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IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

E®E3 °

(EFEZ)

CKkn1ao0:
0itoua pevoBuUHA: eINIePEHOH;
1 Tabnetka mMicTuTh 25 Mr abo 50 Mr eniepeHoHY;

0onoMidicHI peyosuHU: TaKTO3a MOHOTIOpAT, LIeI0Ji03a MiKPOKpPHUCTalidYHa, HaTPilo KpOCKapMeno3a,
rinpoMernosa, HaTpiio Taypuiacynbdar, TaabK, MarHio cTeapar, onagpaii® 11 33G270003 x&o0BTO-
KOPUYHEBUM.

JIikapcbka ¢opma. TabmeTKy, BKPUTI ITiIBKOBOIO 000I0HKOIO.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: TabNeTKH KPyTJiol (pOpMHU 3 OBOBUIYKJIOI TOBEPXHEI0, BKPUTIL
ITiIBKOBOIO 000JIOHKOI0, 2KOBTYBaTO-KOPUYHEBOT'O KOJIBODY.

dapMmakoTepaneBTHYHa rpyna. Kamiiis6epiratooui giypeTuku. AHTaroHiCTH ajabIOCTEPOHY.
Ennepenon. Kog ATX CO3D A04.

dapmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

MexaHi3Mm pii. EniepeHoH Ma€e BiTHOCHY CeIeKTUBHICTh y 3B’SI3yBaHHi 3 peKOMOiHaHTHUMMU
pelenTopaMu JTIOOUHY 10 MiHEPAJIOKOPTUKOIIB IMMOPiBHSIHO 3 MOT0 B3AaEMOMIEI0 3 PeKOMOiHAaHTHUMU
pelleniTopaMu JTIOAUHY [0 TJIIOKOKOPTHUKOIAIB, IPOTeCTEPOHY Ta aHApPOTeHiB. EnnepeHoH
IIePeLIKOIXKa€e 3B I3YBaHHIO PELENITOPIB 3 aJIbOCTEePOHOM - BaXKJIUBUM I'OPMOHOM PEHiH-
aHTioTeH3UH-anba0CcTepoHOoBOI cucTeMu (PAAC), mo Gepe y4acThb Y peryaioBaHHI apTepiaabHOT0
THCKY Ta 3afisgHa y maTo}i3ioNorivyHux MexaHi3MaX PO3BUTKY CEPLIEBO-CyIUHHUX 3aXBOPIOBAHb.

dapMakonrHaMiuHi e@ekTH. Byno npogeMoHCTPOBAHO, IO eJIePEHOH IPU3BOAUTE [0 CTIMKOTO
IiABUINEHHS PiBHS pPeHiHy Y Mia3Mi KpOBi Ta piBHS albJOCTEPOHY B CHPOBATIIi KPOBI, 1110 30iraeThes 3
IPUTHIYEHHSM IIJISXy HeTaTUBHOTO 3BOPOTHOTO BIJIMBY albAOCTEPOHY Ha CeKpeliio peHiny. [1pu
IIbOMY IiIBUIIIEHHS aKTHBHOCTI PEHiHY Y IJIa3Mi KPOBi Ta PiBHIB albOOCTEPOHY Y KPOBi HE
IIPU3BOIOUTH 10 IPUTHIUEHHS [il elIepeHOoHyY.

Y xomi gocmigeHb Aiana3oHy H03 MIPU XPOHiIUHIN cepiieBi HegocTaTHOCTI (knacu II-1V 3a



Knacudikalliero HLIO-PIOpKCLKoi' KapmionoriuHoi acomiatii (NYHA) momaBaHHS eIJIePEHOHY [I0
CTaHOAPTHOI CXeMHU JiKyBaHHS MIPU3BOAUIIO OO OYiKyBAHOTO [0303aJIE3KHOTO MiABUIIIEHHS PiBHIB
anmppocTepony. ITomiGHUM YMHOM Y X0fi KapaionoriyHo-Hedponoriunoro nipnocminxkenus EPHESUS
(mocmipKeHHs e(peKTUBHOCTI Ta I€TaIbHOCTI IIPU 3aCTOCYBaHHI eNJIepeHOHY V IAIli€HTIB i3 TOCTPUM
iHapKkTOM MioOKapAa, yCKIagHeHUM AUCHYHKINEI JIiBOTO MIIYHOYKA Ta CEepLeBO0 HEJOCTATHICTIO)
JIIKYBaHHS eIlJIePeHOHOM IIPU3BOAUIIO 40 3HAYHOTO IiABUIIEHHS PiBHIB anbAoCcTepoHy. OTpuMaHi
pe3yibTaTé MigTBEPHAKYIOTh OJIOKYBAHHS PELENTOPIB J0 MiHEPAJIOKOPTUKOILIB Y Lil MOMYJISALII.

EnnepeHon BuB4Yanu y xofi gocnigxerHs EPHESUS. Lle Oyno noggitiHo crine mane6o-
KOHTPOJIbOBAaHE HNOCIiIKEeHHS TPUBAJIICTIO 3 POKH, B TKOMY Opajio y4acTh 6632 cy0’'€KTH 3 TOCTPUM
iH(papKTOM MioKappaa, OUC(hYHKINEO JTiBOr0 MUTYHOUKA (OIIHIOBAIOCS 3a (QPaKIIi€l BUKUAY JIiBOTO
nutyHo4YKa < 40 %) Ta KIiHIYHMMU 03HaKaMU CeplieBOl HeJoCTaTHOCTI. Yepes 3-14 mHiB micns
rocTporo iHapKTy MioKapfa (MefiaHa cTaHOBMIA 7 [HiB) Cy0’€KTH MOOATKOBO IO CTAHAAPTHOTO
JIiKyBaHHS OTPHMYBAJIU eIyiepeHoH abo manebo y mo4aTkoBil mo3i 25 mMr 1 pa3 Ha moby. ¥
IIOMIAJIBIIIOMY HO03Y ITOCTYIIOBO (BIIPOOOBXK 4 THKHIB) MiIBUINYBaIN OO JOCATHEHHS I[iTLOBOI 03K
50 mr 1 pa3 Ha mo6y 3a yMOBHY, III0 PiBeHb KaJslilo B CUPOBATIL KPOBi OYB HUKYKUM 3@ 5 MMOJIb/I.
[TpoTsiroM mOCHimKeHHs Cy0'€KTH OTPUMYBAJIM CTaHAAPTHE JIIKYBaHHS, 110 BKJTIOUAJIO0
aleTUICANiuIoBy KUCHOTY (92 %), inridiTtopu ATI® (90 %), B-6mokaTopu (83 %), HiTpaTH (72 %),
NeTIIbOBI fiypeTuku (66 %) abo inriditopu I'MI-KoA-penykrasu (60 %).

[TepBUHHUMU KiHIIeBUMU ToYKaMu y mociimxkenHi EPHESUS G6ynu 3aranbHa neTanbHICTh Ta
KoMOiHOBaHa KiHIleBa TOYKa (JleTaJbHUN HaClifoK abo rocmitaiizallis BHACigOK MOPYIIeHb 3 60Ky
cepueBo-cyauHHOL cucteMu). 14,4 % cy0’ekTiB i3 rpynu emnsepeHoHy Ta 16,7 % cy0’eKTiB i3 rpynu
nnane6o moMepsu (3 Oymb-IKUX MPUYKH), a 26,7 % cy0’exTiB i3 rpynu emneperony ta 30 % cy0’exTiB
i3 rpynu nane6o DOCATNIN BiAOBIIHOCTI KpuTepisM KoMOiHOBaHOI KiHIIEBOI TOYKY (J€TaTbHUN
Hacigok abo rocmitanisallisi BHaCIiIOK IOPYIIeHb 3 00Ky CepIeBO-CyIUHHOI cucTeMu). Takum
yuHOM, Y Xofi gocrnigxeHHs EPHESUS ennepeHoH 3HKWXKYBaB PU3UK JIETATbHOTO HACTIAKY 3 Oyab-
sskuX npuyuH Ha 15 % (BP 0,85; 95 % [II 0,75-0,96; p=0,008) nopiBHsHO 3 mamedo nepeBaxHo 3a
PaxyHOK 3HUXKEHHS JIeTaIbHOCTI BHACTIIOK IOPYIIeHb 3 00Ky CeplieBO-CyIUHHOI CUCTeMU. PU3nK
JIeTaNIbHOTO HaCHigKy a0o rocmitasnisalil BHaCIiIOK MopyleHb 3 60Ky CepleBo-CyIUHHOI CUCTEMU
IIPU 3aCTOCYBaHHi ennepeHoHy OyB 3HuxkeHUM Ha 13 % (BP 0,87; 95 % [II 0,79-0,95, p=0,002).
AGcCoIoTHE 3HUKEHHS PU3UKY CTAHOBHUIIO 2,3 % [JIg Takoi KiHI[eBOi TOUKHU SIK 3arajibHa JIeTaJlbHICTh,
Ta 3,3 % - OJIg TaKol KiHI[eBOl TOUKH, SIK JIeTaJILHUHI HAcCIIigoK abo rocriTanilallig BHACIIINOK
nopyiieHs 3 60Ky ceplieBo-CynuHHOIL cucTeMu. KitiHiuHa e(eKTUBHICTE eIJIepeHOHY, B IIEPIIY Yepry,
Oy/a mpomeMOHCTPOBaHa P MPU3HAYEeHHI JIiIKyBaHHS MallieHTaM BikoM 1o 75 pokiB. KopucTs Bin
nikyBaHHS cy0’€KTiB BikoM Bif 75 pOKiB BUBYeHa HefloCcTaTHLO. [TokpareHHs abo crabinizariiio
IIOKa3HUKIB QyHKIIIOHambHOI Knacudikariii 3a NYHA crnoctepiranu y CTaTUCTHYHO 3HAUYINO OibIIol
YacTKU Cy0’€eKTiB, SKi 3aCTOCOBYBaJIU eIJIEPEHOH, ITOPiBHSAHO 3 MallieHTaMu 3 TPYIH I1aeoo.
YacToTa PO3BUTKY Tinepkaniemil cranoBumna 3,4 % y rpymi ennepeHony Ta 2 % y rpymi miaue6o

(p < 0,001). HacToTa po3BUTKY TrinokasieMii ctanosuna 0,5 % y rpymi ennepeHony Ta 1,5 % y rpymi
mare6o (p < 0,001).

Y xomi o6cTexenHs 147 3nopoBUx HOOPOBOIBIIIB 3 METOIO BUSIBIEHHS 3MiH Ha EKI BpogoBx
bapMaKOKiHEeTUYHUX HOCTiAKeHb He OyJ10 BUSIBIEHO CTiMKOTO BIIJIUBY €IIJIEPEHOHY Ha YacTOTY
cepleBUX CKOpoYeHb, TpuBamicTs KoMmiekcy QRS abo inTepsanis PR ta QT.

Y xomi mocmigxenuss EMPHASIS-HF (mocmigKeHHS 4aCTOTH TOCIiTai3alil Ta 1eTaJlbHOCTI IpU
3aCTOCYBaHHI elJIepeHOHY TallieHTaM i3 CeplieBol0 HEeOCTATHICTIO Ta CHMIITOMaMH JIETKOTO CTYIIeHs)
BHBYa/IU e(DeKTUBHICTh BIIJIUBY €IJIEPEHOHY, HOAAHOI0 0 CTaHAAPTHOTO JIIKyBaHHS, Ha K/IiHIYHI
pe3ynbTaTé Cy0’eKTiB i3 CHCTONMIYHOIO0 CepIlieBOI0 HEJOCTATHICTIO Ta CUMIITOMaMHU JIETKOTO CTYTIEHS
(bynkmionanbuuit knac II 3a knacudixariero NYHA).



Y mocnipkeHHi Opanu ydacTh Cy0’€KTH BiKOM Bif 55 pOKiB, y AKUX (PpakKIlisi BUKKOY JIiBOTO IIJTyHOYKA
craHoBuna < 30 % abo < 35 % 3a ymoBu QRS 6inbm Hixk 130 MinicekyHp Ta siKi 3a 6 MicA11iB, 1110
nepenyBay OOCIigXKeHHI0, OyIu rocmiTani3oBaHi BHACIINOK IOPYIIeHb 3 60Ky CepIieBO-CyIUHHOI
cuctemu abo y SIKMX piBeHb HaTpidypeTuyHoro mentuny tumy B (HIIB) y mma3mi KpoBi cTaHOBUB
moHaimenIne 250 nr/mn abo piBeHb N-TepminanbHOTo npo-HIIE y mma3mi KpoBi cTaHOBUB
moHauMeHIre 500 rnr/ma y 4onoBikiB (750 nr/mn y XkiHoK). [ToyaTkoBa [03a eNJIepeHOHY CTaHOBUJIa
25 mr 1 pa3 Ha no0y. Yepes 4 TuxHi mo3y migBuinysanu 0o 50 Mr 1 pa3 Ha mo0y 3a YMOBH, 1110 PiBeHb
KaJIilo B CHPOBATIIi KPOBi HE HOCATaB 5 MMOJIb/M. AGO K, SIKII[0 PO3PaxyHKOBA HMIBUAKICTH KIIyOOYKOBOI
dineTpanii gopisHiosana 30-49 mn/xs/1,73 M°, IoYaTKOBa [03a eMIePeHOHy cTaHOBMA 25 MT 1 pa3
Ha 2 OHi Ta Hapmaui mipgBuiyBanacs mo 25 mr 1 pa3 Ha fo0y.

3arayoM paHmoMi3ariio (y moaBifHO crimomy pexuMi) mpouiio 2737 cy6’ekTiB, sKkuM 6yIo
IpU3HAvYeHO emnepeHoH abo mnaiebo Ha T1i 6a30BOT0 JiKyBaHHS CEYOTiHHUMU IpemnapaTamiu (85 %),
inribiropamu AII® (78 %), 610KkaTOpaMu aHTiOTeH3UHOBUX pelienTopis II Tumy (19 %),

B- 6nokaTopamu (87 %), anTuTpOoMOOTHUHUMY TIpertapaTaMu (88 %), 3aco0aMu [IJIsT 3HUKEHHS PiBHS
mimigiB (63 %) Ta ruoiko3umaMu HanepcTsSHKY (27 %). CepenHiit piBeHb Gpakiiili BUKUAY JIiBOTO
IIJTyHOYKa CTAHOBUB ~26 %, a cepenHs TpuBaiicTh KoMiiekcy QRS mopisHioBasna ~122 Mc.
Binburicts cy6’ekTiB (83,4 %) y monepenHi 6 MicsIiiB mo paHgomisartil 6ynu rocmitanizoBaHi
BHACJIIJIOK MOPYIIEeHDb 3 O0KY CepleBO-CYOUHHOI CUCTEMHU, IIPUYOMY ITPUOJIM3HO II0JIOBUHA 3 LIUX
cy0’€eKTIB - BHACJIiIOK ceplieBoi HemocTaTHOCTI. [Ipubnusno 20 % cy6’eKTiB Manu BCTAHOBJIEH]
iMnnanToBaHi gedibpunsaropu abo nepebyBay Ha CepIeBill peCUHXPOHI3YI0Yil Teparil.

[TepBuHHa KiHIleBa TOYKa (7e€TabHUM HACIIOOK y pe3ysbTaTi CeplieBo-CyqUHHUX OpYIIeHb abo
rocrmiTaisallis y 3B’93Ky 3 CeplieBOI0 HelOCTaTHICTIO) ciocTepiranaca y 249 cy6’exris (18,3 %) 3
Ipynu ennepeHony Tay 356 cy6’exTiB (25,9 %) 3 rpynu mnane6o (BP 0,63; 95 % [I 0,54-0,74,

p < 0,001). BrimuB emnnepeHOHY Ha pe3y/lIbTaTH 3a IEPBUHHOIO KiHIIEBOIO TOYKOIO CIIOCTEPIraBcs
cTabinbHO y BCiX ImONepegHb0 BU3HAUYEHUX TiATpyIax.

BropunHa KiHIleBa TOYKa (3arajbHa JeTajbHICTh) ciocTepiranacsa y 171 namienTa (12,5 %) 3 rpynu
emniepeHoHy Ta y 213 cy6’ekTiB (15,5 %) 3 rpymnu mnanebo (BP 0,76; 95 % 11 0,62-0,93, p=0,008).
JleTanbHUM HACIIOOK Y pe3yabTaTi MopylneHb 3 60Ky ceplieBO-CyAUHHOI cucTeMu 0yB 3adiKCOBaHUU y
147 cy6’exTiB (10,8 %) 3 rpymnu ennepeHony Ta y 185 cy6’ekTiB (13,5 %) 3 rpynu nmnare6o (BP 0,76;
95 % M1 0,61-0,93, p=0,01).

[IpoTsaroM mocmifiKeHH TinepKasieMis (piBeHb Kasliio B CHPOBATI KPOBi > 5,5 MMOJIb/JI) BUHUKATIA Y
158 cy06’exTiB (11,8 %) 3 rpynu emnnepeHony Ta 'y 96 cy6’exTiB (7,2 %) 3 rpynu mianebo (p < 0,001).
limokaniemis (piBeHb Kaliio B CHPOBATIIi KPOBi < 4 MMOJIb/JT) y TPYIIi eMIepeHOHY BUHUKAla 3i
CTAQTUCTUYHO [IOCTOBIPHO HMXKYOI0 YAaCTOTOI0, HiXK y rpymi mianebo (38,9 % y rpymi ennepeHoHy Ta
48,4 % y rpymi nnate6o, p < 0,0001).

[1iT. 3aCTOCYBaHHS €IJIEPEHOHY HITSAM i3 CepLeBO0 HEJOCTATHICTIO HE AOCIIIiAKYBaJIH.

Y 10-TuXHEeBOMY OOCiKEHHi 3a y4acTIo JiTel i3 rimepTeH3ielo (Bikom 4-16 pokis, n=304),
3aCTOCYBaHHS eIyIepeHoHy B go3ax 25-100 Mr Ha o0y, 110 IPU3BOAKIIO 10 €KCII03uIlil, omibHOI 0
TaKOl Y IOPOCIINX, He IPOJIEMOHCTPYBasio e(heKTUBHOTO 3HUKEHHS apTepiallbHOTO TUCKY. Y IIbOMY
IOCTiAKEeHH] Ta y OoCigXKeHHi mopo 6e3neky TpuBamicTio 1 pik 3a yuacTio 149 miTelt BikoM

5-17 pokiB npodins 6e3neku 6yB MomiOHMUHE 70 TAKOTO, 1[0 CIIOCTEPIraBCsl y JOPOCIUX. 3aCTOCYBAHHS
elJIEPEeHOHY HiTSAM BiKOM [0 4 POKIB i3 rinepTeH3iel0 He BUBYaIM, OCKIJIbKY AOCHIAKEHHS 3a Y4aCTiO
[iTe¥ CTapIIOro BiKy IIPOIEMOHCTPYBAJIO BiiCyTHICTh epeKTUBHOCTI (muB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3W»).

HocnimkeHb OyOb-9KOT0 (OBrOTPUBAJIOTO) BIJIUBY HA TOPMOHAIBHUM CTATYC OiTEN He IIPOBOMUIIU.



dapmakoKiHemuxka.

A6copbis. Ab6comoTHa 0i0OCTYIIHICTh eNIepeHOHY Micisa 3acTocyBaHHA f03u 100 MT mepopajbHO
CTaHOBUTH 69 %.

MaxkcumasnbHa KOHIIEHTpallisl JTiKapChbKoro 3aco0y y maa3Mi KpoBi JocsATaEThCS IPUOIM3HO Yepes
1,5-2 roguHu. MakcuManbHa KOHILIeHTpallis y mima3mi kposi (C,,,,) Ta mioiia mig papMaKOKiHETUYHOO
KpuBo10 (AUC) 3MiHIOIOTECS NIPOMOPILINHO 031 y Aiana3oHi 10-100 Mr Ta MeHII HiX
[030IIPOIIOPIINHO IIPU 3aCTOCYBaHHI 103 moHaf 100 Mr. PiBHOBaxXKHUI CTaH HAcTa€ IPOTATOM 2 OHIB
Bifl TOYATKy JTiKyBaHHSA. [’Ka He BIuBae Ha abCcopOIIiio TiKapCchKOro 3acofy.

Posnopin. EnnmepeHoH 3B’s13yeThcs 3 OinkaMu Iyla3Mu KpoBi Tpubiru3Ho Ha 50 % Ta rojIoBHUM YHHOM
3B’A3Y€ETHCS 3 O-1-KUCIIMMU TIIIKONIPOTeiHaMu. YSIBHUM 00’€M PO3MOMiNy enjepeHoHy V PiBHOBaKHOMY
CTaHI PO3LIHIOITH K TaKuy, 110 fopiBHOE 42-90 1. EnjepeHoH He CXUIBHUM [0 3B'I3yBaHHA 3
€PUTPOLIUTAMU.

BioTpaHnchopmMmaris. MeTabo1i3M ennepeHoHy epeBaxHO 3MiCHIOETCS 3a PaXyHOK (hepMeHTY
CYP3A4. Y nna3mi KpoBi JTIONWHY He BUSBIEHO XKOOHUX aKTUBHUX MeTa0O0JIiTiB elIepeHoHYy.

BuBeneHnHd. MeHII HiXK 5 % 003U eJIEpEeHOHY BUBOOUTHCS 3 CeYel0 1 KaJloM y BUTTISII HE3MIHEHOT 0
npenapary. [licisa nmepopanbHOTO IPHUMOMY Pa30BOi 03U PagiOaKTUBHO Mi4e€HOT0 IIpernapaTy
npubnusno 32 % no3u 0yJI0 BUBEEHO 3 OpraHi3My 3 KajioM Ta npubnu3Ho 67 % 0yio BULiEeHO 3
ceuelo. [lepion HamiBBUBeIeHHS €IJIEPEHOHY CTAHOBUTH OMM3bK0 3-6 roguH. YSBHUM KITipeHC 3
n71a3Mu JopiBHIOE mpubau3Ho 10 m/rof.

3acTtocyBaHHSA vV cueli@idyHUX MOMVIISIisIX.

Bik, cmamb ma paca. JocnigxeHHS papMaKOKiHETUKHU eIJIePEHOHY IIPU 3acTOCyBaHHi ¥ 7o3i 100 mr
1 pa3 Ha o6y TPOBOAMIIM 3a YYACTIO TAKKUX KaTeropiit cy6’eKTiB K MaIliEeHTH JITHOTO BiKY (Bin

65 pOKiB), mAITiEHTH YOJIOBiYO0I CTATi, MAIliEHTH XKiHOYOI CTaTi, MAIliEHTH HET'POIMHOI pacu. SHAYHUX
BiIMiHHOCTeH y hapMaKOKiHeTHUIli elJIepeHOHY Yy [allieHTiB 3aJIe2KHO Bif cTaTi He 0yyo. Y cy0’eKTiB
JIITHBOTO BiKY y PiBHOBaXKHOMY CTaHi CIIOCTepirany mifuineHHs piBHiB C, . (22 %) Ta AUC (45 %)
TIOPiBHSAHO 3 MOJIOAIIMMY TalieHTamu (18-45 pokiB). ¥ cy6’eKTiB HETPOIHOI pacH y PiBHOBaXKHOMY
cradi C,,,, 6yna Hux4Yo10 Ha 19 %, a AUC - Ha 26 % HUXKYa (guB. po3min «Crocib 3acTocyBaHHA Ta
LO3U»).

Limu. 3a omoMorowo MonymgiiiHol papMaKoKiHETUYHOI MOAeTi A1 KOHIIEHTpallill elIepeHOHY
BiIMOBIHO 710 2 moCimKeHb 3 yyacTio 51 marienTa BikoM 4-16 pokiB 6ysi0 BCTaHOBIIEHO, 1110 Maca
TiNla malieHTa Ma€ CTAaTUCTUYHO 3HAYYILIKY BIJIUB Ha 00'€M PO3IOMiNY eIyiepeHoHy, ajle He Ha Horo
BUBenieHHs. [lepegbayaeThcs, 110 06’eM pO3MOMiy eliepeHOHY Ta IiKOBa eKCIIO3UIIis y HiTel i3
0inpI110I0 Macoio Tina OymyTh MOMiOHI O TAKUX, IO CIIOCTEPIraloThCS Y JOPOCHIMX 3 MOMiOHOI0 Macoio
Tina. Y nauienTiB i3 Macoto Tina 45 Kr 06’eM po3noginy € npu6nu3Ho Ha 40 % HUXKYMUM i
nepenbavaeThCs, 110 MiKOBA €KCII03ullig Oyae BUIIOI0, HiXK TaKa, 1[0 3a3BUYall CIIOCTEPiraeThCs y
mopocnux. [IiTsSM 3aCTOCOBYBaIM IIOYATKOBY 103y eIyiepeHoHy 25 Mr 1 pa3 Ha mo0y; mics 2 TUXKHIB
no3y Oyso 30inbiieHo go 25 Mr 2 pa3u Ha go0y, a B pa3i KJliHiuHO1 HeobxigHOCTi - 7o 50 Mr 2 pa3u Ha
noOy. [Tpu 3acToCyBaHHI TaKUX 103 HaWBUILi KOHIIEHTPAIlil eNJIepeHOHy Y AiTel He OynIu 3HAYHO BUIII
IIOPiBHSIHO 3 TAKKMMH, IO CIIOCTEPiraaucs y JOPOCIUX IIPU 3aCTOCYBaHHI o4aTKOBOI fo3u 50 mr 1
pas Ha mo0y.



Hupkosa HedocmamHicmb. PapMaKOKIHETHUKY eIJIepeHOHY OI[iHIOBa/IM y TAlli€HTIB 3 Pi3HUMHU
CTYTIEHSIMU MOPYIIEeHHS HUPKOBOI (DYHKIIl Ta y MAIli€HTIiB, IKi 3HAaXOOUINCS Ha TeMofianisi. ¥
TIALEHTIB i3 TSXKKOI0 (hopMoro HEPKoBOl HegocTaTHOCTI AUC Ta C,,,, y piBHOBaXXHOMY CTaHi Oynu
nigsuieHi Ha 38 % Ta 24 % BiANOBIIHO MOPIBHSAHO 3 KOHTPOJIPHOIO TPYIIOK0. Y Malli€HTiB, IKi
3HAXOOUINCS Ha reMomiaisi, i moka3Huku Oyiau 3HuKeHi Ha 26 % Ta 3 % BigmOBiIHO MOPIBHSIHO 3
KOHTPOJIBHOIO I'PYIIOI0 HalieHTiB. Kopemsil MixX K/TipeHCOM enepeHOHy 3 IJIa3MU KPOBi Ta
KJTipeHCOM KpeaTHHiHY BUSBIEHO He Oyyno. EnnepeHoH He BUAANSETHCS 3a NOIIOMOTOI0 TeMOfiai3y
(ouB. po3min «OcoBIMBOCTI 3aCTOCYBaHHS»).

ITeyinkosa HedocmamHicmb. PapMaKOKiHETHKY eTiepeHOHY B f03i 400 Mr moCnmigXKyBamu y
MAI€EHTIB i3 TOMIpHMMHU ypaXkKeHHIMHU NediHky (Kiaac B 3a knacudikaniero Yannaa-I1'10) Ta
TIOPiBHIOBAJIM PE3Y/IbTATH 3 Pe3y/IbTaTaMy, OTPHMaHUMU Y TAI[iEHTIB 0e3 mopyIieHHs QYHKIL1
neuinku. C,,, Ta AUC ennepeHOHy y pPiBHOBaXKHOMY cTaHi Oynu nipgBuiteHi Ha 3,6 % Ta 42 %
BigmoBigHO (OuB. po3min «Crmocib 3acTocyBaHHS Ta Ho3u»). OCKiNIbKY OOCIigKeHb 3aCTOCYBaHHS
eIJIEPEeHOHY IJ15 TIKyBaHHS IAI[l€HTIB i3 TAXKKAMY IOPYIIEHHAMEU QYHKI[IN [TeYiHKUA He IIPOBONUIIH,
IIpU3HaYeHHS eIJIEPEeHOHY TaKUM TallieHTaM IPOTUI0Ka3aHe (AuB. po3fin «[IpoTumoka3aHHsI»).

Cepuesa Hedocmamuicmb. Y TallieHTIB i3 ceplleBOi0 HegocTaTHICTIO (Kimacu I1-1V 3a Knmacudgikairieio
NYHA) npoBogunu mociigKeHHsS papMaKOKiHETHKY eIJIEPEHOHY, 1110 3aCTOCOBYBaBCS y 03i 50 M.
3Hauenns C,,, Ta AUC y piBHOBa:KHOMY CTaHi y mallieHTiB i3 ceprieBoi HefocTaTHICTIO Oyu Ha 38 %
ta 30 % BiAMOBIAHO BUIIMMH, HiXK YV 3M0POBUX HOOPOBOJIbLIIB BifIIOBIIHOIO BiKYy, Macu Tijla Ta CTaTi.
BigmoBigHO [0 1IUX pe3ynbTarTiB, MONYIAIiNHUN aHasli3 GapMaKOKiHETUKY elIePeHOHY, IPOBedeHU M
y migrpymi nauienTis 3 gocuigxenHs EPHESUS, cBiguuTs, 110 K/IipeHC eniepeHoHy Y Malli€HTiB i3
CEepIeBOI0 HETOCTATHICTIO He BiIPi3HSAETHCA Bifl KJTipeHCY IbOTO IIpernapary y 3M0pOBUX J0OPOBOJIBLIIB
JIITHBOTO BIKY.

KriniuHi XxapaKTepHCTHKH.
IToka3zanHus.

— JIoTIOBHEHHS 10 CTAHAAPTHOTO JIIKyBaHHS i3 3aCTOCYBaHHSIM [B-6710KaTOPIB 3 METOI0 3HUKEHHS
PU3UKY 3aXBOPIOBAHOCTI Ta JIETaJIbHOCTI, II0B’A3aHUX i3 CepleBO-CYOUHHUMU 3aXBOPIOBAHHAMH, Y
cTabinpHUX MallieHTiB i3 UCYHKIIEO TiBOTO MIMYHOYKA ((PppaKilis BUKUAY J1iBOTO IUTyHOuKa < 40 %)
Ta KJIiHIYHUMY 03HAKaMH CeplieBOoi HeIOCTATHOCTI ITicJig HEI[oJaBHO ITepeHeceHoro iHhapKTy
Miokappa.

— JIOTIOBHEHHS 10 CTAHAapPTHOI OIITUMAJIbHOI Teparil 3 MeTol0 3HUKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta
JIeTaJIbHOCTI, TIOB’I3aHO0] i3 CepIeBO-CyIMHHUMY 3aXBOPIOBAHHSAMHY, ¥ OPOC/INX TAlli€HTIB i3
cepiieBoio HemocTaTHicTIO II Kimacy (XxpoHiuHOM0) 3a Kinacudikariero NYHA Ta gucdyHKIIi€0 TiBOTO
nUTyHO4Ka ((dpakiiis BuKugy niBoro myHouka < 30 %) (muB. po3pin «@apMakoguHaMiKa»).

IIpomunoka3aHHs.

— TimepuyTnuBicTh {0 Hit040l peyoBMHHU a00 00 OYIb-IKOi 3 MOMOMIKHUX PEYOBUH, 3a3HAUEHUX Y
po3mini «Crnam».

— [TlanienTtam i3 piBHEM KaJlito B CUPOBATI] KPOBi > 5 MMOJIb/JI HA MOMEHT [104YaTKY JIiKyBaHHS.

— [TlanieHTaM i3 HUPKOBOX HEIOCTATHICTIO TAXKKOI'0 CTYIEeHs (PO3paxyHKOBa LIBUIKICTh



K11y604KoBOi dimbrpanii < 30 Mi/xs/1,73 M°).

— ITlamieHTaMm i3 Me4iHKOBOI HEJOCTATHICTIO TAKKOTO CcTyneHd (Knac C 3a Knacudikaliero
Yannnma-I1'10).

— TlamienTawm, siKi 3aCTOCOBYIOTH Kasilid0epiraiodi giypetuku abo notyxHi inribitopu CYP 3A4
(HampuKiaf, iTpakOHa30JI, KETOKOHA30J1, PUTOHABID, HeldiHaBip, KIapuTPOMIINH, TETITPOMILUH i
Heda300H) (OUB. po3min «B3aeMomist 3 iHIMMU TiKapChKUMH 3aco0aMu Ta iHIIi BUOU B3aEMOMIl»).

— OpHoyacHe 3aCTOCYBaHHS eIJIEPEHOHY V MOTPiHiM KoMOiHallil pa3oM 3 inriditopom AIT® Ta
6710KaTOPOM PEleNTOPiB aHTiIOTEH3UHY .

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

dapmakomUHAMIYHI B3a€MOIii.

Kanitisbepizaroui ceuo2iHHi npenapamu ma kasaitiemicHi 0obasku. EnnepeHoH He CIif mpu3HaYaTh
nalieHTaM, SKi OTPUMYIOTh iHIII Kanitidbepiraioyi ceyorinHi mpemnapaTy Ta KaniiBmicHi mo6aBKu
Yyepe3 MiBUILIEHUN PU3UK PO3BUTKY Tinepkasniemii (ouB. po3nin «IIpoTtunokasanHsa»). [1ig BuirBoM
Kani30epiralounx Ce4OTiHHUX MperapaTiB TaAK0XK MOXKe ITOCUIIOBATUCS [Ois TiMOTEH3UBHUX
IpernapariB Ta iHIIMX CeYOTiHHUX 3aco0iB.

IHz2i6imopu AII®, 610Kkamopu peuenmopis aHeiomeH3uHy. [Ipu 3aCTOCYBaHHI enIePeHOHY V
koMmbiHanii 3 inri6iTopom ATI® Ta/abo 6710KaTOPOM PELIENTOPIB aHTiOTEH3UHY PU3UK TilmepKasiemil
Moxe 30inbiryBaTrcs. PeKOMEHI0BAHO 3MifICHIOBATH PeTeNIbHUM KOHTPOJIb 3a PiBHEM KaJliio B
CHPOBATIIi KPOBi Ta MOKa3HUKaMu (YHKIIii HUPOK, 0COOIMBO V MAalli€HTIB i3 pU3UKOM IIOPYIIeHHS
HUPKOBUX (YHKIIii, HAIPUKJIaf Y MallieHTiB JiTHHOTO BiKy. EnylepeHoH He CIif 3aCTOCOBYBaTH
OJHOYACHO y MOTPilHiM KoMOiHalii pa3oM 3 iHriditopoM AIT® Ta 6510KaTOPOM PELIETITOPIB
aHTioTeH3UHy (guB. po3minu «IIpoTunoka3aHHsa» Ta «OCOONIMBOCTI 3aCTOCYBaHHS»).

Jlimit. [Tocnig:keHb B3a€MO[Il eJIepeHOHY 3 JIiTiEM He MPoBOOUIN. Pa3oM i3 TUM y MaIli€HTIB, gKi
OTpUMYBaH JIiTi! ogHOYACHO 3 iHribiTopamu ATI® Ta ceyoriHHUMU IpenapaTtamu, 0yJI0 OMKUCaHO
BUIIQIKK TOKCUYHOI mil mmitito (muB. po3min «Ocob6nmuBOCTi 3acToCcyBaHHs»). Cllifg YHUKATH
OHOYACHOI'0 3aCTOCYBaHHS eIJIEPEHOHY Ta IIpelaparTiB JIiTio. AKIo HeMae MOXKIIMBOCTI YHUKHYTH
3acToCyBaHHS Iliei KoMOiHallii, HeoOXiTHO KOHTPOJIOBATH PiBEHb JIiTi0 y M1a3Mi KpoBi (IKUB. pO3Min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

LukaocnopuH, makpoaimyc. LIUKIOCIIOPUH Ta TaKPOIIMYyC MOXYTh CIPUYUHUTHU TOPYILIEHHS QYHKIIII
HUPOK Ta MiIBUILKATHA PU3UK PO3BUTKY TinepkasieMii. Cil yHMKaTH OMHOYACHOTO 3aCTOCYBaHHS
eIJIEPEHOHY Ta IMKJIOCIOPUHY a00 TakpoiiMycy. Y pa3i HeoOXiZHOCTI Mpu3HaYeHHS ITUKIOCIIOPUHY
Ta TAKPOJIIMYCY B XOZl JIIKyBaHHS eIJIepEHOHOM PEKOMEHI0BAaHO PETEeIbHO KOHTPOJIIOBATU PiBEHD
KaJIilo B CUPOBATIIi KPOBi (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

HecmepoioHi npomusananvHi 3acobu (HII33). TocTpa HUPKOBa HEOOCTATHICTh MOXKE BUHUKATHU Y
NalieHTiB Tpynu pu3uKy (ocib TiTHHOTO BiKy, 0Ci6 3i 3HEBOGHEHHSM, TUX, XTO 3aCTOCOBYE HiyPETUKH,
ocib i3 mopymeHHAM QYHKIII HUPOK) Yepe3 3HUKEHHS KIy0ouKoBoi GinbTpallii (TpurHideHHs
CYyIMHOPO3IMUPIOBaNbHUX NpocTarianauniB HII33). el Bunus, sk npasuio, 06opoTHuii. Kpim toro,
MOXKJIMBE 3HUKEHHS aHTUTINepTeH3UBHOT0 eeKTy. Cifl MpoBeCcTH Tigparaliiio nalieHTa Ta
KOHTPOJIIOBATH QYHKIII0 HUPOK Ha MTOYATKY JIIKyBaHHS Ta PETyJIIPHO I yac KoMOiHOBaHOI Teparil
(ouB. po3ninu «Cnocib 3acTocyBaHHA Ta [103u» i «OCOOIUBOCTI 3aCTOCYBaHHS»).



Tpumemonpum. OgHOYaCHEe IPU3HAYEHHS TPUMETOIIPUMY Ta eIJIEPEHOHY IiABUIIYE PU3UK PO3BUTKY
rinepkasiemii. CyIig KOHTPOJIIOBAaTH PiBEHb KaJjlilo B CHPOBATILi KPOBi Ta MOKAa3HUKU (PYHKII1 HUPOK,
0CO0OJIMBO Y TAIIiEHTIB JIITHHOTO BiKY Ta MAIiEHTIB i3 MOPYIIEeHHSIM QYHKIIIA HUPOK.

a,-6.10kamopu (Hanpukaad, npa3o3uH, anvpy3o3uH). Ilpu KomOiHYBaHH] «,-07T0KATOPIB Ta
eIJIepeHOHY € MOXKJIUBICTh ITOCUJIEHHS TiTOTEH3UBHOI fil Ta/ab0 PO3BUTKY OPTOCTATUYHOI TilOTEH3I.
Y xopmi ogHOYaCHOT0 3aCTOCYBaHHS (;-06JI0KaTOPIB CJIi KOHTPOJIIOBATH K/TiHIYHMY CTaH Malli€HTiB
IIIOJI0 OPTOCTATUYHOI TilMOTEeH3il.

TpuuukaiyHi aHmudenpecaHmu, Heliposienmuku, amigpocmuH, 6akaopeH. OgHOUaCHE 3aCTOCYBaHHS
IIUX JiKapchbKuUX 3aCc00iB Ta eIyiepeHOHY MOTEHIINHO MOXKe ITOCUIIOBATH TillOTEH3UBHY Mil0 Ta
IiABUINYBATU PU3UK PO3BUTKY OPTOCTATUYHOI TiMmOTEH3ii.

I'1toxkokopmukoiou, mempako3zakmuo. IIpu ogHOYacHOMY IPU3HAYEHHI I[UX JIiKapChKUX 3aco0iB Ta
eIJIePeHOHY € MOXKJIUBICTh 1OCIa0IeHHS Til0TeH3UBHOI [Iii BHACIIOK 3aTPUMKH PiIMHY Ta HaATPiio.

d®apMaKOKiHETHYHI B3aEMO]Iii.

IocmigxeHHs in vitro cBig4aTh, 110 eIIePeHoH He € iHribitopom izodepmenTtiB CYP1A2, CYP2C19,
CYP2C9, CYP2D6 ab6o CYP3A4. EnnepeHoH He € cy6cTpaToM abo iHribiTopoMm P-riikompoTeiny.

[uezokcuH. PiBens cucteMHol ekcnio3utlil (AUC) gUrokCuHy pu OMHOYaCHOMY 3aCTOCYBaHHI 3
ernyiepeHOHOM 3pocTae Ha 16 % (90 % I 4-30 %). Cnix 3 00epeXkHiCTiO TpU3HaYaTH AUTOKCUH Y
no3ax, HaOnuKeHUX 10 BEPXHbOI MeXKi TeparneBTAYHOIO Aiala3oHy.

BapgapuH. KniHiuHo BaXkIuBUX papMaKOKiHETUYHUX B3a€MOZiH 3 BaphapuHOM OIMCaHO He OyIIo.
Cnip 3 06epexHiCcTIO TpU3HayaTH BapdapuH y no3ax, HaONMKeHUX 00 BePXHbOI Mexi
TePaINeBTUYHOTO Aialma30Hy.

Cyb6cmpamu CYP3A4. Pe3ynbratu hapMaKOKiHETUUHUX JOCITiIXKEHD 3i 3pa3kaMu-cybcTpaTaMu
CYP3A4 (To6TO Miga3oyiaMOM Ta U3AMPUAOM) He BUSBUIM O3HAK BUPaXKeHUX apMaKOKiHETUYHUX
B3AEMOil IIPU OJHOYACHOMY 3aCTOCYBaHHi ITX 3aC00iB Ta eIIePeHOHY.

IHeibimopu CYP3A4.

[MotyxHi iHribiTopu CYP3A4. TIpy omfHOYaCHOMY 3aCTOCyBaHHi eIJIepeHOHY Ta 3aco06iB, 110
IPUTHIYYIOTh aKTUBHICTE (hepMeHTy CYP3A4, MOXKINBUY PO3BUTOK BUpaKeHUX (hapMaKOKIHETUUHUX
B3aemopiu. [Tig BnnuBoM notyxkHoro inribitopy CYP3A4 (keTokona3zon 200 Mr 2 pa3u Ha fo0y) AUC
erniepeHoHy 30inbinyBanacs Ha 441 % (muB. po3pin «ITpoTtunokasaHHs»). OgHOYaCHe 3aCTOCYBaHHS
eIJIepeHoHy Ta MoTykHuX iHri6iTopiB CYP3A4 (KeTOKOHA30:y, iTpaKOHa3011y, PUTOHABIPY,
Hes(iHaBipy, KIapUTPOMILIMHY, TENITPOMIIMHY Ta Hedha30[4oHY) MPOTUII0OKa3aHe (OUB. PO3Min
«IIpoTunoka3anusa»).

Cnabki Ta noMipHi iHri6itopu CYP3A4. 3acTocyBaHHS OIHOYACHO 3 EPUTPOMIIIMHOM, CaKBiHaBIpOM,
aMiofmapoHOM, AWITia3eMOM, BepanamizioM abo GIyKoHa307I0M IPU3BOSUIIO OO BUPaKEHUX
(bapMaKOKiHeTUYHUX B3aeMofil i3 nmigBumeHHAM piBHIB AUC Ha 98-187 %. ToMmy npu ogHOYaCHOMY
3aCTOCyBaHHI emyiepeHoHy Ta cinabkux abo momipHux inribiropie CYP3A4 nosa emnnepeHoHYy He
TIOBUHHA TepPeBUIyBaTH 25 MT Ha 100y (muB. po3min «Crocid 3acToCyBaHHS Ta JO3U»).

Inoykmopu CYP3A4. OgHo4aCHe 3aCTOCYBaHHS €IJIePEeHOHY Ta 3Bip0o00I0 (MIOTYyKHUM iHTYKTOP
CYP3A4) npussogumno po 3uuxkeHHs AUC ennepeHory Ha 30 %. 3acToCyBaHHS MOTYKHIIINX
ingykTopiB CYP3A4 (Takux K pudaMmilimH) MoxKe IPU3BOAUTH [0 OiNbIl BUPaXKeHOT0 3HUKEHHS
AUC ennepeHnony. Yepe3 pu3UK 3HUKEHHS €e(PEeKTUBHOCTI eJIepeHOHY He PeKOMEHI0BAHO



3aCTOCOBYBaTH OJHOYACHO 3 IIUM JIiKapChKUM 3aco6oM nmoTyxkHi iHgykTopu CYP3A4 (pudamminus,
kKapOaMmaserniH, ¢peHiToiH, herHoOapOiTan, 3Bipobiit) (muB. po3minn «OcoONMMBOCTi 3aCTOCYBAHHS»).

AHmauyudu. 3 orJIgAy Ha Pe3yabTaTy KIiHIYHOT0 (hapMaKOKiHETUYHOTO OOCHIIXKEeHHS, TIPU
OIHOYACHOMY 3aCTOCYBaHHI eNJIePEeHOHY Ta aHTalUOHUX IIpernapaTiB He 04YiKyeThCS BUPaXKEeHUX
B3a€EMO[IN.

Oco6 1ueocmi 3acmocy8aHHs1.

I'inepkaniemin. YV xopi NiKyBaHHS eIlJIePeHOHOM BifIIOBIIHO [0 HOTO MeXaHi3My [il MOXKIUBUN
PO3BUTOK rinepkarsieMii. ¥ BCix nalieHTiB Ha TOYaTKYy JIiKyBaHHS Ta y XOAi 3MiHU 03U JiKapChKOT0
3aco0y CJIii KOHTPOJIIOBATH PiBHI Kaslilo B CUPOBATIi KPOBi. Y mogasnbIioMy peKOMeHI0BaHO
IIPOBOJUTH NEPIOOUYHUN KOHTPOJIb, 0COONIMBO Y MAI[iEHTIB, SIKi BXOASATH N0 IT'PYIU PU3UKY
BUHUKHEHHS TilepKamieMil (TaKuX 5K MallieHTH JITHBOTO BIiKY, MAI[lEHTH 3 HUPKOBOIO HEJOCTATHICTIO
(ouB. po3min «Crocib 3acTocyBaHHS Ta Ho3u») Ta AiabeTom). [Ticns moyaTKy NiKyBaHHS eIJIepEHOHOM
He PeKOMEeH[I0BaHO BUKOPHCTOBYBATH KasliiBMiCHI 106aBKM Yepe3 MigBUIIEHNUN PU3SUK PO3BUTKY
rinepkarsiemii. Byso IpogeMoOHCTPOBaHO, 110 3HUKEHHS 03U eIJIepeHOHY IIPU3BOAUTH 00 3HUXKEHHS
KOHIIEHTpallil KaJlilo B CUPOBaTLi KpoBi. Y xoni ogHOro mocmigKeHHs OyI0 TPOAEMOHCTPOBAHO, 1110
[OOAaTKOBe IIpU3HAYEHH TiAPOXJIOPOTia3uay B X0l JIiKyBaHHS eIlJIepeHOHOM KOMIIEHCYBAJIo
MiIBUINIEHHS KOHIIEHTPAIllil KaJlifo B CHPOBATIIi KPOBI.

[Tpu 3acToCyBaHHI emyiepeHoHy y KoMbiHarril 3 iHribiTopom AII® Ta/abo 6710KaTOPOM pelenTopiB
aHTiOTEH3WHY PU3MK TinepKaiiemil Moxke 30inbiryBaTucs. EnnepeHoH He CIIifi 3aCTOCOBYBaTH
OJHOYACHO y MOTPiliHiM KoMOiHa1ii pa3oM 3 iHribitopoM AII® Ta 6510KaTOPOM PELIETITOPIB
aHrioTeH3uHy (OuB. po3minu «IIpoTHUoKa3aHHA» i «B3aemofist 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta
iHII BUOM B3aEMOMi»).

ITopyweHHA pyHKUII HUPOK. Y TIAIliEHTIB i3 MOPyIIeHHIMHU (QYHKIIiI HUPOK (30KpeMa 3 AiabeTHYHOI0
MiKpoans0yMiHypi€l0) CIIif perynsIpHO KOHTPOJIIOBATH PiBEHb Kalilo. 3HUXKEeHHS QYHKIIiI HUPOK
CYIIPOBOIXKYEThCS MiABUIIEHHAM PU3UKY TinepkanieMii. Xoua pe3ynbraTu gocuimxkenus EPHESUS,
IIPOBEIEHOTO 3 YYacCTIO NallieHTiB i3 miabeToM 2 Tumy Ta Mikpoanb0yMiHypi€eio, oOMexkeHi, y ikt MaJtiit
TPYIIi MallieHTiB CIIoCTepirany MigBUIEHy YaCTOTY BUHUKHEHH TinepkKasieMii. BinmosinHo,
JiKyBaHHS TaKUX IMAIiEHTIB CIifl MIPOBOOUTH 3 00epexkHicTI0. EnyepeHoH He BUAANSETHCS 3a
IOTIOMOT 010 TeMOfiaTi3y.

ITopyweHHA pyHKUII neuiHku. Y Talli€HTIB i3 TeTKUMH Ta IOMIPHUMH MOPYIIEHHAMHU QYHKIII TeYiHKN
(kmacu A Ta B 3a knacudikarieio Yatinga-I1'10) migBuilleHHs PiBHS Kallilo CAPOBATKM KPOBi MTOHA[

5,5 MMonb/1 He BigOyBanocs. Taki manieHTu moTpe6yi0Th KOHTPOJIIO PiBHIB €JIEKTPOJIITIB.
3acToCyBaHHA €IJIEPEHOHY OIS TiKyBaHHS IMAIi€HTIB i3 TAXKKAMU MOPYLIEHHAMU (PYHKIIIM HUPOK He
BUBYAaJIM, TOMY €IJIEPeHOH IPOTUIIOKAa3aHUU 10 3aCTOCYBaHHS TaKUM IallieHTaM (OUB. PO3OiK
«Crocib 3acTocyBaHHS Ta HO3u» Ta «[IpOTUIIOKA3aHHA»).

Inoykmopu CYP3A4. OgHOYacHe 3aCTOCYBaHHS €IJIEPEHOHY Ta MOTyKHUX iHAYKTOpiB CYP3A4 He
PEKOMEeHI0BaHO (IUB. Po3[in «B3aemoist 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta iHII Buou
B3aEMOJIiN»).

3aCTOCyBaHHA AiMil0, UWUKAOCNOPUHY, MAKPOAIMYCY CIIifl yHUKATH IIif] Yac JIiKyBaHHS eIJIepeHOHOM
(muB. po3min «B3aeMogmis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMM Ta iHII BUAYM B3aEMOii»).

®epmusvHicme. [HpopMariii 100 BIIUBY Ha PEPTUIBHICTD JTIOAMHN HEMAE.



Baoicauea iH(popmauis npo 00NOMIdHCHI peyo8uHU.

Lleit mikapchKu# 3acib MiCTUTH JTaKTO3y, TOMY MOT0 He CIIifl 3aCTOCOBYBATH IallieHTaM i3 pigKicCHUMU
CITaKOBUMU 3aXBOPIOBAHHSIMHU, TAKUMHU K HETIEPEHOCUMICTh TaJlakKTO3H, IOBHA HEAOCTATHICTh
JIAKTa3¥ Ta MabaOCOpOIIist III0KO3U-TaIaKTO3MH.

Lle#t mikapcbkuy 3aci6 MicTuTh MeHIe 1 MMosb HaTpitoo (23 Mr) Ha TabneTKy, TOOTO MPaKTUYHO
BIIbHUY Bif] HATpIiO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

BazimHicmb. AfeKBaTHUX J@HUX CTOCOBHO 3aCTOCYBaHHA €IJIEPEHOHY BariTHUM XIiHKaM HeMae.
BimoMocTi, oTprMaHi y Xofii mocigXKeHb Ha TBapuHaX, He BKa3yIOTh Ha Oe3nocepenHiit abo
OIocCepeqKOBaHUY HECTIPUSTIUBUI BIJIUB Ha Mepebir BariTHOCTI, po3BUTOK eMOpioHa Ta II0fa,
TIOJIOTH Ta IiCISPONOBUM PO3BUTOK. [Ipr3HavaTy enjiepeHOH BaTriTHUM XiHKaM CJIifl 3 00epexkHiCTIO.

I'odyeaHHA 2py00t0. HeBinoMo, 4u emiepeHOH MPOHUKAE Yy TPYAHE MOJIOKO JTIOOUHMU TiCIIsS
IIepoPaIbHOT0 3aCTOCYBaHHSA. BogHOYac maHi JOKIIHIYHUX OOCHIAXKEHb CBiqYaTh PO HasABHICTh
erniepeHoHy Ta/abo #oro MeTaboIiTiB ¥ MOJIOLI IypiB Ta PO HOpMabHUM PO3BUTOK IIOTOMCTBA, IO
3a3HaJIO0 BIJIUBY €IJIEPEHOHY Y TaKu# croci6. OCKiNbKY MOTEeHIIial BAHUKHEHHS M0GiYHUX e(eKTiB y
HEMOBJIAT, 5IKi mepe0yBaloTh Ha IPYAHOMY I'OAyBaHHI, He NOCTIXKEeHUH, CITif BUPIIIUTY, TPUIUHATH
TOyBaHHS I'PYAII0 YX MIPUMUHSATH 3aCTOCYBaHHS JTIKapChKOro 3aco0y, BPaxOBYIOUH BaXKJIMBICTh
Teparii g MaTepi.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHisMamu.

IocmimKeHb BIIUBY eIJIEPEHOHY Ha 3MaTHICTh KePyBaTH aBTOTPAHCIOPTOM abo0 MpalffoBaTH 3
iHImMMMY MexaHi3MaMu He TpoBoauIU. EniepeHoH He CIIPUYMHSIE COHTUBOCTI ab0 MOPYILIIeHHS
KOTHITUBHUX QYHKIIi}, ajle y X0fli KepyBaHHS aBTOTPAHCIIOPTOM abo iHIIMMU MeXaHi3MaMu CJIif
OpaTu [0 yBaru MOXKJIMBICTh PO3BUTKY 3allaMOPOYEHHS y 3B’SI3KY 3 JIiIKyBaHHSAM IIperapaToM.

Cnoci6 3acmocyeaHHss ma do3u.

Lopoci.

g inpuBigyanbHOTO MiAOOPY HO3yBaHHS JiKapchKoro 3acoly € go3u 25 Mr ta 50 Mr. MakcumasbHa
no6oBa 4o3a JIiKapchKoro 3aco0y CTaHOBUTH 50 MT.

EnnepeHoH MOXXHa 3aCTOCOBYBATH SIK 3 1K€10, TaK i He3aJIexKHO Bifl mpuiioMy ixi (IuB. po3min
«PapMaKOKiHETUKa»).

ITauienmu 3 cepuesor HedocmamHicmio nic/asa nepeHeceHo20 iH(papkmy miokapda. PekoMeHOBaHa
nifTpuMylo4a 0o3a emyiepeHoHy cTaHoBUTh 50 Mr 1 pa3 Ha go0y. JIikyBaHHS CJIifl pO3MOYMHATH 3
mo3u 25 Mr 1 pa3 Ha fo0y Ta MOCTYIOBO MifBUINYBaTH A0 LimboBoi fo3u 50 Mr 1 pa3 Ha no0y. baxkaHo



OOCSITTH IThOTO PiBHS HO3M 3a 4 TMXKHi, BPaX0BYIOYHX PiBEHb KaJlilo B CUPOBATIIi KPOBi (OUB. TaOIHIIIO,
1110 HaBeeHa HuXKue).

JIikyBaHHS elJIEPEHOHOM 3a3BUYal CJIifi po3nounHaTy yepe3 3-14 OHiB micas rocTporo iHpapKTy
MioKapzaa.

IMauienmu 3 cepuesorw Hedocmamuicmio II kaacy (xpoHiuHow) 3a Kaacugikayiero NYHA. JIikyBaHHS
IallieHTIB i3 XPOHIYHOIO ceplieBoi0 HegocTaTHICTIO Il kmacy 3a knmacudikariero NYHA crig
PO3MOYKHATHU 3 M0o3u 25 MTr 1 pa3 Ha fo0y Ta MOCTYIOBO IiABUINYBATH [0 LiboBoi o3u 50 Mr 1 pa3
Ha 700y. baxxaHo HOCATTH I[LOTO PiBHS J034 3a 4 THXKHIi, BpaXOBYI04YM PiBEHb KaJlilo B CUPOBATII
KpOBi (IuB. Tabnu1Ill0 HUXKYe Ta po3Ain «Ocob6IMBOCTI 3aCTOCYBAHHS»).

[TamienTaM, y AKUX piBeHB KaJlilo B CUPOBATLi KPOBi IIePEBUIIYE 5 MMOJIB/JI, HE CJIil pO3IIOYNHATH
JIIKYBaHHS eIJIePEHOHOM ([uB. Po3hin «[IpoTunokasaHHsI»).

PiBenn Kartito B CUpOBATLi KPOBI CJIii BU3HAYATH [0 II0YaTKY JIIKYBaHHS €IJIEPEHOHOM, Y XOA1
IIEePIIOro TUKHS JiKyBaHHS Ta Yepe3 Micslb IMicIisd MoYaTKy JIiKyBaHHS a00 Kopekiii fo3u. Y pasi
HeoOXigHOCTI CITig Hamasi mepioguyHO BU3HAYaTH PiBEHb KaJlilo B CUPOBATIII KPOBi BIPOOOBXK
JIiKyBaHHS.

[Ticrs movaTKy JIiKyBaHHS 03y IIpelapaTy CIli KOPUTYBaTH 3 ypaxyBaHHSIM KOHIIEHTpallil KaJiio B
CHPOBATIIi KPOBi, IK BKa3aHO y Tabmulli mari.

Kopexkiiig no3u micis mo4aTKy HMiKyBaHHS

KOHIIeHTpaIisa Kamito . .
y CHpPOBATII KPOBi (MMOJIB/1) flis Kopexuist #o3u
. 325 mr 1 pa3 Ha 2 gHi ;o 25 Mr 1 pa3 Ha m06y

<50 [TigBHIeHH 3 25 mr 1 pa3 Ha go6y no 50 mr 1 pa3 Ha go0y
5,0-5,4 be3 3min [103y He 3MIHIOITh

3 50 mr 1 pa3 Ha goOy mo 25 mr 1 pa3 Ha #o0y
5,5-5,9 SHUXKEeHHS 3 25 mr 1 pa3 Ha goOy mo 25 mr 1 pa3s Ha 2 fiHi

3 25 mr 1 pa3 Ha 2 [IHi 10 TUMYAaCOBOl BigMiHM
5 6,0 T.I/IM‘.{aCOBa i

BimMiHaA

[Ticns TMMYacoBOI BiIMiHU eNJIEpEHOHY Yepes MigBUINeHHS PiBHA Kasliio [0 > 6 MMOJIb/N BiTHOBIEHHS
JIIKyBaHHS MOXKJINBE y 0031 25 Mr 1 pa3 Ha 2 [Hi micnis 3HWXKEeHHS KOHIIEHTpallil KaJjilo HuX4e PiBHA
5 MMOJIB/I.

ITauieHmu aimHbo20 8iKy. Il MallieHTiB JTiITHHOTO BiKy HeMa€ MoTpedu y KOpPeKIlii T0YaTKOBOI 03U
niKapchKoro 3aco0y. Y 3B’13Ky 3 BiKOBUM 3HUKEHHSIM iHTEHCUBHOCTI QYHKIIIl HUPOK PU3UK PO3BUTKY
rinepkasieMii y maiieHTiB JIiTHbOTO BiKY MigBUIIYETHCS. PU3KMK MOXKe JOJATKOBO 30ilbIIyBaTUCh Y
pasi HasgBHOCTI CYyIyTHHOT'O 3aXBOPIOBAHHS, IO CYIIPOBOMIXKYETHCS MiABUIIIEHHIM CHCTEMHOI
€KCIT03UIIil TiIKapChKOT0 3aco0y, 30KpeMa MopyIleHHs QYHKIIiN eUYiHKY JIETKOTO Ta IOMipHOTO
CTYTIEeHS TAXKKOCTi. PEKOMeHI0OBaHO IPOBOOUTH MIePiOAMYHUY KOHTPOJIb PiBHS KaJlilo B CUPOBATIIi
KpOBi (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

IMopyweHHsa ¢pyHKUil HUpOK. [1allieHTH 3 TIerKUM NOPYLUIeHHSAM (PYHKII1 HUPOK He MOTPe0yTh
KOpPEKIIil T049aTKOBOI f03U. PeKOMEHI0BAaHO IIPOBOAUTH IEPIOAUYHNUM KOHTPOJIb PiBHA KaJlilo B
CHPOBATIIi KPOBi Ta KOPUTYBATH 103y JIiKapChKOTo 3aco0y BiAMOBiAHO 0o Tabnmulli BUIIIE.



[NTanieHTaM i3 nopymeHHAMY (YHKIIil HUPOK ITOMIPHOI TSXKKOCTI (KitipeHC KpeaTuHiny 30-60 M1/xB)
CJIi[l TOYMHATH JTiKyBaHHS 3 0034 25 Mr 1 pa3 Ha 2 [Hi Ta KOPUTYBATH O3y JIIKAPCHKOTO 3aC00y
3aJ1eXKHO Bifl KOHIIEHTpallii Kajito (quB. TabuIlio Bulle). PEKOMEHI0BaHO MPOBOIUTH MTEPiOguYHUN
KOHTPOJIb PiBHS KaJlilo B CHPOBATIIi KPoBi (IuB. po3min «OcoOMMBOCTI 3aCTOCYBAHHS»).

IocBim 3acTocyBaHHS JTiKapchKOro 3aco0y mallieHTaM i3 KiipeHCcoM KpeaTuHiHy < 50 MJI/XB Ta
CepIIeBOI0 HeOCTATHICTIO MicNs iHpapKTy MioKapAa BifCyTHiu. [I71g IiKyBaHHS TaKuX Malli€eHTiB
eTJIePeHOH CITif] 3aCTOCOBYBAaTH 3 00epekHiCTI0. 3aCTOCYBaHHS 103, IO TePEBHUIIYIOTh 25 MT Ha 00y,
IalieHTaM i3 KIipeHcoM KpeaTuHiny < 50 MJI/XB He OOCIiAXKYyBaslu.

EnnepeHoH NpOTUIIOKAa3aHUM NallieHTaM i3 TIXKKUMU ypaXKeHHSIMU HUPOK (KJIipeHC KpeaTUuHiHy
< 30 myi/xB) (guB. po3pin «IIpotunoka3anHusa»). EniepeHoH He BUOANISAETLCA 3 OPTaHi3My 3a
AOTIOMOT 00 fAiai3y.

IMopyweHHsA ¢pyHKUiU neviHku. TlalieHTy 3 1eTKuM ab0 OMipHUM MOPYIIEeHHSIM (DYHKIIII TeYiHKu He
noTpeOyIOTh KOPEeKIlil T0YaTKOBOI 1031. BHACTINOK MigBUIIEHHS PiBHS CUCTEMHOI €KCIIO3HUIIil
eIJIePeHOHY I1ifl KaTeropii maIieHTiB Ta 0COOIMBO NalliEHTaM JIITHBOTO BiKy PEKOMEHIOBAHO
IIPOBONUTH YaCTHU Ta PeTryIIpHUANU KOHTPOJIb KOHIIEHTPALlil KaJlilo B CHPOBATII KPOBi (OUB. pO3Min
«Oc00IMBOCTI 3aCTOCYBaHHS»).

Komb6iHosaHe 3acmocysaHHA. Y pa3i 0oqHOYACHOTO 3aCTOCYyBaHHS 3i c1abKuMu abo MoMipHUMHU
inri6iTopamu CYP3A4 (HampuKia aMiogapoHOM, IUITia3eMOM Ta BepallaMijioM) MOXKHa ITOYUHATH
JIiKyBaHHS €IJIEPEeHOHOM 3 II04aTKOBOI 103U 25 MT 1 pa3 Ha mo0y. [Jo3a mikapchKoro 3aco0y He
TIOBUHHA MepeBuiyBaTu 25 Mr 1 pa3 Ha moOy (muB. po3min «B3aemofis 3 iHIIUMY JTiKApChbKUMU
3aco06aMu Ta iHIIi BUOW B3aEMOMIl»).

Himu.

Besmneka Ta eeKTUBHICTh 3aCTOCYBaHHS €IJIEPEHOHY [iTSIM He BCTaHOBNIeHa. HasiBHA Ha DaHUU Yac
indopMmarrisa HaBegeHa y po3fmini «dapMakogrHaMika» Ta «PapMaKOKiHETHKA».

Ilepedo3yeanHns.

[ToBimomeHs mpo mobiuHi peakiril, TOB’s13aHi 3 Mepeno3yBaHHSIM eIJIEPEHOHY V TI0fel, OTPUMaHO He
6ymno. OuikyeThCs, 1110 HaXiMOBIPHIMIMMY TTPOSIBAMU IT€PEN03yBaHHS JTIKAPCHKUM 3aC000M y TIOOUHU
OynmyTh apTepianbHa rinoTeH3is abo rinepkanieMis. EnnepeHoH HEMOXKIIMBO BUBECTH 3 OpraHi3My 3a
[OIIOMOT 00 TeMofiani3y. byno npogeMoHCTPOBaHO, 110 elyiepeHOH e(heKTUBHO 3B’ I3Y€ETHCS 3
aKTHMBOBaAHMUM BYTI/ISIM. Y pasi pO3BUTKY apTepianbHOI TiMOTeH3il CIIif po3n0oYNHATH NigTPUMyI0de
nikyBaHHS. [Ipy po3BUTKY rinepkasnieMil CJif IOYWHATH JIiKyBaHHS 3TigHO 31 CTaHAApPTaMH.

ITo6iuni peakuii.

Y xomi mBox mocnigxens (EPHESUS i EMPHASIS-HF) 6yno mpomeMOHCTPOBAaHO, III0 3arajibHa
YacTOTa PO3BUTKY MOOIYHMX Peakilif IpH 3aCTOCYBaHHI eniepeHoHy Ta Ianebo 6yna 0qHaKOBOO.

Huxxue HaBemeHo moOiuHi peakirii, siKi, MOXKJIUBO, TIOB’sI3aHi i3 3aCTOCYBAHHSIM eIJIEPEHOHY Ta SKi
BMHUKAJIM Y XO[i JTiKyBaHHS 4YacTillle, HiXK y Xofi 3acTocyBaHH4 11aiebo, abo cepio3Hi mobiuni



peaxlrii, 1110 BUHUKAJM ¥ XOMi JTiKyBaHHS YacTillle, HiXK y X0fli 3aCToCyBaHHs manebo, abo ki 6ymu
OTIMCaHi Y X0fli MTOCTMapKETUHTOBOTO CIIOCTEPEKEHHS.

[To6iuni peakmii Kmacu}ikoBaHO 3a CUCTeMaMH OPraHiB Ta 3a aOCOTIOTHOIO YaCTOTO0: IyKe YacTo (=
1/10), wacTo (= 1/100 - < 1/10), HeuacTo (= 1/1000 - < 1/100), pigko (= 1/10000 - < 1/1000), myxe
pimko (< 1/10000), yacToTa HeBimoMa (HEMOKJIMBO BCTaHOBUTH, 6a3yl04unCch Ha HasBHiN iHopMarii).

IH@exuii ma iHBagsii: HedacTo - miemoHedpuT, iHdekuil, HGapuHTiT.
3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyoHoi KAimKu ma cepedoCMiHHA: 4acTO - KallleJb.

3 60Ky W.YHKOBO-KUWKOB020 MPAKmMy: 4acTo - Aiapes, Hy0Ta, 3amop, 6/II0BaHHS; HEYACTO - 3AYTTS
JKUBOTA.

3 60Ky neviHKU i H#0840BUBIOHUX WAAXIB: HEYACTO - XOIEIUCTHT.

3 60Ky HUPOK ma cevyosudinbHOI cucmemu: 4acTo - MIOPYIIeHHS QYHKII HUPOK (IUB. PO3MiNu
«OcobmMBOCTI 3aCTOCYBaHHS» Ta «B3aeMopmis 3 iHITMMU JTiKapChbKUMU 3ac00aMu Ta iHIII BUOK
B3aEMOJIIN»).

3 60Ky eHOOKpUHHOI cucmemu: HeYacTo - TiloTUPeos.

3 6oky 06MiHYy peuosuH, memaboai3my: 4acCTo - Timepkasiemis (auB. po3minu «IIpOTUIIOKAa3aHHSI» Ta
«Oco0IMBOCTI 3aCTOCYBaHHS»), TiEpPX0IeCTePUHEMIS; HEYaCTO - FiOHATPiEMis, 3HEBOOHEHHS,
rinepTpuriinepuneMis.

3 60Ky Hepeosoi cucmeMu: 4acTo - CUHKOIIE, 3alTaMOPOYEeHHS, TOJIOBHUM 0i/lb; HEYACTO - TilmecTesis.
3 6oky ncuxiku: 9acTo - 6e3COHHSI.

3 6oky cepueo-cCyOuHHOI cucmeMu: 9acTo - JTiBOIITYHOYKOBA HEJOCTATHICTh, QiOpUmsIIis
nepefcepnb, TiMOTEH3id; He4acTo - Taxikappis, TpoM003 apTepil KiHI[IBOK, OpTOCTaTUYHA TilOTeH3id.

3 6oky Kposi ma aimpamuyHoi cucmemu: He4acTo - €03UHOQIITIS.

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU: YaCTO - BUCUIIaHHS, CBepOikK; HEYacTo -
aHTiOHEBPOTUYHUY HaOpHK, Tineprigpos.

3 60Ky ONopHO-pPYX080i cucmemu ma cno/AyYHOI MKAHUHU: YaCTO - M'sI30Bi crta3Mu, Oiflb y CIIHHI;
Heyacmo - 6iflb y KiCTKOBO-M'SI30Bili CHCTeM.

3 60Ky penpodykmueHoi cucmemu ma (pyHKUii MOAOYHUX 3a/103: HEYACTO - TiIHEKOMACTis.
3azanvHi po3nadu: 4acCTo - aCTeHid; He4acCTo - He3OyKaHHS.

JlabopamopHi NOKa3HUKU: YacTo - MigBUIIEHHS CEUOBUHYU KPOBi, MiABUILEHHS PiBHS KPEaTHUHIHY;
HEe4YacTo - 3HUXKEHHS KiTbKOCTI PelLleNTOPiB emifepManbHOro (pakTopa PoCTy, MiIBUILIEHHS PiBHSA
TJIFOKO3U KPOBI.

Y xoni nocnipxkenus EPHESUS y rpymi nauieHTiB BikoM = 75 pokiB 6y/10 3apeecTpoBaHO YUCETTBHO
OinbIny KinbKiCTh BUMTAAKiB iHCYIbTY. BogHOYAC CTaTUCTUYHO HOCTOBIPHOIL Pi3HUIII ¥ YacTOTi
iHCynbTiB MiX rpynamu emnsepeHony (30) Ta nname6o (22) BusiBneHo He 6yio. Y gocmigkeHHi
EMPHASIS-HF KinexicTs iHCYJIBTIB y Iali€HTIiB BIKOM = 75 POKiB cTaHOBHUJIA 9 y Ipymi JiKyBaHHSA



eIJIepeHoHOoM Ta 8 y rpyimi miaiebo.

ITogidomaeHHs npo nNi003pr8aHi NobiIYHI peakuii.

[ToBimomeHHS PO Migo3pioBaHi MOGiYHI peakii micyis peecTpaliil 1iKapchbKoro 3aco0y € BaxKIUBOIO
npouenyporo. Lle m03BoJisie IPOAOBKYBATU MOHITOPUHT CIIIBBiIHOWIEHHS «KOPUCTH/PU3UK» IJIS
BiAITIOBigHOTO JiKapchKOro 3aco0y. Megu4yHUM IpalliBHUKaM HeOOXiIHO MOBigOMIISATH PO Oyab-sIKi
nigo3pioBaHi MoOiuHi peakilil Yepes3 HaI[iOHaIbHY CUCTEMY MOBiOMJIEHb.

Tepmin npudamHocmi. 2 POKH.

YMmoBH 30epiraHHsi.

30epiraTu B OpUTiHANbHIN YIIaKOBI Tpu TeMIepaTypi He Buie 25 °C.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YnakoBka. [To 10 TabneToxk y 6icTepi; mo 3 6micTepu B maytii.

Kareropis Bignmycky. 3a penentom.

Bupoonuk. [IpAT «®apMmaneBTryHa ¢dipMa «JapHUIS».

Micue3HaxoKeHHsI BHPOOHHKA Ta afipeca Micus MpoBaIXKeHHs HOro Tis/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucninsceka, 13.



