHTIB 0e3 mopyIieHHs QYyHKIII
neuinku. C,,, Ta AUC ennepeHoHy y piBHOBaXHOMY cTaHi Oynu nigBuineHi Ha 3,6 % Ta 42 %
BigmoBigHO (OuB. po3min «Cmoci6 3acTocyBaHHS Ta Ho3u»). OCKiIbKY OOCITigXKeHb 3aCTOCYBaHHS
eIJIEPEHOHY AJIS JIIKyBaHHS MAI[i€HTIB i3 TAXKKUMU NMOPYIIEHHIMY (DYHKIIN IeYiHKY He IPOBOLUIIY,
IpU3HAYEeHHS eMJIePEHOHY TaKUM MallieHTaM IIPOTUNIOKa3aHe (IUB. po3pin «IIpoTunokasanHsa»).

Cepuesa Hedocmamuicmb. Y TallieHTIB i3 cepIiieBoi0 HegocTaTHiCTIO (Kmacu II-IV 3a Knmacudikairieio
NYHA) npoBogunu gociigKeHHsS (papMaKOKiHETHKHU eIJIePeHOHY, 1110 3aCTOCOBYBaBCS y [03i 50 M.
3HauenHs C,,, Ta AUC y piBHOBa:KHOMY CTaHi y TaIliEHTIB i3 cepiieBoi0 HemocTaTHiCTIO 6ynu Ha 38 %
ta 30 % BiAMOBIIHO BULIMMHU, HiX y 3I0POBUX T0OPOBOJIBLIIB BiATIOBIAHOTO BiKy, MacH Tijla Ta CTaTi.
BipgmoBigHO 0o mMX pe3ybTaTiB, MONYNALIMHNN aHali3 GapMaKOKiHETUKY eIJIEPeHOHY, IPOBEeieHUM
y nigrpymni nauienTis 3 gocnigxkeras EPHESUS, cBiguuTs, 110 K/IipeHC enjiepeHoHy Y Nali€HTiB 3
CeplieBOI0 HeIOCTATHICTIO He Bigpi3HAETHLCA Bif KIIipeHCy IbOTo IpernapaTy y 300pOBUX OOPOBOJIBIIIB
JIITHBOTO BIKY.

Kniniuni xapakKTepuCTHKH.

IToka3auns.



- [JonIOBHEHHS [0 CTaHOapPTHOTO JIIKyBaHHA i3 3aCTOCYBaHHAM B-0/10KaTOPiB 3 METOI0
3HUKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta JIETAJIbHOCTL, [10B’A3aHUX 13 CEPLIEBO-CYIUHHUMU
3aXBOPIOBAHHSIMH, V CTa0iIbHUX MallieHTiB 3 AUCPYHKINEIO TiBOro MUTyHOUKa (ppakiis
BUKHU[Y JIiBOro miyHouka < 40 %) Ta K/IiHiYHMMU O3HaKaM¥ CeplieBOl HeJOCTATHOCTI ITiCIIs
HeIloJaBHO IIepeHeCeHoro iHpapKTy MioKapaa.

- [JomoBHEHHS 0O CTaHAAPTHOI ONTHMaJIbHOI Tepallil 3 MeTOI0 3HNUKEeHHS PU3UKY 3aXBOPIOBAHOCTI Ta
JIeTaJIbHOCTI, TIOB’I3aHO01 i3 CepIieBO-CyINHHUMY 3aXBOPIOBAHHSAMMY, Y OPOC/INX MAlli€HTIB i3
cepueBor HepocTaTHICTIO I knmacy (xpoHiuHOM0) 3a Kinacudikaniero NYHA ta gucdyHKIi€0 1iBOr0O
nUTyHOYKa ((pakiis BuKugy jiBoro myHouka < 30 %) (muB. po3pin «®apMakoguHaMiKa»).

IIpomunoka3aHHs.
-FinepuyTnuBicTh f0 emyiepeHOHYy ab0 70 Oymb-sIKOl 3 [OTOMIXXHUX PEYOBUH JIIKaPCHKOTO 3aC00Y;
-piBEeHb KaJlilo y CUPOBATIIL KPOBl > 5 MMOJIb/JI Ha MOMEHT [10YaTKYy JIIKyBaHHS;

-HAPKOBa HEJOCTATHICTh TSXKKOI0 CTyIeHs (Po3paxyHKoBa IMBUIKICTh KIy004YKoBOl ¢inbTparil < 30
mn/x8/1,73 M%);

-TIe4iHKOBa HEeIOCTATHICTh TAKKOTO cTymeHs (Kimac C 3a knacudikaiieio Yannna-I1'10);

-MiKyBaHHS Kasii30epiraloyuMu CeYOTiHHUMY IIpellapaTaMy, KaliBMiCHUMU foOaBKaMu a0
noTyXKHUMHU iHribiTopamu CYP3A4 (Hampukiaf, iTpaKoHA30710M, KETOKOHA30JI0M, PUTOHABIPOM,
HendiHaBipoOM, KITapUTPOMIIIMHOM, TETITPOMILIMHOM Ta Heda3omoHoM) (OuB. po3min «B3aemomis 3
iHITMMY JTiKapCbKUMM 3aco0aMu Ta iHII BUOYM B3aEMOii»);

-O[lHOYACHe 3aCTOCyBaHHS eIJIEPEeHOHY y MOTpikHiN KoMOiHanii pa3oM 3 inribitopom AII® Ta
6710KaTOPOM PELIETITOPIB aHTi0TEH3UHY.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

dapMaKogWHaMi4Hi B3aEMOil.

Kanitizbepiearoui cevoziHHi npenapamu ma kaaitiemicHi 0obaexu. ENNIepeHOH He CHif Ipu3HadyaTu
nalfieHTaM, gKi OTpUMYIOTh iHIII Kaii3bepirawodi cevorinHi mpenapaTy Ta KaliiBMiCHi
no0aBKM yepe3 MiABUINEHUM PU3UK PO3BUTKY TilepKasieMil (quB. po3min
«[TpoTtunokasanHs»). [Tig BIIuBOM Kajiiid0epiraioyux Ce4oriHHUX MpernapaTiB TaKoXK MOXKe
IIOCUJTIOBATHUCH [Iisl TiIMOTEH3UBHUX IIPeraparTiB Ta iHIINX CeYOTiHHUX 3aco0iB.

IHeibimopu AII®, 610kamopu peyenmopie aHziomeH3uHy. [Ipu 3aCTOCyBaHHi ENIJIEPEHOHY Y
koMmbiHanii 3 inribiTopom AII® Ta/abo 6710KaTOPOM PELIENTOPIB aHTiOTEH3UWHY PU3UK TimepKasiemil
Moxe 30inbiryBaTrCs. PeKOMEHI0OBAHO 3[1ifiCHIOBATH PeTeIbHUY KOHTPOJIb 3a PiBHEM Kalliio y
CHpPOBATIIi KPOBi Ta MOKa3HUKaMu (YHKIIii HUPOK, 0COOIMBO y MAlli€HTIB i3 pU3UKOM IIOPYIIEHHS
GYHKIIII HUPOK, HallPUKJIIa y MallieHTiB JIiTHHOTO BiKy. ENZIepeHOH He CIlif 3aCTOCOBYBaTH OJHOYACHO
y moTpilHii KoMOiHanii pa3oM 3 inribitopom AII® Ta 6710KaTOPOM pPELeNTOPiB aHTiOTeH3UHY (IUB.
po3ginu «IIpoTunoka3anHs» Ta «OcobIUBOCTI 3aCTOCYBaHHS»).



JIimitl. [TocnigKeHb B3a€EMO[Iil enyIePeHOoHY 3 NTiTiEM He mpoBoaunu. OgHak 3adikcoBaHo, 1110 y
TaL€HTIB, SIKi OTPUMYIOTH JIiTilt ogHOYacHO 3 iHribiTopamu AII® Ta cedyoriHHUMMU MIpenapaTaMHy,
CIIOCTEPIralThCs BUMIAAKKU TOKCUYHOI il niTifo (OuB. po3min «Oco6muBOCTi 3acTOCyBaHHS»). Crin
YHUKaTU OJHOYACHOTO 3aCTOCYBaHHS eIlJIEPEHOHY Ta IIpelaparTiB JIiTito. AKIno HeMae MOXKIIMBOCTL
YHUKHYTHU 3aCTOCYBaHHS 1iei KoMOiHalii, HeoOXiHO KOHTPOIIOBATH PiBEHb JIiTi0 y M1a3Mi KpoBi (TUB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

LukaocnopuH, makpoaimyc. LIUKIOCIIOPHUH i TAaKPOJIiMyC MOXKYTb CIIPUYUHUTH IOPYIIEHHS QYHKIII
HUPOK Ta MifBUILIUTHA PU3UK PO3BUTKY TinepKasieMii. Cil yHUKaTHA OMHOYACHOTO 3aCTOCYBaHHS
eIJIEPEHOHY Ta IUKJIOCTIOPUHY abo TakposimMycy. 3a HeoOXigHOCTI TPU3HAYEHHS IIUKJIOCTIOPUHY Ta
TaKpOJIIMYCY IIif] Yac JIiKyBaHHS elJIEpPEHOHOM PEKOMEH0BAaHO PETEIbHO KOHTPOJIIOBATH PiBEHD
KaJIiio ¥ CHpoBaTIli KPoBi (IuB. po3min «OcobIMBOCTI 3aCTOCYBAHHSI»).

Hecmepoioni npomu3danaavHi npenapamu (HIT3I1). T'ocTpa HUPKOBA HEOOCTATHICTh MOXKE BUHUKATH
y MaIli€HTIB rpynu pu3uKy (0cib miTHBOTO BiKy, 0Ci0 3i 3HEBOMHEHHSIM, THUX, XTO 3aCTOCOBYE
niypeTHkH, ocib i3 mopyieHHAM GYHKIIII HUPOK) Yepe3 3HUKEHHS KiTy00uKoBoi (inbTparii
(mpurHiYeHHS CYOUHOPO3IMKUPIOBaIbHUX IPOCTArIaHANHIB HECTEPOIIHUMY TPOTH3analbHUMU
npemnapaTtamu). Llel BuB, K npaBuio, 060poTHUM. KpiM TOro, MOXKiuBe 3HNKEHHS
aHTUTiINEepPTeH3UBHOTO edekTy. Clig IpoBeCcTH rigpaTaliio MalieHTa Ta KOHTPOJII0BaTH (QyHKIIII0
HUPOK Ha IOYaTKy JIiKyBaHHS Ta PETryIsSpHO mif 4ac KoMOiHOBaHOI Teparmii (nuB. po3minu «Cmocib
3aCTOCYBaHHS Ta [03u» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

Tpumemonpum. OgHOYaCHE 3aCTOCYBaHHS TPUMETOIIPUMY Ta eIlJIEPEHOHY IIiBUIIYE PU3UK PO3BUTKY
rinepkasiemii. Crii KOHTPOIIOBATH PiBeHB KaJlilo y CHPOBATI]i KPOBi Ta MOKA3HUKYU (QYHKIil HUPOK,
0CO0JIMBO Y TIAI[iEHTIB JIITHHOTO BiKy Ta MAaIi€HTIB i3 mopymeHHAME GYHKIIiI HUPOK.

Anvgpa-1-610kamopu (Hanpukaad, npa3o3uH, anvpy3o3uH). [Ipu koMmOiHyBaHHi anbda-1-6710KaTOPiB
Ta eIJIepPeHOHY iCHy€ MOXKJIUBICTD MigCHUIEHHS TiTOTEH3UBHOI Ail Ta/ab0 BUHUKHEHHS OPTOCTaTUYHOI
rinoTeH3il. Y pa3i ogHOYaCHOTO 3aCTOCYyBaHHS ajib(da-1-6710KkaTOPiB CIlig KOHTPOIIOBATH KITiHIYHUN
CTaH MAli€HTiB OO0 OPTOCTATUYHOI TiMOTEH3il.

TpuyukaiuHi aHmudenpecaHmu, Helipoaenmuku, amifpocmuH, 6akiogpeH. OmgHOYACHE 3aCTOCYBaHHS
IIUX JTIKAapChKUX 3ac00iB Ta enjepeHoHy MOTEHLINHO MOXKe IifCUII0BaTH TilTOTEH3UBHY Ail0 Ta
MigBUILIYBAaTH PU3UK OPTOCTATUYHOI TilOTEH3Il.

I' 1roxokopmukoiou, mempaxko3akmud. Ilpu ogHOYaCHOMY 3aCTOCYBaHHI WX JTIKAPChKUX 3ac00iB Ta
eIJIePeHOHY iCHY€e MOXKIUBICTE T0C/TabIeHHS TiOTeH3UBHOI Oil BHACIIOOK 3aTPUMKHU PiOUHU Ta
HaTpilo.

dapMaKOKiHEeTHYHI B3a€MOIil.

EnnepeHoH He € iuriditopom izohepmentiB CYP1A2, CYP2C19, CYP2C9, CYP2D6 ab6o
CYP3A4, a Takox cybcTpaToM abo iHribitopom P-riuikomporeiny.

HueokcuHn. PiBerr AUC OUTOKCHHY IIPX OGHOYACHOMY 3aCTOCYBaHHI 3 elJIepeHOHOM 3pocTae Ha 16 %
(90 % [I: 4-30 %). Cmin 3 06epekHICTIO MpU3HaYaTH AUTOKCUH Y 003aX, HaONIMKeHNX 10 BePXHbO1
MeXi TepaneBTUYHOIO Jiana3oHy.

BapgapuH. KniHiuHO BaXIMBUX (papMaKOKiHETUYHUX B3aEMOZiN 3 BaphapuHOM ONHcaHo He OyIio.
Crnip 3 06epexHiCcTIO MpU3HaYaTH BapdapuH y no3ax, HaOIUKEeHUX 00 BePXHbOI MexXi
TepalleBTUYHOIr0 Aiana30Hy.



Cybcmpamu CYP3A4. Pe3ynbTaTi HapMaKOKiHETUYHUX OOCITIIKEHb 3i 3pa3kaMu-CyOCTpaTaMu
CYP3A4 (To6TO Mima3oy1aMOM Ta IIU3alPU0M) He BUSBUIM O3HaAK BUPaXKeHUX (papMaKOKiHETUUHUX
B3a€EMO[iH IIPX ONHOYACHOMY 3aCTOCYBaHHI IUX IIpenapariB Ta eljIepeHoHy.

IHeibimopu CYP3A4.

ITomyorcHi iHeibimopu CYP3A4. Tlpu omgHOYACHOMY 3aCTOCYBaHHi eIJIepeHOHY Ta Ipemnaparis, I0
IPUTHIYYIOTh aKTUBHICTE (hepMeHTy CYP3A4, MOXKIMBUY PO3BUTOK BUpaKeHUX (hapMaKOKIHETUUHUX
B3aemogmin. ITig BnuBoM moTyxkHOro iHribiTopa CYP3A4 (keTokoHa3on 200 mr 2 pa3u Ha no0y) AUC
erniepeHoHy 30inbinyeTbes Ha 441 % (ouB. po3min «IIpoTunokasaHHs»). [IpoTuokasaHe ogHOYacHe
3aCTOCyBaHHS eIJIepeHOHY Ta MOTykKHUX iHri0iTopiB CYP3A4, HanmpuKia, KeTOKOHA3011y,
iTpakoHa301y, pUTOHAaBiPy, HeN(iHaBipy, KIapUTPOMILMHY, TENITPOMINUHY Ta Heha30ooHY (OUB.
po3pin «[IpoTunoka3aHHs»).

Cnabki ma nomipHi iH2ibimopu CYP3A4. 3acTocyBaHHS OMHOYACHO 3 ePUTPOMILIMHOM, CaKBiHaBipoM,
aMiofmapoHOM, AMITia3eMOM, BepanaMilioM Ta (PIyKOHa30JI0M IPU3BOOUTD 4O BUPaKeHUX
(dhapMaKOKiHEeTUYHUX B3aeMofin 3 mimBuiieHHSIM PiBHIB AUC Ha 98-187 %. BignoBigHo, npu
OHOYaCHOMY IpU3HaYEHH] emepeHoHy Ta cabkux abo nmomipuux inribitopis CYP3A4 mosa
eIJIepeHOHY He MOBHHHA IepeBUIIyBaT 25 Mr (IuB. po3fin «Crocib 3acTOCyBaHHS Ta JO3W»).

Inoykmopu CYP3A4. OgHo4acCHe 3aCTOCYBaHHS €IJIePEeHOHY Ta 3Bip000I0 (MOTYyKHUN iHTYKTOP
CYP3A4) npusBonuts o0 3uukeHHs AUC emnnepenony Ha 30 %. 3acTocyBaHHS OilbIl MOTYKHUX
innykTopiB CYP3A4 (Takux K pudaMmilmH) MoxKe IPU3BOAUTH [0 OiNbIl BUPaXKeHOTr0 3HUKEHHS
AUC ennepeHnony. Yepe3 pU3UK 3HUKEHHS €(pEeKTUBHOCTI eMJIEPEHOHY He PEKOMEHI0BAHO
3aCTOCOBYBaTH OJHOYACHO 3 IIUM IIpenapaToM noTyXHi iHgykTopu CYP3A4 (pudamminus,
kapbaMmaserniH, ¢peniToiH, heHobapOiTan, 3BipoOiit) (muB. po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

AHmauudu. Buxogsa4u 3 pe3ybTaTiB KIIiHIYHOTO (papMaKOKiHETUYHOTO NOCTiAKEHHS, IpU
OIHOYACHOMY 3aCTOCYBaHHI elJIepeHOHY Ta aHTALUOHUX IIperapaTiB BUPaxkeHUX B3a€EMO/iN He
nepen0avyaEeThCs.

Oco06.1ueocmi 3acmocye8aHHs1.

I'inepkaniemis. ITif yac niKyBaHHS eIJIEPEHOHOM, BIifITIOBIAHO 0 MOTO MeXaHi3My [iii, MOXKIUBUN
PO3BUTOK TinepkasieMii. Y BCix IallieHTiB Ha TOYATKY JIiKyBaHHS Ta Iif 4ac 3MiHU [03U IIpenaparTy
CJTil KOHTPOJIIOBATH PiBE€Hb Kallilo y CHPOBATIi KPOBi. Y mo#anblioMy peKOMEeHA0BAHO ITPOBOAUTH
epiomUYHUN KOHTPOJIb, 0COOIMBO V MALli€HTIB, SIKi BXOASTE IO I'PYIH PU3UKY BUHUKHEHHS
rimepkaJsieMii, TaKuX SIK MAIliEHTH JITHbOTO BiKy, IAIiEHTHA 3 HUPKOBOIO HEJOCTATHICTIO (OUB. PO3MiN
«Croci6 3acTocyBaHHS Ta HO3W») Ta MAlliEHTH 3 IyKPOBUM miabeToM. ITicyis moyaTKy NiKyBaHHS
eIJiepeHOHOM He PEKOMEHI0BaHO 3aCTOCOBYBATH KaJliiBMiCHI 106aBKM Yepes MigBUIIEHUN PU3UK
PO3BUTKY TinepKasieMii. 3HMKEeHHS 03U eIJIepeHOHY IPU3BOAUTH J0 3HUKEHHS KOHIIEHTpallil Kaio
y CHpOBAaTIIi KpoBi. [CHYIOTH [aHi, 1110 JOAATKOBE 3aCTOCYBaHHS TiAPOXJIOPOTia3Uay Iif Yac MiKyBaHHSI
eIJIEPEHOHOM KOMIIEHCY€E MiIBUIIeHHS KOHI[EHTPAllil KaJlilo y CHPOBaTIIi KPOBi.

[Tpu 3acTocyBaHHi enepeHoHy y KoMbiHatii 3 iHribiTopom AII® Ta/a6o 6110KaTOPOM PELIETITOPIB
aHTiOTeH3UHY PU3UK TinepkasieMii Moxke 30iblIyBaTUCS.

EnnepeHoH He Cifl 3aCTOCOBYBaTH OOHOYACHO Y NOTpilHiN KoMbiHawii padom 3 inribiTopom AII® Ta
6710KaTOPOM PELeNTOPiB aHTi0TeH3uHY (AuUB. po3minu «IIpoTunokasaHHs» Ta «B3aemomis 3 iHIIuMuU
JIKapPCHKUMH 3ac00aMu Ta iHIIi BUIKM B3aEMOIiN»).



ITopyweHHA pyHKUII HUPOK. Y TIAIliEHTIB i3 MOPyIIeHHIMHU QYHKIIiI HUPOK (Y TOMY YHCII 3
niabeTUYHOIO MiKpOoanbOyMiHypi€r0) Cif perynaspHo KOHTPOIIOBAaTH PiBeHb KaJlilo. 3HUKEHHS
(GyHKII1 HUPOK CYNPOBOAXKYETHCS MiABUILEHHSAM PU3UKY TinepKasniemil. Xoda pe3ynabTaTh
nocrimxennss EPHESUS, nmpoBeneHoOro 3 y4acTio IallieHTiB i3 giabeToM 2 TUMy Ta
MiKpoanb0yMiHypi€eio, oOMekeHi, y I1iii MaJliil TpyTIi Mal[ieHTiB CIIOCTepiraay MigBUIIEHY YaCTOTY
BUHUKHEHHS TinepKaniemil. BignoBifHoO, MiKyBaHHS TaKUX MAIi€HTIB CIIiJ IPOBOAUTH 3 00€PEXKHICTIO.
EnnepeHoH He BUOANSAETHCA 3a HOIIOMOTO0 reMofiani3y.

ITopyweHHs pyHKuii nevinku. Y Talli€eHTIB 3 TETKAMHU Ta MIOMiIpHUMU MOPYLIEHHAMHU (DYHKITi1
nmeviHKY (Kimacu A ta B 3a knacudikarieto Yainma-I1'10) migBUIlleHHS PiBHS Kallilo CHPOBATKH
KpOBi OHaA 5,5 MMOJIB/N He BinOyBa€eThcs. Taki mamieHTH IoTpe6yI0Th KOHTPOJIIO PiBHIB
€JIeKTPOJIITIB. 3aCTOCYBaHHS €IJIEPEHOHY O JiKyBaHHS Malli€HTIiB 3 TAXKUMU
NOPYILIEHHSAMY (YHKII1 HUPOK HE BUBYAJIM, TOMY €IJIEPEHOH IPOTUIIOKAa3aHUM [0
3aCTOCYBaHHS TaKUM MallieHTaM (OuB. po3ninu «[IpoTunokasanus» Ta «Crocid
3aCTOCYBaHHS Ta JO3U»).

Inoykmopu CYP3A4. OgHOYaCHe 3aCTOCYyBaHHS eMJIEPEeHOHY Ta NOTykHUX iHOyKTopiB CYP3A4 He
PEKOMEHI0BaHO (I¥B. PO3[in «B3aemofis 3 iHIIMMY TiKapCHKUMH 3aco0aMu Ta iHIIM BUOU
B3aEMOMIN»).

JIimitl, yuK/A10CNOPUH, MAKpoAiMyC He CIIif MpU3HavyaTH IIif] 4ac JTiKyBaHHS eIIepeHOHOM (IUB.
po3min «B3aeMomist 3 iHIMMMY JTiIKapChKUMHU 3aco00aMu Ta iHIIi BUOKW B3aEMOIIN»).

d®epmuavHicmy. THGOpMaIril OO0 BIIKMBY Ha GEPTUILHICT JIIOAUHU HEMAE.

Jlakmoa3a. [1o cKinafy npenapaTy BXOOUTH JIaKT03a, TOMY MOr0 He CJIif Ipu3HavyaTy HallieHTaM 3
PiOKICHMMM CITafKOBUMU pPO3/1afgaMu (HEepeHOCUMICTIO TaJlakTO3U, BPOAXKEHOI0 He[OCTAaTHICTIO
nakTasu Jlanmna abo CHHOPOMOM IOPYIIeHHsS BCMOKTYBAHHS TJIIOKO3U Ta TaJlaKTO3M).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHA 2py00i0.

BazimHicmb. AfeKBaTHUX AaHUX LIOA0 3aCTOCYBaHHSA eIJIEPEHOHY BariTHUM XKiHKaM HeMae.
BimomocTi, oTpuMaHi y mpolieci fociiKeHb Ha TBapHHaX, He BKa3yloTh Ha Oe3nocepenHiit abo
OTI0CEPEeIKOBAHUY HECTIPUSATINBUM BIIJIUB Ha Mepebir BariTHOCTI, pO3BUTOK eMOpioHa Ta IJIoAa,
TIOJIOTH Ta MiC/ISIPONOBUE PO3BUTOK. [IpU3HAYATH eIIePeHOH BariTHUM CIIif 3 06epPeKHICTIO.

I[Tepio0 200ysaHHs epy0d. HeBimoMo, 41 MPOHUKAE eNJIePEHOH Y TPYAHE MOJIOKO JIIOAUHU
ITiCJI TIePOPAasIbHOr0 3aCTOCYBaHHS. BogHovyac faHi JOKMiHIYHUX HOCTIXKEeHb CBiTYaTh MIpo
HasIBHICTH emyiepeHoHy Ta/abo #oro MeTaboIiTiB y MOJIOIIi IIypiB Ta IIPO HOPMAaJIbHUN PO3BUTOK
IIOTOMCTBAQ, 1110 3a3HaJI0 BIIJIUBY €IIJIEPEHOHY ¥ TaKui croci0d. OCKinbKY MOTeHIlial BUHUKHEeHHS
no0iuHux edeKTiB y HEMOBIAT, sIKi mepeOyBaloTh Ha I'PYIHOMY BUTONOBYBaHHI, He JOCIiIXKEHUH, CIIi
IPUMHATY KITiHIYHe pillleHHS 00 IPUNMHEHHS TOfyBaHHs IPYyAa0 a00 NPUIMHEHHS 3aCTOCYBaHHS
IperapaTy 3aJIeKHO Bifl BaXKJIMBOCTI IIpenapary Ajs MaTepi.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi agmompaHcnopmom abo
IHWUMU MexaHi3mamu.

IocmigXeHb BIIMBY eIJIEPEHOHY Ha 3JaTHICTh KePyBaTH aBTOTPAHCIOPTOM a00 iHIIUMMU



MeXxaHi3MaM# He TPoBoOuiU. ENyiepeHOH He CIPUYMHSE COHIUBOCTI ab0 MOPYIIEHHS
KOTHITUBHUX (QYHKIIi#, ajle IiJl Yac KepyBaHHS aBTOTPaHCIOPTOM abo mpu poOOoTi 3 iHIIUMU
MexaHi3MaMu CIIifl 6paTé OO yBaru MOXKJIUBICTb PO3BUTKY 3allaMOPOYEHHS IIif 9ac
JIIKyBaHHS IIpernapaToM.

Cnoci6 3acmocyeaHHss ma do3u.

[Ipemapart icHye y go3ax 25 Mr ta 50 mr. MakcuManbHa f060Ba [03a IpenapaTy CTaHOBUTh
50 mr.

EnnepeHoH MOXHa MPUUMAaTH SK 3 1Kel0, TakK i He3alexKHOo Bifl mpuiioMy ixi (IuB. po3min
«DapMaKOKiHETHKA»).

ITauieHmu 3 cepuegor HeAocmamHicmio nicasa nepeHeceHo20 iHpapkmy Miokapda. PekoMeHoBaHa
iATpUMylo4a [i03a emiepeHoHy cTaHoBUThL 50 Mr 1 pa3 Ha mo0y. JIikyBaHHS CIifl pO3NOYKXHATH 3
mo3u 25 mr 1 pa3 Ha mo0Oy Ta MOCTYIOBO MifBHUINYBATH 0 LimboBoi fo3u 50 Mr 1 pa3 Ha go0y. baxkaHo
IOCSATTH I[bOTO PiBHS J03U 3a 4 TUXKHI, BpaXOBYIOUM PiBEHb KaJlil0 y CUPOBATL KPOBi (IUB. TabIMII0
HuxK4e). JIikyBaHHS eIlJlepeHOHOM 3a3BUYail pO3MOYMHaloTh yepe3 3-14 nib micns roctporo indapkrTy
Miokappa.

ITauienmu i3 cepuesor Hedocmamuicmio Il kaacy (xpoHiuHotw) 3a kaacugikayieto NYHA.

JIikyBaHHS Talli€eHTIB i3 XpOHIYHOIO CepleBo0 HegocTaTHiCTIO Il knacy 3a knacudikaiieio NYHA crnig
PO3MOYKHATH 3 H0o3u 25 MT 1 pa3 Ha fo0y Ta MOCTYIOBO IiABUINYBATH [0 LiboBoi go3u 50 Mr 1 pa3
Ha 700y. baxxaHo HOCATTH IIbOT0 PiBHS 003U 3a 4 THXKHi, BpaxOBYI0UM PiBeHb KaJlilo y CUpOBATIIi
KPOBi (IuB. Tabnuill0 HUXKYe Ta po3Ain «OcoONIUBOCTi 3aCTOCYBAHHS»).

[TarienTaM, y IKUX piBeHb KaJlil0 y CUPOBATLL KPOBI IIEPEBUIIYE O MMOJIb/JI, HE CIIif
PO3MOYNHATH JIIKyBaHHS eIiepeHOHOM (OuB. po3min «IIpoTHUIIOKa3aHHS»).

PiBeHb Kaslito y CUpOBaTIii KPOBI CJIify BU3HAYATH [0 [I0YATKY JIIKYBaHHSA €IJIEPEHOHOM, IIif
Yac MepIIoro TUXKHS JIiIKyBaHHS Ta Yyepe3 MICAIlb MMic/Is MoYaTKy JIiKyBaHHS a00 KOpeKilil
no3u. 3a HeoOXiAHOCTI CIIif mepioAMYHO BU3HAYaTH PiBeHb KaJlilo y CUPOBATIII KPOBi Mi3HilIe
IIPOTATOM JIIKyBaHHS.

[Ticna moyaTKy NiKyBaHHS 03y IpenapaTy Cllif KOPUTyBaTH 3 ypaXxyBaHHIM KOHIIEHTpaIlil
KaJlilo y CUPOBATIIi KPOBi, IK BKa3aHO y TabNIuIli HUXKYE.

Kopexiiig 1o3u micis I04aTKy JIiKyBaHHS.

KoHueHTpauig kanio y  |dig Kopek1is mo3u

CUPOBATII KPOBI

(MMOIIB/M)

<5,0 [IiBUILIEHHS 325 mr 1 pa3 Ha 2 gHi o 25 Mr 1 pa3 Ha moby.
3 25 mr 1 pa3 Ha goOy no 50 mr 1 pa3 Ha go0y

5,0-5,4 0e3 3MmiH 03y He 3MiHIOIOTh




5,5-5,9 SHUKEHHS 3 50 mr 1 pa3 Ha goOy mo 25 mr 1 pa3 Ha #o0y.
3 25 mr 1 pa3 Ha goOy mo 25 mr 1 pa3 Ha 2 fHi.
3 25 Mr 1 pa3 Ha 2 [IHi [0 TUMYaCOBO1 BigMiHM

# 6,0 THMYacoBa BigMiHa

[Ticnsa TMM4YacoBOl BiAMiHU eTJIepeHOHY Yyepes MiiBUIeHHS PiBHS Kaliio [0 3 6 MMOJIb/1
BiTHOBJIEHHS JTIKyBaHHS MOXKJIKBeE y 1031 25 MT 1 pa3 Ha 2 [IHi micns 3HUXKEHHS KOHIleHTpallil
KaJlito [0 piBHA HUXKYE 5 MMOJIB/IL.

ITayieHmu AiMHbO20 BIKY.

II71s1 aIlieHTiB MTHLOTO BiKy HEMAa€E MOTPeOU y KOPEeKIii MoYyaTKOBOI 03U Ipemnapary. Y
3B’SI3KY 3 BIKOBUM 3HUKEHHSIM iHTEHCHBHOCTI (PYHKII1 HIPOK PHU3UK PO3BUTKY TillepKamieMil
y TallieHTiB JiTHbOTO BiKYy IiABUINYEThCSA. PU3UK MOXKe NOJATKOBO 30iMbIIyBaTUCh Y pa3i
HasBHOCTI CyIIyTHBOT'O 3aXBOPIOBAHHS, 110 CYIIPOBOOXKYETHCS MiABUIIIEHHIM CUCTEMHOL
€KCII03UIIil MpernaparTy, 30KpeMa MopyIineHHs QYHKIIil TeYiHKY JIETKOT0 Ta ITIOMipHOTO
CcTymeHs. PeKOMeHI0BaHO IPOBOAUTH NMEPIOOUUYHUY KOHTPOJIb PiBHS KaJlilo y CHPOBATLi KPOBi
(muB. po3min «OcoBIUBOCTiI 3aCTOCYBAHHS»).

ITopyweHHA pYyHKUiI HUDPOK.

[NamieHTy i3 METKUMU NOPYIIEeHHAME GQYHKINI HUPOK He MOTPe0yI0Th KOPEeKIlil Mo4yaTKOBO1
n0o3u. PekoMeH0BaHO TPOBOAUTY NEPIOAUYHUY KOHTPOJIb PiBHS KaJlilo y CUPOBaTLi KPOBi
(ouB. po3ain «OcoO0IUBOCTI 3aCTOCYBAHHSA») Ta KOPUTYBATH 103y IIpelapaTty BigoBigHO [0
TaOIuI BUILE.

[TauienTam i3 mopymeHHAMY GYHKIII HUPOK ITOMipHOI TSKKOCTi (KJIipeHC KpeaTUuHiHy
30-60 Mr/Mi) crif moYMHATH TiKyBaHHS 3 A03U 25 Mr 1 pa3 Ha 2 OHI Ta KOPUTYBaTH J03y
IpernapaTy 3aJeKHO Biff KOHIIEHTpallil Kaito (ouB. Tabnuiiio Buille). PeKOMEHI0BaHO
IIPOBOAUTHU IEePIOAUYHKN KOHTPOJIb PiBHSA KaJlilo Y CUPOBATI KPOBi (IUB. pO3Ain
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

IlocBif om0 3aCTOCYBaHHSA IIpelnapary alieHTaM i3 KJIipeHCcoM KpeaTuHiHy < 50 MJI/XB Ta
CepILEeBOI0 HeJOCTATHICTIO micad iH(GapKTy MioKapha BiICyTHiu. [1g TiKyBaHHS TaKUX
TIalliEHTIB eNJIEPEeHOH CJIil 3aCTOCOBYBATU 3 00€PEXKHICTIO.

3acTocyBaHHS {103, 1[0 MIEPEBUIIYIOTh 25 MT Ha 100y, NallieHTaM i3 KJIipeHCOM KpeaTuHIiHY
< 50 MJ1/XB He OOCIigXyBaslu.

EnniepeHOH NPOTUIIOKAa3aHUY MAIliEHTaM 3 TIXKKUMU ypaXkeHHSIMU HUPOK (KJIipeHC
KpeaTuHiHy < 30 My1/xB) (guB. po3ain «IIpoTunoka3anHs»). EnnepeHOH He BUOAISETHCA 3
OpraHi3My 3a JOIIOMOI0I0 Aiai3y.

ITopyweHHA pYyHKUII neviHKu.

[TanienTy i3 merkuMu abo MOMipHUMH MOPYIIeHHIMU QYHKIIii TeYiHKY He TOTPe0yoTh
KOPEKIIil T0YaTKOBOl N03H, IPOTe BHACTIMOK IIiIBUIIIEHHS PiBHSI CUCTEMHOI €KCIIO3HUIIil
eIlJIEPEHOHY I1ifl KaTeropii maiieHTiB Ta 0COOMMBO MalliEHTaM JIITHBOTO BiKy PEKOMEHI0BAaHO
IIPOBOJIMTH YaCTUU Ta PETYNSPHUN KOHTPOJIb KOHI[EHTPallil KaJlilo y CHpOBaTIli KPOBi (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).



KombiHosaHe 3acmoCcy8aHHA.

Y pa3si ogHOYaCHOr0 3aCTOCYBaHHS 3i ctabkuMu abo moMipHuMHu iHTibiTopamu CYP3A4 (Hanpukxafp,
amiofmapoHOM, AWITia3eMOM Ta BepaliaMiioM) MOXKHa IMOYMHATU TiKyBaHHS eIJIePeHOHOM 3
IO4aTKOBOI mo3u 25 Mr 1 pa3 Ha moOy. [lo3a mpemapaTy He MOBUHHA IepeBuInyBat 25 Mr 1 pa3 Ha
no0y (muB. po3min «B3aemopis 3 iHIIKMMHU JTiKApChKUMU 3ac00aMu Ta iHIII BUAY B3a€MOMii»).

Himu.

HeMae gaHuX O[O0 3aCTOCYBAHHS €IJIEPEHOHY HiTSIM, TOMY 3aCTOCYBaHHS JiIKapChKOT0 3aco0y win
rpyIIi ali€eHTiB He PeKOMEHI0BaHe.

Ilepedo3yeanHns.

[ToBimomens mpo mobiuHi peakiril, TOB’s13aHi 3 Mepeno3yBaHHSIM eIJIEPEHOHY V JTI0fel, OTPUMaHO He
Oyno. OuikyeThCs, 1110 HaUOiNbII iMOBIDHUMU IIPOSIBAMU IIepeio3yBaHHs IIpemnaparTy y TIoguHu OyoyTh
aprepianbHa rimoTeH3ig abo rimepkaniemis. EnnepeHoH HEMOXKIINBO BUBECTH 3 OpraHi3My 3a
IOIIOMOT 010 TeMofiani3y. EnmepeHoH eeKTHBHO 3B’I3Y€EThCS 3 aKTUBOBAaHUM BYTINIAM. Y pasi
PO3BUTKY apTepianbHOI TiMOoTeH3il CJIif po3noYNHATH MigTPUMYI0de JTiKyBaHHS. [Ipyd PO3BUTKY
rinepkaieMil CJIif IOYWHATH JIIKyBaHHS 3TigHO 31 CTaHAAPTaMH.

ITo6iuni peakuii.

Y npoueci gBox pocnigxkens (EPHESUS i EMPHASIS-HF) 6yno npogeMoHCTPOBaHO, 1110
3arajabHa 9acTOTa PO3BUTKY MOOIYHMUX pPeaklliit Ipu 3aCTOCYBaHHi eIJIepeHoHY Ta Ijarebo
Oyna ogHaKOBOIO.

Huxxuye HaBemeHi mo6iuHi peaxirii, SKi, MOXKJIMBO, ITOB’sI3aHi i3 3aCTOCYBaHHSIM €IJIEPEHOHY
Ta SIKi BUHUKAJIY IIPY JTiKyBaHHi elJIepeHOHOM YacTillle, HiXK IPU 3aCTOCYyBaHHi Iaiebo, abo
cepio3Hi mobivyHi peakilii, 1110 BUHUKAIK IIPY JIiKyBaHHi elJIepeHOHOM YacTillle, HiXK MpH
3acToCyBaHHI miare6o, ado Ti, 110 6yIu OMKcaHi Iif Yac MoCTMapKeTUHTOBOTO
CIIOCTEPEXEHHS.

[To6iuni peaxkiril kmacu¢pikoBaHO 3a CUCTEMaMHU OPraHiB Ta 3a aOCOJIOTHOIO YaCTOTO0: OyXKe
gacTo (= 1/10), yacto (= 1/100 - < 1/10), HewacTo (= 1/1000 - < 1/100), pigko (= 1/10000 -
< 1/1000), myxe pigko (< 1/10000), yacToTa HEBimoMa (HEMOXKJIMBO BCTAHOBUTH, 6a3yI04UuCh
Ha HasBHiM iHdopMariii).

IHgexuii ma iHBasii: HedyacTo: iHbeKIIis, mienoHe@pur, GapuHriT.
3 60Ky cucmemu Kposi ma aimpamuyHoi cucmemu: HEHYaCTO - €03UHODIITiA.
3 60Ky eHOOKPUHHOI cucmemMu: HEYaCTO - TIIOTUPEO03.

3 bokxy memaboi3my ma mpasaeHHs: 9acTo - TinepkanieMis (ouB. po3minu «[IpoTumokasaHHI» Ta
«Oc0o6IMBOCTi 3aCTOCYBaHHS»), TiIEPX0IEeCTePUHEMIsI; HEYACTO - TiOHATPiEMisI, 3HEBOTHEHHS,



TinepTpuriinepunemis.
3 60Ky ncuxiku: HeYacTo - 6€3COHHS.

3 60Ky Hepeosoi cucmemu: 4aCTO - 3allaMOPOYEHHS, CUHKOIIE, T'OJIOBHUM 0iflb; HEYACTO -
rimoecresis.

3 60Ky cepus: 4acTo - JiBOIUTYHOYKOBA HEOCTATHICTh, GiOpunsiis nepeacepab; He4acTo -
Taxikapgid.

3 60Ky cyOuHHoi cucmemu: 4acTO - TITOTEH3is; He4acTo - TpoMO03 apTepiil KiHIIiBOK,
OpPTOCTaTU4HAa TiNOTEeH3id.

3 60Ky duxaabHOI cucmemu, opaaHie 2pyoHOI KaimKu ma cepedoCmiHHA: 9acTo - Kalllellb.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: 4aCTO - flapes, Hy[oTa, 3amop, 610BaHHS; HeYacTo
-30YTTsA KHUBOTA.

3 60Ky wKipu ma niGwKipHUX MKAHUH: 9aCTO - BUCUIIAHHS, CBep0ixkK; HeYacTo - rimeprigpos,
AQHTiOHEBPOTUYHUYN HaOPSK.

3 6oky Kicmkogo-M’s3080i cucmemu ma cnoAyYHUX MKaHuH: 9acTo - M’I30Bi cia3Mu, Gib y CIIKHi;
HevacTo - Oisib y KiCTKOBO-M'sI30Bill CHCTeMi.

3 60Ky HUPOK Ma ceuo8usiOHUX WisXi8: YAaCTO - TIOPYIIEHHS (PYHKIIil HUPOK (OUB. pO3Oinu
«B3aemoqis 3 iHIMMMH JTiIKapChKUMHK 3aco0aMH Ta iHIIM BUOU B3aeMomiii» Ta «OcobIHuBOCTI
3aCTOCYBaHHS»).

3 60Ky neviHKu ma a#co84o8uB8iOHUX W5xig: HEYACTO - XOJIELIUCTHT.
3 6oky penpodyKkmueHoi cucmemMu ma MO/A0YHUX 3d/103: HEYACTO - TiIHEKOMACTis.
3azanvHi po3aadu ma po3aadu y micui 88e0eHHA npenapamy: HedacTo - aCTeHis, He3OyXKaHHS.

JlabopamopHi 0ocAi0HCeHHA: YacTo - IiBUIIeHHS CEY0BUHYU KPOBi; MigBUINEHHS PiBHS KpeaTUHiHy;
HeYacCTO - 3HUKEHHS KiJIbKOCTi PeLeNITOPIB eniiepMalbHOro (hakTopa POCTY, MiABUIIEHHS PiBHS
TJIFOKO3U KPOBI.

Y npoueci gocnigxenns EPHESUS y rpymni maifieHTiB BikoM = 75 pokiB 0yJI0 3apeeCTpPOBaHO
YK CeabHO OiNbINy KibKiCTh BUIAMKIB iHCYIbTY. BogHOYAC, CTATUCTHYHO NOCTOBIPHOI Pi3HUIT
Y 4acTOTi iHCynbTiB MiX rpymnamu emnepeHony (30) Ta mmaue6o (22) BusiBneHo He 6yno. ¥V
nocnipxenHi EMPHASIS-HF KkinbkicTh iHCYNIBbTIB y IAI[i€EHTIB BiKOM = 75 POKIB CTaHOBUIIA 9
y Tpymi niKyBaHHS eljiepeHoHoM Ta 8 y rpymi mnare6o.

[ToBigmoMIEHHS IO Miflo3pI0BaHi MoOiYHiI peakiil.

[ToBimomeHHs PO Mimo3poBaHi MOGiYHI peakiii micis peecTpaliii 1iKapChbKOTo 3aco0y Ma€ BaxKJIMBe
3HauyeHHs. Lle mo3BoJsie 3aiticHIoBaTH Ge3epepBHUIM MOHITOPUHT CIIiBBiIHOLIEHHS MiX KOPHUCTIO Ta
PU3KMKAMM 3aCTOCYBaHHS JTiKapChKOro 3aco0y. Menu4HUX IMPalliBHUKIB MPOCATH IOBITOMIISTH TIPO
Oynmb-sKi mimo3pioBaHi MoOiuHi peakilil BiAOBIgHO M0 MiCIIEBUX BUMOT.



Tepmin npudamuocmi. 3 POKHY 3 JaTH BUTOTOBIeHHS in bulk.

YMoBH 30epiranssi.
306epiraTy B opuriHaIbHiN yIaKOBII Py Temnepatypi He Buile 25 °C.

30epiratu y HEJOCTYIIHOMY IJISI HiTe# MicCIi.

YnakoBka.

[To 10 Tabnetok B Omictepi. [To 3 6micTepu B mayiii.

Kareropis Bigmycky. 3a penentom.

Bupoo6nuk. ITAT «KuiBMenmpemnapat».

Micue3HaxoaKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.

Ykpaina, 01032, m. Kuis, Byn. Cakcaraucekoro 139.



