Ckian

0il04a peyoBuHa: enIepPeHoH;
1 TabrmeTka mMicTuTh 25 Mr a6o 50 Mr enJyiepeHoHY;

OONOMIJCHI peuoB8uHU: TaKTO3U MOHOTIApaT, I[eJIl0jIo3a MiKpOKpUCTaJlidyHa, HaTpito
KpOCKapMeJio3a, rinpomesnio3a, HaTpito JaypuiacyabdaT, TaJlbK, MarHito creapar;

ob6os0HKa mabsaemku: rinpomesno3a, Makporoin 400, momicopbat 80, Tutany miokcup (E
171), 3amiza okcup xkoBtuut (E172), 3anisa okcupg yepBouuu (E172).

JIikapcbKa ¢popmMa

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKOo-xiMiuHI 81aCcMuBOCMI:

003yBaHHA 25 M2: KpyTii, 6exkeBi, IBOOMYKJI TaGIeTKU 3 MJIIBKOBUM ITOKPUTTIM, 3
JIOTOTUIIOM «25» 3 OOHOTO OOKY;

0o3yeaHHA 50 me: Kpyrii 6exkeBi, ABOONYKII TabJIETKX 3 MJIIBKOBUM MOKPUTTSM, 3
soroturnioM «50» 3 0omHOTro OOKY.

@apMaKOTepaneBanHa rpyiia

Kamitizbepiratoui giypetuku. AHTaroHictu anbaoctepony. Ennepenon. Kog ATX C03D
A04.

®dapMaKoJI0riuHi BJIaCTUBOCTI

dapmaxkoduHamika.

MexaHi3M giil. EnnepeHoOH Ma€ BiIHOCHY CEJI€KTUBHICTh y 3B’sI3yBaHHI 3

PEeKOMOIiHAHTHUMHU PelenTopaMHU JIIOOUHHU OO0 MiHEepPaIOKOPTUKOIOIB ITOPiBHSHO 3 HOT0
B3a€EMO[Ii€l0 3 PEeKOMOIHAHTHUMHU PelenTopaMu JIIOOUHU OO0 IIIOKOKOPTHUKOIMAIB,
IIPOTECTEPOHY Ta aHAPOreHiB. EnepeHoH nepelkoaXKae 3B’ 13yBaHHIO PELIENITOPIB 3
aJIbJOCTEPOHOM - BaXKJIMBUM 'OPMOHOM pPEeHiH-aHTiOTEeH3WH-aJIbJOCTEPOHOBOI
cucteMmu, 1110 6epe y4acThb y peryJloBaHHi apTepiaJbHOTO TUCKY Ta 3afisiHa y
naTodi3ionoriyHmuX MexaHi3Max PO3BUTKY CEPLIEBO-CYOUHHUX 3aXBOPIOBAHb.

dapmakoguHaMiuHi epekTu. Byno mpogeMOHCTPOBaHO, 110 €NJIePEHOH MPU3BOAUTH [0

CTIMKOTIO MiOBUILlEHHS PiBHS PEHIHY B I1J1a3Mi KPOBIi Ta pPiBHSA aJIbIOCTEPOHY B
CUPOBATIIi KPOBI, 110 30ira€ThCs 3 MPUTHIYEHHAM LIISIXY HETAaTUBHOTO 3BOPOTHOT'O



BIIJIUBY aJIbJOCTEPOHY Ha CeKpellito peHiny. IIpu 11boMy OigBUIlleHHSI aKTUBHOCTI
PEHiHy B IJ1a3Mi KPOBi Ta PiBHIB ajIbJOCTEPOHY y KPOBi HE MIPU3BOAUTH A0
PUTHIYEHHS [il eIlJIEpEeHOHY.

Y xopmi gocnigzKeHb giana30HY O03 IIPU XPOHIYHIM ceplieBil HeJOCTAaTHOCTI (K1acu
II-1V 3a knacudikaiiiero Hbe-PIOpKCbKo'l' Kappmionoriuxoi acoiiaiiil (NYHA)) momaBaHHS
eIJIepeHOHY OO0 CTaHOapTHOl CXeMH JIiKyBaHHS MPU3BOOUIIO OO0 OYiKyBaHOTO
0303aJIe’KHOTO0 ITiABUIIeHHS PiBHIB anbgocTepony. ITomiOHUM YMHOM Y X0fi
KapmionoriuHo-Hedponoriuunoro miggocaimxkeHHs EPHESUS (mocmimkeHHS
e(eKTUBHOCTI Ta 1€TaJIbHOCTI IPU 3aCTOCYBaHHI €NJIEPEHOHY y NAaIli€HTIB i3 TOCTPUM
iH(papKTOM MioOKapaa, yCKJIagHEeHUM OUCQYHKIIIEI JIiBOTO LIJIyHOYKa Ta CEePLEBOI0
HeIOOCTaTHICTIO) JIIKyBaHHSA €MJIePEeHOHOM MPU3BOAMIIO A0 3HAYHOTO MiABUIIIEHHS
piBHiB anbmocTepony. OTpUMaHi pe3ysIbTaTH ITiATBEPHOXKYIOTH OJIOKYBaHHS PEIeNnTopiB
00 MiHEpPaTOKOPTUKOIOIB y IIi IOy JISIIil.

Ennepenon BuBuanu y xomni gocrnimxkenuss EPHESUS. 1le 6yso nmoaBifiHo ciimne
s1a11e00-KOHTPOIbOBaHe MOCIIIXKEeHHS TPUBAJIICTIO 3 POKU, B SKOMY Opasio y4acThb
6632 cy0’eKTHU 3 TOCTPUM iH(papKTOM MioKapaa, AUCPYHKIIIE€IO JIIBOTO HITYHOYKa
(omiHtoBasoCs 3a (ppakili€ero BUKUAY JIiBOro HITyHO4YKa < 40 %) Ta KIiHIiYHUMHT
O3HaKaMM CeplieBOl HeJoCTaTHOCTI. Yepe3 3-14 mHIB miciasa rocTporo iHGapKTy
Miokappa (MefgiaHa cTaHOBHUJIA 7 OHIB) Cy0’€KTH OOOATKOBO M0 CTAHOAPTHOIO
JIIKYBaHHSI OTPUMYBAIU eljiepeHoH abo mJaiebo y moyaTKoBi# mo3i 25 mr 1 pa3 Ha
noOy. YV nmomanbIlioMy O03Y ITOCTYIIOBO (BIIPOAOBK 4 THMXKHIB) MigBUIITyBaJIX OO
OOCSATHEHHS 11iboBo1 go3u 50 Mr 1 pa3 Ha moOy 3a YMOBH, 110 piBeHb KaJiio B
CUPOBATIIi KPOBi OYB HUXKYUM 3@ 5 MMOJIL/JI. [IpOoTsATroM mOCimKeHHsT Cy0 eKTH
OTpUMYyBaJIU CTaHOAPTHE JIIKyBaHHS, 110 BKJIOYAJIO alleTUJICAJIIIIUIIOBY KUCJIOTY
(92 %), iuribitopu AITI® (90 %), B-6mokaTopu (83 %), HiTpaTu (72 %), NeTILOBI
niypeTtuku (66 %) ab6o inriditopu I'MI'-KoA-penykTa3u (60 %).

[lepBuHHUMU KiHIIEBUMM TOoYKaMmu y gocriinkenHi EPHESUS 6ynu 3aranbHa
JIeTaJIbHICTb Ta KOMOiHOBaHa KiHIIeBa To4YKa (JiIieTaJIbHUM HaCJIimoK ado rocmoitasiisallis
BHACJIIMOK MOPYyIIeHb 3 00Ky cepleBo-CyauHHOI cucteMu). 14,4 % cy6’ekTiB i3 rpynu
eriepeHoHny Ta 16,7 % cy0’eKTiB i3 rpynu nnane6o nomepnu (3 6yab-sIKUX IPUYUH), a
26,7 % cy0’ekTiB i3 rpynu ennepeHony Ta 30 % cy0’ekTiB i3 rpynu nsaiedo mocsariu
BiITIOBimHOCTI KpuUTEepisiM KoMOiHOBAHOI KiHIIeBOI TOUKH (JIeTaJIbHUM HACJIiIoOK abo
rocrmiTanilallisi BHACIiOK MMOPYIIeHb 3 00Ky CeplieBO-CyAMHHOI cucTeMu). TakKum
4uiHOM, V Xomi pmocriinxenHsa EPHESUS ensiepeHOH 3HUXKYyBaB PU3UK JIETAJIBHOTO
HacJigKy 3 Oyab-akux nmpuduH Ha 15 % (BP 0,85; 95 % I 0,75-0,96; p=0,008)
MMOPiBHSHO 3 IJ1ale00 IepeBaXKHO 3a PAaXYHOK 3HUXKEHHS JIeTaJIbHOCTI BHACIIIIOK
MMOpYyIlleHb 3 OOKY CepleBO-CYAUHHOI CUCTEMU. PU3UK JIeTalbHOTO HaCIigKy abo
rocmiTanilallil BHaCIioK IIOPYIIeHb 3 00Ky CeplLieBO-CyANHHOI CUCTEMU IIPU
3acTOCyBaHHIi eniepeHOHy OyB 3HMKeHuu Ha 13 % (BP 0,87; 95 % [II 0,79-0,95,



p=0,002). AGCOomMIOTHE 3HUXKEHHS PU3UKY CTAaHOBUJIO 2,3 % IS TaKOl KiHIIeBOl TOYKH
sIK 3arajibHa JIeTalbHICTh, Ta 3,3 % - OIS TaKol KiHIlIeBOl TOYKH, SIK JIeTaJIbHUU
Hacnigok abo rocritanisallisa BHACIITOK NOPYIIeHb 3 00Ky CepIeBO-CyOUHHOI CUCTEMHU.
KrniniuHa epeKTUBHICTh eNJIepeHOHY, B IepILy 4Yepry, Oysa MpogeMOHCTpOBaHa Mpu
IIpU3HaYeHHI JIIKyBaHH IIallicHTaM BiKOM [0 75 poKiB. KOpUCTE Bif JIIKyBaHHSA
cy0’ekTiB BikoM Bim 75 poKiB BUBYEeHa HeOgoCTaTHLO. [TokparieHHs abo cTabimizariro
IMOKa3HUKIB QPyHKIIIOHAIBHOIL Kinacudikariil 3a NYHA crnocTepiranu y CTaTUCTUYHO
3HauymIo OiTbmI0i YacTKU Cy0’€KTIB, sIKi 3aCTOCOBYBAJIN €IlJIEPEHOH, IIOPiBHSHO 3
nalieHTaMu 3 rpyImu Iaiedo. YacToTa po3BUTKY rinnepkainiemMii cranosuna 3,4 % y
rpyIi enyiepeHoHy Ta 2 % y rpymi nnane6o (p < 0,001). YacToTa pO3BUTKY
rinokasniemii cranoBuna 0,5 % y rpymi ennepeHony Ta 1,5 % y rpymi nnaue6o

(p < 0,001).

Y xopi o6cTexkeHHs 147 300poBUX HOOPOBOJIBLIIIB 3 METOIO BUSIBJIEHHS 3MiH Ha EKT
BITPOAOBXK (papMaKOKiHETUYHUX OOCIiIKEeHb He OYJI0 BUSBJIEHO CTiiKOTO BIIJIUBY
eIJIepeHOHY Ha YaCTOTY CepIeBUX CKOPOYeHb, TPUBaAIiCTh KoMIlekcy QRS abo
inTepsamniB PR Ta QT.

Y xoni mocnimxxenuss EMPHASIS-HF (gocrigzxeHHS 4acTOTH I'OCHiTani3alril Ta
JIeTalIbHOCTI IIPU 3aCTOCYBaHHI eIlJIEPEeHOHY IalliEHTaM 3 CepPILeBOI0 HEeJOCTaTHICTIO Ta
CHMIITOMaMH JIETKOTO CTYIIeHsI) BUBUaId €e(DeKTUBHICTh BIJIUBY €IIJIEPEHOHY,
OOOAHOTO OO CTaHAApPTHOTO JIiIKyBaHHS, Ha KIIiHIYHI pe3ynbTaTu cy0’€KTIB i3
CHCTOJIIYHOIO CEPIIEBOIO HEJOCTATHICTIO Ta CUMIITOMaMHU JIETKOTO CTyIIE€HS
(byukuionansauM Kiac Il 3a kmacugikaiiero NYHA).

Y pmocnipgzkeHHi Opanu y4acTh cy0’€KTU BiKOM Bif 55 POKiB, y IKUX GpakKilisi BUKUIY
JliBoro nuTyHOuYKa craHoBuia < 30 % abo < 35 % 3a ymoBu QRS Ginbi

Hixk 130 minicekyHp Ta sKi 3a 6 MicAIIiB, 1110 IepeayBaau OOCIiAXKEeHHI0, OyIu
rocrmitasi3oBaHi BHACIiIOK NOPYIIeHb 3 O0KY CepleBO-CyOUHHOI CUCTEMHU ab0 y SKUX
piBeHb HaTpinypeTuuHoro nentuny tuny B (HIIB) B mta3Mi KpoBi CTaHOBUB
moHarMeHIre 250 rr/mn abo piBeHbs N-TepminanbHOro 1mpo-HITB B nima3mi KpoBi
cTaHOBHUB mIoHauMeHIIe 500 rnr/mMa y 4osoBikiB (750 or/Mmn y XkiHOK). [TogaTkoBa go3a
eIIepeHoHy ctTaHoBuia 25 Mr 1 pa3 Ha goOy. Yepes3 4 THUXKHI A03Y MiABUIITYBaJIU [0
50 mr 1 pa3 Ha mo6Oy 3a yMOBH, III0 PiBeHb KaJlilo B CUPOBAaTIli KPOBi He AocsAras 5
MMOJIb/TT. AGO K, IKIIIO PO3paxyHKOBaA IIBUIKICTb KIIy0OO4YKOBOI QinbTpaiiii
mopiBHIOBana 30-49 mn/xs/1,73 M2, Imo4YaTKOBa A03a eNnJIepeHOHY CTaHOBUIIa 25 MT

1 pa3 Ha 2 gHi Ta Hagasi migBuiyBantacs go 25 Mr 1 pa3 Ha mo0y.

3arasioM paHpmoMisailito (y moaBifiHO crinmoMy pexxumi) nmpounino 2737 cy6’eKTiB, SKUM
OyJi0 mpu3Ha4YeHo eryiepeHoH abo mialnebo Ha Ti1i 6a30BOro JIiIKyBaHHS CEUYOTiHHUMU
npenapatamu (85 %), inriéitopamu AIT® (78 %), 61moKaToOpaMu aHTiOTEH3WHOBUX
peuenTopiB II Tuny (19 %), B-6nokaTtopamu (87 %), aHTUTPOMOOTUYHUMU



npemnapaTtamu (88 %), 3acobaMu miist 3HUKEHHS piBHS mimimiB (63 %) Ta riaiko3umaMu
HanepcTsaHKH (27 %). CepenHil piBeHb ppakKiiil BUKUAY JIiBOTO IIJIYyHOYKa CTAHOBUB
~26 %, a cepengHsa TpuBasicTk KoMIsiekcy QRS nmopiBHioBana ~122 Mmc. Binbiiicte
cy06’ekTiB (83,4 %) y momepenHi 6 Mics1iB 4o paHOoMi3allii Oysiu rocmoiTanizoBaHi
BHACJIIJOK ITOPYIIIeHb 3 OOKY CeplieBO-CYANHHOI CUCTEMHU, ITPUYOMY ITPUOIU3HO
ITIOJIOBHMHA 3 ITUX CY0’E€KTIB - BHACIIMOK cepieBoi HegocTaTHOCTI. [Tpubiu3no 20 %
cy0’€eKTiB Maju BCTaHOBJIEHI iMIIaHTOBaHi AediOpunsiTopu uu nepebyBanu Ha
ceplieBi peCUHXPOHI3yI0Uil Teparil.

[lepBuHHA KiHIIeBa TO4YKa (JleTaJIbHUU HACJIIOOK y pe3ybTaTi CeplLeBO-CyAUHHUX
nmopyiieHb abo rocitani3aillis y 3B’sI3Ky i3 ceplieBOI0 HEIOCTAaTHICTIO) CIIoCcTepiranacs
y 249 cy6’ekTiB (18,3 %) 3 rpymnu enjyiepeHoHy Ta y 356 cy06’ekTiB (25,9 %) 3 rpynu
mnatne6o (BP 0,63; 95 % [1OI 0,54-0,74, p < 0,001). BonuB enyiepeHoOHy Ha pe3yJibTaTu
3a IIEPBUHHOIO KiHIIEBOIO TOYKOIO CIIOCTepiraBcs cTabiibHO Yy BCiX IMOMEepeaHbo
BH3HAYEHUX OiArpynax.

BTopuHHa KiHIIeBa TOYKa (3arajbHa JieTaJlbHICTh) criocTepiranacsa y 171 maiienTta
(12,5 %) 3 rpynu ensiepeHony tTay 213 cy6’ekTiB (15,5 %) 3 rpynu nnaiebo (BP 0,76;
95 % 1 0,62-0,93, p=0,008). JleTanbHUM HACIIIOOK y pe3yJbTaTi IIOPYIIEHb 3 OOKY
cepleBo-CynuHHOI cucteMu O0yB 3adikcoBanuit y 147 cy6’ekTiB (10,8 %) 3 rpymnu
eriepeHony Ta 'y 185 cy6’ekTiB (13,5 %) 3 rpynu nname6o (BP 0,76; 95 % OI 0,61-
0,93, p=0,01).

[IpoTsiroM mociazKeHHS TinepKasieMis (piBeHb Kallilo B CHPOBATIIi KPOBi

> 5,5 Mmmonb/n) BuHUKana y 158 cy6’ekTiB (11,8 %) 3 rpynu ennepeHoHy Ta y

96 cy06’ekTiB (7,2 %) 3 rpymnu miaaredo (p < 0,001). 'imokamiemist (piBeHb KaJlito B
CUpOBaTLi KPOBi < 4 MMOJIb/JI) y TPYIi eNJIEPEHOHY BUHHUKAJA 31 CTaTUCTUYHO
OOCTOBIPHO HU2KYO0IO0 YaCTOTOIO, HiXK y rpyrti nnarebo (38,9 % y rpymi enjiepeHoHy Ta
48,4 % y rpymi nnane6o, p < 0,0001).

[liTu. 3aCTOCyBaHHS €IIJIEPEHOHY HOiTSAM i3 CeplieBOI0 HEOOCTaTHICTIO HE
OOCIIIIKYyBaJIu.

Y 10-TuxkHeBOMY OOCIIiAXKEHHI 3a y4acTo AiTeu i3 rinmepTeH3ieto (BikoM 4-16 poOKis,
n=304), 3aCTOCyBaHHS eIlJIePeHOHY B mo3ax 25-100 Mr Ha mo0y, 1110 MPU3BOAUIIO [0
€KCIMOo3ullil, Togi6HOl M0 TaKol ¥ JOPOCIINX, He IPOIEMOHCTPYBaJio e(peKTUBHOTO
3HUXKEHHS apTepiajlbHOI0 TUCKY. Y IIbOMY OOCJIIZKEeHHI Ta y OOCIIiAXKEeHH] 11010
Oe3mneku TpuBamicTio 1 pik 3a ydyacTio 149 miTe#t BikoM 5-17 pokiB npodines 6e3meku
OyB mOAmiOHUU [0 TAKOTO, III0 CIIOCTEPIraBCcs Yy HOPOCIIKX. 3aCTOCYBaHHS €IJIEPEHOHY
OiTAM BiKOM [0 4 POKIiB i3 rinepTeH3i€lo He BUBYAIU, OCKINIbKU OOCIIIIXKEHHS 3a
y4acTIO AiTel CTapIoro BiKy IIPOAEMOHCTPYBAJIO BiICyTHICTh €e(peKTUBHOCTI (OUB.
po3min «Cnocib 3acTOCYBaHHS Ta JO3U»).



IocnigkeHb OyOb-1KOT0 (HOBroTPUBAJIOT0) BIUIMBY Ha TOPMOHAJIBHUM CTAaTyC AiTelN He
IIPOBOOUJIN.

dapmakokiHemukKa.

AGcop6i1isi. AGcontoTHa 0i0gOCTYITHICTh €TIIEPEeHOHY MTiciisg 3acTocyBaHHs go3u 100 mr
nepopanbHO CTAHOBUTL 69 %.

MakcuMaJsibHa KOHIIeHTpAllis ITperapaTy B IJIa3Mi KPOBi MOCATa€ThCS IPUOIIU3HO
yepe3 1,5-2 rogurau. MakcuManbHa KOHIIEHTPAlLlis B I1Jla3Mi KPOBI (Cmax) Ta IIJIoIIa
mig ¢papMakKoKiHeTUYHOIO KpuBOi0 (AUC) 3MiHIOIOTHCS IPOMHOPIIINHO O03i ¥ miama30Hi
10-100 mMr Ta MeHII HiXK JO30MPOIOPIIiMHO IIPHU 3aCTOCyBaHHI 703 moHan 100 mr.
PiBHOBaKHMU CTaH HacTa€ IIPOTATrOM 2 OHIB Bifl MOYaTKy JIiKyBaHHS. [;xa He BI/TMBaE
Ha abcopOilito mpemapary.

Poznopin. EnnepeHoH 3B’s13yeThcs 3 OinkamMu nna3mu npubnui3Ho Ha 50 % Ta
TOJIOBHUM YMHOM 3B’SI3YETHCS 3 a-1-KUCIUMMU TIIiKONIpOTeiHaMU. YIBHUM 00’ eM
PO3MOAiNTY eIlJIEPEHOHY Y PIBHOBa*XKHOMY CTaHl PO3ILIHIOIOTH K TaKWU, 1110 JOPIBHIOE
42-90 n. EnnepeHoOH He CXUIbHUU [0 3B’A3yBaHHS 3 €PUTPOLIUTaMMU.

BbioTpancdopmarisi. Metaboi3M emnepeHOHy NepeBakKHO 3[iNCHIOETHCS 3a PaXyYHOK

dbepmenTy CYP3A4. B nina3Mi KpoBi TIOOUHU He BUSIBIEHO JKOOHUX aKTUBHUX
MeTalbOoJIiTiB emnyepeHoHy.

BuBepeHHS. MeHII HiX 5 % 003U emJIepeHOHY BUBOOUTHCS 3 CE€Y€El0 1 KaJloM Y BUTJIAL

He3MiHeHOro npemnaparty. [Ticisa mepopaibHOTO IIPUHMOMY Pa30BOl JO3UW PafgiOaKTHUBHO
MideHOro npernaparty npubnusso 32 % mo3u 0yJio BUBEOEHO 3 OpraHi3aMy 3 KaJioM Ta
npubnau3Ho 67 % OyJio BUAiIeHOo 3 cedeto. [lepio HanmiBBUBEOEHHS €IJIEPEHOHY
CTAHOBUTH OJTM3bKO 3-6 TOAuH. YSBHUY KITiPEHC 3 IJIa3MU JOPiBHIOE IPUOIIU3HO

10 n/rog.

3acToCyBaHHS V ciennivHUX DOMYJISIIisaX.

Bik, cmamb ma paca. JocaigKeHHSA (apMaKOKiHETUKY €NJIEPeHOHY IPU 3aCTOCyBaHHI
y go3i 100 Mr 1 pa3 Ha moOy IPOBOOMIIU 3a y4aCTIO TAKUX KaTeropiu cy6’eKTiB, K
Malli€eHTH JiTHBOTO BiKy (Bim 65 pOKiB), malliEHTH YOJIOBIUOl CTaTi, MAIliEHTHU KiHOYO01
CTaTi, MalliEHTN HEeTrPOIJgHOl pacu. 3HAUHUX BiAMiHHOCTEN Yy papMaKOKiHETUILI
eIlJIEPEeHOHY y IalliEHTIB 3aJIe’KHO Bif cTaTi He Oyio. Y cy6’eKTiB JTiTHBOTO BiKY y
PiIBHOBaXKHOMY CTaHi CIOCTepiraau IMigBUIIEHHS PiBHIB Cmax (22 %) Ta AUC (45 %)
MMOPiBHSAHO 3 MoJjiogiuMu maitieitamu (18-45 pokiB). ¥ cy0’eKTiB HerpoigHol pacu y
PiBHOBaKHOMY CTaHi CmaX Oysna Huxk4a Ha 19 %, a AUC - Ha 26 % HUXK4Ya (OUB.
po3min «Coocib 3acToCyBaHHS Ta JO3U»).



Iimu. 3a 1OIOMOT0I0 MOMYJIALiNHOI (hapMaKOKiHETUYHOI MOOEeNi OJIsi KOHIIEHTPallii
eNJIePEeHOHY BIANOBIOHO A0 2 OOCHIAXKEHb 3 y4acTio 51 mnaiieHTa BikoMm 4-16 poKiB
OyJI0 BCTAHOBJIEHO, 110 Maca Tijla IIalliEHTa Ma€ CTaTUCTUYHO 3HAYYIIUH BIJIMB Ha
00’eM pPO3MOMisly enjiepeHoHy, ajie He Ha Moro BuBefeHHs. [lepenbadaeThcs, 1110 00’eM
PO3MOiNy enyiepeHoHy Ta MiKOBa €KCIIO3UIlis y AiTel 3 OiNbIIIOI0 MacoIo Tijla OyOyTh
MomiOHi J0 TaKuX, IO CIIOCTEPiraloThCs Y JOPOCIINX 3 IMOOiOHOI0 Macoo Tina. Y
MalieHTiB 3 Macoio Tina 45 Kr 06’eM po3nofiny € npubausxHo Ha 40 % HUXKYUM i
nmepenbava€eThCs, 110 ITiKOBA €KCIO3Ulliss Oyme BUIIOIO0, HiXK Taka, 1110 3a3BU4Yan
CIIOCTepIraeTsCsa y gopocnux. [[iTaM 3aCTOCOBYBaId [I0YATKOBY 03y €IlJIEPEeHOHY

25 mr 1 pa3 Ha goOy; micns 2 TuXKHIB o3y 0yJio 36inbieHo go 25 Mr 2 pa3u Ha o0y, a
B paasi KiIiHiuHOl HeoOXigHOCTI - 1o 50 Mr 2 pa3u Ha moOy. ITpu 3acTocyBaHHI TaKUxX
003 HaVBUII KOHIIEHTPAIlil elJIepeHoHY y OiTei He Oy/Iu 3HAaYHO BUIIli TOPIiBHAHO 3
TaKMMH, III0 CIIOCTEPITraanucs y JOPOCIINX IIPU 3aCTOCYyBaHHI mo4aTKoOBOl go3u 50 mr 1
pa3 Ha mooy.

Hupxosa HeOocmamHuicmb. PapMaKOKIHETUKY €IJIEPEHOHY OIL[IHIOBA/IM y Halli€HTIB i3
Pi3HUM CTyHeHEeM ITOPYIIeHHS HUPKOBOI (QYHKIIl Ta y HaIliEHTIB, SKi 3HaXOOUJIMCA Ha
reMopiami3i.

Y nanieHTiB 3 TAKKO01I0 (hopMoO0 HUPKOBOI HegoctaTHOCTI AUC Ta Cmax y
piBHOBaxKHOMY cTaHi Oynu migBuileHi Ha 38 % Ta 24 % BiANIOBiAHO IMOPiBHSAHO 3
KOHTPOJIBHOIO T'PYIOI0. Y MAalli€HTIB, AKl 3HaXOOUJIUCA Ha reMofiaiisi, 11l TOKa3HUKU
Oynu 3HUKeHi Ha 26 % Ta 3 % BiAMOBiAHO, MOPIBHSIHO 3 KOHTPOJILHOIO I'PYIIOI0
nauieHTiB. Kopensaiil MixkK K/IipeHCOM emiepeHOoHYy 3 IJla3MU KPOBi Ta KJIipeHCOM
KpeaTuHiHy BUSBJIEHO He Oyro. EnyiepeHoOH He BUOANSETHCS 3a JOIIOMOT0I0
reMmopianidy (guB. po3gin «OcoBGIMBOCTI 3aCTOCYBAaHHS»).

ITeuinkoea HedocmamHicmb. PapMaKOKIHETUKY eIliepeHoHy B 7031 400 Mr
OOCHiAKyBaJiy y IalliEHTIB i3 MIOMIpHUMHU YpaKeHHSAMHU IediHKHU (Kj1ac B 3a
kinacudikaniew Yarnga-I1'10) Ta mopiBHIOBaIU pe3y/ibTaTH 3 pe3yjibTaTaMu,

Ta AUC
ax
eIJIepPeHOHY y PiBHOBaxKHOMY cTaHi Oynu migBuieHi Ha 3,6 % Ta 42 % BigmoBigHO
(muB. po3min «Cmocib 3acTocyBaHHS Ta mo3u>»). OCKIIbKY OOCTiAXKeHb 3aCTOCYBaHHS

OTPUMAaHUMM [JI HalliEeHTiB 0e3 MopymIeHHS QyHKITil ITe4iHKN. Cm

eIJIEPEeHOHY OJIs JIIKyBaHHS MaIli€HTIB i3 TAXKKUMMU IIOPYLIEeHHSIMHU (QYHKITIl IeYiHKN He
MIPOBOOWIIM, IPU3HAYEHHSA eIlJIePeHOHY TaKUM IallieHTaM IIPOTUIIOKa3aHe (OuB.
po3main «IIpoTUoka3aHHsI»).

Cepuesa HedocmamHicmb. Y MAIIEHTIB i3 cepiieBoi0 HemocTaTHiCcTIO (kKnacu II-IV 3a
Knacudikaniero NYHA) mpoBoaunm gOCHigKeHHs ¢papMaKOKiHETUKH eIlJIEPEHOHY, 110
3aCTOCOBYBaBCA B 0031 50 Mr. 3HaueHH CmaX Ta AUC y piBHOBaXKHOMY CTaH1 y
MallieHTiB i3 cepiieBoio HegocTaTHicTio Oynmu Ha 38 % Ta 30 % BiAMOBIMHO BUIMMH,
HiXK y 300pPOBUX MOOPOBOJIBLIIIB BiITIOBIMHOTO BiKy, MacCH Tijla Ta cTaTi. BifmmoBigHO mO



IIUX Pe3yJIbTaTiB, MOMYIALiMHUN aHali3 PapMaKOKIHETUKU €IJIEPEHOHY, IIPOBEIEHUN
y migrpyni nauieHTiB 3 gocriaigxkeHHasas EPHESUS, cBiguuTs, 1110 KJIipeHC eNJIEPEeHOHY Y
Malli€eHTIB i3 CepleBO0 HEOOCTATHICTIO HEe BIAPI3HAETHCS Bif KIIIPEHCY LIOT0
rmpernapary y 300pPOBUX JOOPOBOIBIIB JIITHHOTO BiKY.

IToxa3aHHSA

IloTIOBHEHHS A0 CTAaHOAPTHOIO IiKyBaHHS i3 3aCTOCyBaHHAM OeTa-0/10KaTOPiB 3 METOIO
3HUXKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta JIeTaJIbHUX BUIIA[KiB, IIOB’I3aHUX 13 CepLEBO-
CYOUHHUMU 3aXBOPIOBAaHHSIMM, V CTaOiIbHUX IAIli€HTIB i3 AUCPYHKITi€EIO TiBOTO
IITyHO4YKa (ppakiis BUKuAy JiBoro mnryHodka < 40 %) Ta KiTiHIiYHUMU O3HaKaMu
cepIeBOl HeJOCTAaTHOCTI ITiCJIA HeIloJaBHO IIepeHeceHoro iHgapKTy MioKapzaa.

[OTIOBHEHHS OO CTAaHOAPTHOI ONTUMAJIbHOI Tepallil 3 MeTOI0 3HUXKEHHS PU3UKY
3aXBOPIOBAHOCTI Ta IeTaJIbHUX BUIIAKIB, IIOB'I3aHOI i3 CepleBO-CyAUHHUMU
3aXBOPIOBaAHHSAMMY, Y JOPOC/IUX MAalli€HTIB i3 ceplieBO0 HegocTaTHICTIO II Kiacy
(xpoHiuHOM0) 3a Knacudikaiiero NYHA Ta gucdyHKIIi€0 I1iBOT0 IIIYHOUYKaA (ppakiisa
BUKHUAY IiBoro mayHodka < 30 %) (muB. po3gut «®apMakKoguHaMiKa»).

HpOTHHOKaSaHHH

lnepuyTnuBicTh A0 enyiepeHoOHYy abo A0 Oyab-IKOI 3 JOOMiXKHUX PeYOBUH IIpenapary.

[TamienTaM 3 piBHEM KaJiil0 y CUPOBAaTIIi KPOBiI > 5 MMOJIb/J1 HA MOMEHT I104YaTKy
JIIKyBaHHS.

[NamieHTaM 3 HUPKOBOIO HEIOCTATHICTIO TSIXKKOT'0 CTyHeHs (PO3paxyHKOBA IIBUOKICTh
KJTy00uKOBOi ¢inmbTparii < 30 mi/xs/1,73 M2).
Ts>xkKa nedyiHKoBa HegocTaTHICTE (knac C 3a mkanoio Yaunga-I1'10).

[NamieHTaM, sIKi 3aCTOCOBYIOTH Kanii30epirawodi aiypeTuku, abo moTyxkKHi iHribiTopu
CYP 3A4 (manpukiam, iTpaKOHa30JI, KETOKOHA30JI, pUTOHaBip, HenndiHaBip,
KJIapUTPOMIIIH, TeIiTpoMiliiH Ta Heda30moH) (OuB. po3min «B3aeMomist 3 iHIIUMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3AaEMOIiN»).

OpmHo4YacHe 3aCTOCYBaHHS €NJIEPEHOHY y MOTPilHiN KoMOiHallil pa3oM i3 iHribiTopoMm
ATI® Ta 6510KaTOPOM PEIENTOPIiB aHTiOTEH3UHY.

B3aemMonisi 3 iHIIHMH JTiKapChbKHMH 3aC00aMHu

dapMakoguHaMiYHi B3aeMOil.




Kanitisbepizarodi cevo2iHHI npenapamu ma kaaiuemicHi 0obasku. EnnepeHoH He CITif
MMpu3HadaTH MallieHTaM, sIKi OTPUMYIOTh iHII Kasii3bepiraioydi cevorinHi npemnapaTtu
Ta KaJilBMiCcHI oOaBKU Yepe3s IIiaABUIIeHUN PU3UK PO3BUTKY TinepKamiemil (OuB.
po3min «IIpoTunokalaHHsa»). [Tim BIIimBOM KaJtii30epiraiounx Ce4YOoriHHUX Ipernaparis
TAKOXK MOXKe IIOCUJIIOBATUCA [if TIIIOTEH3UBHUX IIpelaparTiB Ta IHIIUX CEYOTIHHUX
3aco0iB.

IH2ibimopu AII®, 6a0Kamopu peuenmopie aHziomeH3uHy. IIpu 3acToCyBaHHi
eriepeHoHny y koM0OiHatrii 3 iHribiTopom AIT® Ta/a6o 6;10KaTOPOM peleITopPiB
AHTiIOTEH3UHY PU3UK TinepkasiemMii Moxe 30inbiryBaTucs. PEKOMeHI0BaHO
3[OiMCHIOBATH PeTEeJIbHUM KOHTPOJIb 3a PiBHEM KaJlilo y CUpPOBaTIli KPOBi Ta
MMOKa3HUKaMHu (PyHKIIil HUPOK, 0COOIMBO y TAIliEHTIB i3 pU3UKOM ITOPYIIIEHHS
HUPKOBUX (PYHKIIiM, HATPUKJIa[ y Malli€eHTiB IiTHHOT O BiKy. ENlZIepeHOoH He crif
3aCTOCOBYBaTH OOHOYACHO y IMOTPiHiM KoMOiHaIlil pa3om i3 iuribitopom AII® Ta
6JI0KaTOPOM PEeNeNnTopiB aHTioTeH3uHY (OuB. po3ainu «ITpoTUMIOKa3aHHI» Ta
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

JlIimit. [JocnigXeHb B3aEMOZi1 eMJIeEpeHOHY 3 JIiTIEM He MPOBOAUIIY. Pa3oM 3 TUM ¥
Mali€eHTiB, IKi OTPUMYyBAJIM MiTill omHOYacHO 3 iHribiTopamu AII® Ta cedyoriHHUMU
ImpernapaTamMu, OyJI0 OIIMCAaHO BUMAAKKM TOKCUYHOI il miTiro (quB. po3min «OcobmauBOCTi
3acTocyBaHHs»). Clif yHUKaTU OOHOYACHOI'O 3aCTOCYBaHHS €IJIEPEHOHY Ta
ImpenapariB 1iTiio. AKIIo HeMae MOKJIMBOCTI YHUKHYTHU 3aCTOCyBaHHA Iiiel KoMOiHalrii,
HeoOXigHO KOHTPOIIOBATH PiBeHb JIiTii0 y ma3Mi KpoBi (ouB. po3ain «OcobmmBOCTi
3aCTOCyBaHHS»).

IHuksaocnopuH, makposaimyc. LIUKJIOCIIOPUH Ta TAKPOJIIMYyC MOXKYTh CIIPUYUHUTUA
NOpYyIIeHHS (PYHKII1 HUPOK Ta MiABUIIATH PU3UK PO3BUTKY rinepkaniemii. Crifg
YVHUKaATH OOQHOYACHOTO 3aCTOCYBaHHS €IJIEPEHOHY Ta IIUKJIOCIIOPUHY abo
TaKpoJiiMycy. ¥ pa3si HeoOXigHOCTI IpU3HaYEeHHS [TUKIIOCIIOPUHY Ta TaKPOJIiMyCy B
X0l JIIKyBaHHS eIJIEPEHOHOM PEKOMEHI0BAHO PETEJIbHO KOHTPOJIIOBATU PiBEHb Kaslito
y cUpOBAaTIIi KpPOBi (AuB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

HecmepoioHi npomu3anaavHi npenapamu (HIT3I1). 3a paxyHOK 06e310CepeaHbOro
BIIIUBY Ha KJIy004KOBY (inbTpariito nmikyBanusa HII3IT Moxke mMpu3BeCTH A0 TOCTPOIL
HUPKOBOI HEOOCTATHOCTi, 0COOIMBO Y IMAlli€HTIB, sIKi BXOOSTh Y TPYIY BUCOKOTO
pu3uKy (JIiTHiY Bik Ta/abo0 3HeBogHeHHs ). [IallieHTaM, SIKi OTPUMYIOTh €IJIEPEHOH Ta
HII3TII, go mo4yaTKy niKyBaHHS CJIif 3a0e3meYyuTu afjleKBaTHUM BOOHUMN PEXUM Ta
KOHTPOJIIOBATH 1X PYHKIIiI0 HUPOK.

Tpumemonpum. OgHOUYACHE IIPpU3HaYEeHHS TPUMETOIIPUMY Ta ellJIePEeHOHY IIiIBUIIYE
PHU3UK PO3BUTKY rinepkasiemii. Ciifg KOHTPOJIIOBAaTHU PiBeHb KaJlil0 Y CUPOBATIIi KPOBi
Ta IIOKa3HUKM (YHKIII HUPOK, 0COOJIMBO Y MAIli€HTiB JIITHHOTO BiKy Ta HalIli€HTIB i3
NMOPYUIEeHHSAM (PyHKIIil HUPOK.



(x1-6ﬂ01<amopu (Hanpukaad, npa3o3uH, aabgy3o3uH). [Tpu KoMOiHyBaHHI o, -
0JIOKaTOPiB Ta eIlJIEPeHOHY iCHYE MOXKJIUBICTh MifCUIE€HHS TIIOTeH3UBHOI il Ta/abo

PO3BUTKY OPTOCTATUYHOI T'iIIOTEH3il.

ITig yac omHOYaCHOI0 3aCTOCYBaHHA (x1—6H0KaTopiB CJIiI KOHTPOJIIOBATH KIIIHIYHUN
CTaH MalliEHTIB II1OI0 OPTOCTATUYHOI TiIOTEeH3il.

TpuuukaiyHi aHmudenpecaHmu, Helipoienmuku, amigpocmuH, 6akaogpeH. OmHOYaCHE
3aCTOCYBaHHS IIUX JIiIKAPChKUX 3aC00iB Ta €NJIEPeHOHY MMOTEHIIMHO MOXKe
MigCUIIIOBATH TiMMOTEH3UBHY [Oil0 Ta MiABUIIYBAaTH PU3UK PO3BUTKY OPTOCTATUUYHOIL
rimorensii.

I'1rokokopmukoiou, mempako3akmuo. [Ipyu omHOYaCHOMY ITPU3HAYEHHI ITUX
JIiIKapChKUX 3ac00iB Ta eIljIepeHOHY iCHYE MOXKJIUBICTh TTocableHHS TilOTEeH3UBHOI [il
BHACJIIIOK 3aTPUMKU PiAUHU Ta HaTpit.

dapMaKOKiHETUYHI B3aEMO[IIl.

IocmimkeHHs in vitro cBiguaTh, 110 €NJIEPEeHOH He € iHribiTopoM i3opepMeHTiB
CYP1A2, CYP2C19, CYP2C9, CYP2D6 a6o CYP3A4. EnnepeHoH He € cyocTpaToM abo
iHribiTOpOoM P-rrmikompoTeiny.

HueokcuH. PiBens cuctemMHol excrio3utlil (AUC) IUTOKCUHY IPU OGHOYAaCHOMY
3aCTOCyBaHHI 3 enyiepeHOHOM 3pocTa€ Ha 16 % (90 % IOI: 4-30 %). Cming 3
00epeKHICTIO TPpU3HaYaTU JUTOKCHH Y J03aX, HaOIUKEeHUX N0 BEPXHbOI MeXi
TepamneBTUYHOTO [iala30HY.

BapgapuH. KniHidHO BaxKIuBUX (papMaKOKIiHETUYHUX B3aEMOiM i3 BapdapuHOM
onucaHo He Oyro. Cring 3 06epexkHiCTIO IpUu3HadaTy BapdapuH y A03axX, HaOIuKeHUX
IO BEPXHBbOI MeXKi TepaleBTUYHOTO diana30HY.

Cybcmpamu CYP3A4. Pe3ynbTraTu (papMaKOKiHETUYHUX OOCIIiIXKEeHb 3i 3pa3KkaMu-
cyoctpatamu CYP3A4 (To6TO Miga3oiaMoOM Ta IIM3aIllIPUIOM) He BUSBUIN

O3HaK BUpaXxKeHux papMaKOKIiHETUYHUX B3a€EMO/iN IIPU OOHOYaCHOMY 3aCTOCYBaHHI
LIMX IIpelaparTiB Ta enIepeHoHYy.

IH2i6imopu CYP3A4. TlotyxHi inri6iTtopu CYP3A4: mpu 0gHOYAaCHOMY 3aCTOCYBaHHi
eIJIEPeHOHY Ta IIpelapariB, III0 IPUTrHIiuYyIOTh aKTUBHICTE ¢hepmeHTy CYP3A4,
MOKJIUBHUY PO3BUTOK BHUPaXKeHUX (papMaKOKiHETUYHUX B3aeMopin. [1ixg BiuBom
nmotyxkHoro iuriditopa CYP3A4 (ketokoHa3osn 200 Mr 2 pa3u Ha mo0y) AUC
eriepeHony 30inbimmnacs Ha 441 % (muB. po3min «IIpoTUoKa3aHHSI»).
[IpoTunoka3aHe OHOYACHE 3aCTOCYBAaHHS €MJIEPEHOHY Ta MOTYXKHUX iHTiOiTOPIB
CYP3A4 (keTOKOHA301y, iTpaKOHa30Jly, pUTOHAaBipy, HeldiHaBipy, KIapUTPOMIIIUHY,
TEIITPOMINUHY Ta Heda3anoHy) (ouB. po3min «IIpoTunoka3zaHHa»).



Caabxi ma nomipHi iHeibimopu CYP3A4. 3acToCyBaHHS OJTHOYACHO 3 EPUTPOMIIIMHOM,
CaKBiHaBipoM, aMiofgapoOHOM, OUJITia3eMOM, BepalamisioM Ta PIyKOHa30JI0M
MIPU3BOOUIIO OO BUPaxKeHuX papMaKOKiHETUYHUX B3a€EMOIN i3 HigBUIIIEHHSIM PiBHiB
AUC Ha 98-187 %. Tomy mipu ogHOYaCHOMY 3aCTOCyBaHHi elIepeHoOHy Ta cjiabKux abo
nomipHux iHriditopiB CYP3A4 nmo3a emnjiepeHOHY He TOBUHHA IEPEBUIIyBaTU 25 MT Ha
mo0Oy(ouB. po3min «Cmoci6 3acTOCyBaHHS Ta OO3U»).

IHOykmopu CYP3A4. OgHo4acHe 3aCTOCYBaHHS €IJIEPEeHOHY Ta 3Bip0o0o0io (IIOTyKHUM
inmykTop CYP3A4) npussonuno go 3uuxkeHHs AUC emnepeHoHy Ha 30 %.
3acTocyBaHHs NOTyXKHIMUX iHAYKTOPiB CYP3A4 (Takux sK pudpaMIilnH) MOXKe
MMPU3BOOUTHU 10 OinbIill BUpaxeHoro 3uuxkeHHs AUC ensepeHoHy. Yepes3 pu3uk
3HUKEHHS e(PeKTUBHOCTI eNJIepeHOHY He peKOMEHJ0BaHO 3aCTOCOBYBaTH OJHOYACHO
3 IIUM ITpenapaToM moTyxkHi ingykTopu CYP3A4 (pudammninmy, kapbaMa3zerriH,
denitoin, penodbapbitan, 3Bipobiit) (muB. po3mdin «OCoBIMBOCTI 3aCTOCYBAHHS»).

AHmauudu. 3 ornaay Ha pe3yJIbTaTH KIIiHIYHOT0 (h)apMaKOKIiHETUYHOTO OOCITiAXKEeHHS,
IIpX OJHOYAaCHOMY 3aCTOCYBaHHI eIlJIEPEHOHY Ta aHTallUJHUX IIpernapaTiB He
OYiKy€ThCS BUPaXKEHUX B3aEMOIIU

Oco00/1MBOCTi IIOJ0 3aCTOCYBaHHSA

I'inepkaniemia. Y xopni niKyBaHHS eIlJIEPEHOHOM, BIAMIOBIAHO A0 MOT0 MexXaHi3My mil,
MOKJIUBUYM PO3BUTOK TillepKasieMii. ¥ BCix malieHTiB Ha IT0YaTKY JiKyBaHHS Ta ITif
Yac 3MIHUY 03U IIpenapary CJIig KOHTPOJIIOBAaTU PiBHI KaJlilo y CUPOBAaTIII KPOBi. Y
MMOJanbIlIOMy PEKOMEHAOBAaHO IIPOBOAUTH IIEPIOOAUYHNIN KOHTPOJIb, OCOOJIUBO y
Mali€HTIB, SIKi BXOOATh OO I'PyNU PU3UKY BUHUKHEHHS TinepKalieMil (TaKux K
Mali€eHTH JTiTHBOTO BiKYy, MAIliEHTHU 3 HUPKOBOIO HEIOCTATHICTIO (OuB. po3min «Cmocid
3aCTOCyBaHHS Ta mo3u») Ta miabetoM). ITiciia modaTKy JIiKyBaHHS €IJIEPEHOHOM He
PEKOMEHI0OBaHO BUKOPUCTOBYBATH KaliliBMiCHI moOaBKMU Yepes MiIgBUIIIeHUNM PU3UK
PO3BUTKY TinmepkKaieMil. Byno npogeMoHCTPOBaHO, 110 3HNUKEHHS J03U €NJIePEeHOHY
MIPHU3BOAUTH 0 3HU2KEHHS KOHIEHTpallil Kajlifo Yy CHpOBaTIIi KPOBi. Y X0i OgHOTO
OOCITim»XKeHHs 0yJI0 MPOAEeMOHCTPOBAHO, IIT0 JOAaTKOBE 3aCTOCYBaHHS
rigpoxJsopoTia3uay IIif Yac JIiKyBaHHS €IlJIEPEHOHOM KOMIIEHCYBaJIo ITiABUILIeHHS
KOHIIEHTpallil KaJlifo y CUPOBATIIi KPOBi.

[Tpu 3acTocyBaHHi emniepeHOHY Y KoM0OiHaliii 3 iHriditopom AII® Ta/abo G10KaToOpoM
pelenTOPiB aHTiIOTEH3WHY PU3UK TinepKamieMil Moxke 30ibIIyBaTUCS.

EnnepeHoH He CJIim 3aCTOCOBYBAaTH OJHOYACHO y MOTPiMHiM KoMOiHaIlil pa3oM 3
inridiTopom AII® Ta 6710KaTOPOM PELENTOPIB aHTIOTEH3UHY (OUB. PO3MiNU
«I[IpoTunIOKa3aHHA» Ta «B3aemMopist 3 iHIIIUMU JTiIKAPCHKUMHU 3aco0aMU Ta iHII BUON
B3a€EMOMin»).



INopyweHHA ¢pyHKUIT HUPOK. Y TIAILIIEHTIB i3 NOPyLIEeHHAMU (QYHKIIl HUPOK (Y TOMY
yucii 3 giabeTHYHOI0 MiKpoanbOyMiHYpi€l0) CITim peryasspHo KOHTPOJIIOBATH PiBEHB
KaJioo. 3HuKeHHSA QYHKIIl HUPOK CYIPOBOAXYETHCS MiABUIIEHHAM PU3UKY
rinepkajmiemii. Xoua pe3dynbTaTu gocaimxkenus EPHESUS, npoBeneHOro 3 y4acTio
MalieHTiB 3 giabeToM 2 TUILy Ta MiKpoaibOyMiHypi€io, oOMexKeHi, y 1Iiii MaJIii rpymi
MaIliEHTIB CIIOCTEpiraayu MigBUIlleHy YaCTOTY BUHUKHEHHS TinepkanieMil. BigmoBigHo,
JIIKyBaHHS TaKUX IAIliEHTIB CIIi MpoBOOUTH 3 00epexkHicT0. EnnepeHoH He
BUOAJISIETHCS 3a AOIIOMOTI 00 reMofiaii3y.

ITopyweHHs ¢yHKUil neyiHKu. Y TIAIli€EHTiB 3 TeTKUMHU Ta MOMIipHUMU ITOPYIIEHHSIMHA
¢yHuk1il meuinku (knacu A ta B 3a knacudikaniero Yaunga-I1'10) migBUIlleHHS PiBHS
KaJIito CUpOBaTKM KPOBi moHa[ 5,5 MMOIIb/J1 He BimOyBasiocs. Taki maiieHTn
MoTpeOyI0oTh KOHTPOJIIO PiBHIB €JIEKTPOJIITiB. 3aCTOCYBaHHS €NJIEPEHOHY OIS
JIIKyBaHHS MAIi€HTIB i3 TAXKKUMH NOPYIIeHHAMU (YHKIil HUPOK HEe BUBYAJIM, TOMY
eIJIEPeHOH IIPOTUIIOKAa3aHUX 0 3aCTOCYBAHHS TaKMM MallieHTaM (OWB. PO3Oinu
«Crmocib 3acTocyBaHHS Ta A03u» Ta «[IpOTUIIOKa3aHHSI»).

Inoykmopu CYP3A4. OgHo4YaCHe 3aCTOCyBaHHS €IJIEPEHOHY Ta IIOTYy>KHUX IHOYKTOPiB
CYP3A4 He peKOMEHIOBaHO (AUBUCH pO3ain «B3aemopisa 3 iHIIMMU JIiIKAaPpChbKUMU
3acob0aMu Ta iHIIII BUOW B3a€EMOMIN»).

3acToCyBaHHSA /iMit0, UUK/AOCNOPUHY, MAKPOAIMYCY CIIi[ YHUKATH IIiJl 4ac JIIKyBaHHSA
eInJjiepeHoOHOM (IuB. po3[in «B3aemMomisa 3 iHIMMMU JTIiIKapChbKUMM 3aco0aMH Ta iHIMi
BUOU B3AaEMOMOIN»).

®epmuavHicmb. IHGopMaliil 100 BIJIMBY Ha (PEPTUNBHICTE TIOOUHU HEMAE.

Jlakmo3sa: 0o ckKiafy npemnapaTry BXOOUTh JIaKT03a, TOMY MOT0 He CJIil Ipu3HadaTu
nalfieHTaM i3 pigKiCHUMHU CIIaAKOBUMHM pPO3/1afaMu (HEeIepeHOCHUMICTIO rajlaKTo3H,
BPOOKEHOI0 HeJIOCTAaTHICTIO TakTa3u Jlarma abo CHHOPOMOM ITOPYIIIeHHS
BCMOKTYBaHHS T'TFOKO3U Ta raJlaKTO3H).

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

BaritHicTs. AmeKBaTHUX OaHUX IOO0 3aCTOCYBAHHA €IlJIEPEHOHY BariTHUM XIHKaM
HeMae. BigoMocTi, oTpuMaHi y XOAi OOCHigKeHb Ha TBapHHaX, He BKa3yIOTh Ha
O6e3nocepenHili abo ormocepegKOBaHUN HECIPUSATIUBUN BILIUB Ha Iepebir BariTHOCTI,
PO3BUTOK eMOpioHa Ta IJIofa, IIOJIOTHU Ta IiCISPOOOBUM PO3BUTOK. [Ipu3HavaTu
elJIiepeHOH BariTHUM XKiHKaM CJIif 3 00epexHiCTIo.

[Tepiopg rogyBaHHsa rpyano. HeBimoMo, YU enjiepeHoH IIPOHUKAE Y TPYyOHE MOJIOKO

JIIOOWHU IIICIIS IePOPasIbHOTO 3aCTOCYBaHHA. BogHOYac, maHl HOKJIIHIYHUX OOCIIIOXKEHbD
CBiguaTh IIPO HASIBHICTH eIlJIepeHoHY Ta/abo #oro MetabosIiTiB y MOJIOLI HIypiB Ta PO
HOPMaJIbHUM PO3BUTOK ITOTOMCTBA, 110 3a3HAJIO BIIMBY €IJIEPEHOHY Y TaKUM CITOCiO.



OCKiNnbKM IOTeHIliall BUHUKHEHHS IT00iYHUX e(EeKTiB Y HEMOBIIST, SIKi TepeOyBaloTh Ha
IPYOHOMY BUTOLOBYBaHHI, He OOCIIIOXKEHUNU, CIIiO IPUUHATY KIIiHIYHEe PillleHHS 1100
NIPUNIMHEHHS TOOYBaHHSA I'PyAnio abo NpUNUHEHHS 3aCTOCYBaHHS IIpernapaTy 3alexXHo
Bi[ BaXKJIMBOCTI IIpenapary Ajisd MaTepi.

30amHicmb 8nausamu Ha weuodKicmb peakuii npu kepysaHHi asmompaHcnopmom abo
IHWUMU MexXaHi3Mamu.

Iocnmim»XeHb BIIMBY eIJIEPEHOHY Ha 3[IaTHICTh KePyBaTU aBTOTPAHCIOPTOM abo
IpaloBaTy 3 IHIIMMU MexXaHi3MaMU He poBoauiu. EnjiepeHOH He CIPUYUHSIE
COHJIMBOCTI a00 mOopyllleHHsI KOTHITUBHUX QYHKIIHM, ajle mif 4Yac KepyBaHHS
aBTOTpaHCIIOPTOM abo Impu PoOOTi 3 IHIIUMU MeXaHi3MaMM CJIi OpaTu OO yBaru
MOXKJIMBICTh PO3BUTKY 3allaMOPOYEHHS IIifl Yac JIiKyBaHHSA IIpenapaToM.

Cmoci6 3acTocyBaHHSI Ta IO3H

IHopociii.

I[Insg iHguBigyanbHOTO MigOOpPy mO3yBaHHS IIpelapaT iCHye y mo3ax 25 MT Ta
50 mr. MakcuMaJsbHa go0oBa Jo3a IIpenapaTry CTaHOBUTH 50 MT.

EnnepeHoH MOXHa NpuiMaTH K 3 12Kel0, Tak i He3a/JleKHO BiJl BXKUBaHHS 1XKi (OUB.
po3nin «®apMaKOKiHETUKA»).

ITauienmu i3 cepuesoto HeQocmamHicmio nic/aAa nepeHeceHo020 iHpapkmy miokapod.
PekoMeHOoBaHa ImMigTpUMyBabHa 03a eIjiepeHoHy cTaHoBUTH 50 Mr 1 pa3 Ha mo0y.
JIiKkyBaHHS CJIif pO3MOYMHATH 3 03U 25 MT 1 pa3 Ha 00y Ta IIOCTYIOBO ITiABUIIyBaTH
mo 11i1p0Bo1 o3u 50 Mr 1 pa3 Ha moOy. baxkaHo JOCSATrTH LHOTO PiBHS HO3U 3a 4 TUXKHI,
BPaxXOBYIOYM PiBEeHb KaJlilo y CUPOBATIIi KPOBi (AuUB. TaOIUIIO, III0 HaBeIeHa HUXKYeE).
JIikyBaHHS elJIEpEHOHOM 3a3BU4Yall PO3NOYNHAITh Yyepe3 3-14 OHiB miciis rocTporo
iHpapKTy MiOKapaa.

ITauienmu i3 cepuesoto Hedocmamuicmio II Kaacy (XxpoHiuHOW) 3a Kaacugikauiero
NYHA.

JIikyBaHHA MAIi€HTIB 13 XPOHIYHOIO CeplLieBO0 HepocTaTHICTIO II kitacy 3a
knacudikariero NYHA cnig po3mounHaTu 3 mo3u 25 Mr 1 pa3 Ha o0y Ta MOCTYIIOBO
IMigBUNITyBaTH OO I1iboBOI go3u 50 Mr 1 pa3 Ha moOy. baxXaHo OOCATTH LILOTO PiBHS
oo3u 3a 4 TUXKHIi, BDaXOBYIOYM PiBEHb KaJIil0 Y CUPOBATIIi KPOBi (OUB. TaOMUII0 HUXKYE
Ta po3minn «OcobIMBOCTI 3aCTOCYBaHHSI»).

[TamienTaM, y IKUX piBEeHb KaJlil0 Y CUPOBATIIl KPOBI IIEPEBUIIYE D MMOJIB/JI, HE CJIif
PO3MOYMHATH JIIKyBaHHS €IlJIEPEeHOHOM (OuB. Po3ain «[IpoTUIOKa3aHHI»).



PiBeHb Kaslito y cupoBaTili KPOBI CJIig BU3HAYaTU OO0 II0YaTKY JIIKyBaHHSA €IJIEPEHOHOM,
Yy XO[i IepuIoro TUXHS JIIKYBaHHS Ta Yepe3 MiCsIlb ITicJIsg mMoYaTKYy JIiKyBaHHS abo
KOPEeKIIil mo3u. Y pa3i HeoOXigHOCTI CJIif mepioguyHO BU3HAYATH PiBEHb KaJliio y
CHUPOBAaTIIl KPOBi BIPOAOBXK JIIKyBaHHSI.

ITicng moyaTKy JIiKyBaHHS 003y IIpelapary CJIig KOPUTryBaTH 3 ypaxyBaHHSAM
KOHIIeHTpAIlil KaJIifo Y CHPOBATIIL KPOBi, IK BKa3aHO y TaOmIulli HUXKYe.

Kopek1is mo3u micis no4yaTky JIiKyBaHHS

KoHuleHTpaLisa Kaiiio y CUpOBaTIil ) .
) Iist Kopekuisa no3u
KPOBi (MMOJIB/1T)
3 25 mMr 1 pa3 Ha 2 gHi o 25 Mr
1 pa3 Ha gobOy
< 5,0 [TigBumIieHHA
3 25 mr 1 pa3 Ha mo6y go 50 mr
1 pa3 Ha moby
5,0-5,4 bes 3MmiH 103y He 3MiHIOIOTh
3 50 mr 1 pa3 Ha goOy Ao 25 Mr
1 pa3 Ha moby
325 1 o} 25
5,5-5,9 3HUKEeHHA MI' 2 bas Ha noby ro M
1 pa3 Ha 2 mobu
3 25 mr 1 pa3 Ha 2 gHi 10
TUM4YaCOBOl BigMiHU
TuM4yacoBa
’ 6l0 . . -
BigMiHa

[Ticnss TUMYacoBOl BiOMiHM eIlJIEPEeHOHY Yepe3 IiIBUIIeHHS PiBHSA Kailiio mo 3 6
MMOJIb/JI BITHOBIEHHS JTiKyBaHHS MOXKJIuUBe y 003i 25 Mr 1 pa3 Ha 2 mobu micnis
3HUKEHHS KOHIIeHTpAaIlil KaJjlilo HU>K4e PiBHS 5 MMOJIb/I.

ITayieHmu AiMHb020 BIKY.



[I71s1 malieHTiB JIITHHOTO BiKy HeMa€ MoTpebu y KOPEKIIii IT0YaTKOBOI MO3HU IIpenapary.
Y 3B’s13Ky 3 BiKOBUM 3HUKEHHSIM iHTEHCUBHOCTI (DYHKIIil HUPOK PU3UK PO3BUTKY
rinepkajsieMil y Nali€HTiB JIITHBOTO BiKy HiIBUIIYETHCSA. PU3UK MOXKe OOOAaTKOBO
30iyIbIIIyBaTUCh V Pa3i HagBHOCTI CyTyTHHOTO 3aXBOPIOBAHHS, III0 CYIIPOBOAXKYETHCS
MiOBUINIEHHSIM CUCTEMHOL €eKCIIO3Ullil TpemnaparTy, 30KpeMa IopyLIeHHS PyHKIIi1
IIEYiHKHU JIETKOT'0 Ta IIOMIPHOTO CTYIIeHs TAXKKOCTi. PEKOMEHI0BaHO IPOBOOUTHU
MepioguyYHUM KOHTPOJIb PiBHS KaJlilo y CUPOBATIIi KpoBi (quB. po3ain «Ocob6IuBOCTi
3aCTOCyBaHHS»).

ITopyweHHs ¢pyHKUiIT HUPOK.

[MamieHTH i3 METrKuUM MOPYIIeHHSIM (QYHKITiI HUPOK He MOTpe0yioTh KOPEKIIil
IM04YaTKOBO1 103u. PeKOMeHI0BaHO ITPOBOAUTH IIEPIOONYHUN KOHTPOJIb PiBHS KaJliio y
CUPOBATIIi KPOBi Ta KOPUTYBATU NO3Y MIpemnapaTy BiAMoBigHO [0 TabGmulli BUIIIE.

[NTamieHTaM i3 OPyILIEHHSAMHU (PYHKII1 HUPOK IIOMiPHOL TSKKOCTI (KJIipeHC KpeaTuHiHYy
30-60 Mr/xB) CiIif MOYMHATHU JIiKyBaHHSA 3 003U 25 Mr 1 pa3 Ha 2 OHI Ta KOpUryBaTu
Oo3y mpelaparTy 3aje’kHO Biff KOHIIeHTpallil KaJrito (OuB. TabJIuIi0 BUIIIE).
PekomMeHOOBaHO IPOBOOUTH MEPIOANYHUYN KOHTPOJIb PiBHSA KaJlif0o y CUPOBATIli KPOBi
(muB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

ITocBig 3acTOCyBaHHS IpeliapaTy HalliEHTaM i3 KiIipeHCcoM KpeaTuHiHy < 50 MJI/XB Ta
CepLeBOI0 HeOOCTaTHICTIO micisd iHpapKTy MioKapga BimcyTHiu. [171g TiKyBaHHS TaKUX
MalliEHTiB eIJIepeHOH CJIifl 3aCTOCOBYBATU 3 00E€PEKHICTIO.

3acTocyBaHHS 03, 110 IEPEBUILYIOTh 25 MTI Ha A00Yy, HmallieHTaM i3 KJIipeHCOM
KpeaTuHiHy < 50 MJI/XB He [OCIiAXKYBaJIH.

EnnepeHoH NpoTHUNIOKa3aHUY MMAlliEHTaM i3 TIKKUMU YpaKeHHSIMU HUPOK (KJIipeHC
KpeaTtuHiny < 30 mi/xB) (ouB. po3nin «[IpotunokasanHsa»). EniepeHoH He
BUOAJISIETHCS 3 OpPraHi3My 3a JOIIOMOTIOI0 Aiasily.

ITopyweHHA pyHKUIU NeyviHKU.

[NamieHTH i3 merkumMu abo MOMIPHUMM IOPYIIEHHSIMU QYHKII1 ITe4iHKU He TTOTPeOyIoTh
KOPEKIIil M0YaTKOBOI J0O3U, ITPOTE BHACIIOOK MigABUIIIeHHS PiBHSA CUCTEMHOI €KCITO3UIIil
eIJIePeHOoHY 11iff KaTeropil mailieHTiB, a 0COOIUBO MalliEHTaM JIiTHBOTO BiKYy
PEKOMEHO0BAHO IIPOBOOUTH YaCTUU Ta PEryIspPHUU KOHTPOJIb KOHIIEHTpAIlil Kajiio y
cupoBaTli KpoBi (muB. po3min «OcobIMBOCTi 3aCTOCYBaHHS»).

KombiHoBaHe 3acmocy8aHHA.

Y pa3si ogHOYacHOTO 3aCTOCyBaHHSA 3i cmabkuMu abo nomipHuMHU iHridiTopamu CYP3A4
(HampuKJal, aMiogapoOHOM, OUJITia3eMOM Ta BepanaMijioM) MOXKHA ITOYMHATH



JIIKYBaHHS eMJIEPEeHOHOM 3 ITOYaTKOBOI mo3u 25 Mr 1 pa3 Ha goOy. [Jo3a mpemapary He
IMOBMHHa nepeBuillyBaTtu 25 Mr 1 pa3s Ha go0Oy (ouB. po3fgin «B3aeMomis 3 iHIIMMU
JIIKapChbKUMHU 3aco0aMu Ta iHII BUOM B3aEMOIiN»).

Himu.

Be3neka Ta epeKTUBHICTh 3aCTOCYBaHHS €IJIEPEHOHY HOiTAM He BCTaHOBJIeHa. HasiBHa
Ha JaHWM 4Jac iHdopMallis HaBeJeHa y po3aiii «®apMakogrHaMiKa» Ta
«®apMaKOKiHEeTHUKa».

ITlepeno3yBaHHsA

[ToBimoMmeHb mpo MOOIUHI peakilil, TOB’A3aHi 3 TepPe03yBaHHAM E€NJIEPEHOHY Y
JIIofel, oTpuMaHo He 0yo. O4iKyeThCs, 1110 HaWOiIbIl iMOBIpHUMY ITPOSIBAMU
repeno3yBaHHSA Iperapary y JIIoauHU OyayTh apTepiajibHa rimoTeHsis abo
rinepkasieMisai. EnjiepeHoOH HEMOXKJIMBO BUBECTHU 3 OpraHi3aMy 3a JOIOMOT 00
reMmopianidy. Bysio npogeMOHCTPOBAHO, IO eIIePeHOH e()eKTUBHO 3B SI3YETHCA 3
aKTUBOBaAHUM BYTi/I/IsIM. Y BUIIafKaX PO3BUTKY apTepialbHOI rilmoTeH3il crif
PO3MOYMHATU NiATpUMYIode NiKyBaHHS. [Ipy pPO3BUTKY rinepKaieMil Ciifg mo4ynHaTu
JIIKyBaHHS 3TiAHO 31 CTaHOaApTaMu.

ITo6iuni epexkTHn

Y xomi nBox pgocrnigxkens (EPHESUS i EMPHASIS-HF) 6yo mpogeMOHCTPOBaHO, 110
3arajibHa 4aCcTOTa PO3BUTKY NOOIYHUX peakllii IpPH 3aCTOCYBaHHI eIJIEpeHOHY Ta
maredo 6yna ogHAKOBOIO.

Huxue HaBemeHo 1mob6iuHi peaxiiii, Ki, MOXKJIMBO, ITOB’si3aHi i3 3aCTOCyBaHHAM
elJIepeHOHY Ta AKi BUHUKAJIU IIi[ Yac JIIKyBaHHS 4YacCTillle, HiXK [if 4aCc 3aCTOCyBaHHSA
maie6o, abo cepiio3Hi moOiuHi peakilii, 110 BUHUKAHU IIif Yac JIiKyBaHHS YacTillle,
HiX ITif 9ac 3acTocyBaHH4 Ij1aieb6o, abo Ti, 110 Oynu onucaHi mig gac
IMOCTMapPKETUHTOBOTO CIIOCTEPEKEHHS.

[To6iuni peaxkiii kiTacudikoBaHO 3a CUCTeMaMHU OpTaHiB Ta 3a aOCOMIOTHOIO YaCTOTOIO:
oyxke 4dacTto (= 1/10), gacto (= 1/100 - < 1/10), HewacTo (= 1/1000 - < 1/100), pioko
(= 1/10000 - < 1/1000), opy=xe pigko (< 1/10000), yactoTa HeBimomMa (HEMOXKIINUBO
BCTAHOBUTHU, 0a3yi0unCh Ha HasABHiN iHpopMaliii).

IrdexIril Ta iHBa3il.

Heuacmo: indexiiii, mienonedput, GapuHTIT.

3 00Ky CHCTEeMH KPOBi Ta JIiMMaTUYHOI CUCTEMH:




Heuacmo: eo3unodimnid.

3 O0KY €eHJOKPHUHHOI CHUCTEMMU:

Heuyacmo: rinoTupeos.

3 00Ky MeTabo0J1i3My Ta TPABJIEHHS.

Yacmo: rinepkanieMis (ouB. po3minu «IIpoTunokasaHHs» Ta «OCOOIUBOCTI
3aCTOCYBaHHS»), TillepX0IeCTePUHEMI;

Hevyacmo: rinnoHaTpi€eMisi, 3HeBOOHEHHS, riIepTpUriinepugeMisi.

3 00KV ICHUXIKH.

Yacmo: 6e3COHHSI.

3 00Ky HEPBOBOl CUCTEMH

YacTo: 3arraMOpOYeHHSsI, CHHKOIIE, TOJIOBHUM OiNlb;
Heyacmo: rinecre3id.

3 60Ky ceplis

Yacmo: niBOUIJIYHOYKOBA HEOOCTaTHICTh, QiOpUIsllisa mepeacepanb;
Heuyacmo: Taxikapmis.

3 OOKY CYyOUH.

Yacmo: TinoTeH3is;
Hewyacmo: TpomM0603 apTepil KiHIIIBOK, OPTOCTaTUYHA TilOTeH3is.

3 60Ky OMXaJIbHOL CHCTEMH, OPTraHiB I'PYOHOIL KJIiTKHM, CePEeOOCTiHHSI.

Yacmo: Kalllesb.

3 60Ky IIJIYHKOBO-KHIIIKOBOI'O TPAKTY.

Yacmo: miapesi, HyOoTa, 3amnop, O1I0BaHHS;
Hevyacmo: 30yTTsa XXUBOTa.

3 60Ky HIKipH Ta HMigIKipHUX TKAHMUH.

Yacmo: BUCUIIaHHS, CBEePOixK;



Heuacmo: rineprigpos, aHTioOHEBPOTUYHUM HaOPSIK.

3 60Ky KiCTKOBO-M'sI30BOI CUCTEMH Ta CIIOJIYYHUX TKAaHUH

Yacmo: M’s30Bi ctia3mu, Oinb y CIIMHI;
Hevyacmo: 6inb y KiCTKOBO-M’sI30Bili CUCTEMI.

3 00Ky HHPOK Ta CEeYOBUBIOHMUX HIIAXIB.

Yacmo: nopyuieHHsI QYHKIIl HUPOK (OUB. po3minu «B3aeMomist 3 iHIIMMU JTiKapChbKUMU
3acobamu Ta iHIII BUAU B3aeEMOMii» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

3 00Ky HNeYiHKK Ta JKOBYOBHBIOHUX IIJISXiB.

Heyvyacmo: X0J1eIuCTHUT.

3 00Ky PenponyKTUBHOI CHCTEMHM Ta MOJIOYHHUX 3aJI03.

Heyacmo: riHeKoOMacCTis.

3aranpHi po371agy Ta PO3JIafgM V MiCIli BBeOEeHHS IIpemnapary.

Yacmo: acTeHis;
Heuacmo: He3nyXKaHHS.

JIabopaToOpPHi HOCHigXKeHHSs

Yacmo: nigBUILIIEHHS CEYOBUHU KPOBI; MiABUILIEHHS PIBHI KPEaTUHIHY;

Hevyacmo: 3HUKEHHS KiTbKOCTI peleNITOPiB ellifepManbHOT0 haKToOpa pPoCTy,
HigBUIIIEHHS PiBHSA I'IFOKO3U KPOBI.

ITig vac mocnimxxennss EPHESUS y rpymi natieHTiB BikoM = 75 pokiB 0y10
3apeecTpoBaHO YUCEIbHO OiNTbITY KiIbKiCTh BUIIAAKIB iHCYIbTYy. OmHAK CTATUCTUYHO
3HAYYIIOl Pi3HUIII MiXK YaCTOTOIO BUMAMKIiB iHCYIbTYy B I'PYIIi €MJIEPEHOHY Ta y T'PYIi
naiebo He OyIio.

TepMiH NpUIAaTHOCTI

3 POKH.

VYMmoBHu 30epiranHs

36epiraTtu B opuriHajabHiM yIIaKOBIIi IIpU TeMIlepaTypi He Buiie 25 °C.



30epiraTty y HeIOCTYIIHOMY OJIsI OiTeM MicCIIi.

VYnakoBka

ITo 10 TabneTok y 6sicTepi, mo 3 OmicTepu y KapTOHHIN ITayYIli.
KaTeropis Bignycky

3a peLenTom.

BupoOHUK

Apamen ®apma C.A.



