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JIikapcbKa ¢opMma

TabneTKu, BKPHUTI IJIIBKOBOIO 000JIOHKOIO.

OcHoBHI (pi3uKko-ximiuHi 81acmuesocmi: TabneTKu KPyriiol GOpMH 3 IBOBUITYKJIIOO
ITOBEPXHEI0, BKPUTI MITiIBKOBOIO 000JIOHKOIO, JKOBTYBATO-KOPUYHEBOT'O KOJILOPY.

®dapMaKoTepalneBTHYHA rpymna

Kamitizbepiratoui giypetuku. AHTaroHictu anbpoctepony. Ennepernon. Kog ATX C03D
A04.

®dapMaKoJI0riuyHi BJIaCTHBOCTI

dapmakoOuHamika.

Mexani3M gil. EnniepeHOH Ma€ BiIHOCHY CEIEeKTUBHICTD y 3B’si3yBaHHI 3

pPeKOMOiHAaHTHUMHU pPELEeNTOPaMU JIIOAUHU 0 MiHEPaJIOKOPTUKOIIB ITOPiBHSIHO 3 HOT0
B3a€EMOJI€I0 3 peKOMOIHAaHTHUMHU pellenTOPaMu JIIOOUHU [0 TTIOKOKOPTUKOIMIB,
IPOTeCTEPOHY Ta aHAPOTeHiB. EnepeHoH nepemkoaXKae 3B 13yBaHHIO PELIENITOPIB 3
aTbAOCTEPOHOM - BaXXJIUBUM I'OPMOHOM PEHiH-aHTi0TEH3UH-aJIbAOCTEPOHOBOL CUCTEMU
(PAAC), 1o 6epe y4acThb y peryJiloBaHHi apTepiajsbHOTO TUCKY Ta 3afisiHa y
nato@izionoriyHuX MexaHi3Max PO3BUTKY CepPIlEBO-CYAUHHUX 3aXBOPIOBaHb.

dapMakonuHaMiuHi epekTu. Bymo mpoogeMOHCTPOBAHO, IO eIJIEPEHOH IIPU3BOAUTD A0

CTIMKOTI'O MiOBUIlleHHS PiBHS PEHIHY y Ijia3Mi KPOBi Ta PiBHSA albgOCTEPOHY B
CUPOBATIIi KPOBi, 10 30ira€ThbCs 3 MPUTHIYEHHSIM IIIJISIXY HETaTUBHOTO 3BOPOTHOTO
BIIJIUBY aJIbJOCTEPOHY Ha CEKpellito peHiHy. [Ipu ipoMy IiaABUINIEHHS aKTUBHOCTI
PEHiHy y IJIa3Mi KPOBi Ta PiBHIB aJIbJOCTEPOHY YV KPOBI HE IIPU3BOOUTH O
MIPUTHIYEHHS [il eIlJIEpeHOoHY.

Y xomi pocnigKeHb giana3oHy OO03 IPU XPOHIUHIN ceplieBid HEOOCTaTHOCTI (Kj1acu
II-IV 3a knacudikarieio Heio-Mopkcbkoi Kapmiosoriunoi aconiarii (NYHA) momaBaHHS



eIJIEPeHOHY A0 CTaHOapTHOL CXeMU JIiIKyBaHHS IIPU3BOAUIIO 0 OYiKyBaHOTO
00303aJIe’KHOTO0 IIiABUIIeHHS PiBHIB anbaocTepony. ITomiOHUM YMHOM Y X0fi
KappoionoriuHo-Hedponoriuunoro miggocaimkeHHsas EPHESUS (mocmimkeHHS
e(eKTHUBHOCTI Ta JIeTaJIbHOCTI IPU 3aCTOCYBaHHI eIJIEPEHOHY Yy Halli€EHTiB i3 TOCTPUM
iH(apKTOM MioKapaa, YCKJIagHEeHUM OMCQYHKIIEIO JIIBOTO IIITYyHOYKa Ta CEPIEBOIO
HEeOOCTaTHICTIO) JIIKyBaHHS eIlJIEPEHOHOM IIPU3BOAUIIO OO0 3HAUYHOI'O HMiABUIIIEHHA
piBHIB anbmocTepony. OTpUMaHi pe3ysbTaTH IMiATBEPHOXKYIOTH OJIOKYBaHHS PEIeNTopPiB
0O MiHEPaJTOKOPTUKOIOIB Y IIiM ITOMYJISLIil.

Ennepenon BuB4Yanu y xomni gocriimxkenuss EPHESUS. 1le 6ysno nmoaBifiHo ciiimne
s1a11e00-KOHTPOIbOBaHe JOCHIAXKEeHHS TPUBAJIICTIO 3 POKU, B SKOMYy Opasio y4acThb
6632 cy0’eKTH 3 TOCTPUM iH(papKTOM MioKapaa, AUCPYHKIIIEIO JIIBOTO HITYHOYKa
(omiHIOBanmocs 3a Qpakili€lo BUKUAY MiBOro mmyHodyka < 40 %) Ta KIiHiYHUMHT
O3HaKaMM CeplieBOl HeJoCcTaTHOCTIL. Yepes 3-14 gHIB micias rocTporo iHGapKTy
Miokappa (MefgiaHa cTaHOBUJA 7 OHIB) Cy0’€KTH OOOATKOBO [0 CTAHOAPTHOIO
JIIKYBaHHSI OTPUMYBAJIU eljiepeHoH abo mJalebo y movaTKoBi# go3i 25 mMr 1 pa3 Ha
noOy. Y nmomanbIlioMy HO3Y ITOCTYIIOBO (BIIPOAOBXK 4 THMXKHIB) MiABUIITyBaJId OO
OOCSITHEHHS 11iTboBo1 mo3u 50 Mr 1 pa3 Ha goOy 3a yMOBH, 1110 PiBEeHb KaJliio B
CUPOBATIIi KPOBi OYB HUXKYUM 3a 5 MMOJIL/J. [IpOoTsAroM mOCimKeHHsT Cy0 €EKTH
OTpUMYyBaJIi CTaHOAPTHE JIIKyBaHHS, 1110 BKJIIOYAJIO alleTUJICAJIIIIUIIOBY KUCJIOTY
(92 %), iuriditopu AITI® (90 %), B-6mokaTopu (83 %), HiTpaTu (72 %), NEeTILOBI
niypeTtuku (66 %) abo inriditopu I'MI-KoA-penykTa3u (60 %).

[lepBuHHUMU KiHLIeBUMM TOoYKaMmu y gocriinzkeHHi EPHESUS 6ynu 3aranbHa
JIeTaJIbHICTL Ta KOMOiHOBaHa KiHITeBa To4YKa (JIeTaJIbHUM HACJIimoK abo rocmoiTasilallis
BHACJIiMOK MOpPYyIIeHb 3 00Ky cepleBo-CyauHHOI cucteMu). 14,4 % cy0’ekTiB i3 rpynu
eriepeHoHny Ta 16,7 % cy0’eKTiB i3 rpynu nnane6o nmomMepnu (3 Oyab-IKUX IIPUYMUH), a
26,7 % cy0’ekTiB i3 rpynu ennepeHony Ta 30 % cy0’ekTiB i3 rpynu niaiedo mocsariu
BiITIOBIMHOCTI KpUTEepisiM KOMOiHOBAHOI KiHIIeBOl TOUKH (JIeTaJIbHUM HACJIiIoOK abo
rocmiTasnilallisi BHACIiAOK IMOPYIIeHb 3 00Ky CeplieBO-CyAMHHOI CUCTeMM). TaKum
4uHOM, y Xomai gocnigxenHss EPHESUS ennepeHOH 3HUKYBaB PU3UK JIETAJIBHOTO
HacJigKy 3 Oyab-akux nmpuduH Ha 15 % (BP 0,85; 95 % I 0,75-0,96; p=0,008)
MMOPiBHSHO 3 mJaiebo IepeBakKHO 3a PaxyHOK 3HUXKEHHS JIeTaJIbHOCTI BHACJIiAOK
MMOpYyIlleHb 3 OOKY CepleBO-CYAUHHOI CUCTEMU. PU3UK JIeTalbHOr0 HaCIigKy abo
rocmiTanildallil BHaCIiloK IIOPYIIeHb 3 00Ky CepLeBO-CyAUHHOI CUCTEMU IIPU
3acTOCyBaHHIi enyiepeHOHy OyB 3HMKeHuu Ha 13 % (BP 0,87; 95 % [II 0,79-0,95,
p=0,002). AGComOTHE 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 CepIlieBO-CyOUHHOI CUCTEMHU.
KrniniuHa edeKTUBHICTh eNJIeEpEeHOHY, B IePILy 4Yepry, Oyja MpogeMOHCTpOBaHa IIpu
IIpU3HaYeHHI JIIKyBaHH IIallicHTaM BiKOM [0 75 poOKiB. KOpUCTE Bif JIIKyBaHHSA
cy0’ekTiB BikoM Bim 75 poKiB BUBYEHa HeOgoCcTaTHLO. [TokparieHHs abo cTabimizaiiro



MMOKa3HUKIB QPyHKIIIOHAIBHOI Knnacudikaiiil 3a NYHA crniocTepiranu y CTaTUCTUYHO
3HauyMIo OiTbII0i YacTKU Cy0’€KTIB, sIKi 3aCTOCOBYBAJIM €IJIEPEHOH, IIOPiBHSHO 3
nalfieHTaMu 3 rpyImu Iaiedo. YacToTa po3BUTKY Trinepkainiemii cranosuna 3,4 % y
rpyIi enyiepeHoHy Ta 2 % y rpymi nnane6o (p < 0,001). YacToTa pO3BUTKY
rinmokamniemii 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
BIIPOAOBXK (papMaKOKiHETUYHUX OOCIiIXKeHb He OYJI0 BUSBJIEHO CTiiKOTO BIIJIUBY
eIJIepeHOHY Ha YaCTOTY CepIlieBUX CKOPOYeHb, TPUBaAIiCTh KoMIliekcy QRS abo
inTepsamniB PR Ta QT.

Y xoni mocnimxxenuss EMPHASIS-HF (gocrigzxeHHS 4acTOTH I'OCIHiTai3alril Ta
JIeTalIbHOCTI IIPU 3aCTOCYBaHHI eIJIEPEHOHY IalliEHTaM i3 ceplieBO0 HeOOCTaTHICTIO
Ta CUMIITOMaMHM JIETKOT'O CTyII€Hs) BUBYAIU e(PEeKTHUBHICTD BIJIMBY €MIJIEPEHOHY,
OOOAHOTO OO CTaHAApPTHOTO JIiIKyBaHHS, Ha KIIiHIYHiI pe3ynbTaTu cy0’€EKTIB i3
CHUCTOJIIYHOIO CEPLIEBOIO HEOCTATHICTIO Ta CUMIITOMaMU JIETKOI'O CTYIIE€HSA
(byukuionansHuM Kiac Il 3a kmacugikaiiero NYHA).

Y pmocnigzkeHHi Opanu y4acTh cy0’€KTU BiKOM Bif 55 POKiB, y IKUX GpakKilisi BUKUIY
JliBoTO HITyHO4YKa ctaHoBuia < 30 % abo = 35 % 3a ymoBu QRS 6Ginbi

Hixk 130 minicekyHp Ta sKi 3a 6 MicsIIiB, 1110 IepenyBaau OOCIiAXKEeHHI0, OyIu
rocritasni3oBaHi BHACIiIOK NOPYIIeHb 3 O0KY CepIeBO-CyOUHHOI CUCTEMHU ab0 y SKUX
piBeHb HaTpinypeTuuHoro nentuny tuny B (HITB) y nmia3mMi KpoBi CTaHOBUB
moHaMeHiIre 250 nr/ma abo piBeHb N-TepminanbHoro npo-HIIB y nina3mi KpoBi
cTaHOBHUB mIoOHauMeHIIe 500 rnr/mMa y 4osoBikiB (750 or/Mmn y XkiHOK). [TogaTkoBa go3a
eIIepeHoHy ctaHoBuia 25 Mr 1 pa3 Ha go0Oy. Yepes3 4 THUXKHI A03Y IMiABUIITYBaJIU [0
50 mr 1 pa3 Ha mo6Gy 3a yMOBH, III0 PiBeHb KaJlilo B CUPOBATIIi KPOBi He JocsAras 5
MMOJIb/TT. AGO K, IKIIIO PO3pPaxyHKOBA IIBUIAKICTb KITIy0OO4YKOBOI QinmbTpaiiii
mopiBHIOBana 30-49 mn/xs/1,73 M2, IMo4YaTKOBa A03a eNJIepeHOHY CTaHOBUIIa 25 MTI

1 pa3 Ha 2 gHi Ta Hagasni migBuiyBanacs go 25 Mr 1 pa3 Ha moOy.

3aranioM paHpgoMisailito (y moaBifiHoO crinmoMy pexxumi) nmpoinino 2737 cy6’eKTiB, SKUM
OyJi0 mpru3Ha4YeHo eryiepeHoH abo mialne6o Ha Ti1i 6a30BOro JIIKYBaHHS CEYOTiHHUMU
npenapatamu (85 %), inriéitopamu AIT® (78 %), 61oKaToOpaMu aHTiOTEH3WHOBUX
penientopiB II Tuny (19 %), B- 6mokaTopamu (87 %), aHTUTPOMOOTUYHUMU
npenapaTtamu (88 %), 3acobaMu st 3HUKEHHS PiBHA JinifgiB (63 %) Ta riuiko3ugamMu
HanepcTaHKU (27 %). CepenHili piBeHb (QpakKiiil BUKHAY JIIBOTO IIJIYHOYKa CTAHOBUB
~26 %, a cepenHsa TpuBaicte kKommiekcy QRS popiBHIOBasia ~122 mc. Binsuricte
cy0’ekTiB (83,4 %) y momepenHi 6 mics11iB go paHmoMmizaliii Oysu rocmiTanizoBaHi
BHACJIiLOK MOPYIIEeHb 3 00Ky CeplieBO-CyOAUHHOI CUCTEMU, IIPUYOMY ITPUOJIN3IHO
IOJIOBMHA 3 IUX Cy0’€KTIB - BHACIIOK cepiieBoi HegocTaTHOCTI. [Tpubnu3no 20 %



cy0’€eKTiB Mau BCTaHOBJIEHI iMIImaHTOBaHI AedibpunsiTopu abo nepebyBanu Ha
ceplieBil peCUHXPOHI3yI0Uil Teparil.

[lepBuHHA KiHIIeBa TO4YKa (JieTaJIbHUM HACJIIOOK y pe3yIbTaTi CepleBO-CyOAuHHUX
mopyIeHb abo rocritani3allisi y 3B’sI3Ky 3 CepPlLieBOI0 HEMOCTATHICTIO) CIIOCTepiraaacs
y 249 cy06’exTiB (18,3 %) 3 rpymnu ensyiepeHoHy Ta y 356 cy06’ekTiB (25,9 %) 3 rpynu
mnatne6o (BP 0,63; 95 % OI 0,54-0,74, p < 0,001). BrimuB ernjiepeHoOHy Ha Pe3yIbTaTu
3a IIEPBUHHOIO KiHIIEBOIO TOYKOIO CIIOCTepiraBcs cTabiibHO Yy BCiX IMOMEepeaHbO
BH3HAYEHUX HiArpynax.

BTopuHHa KiHIIeBa TOYKa (3arajibHa JIeTaJlbHICTh) criocTepiramacsa y 171 maiieHTta
(12,5 %) 3 rpynu ensyepeHony tTay 213 cy6’ekTiB (15,5 %) 3 rpynu nnaiebo (BP 0,76;
95 % MOI 0,62-0,93, p=0,008). JleTanbHUM HACIiAOK y pe3yJbTaTi HOPYyLIEeHb 3 OOKY
ceplieBO-CynuHHOI cucteMu OyB 3adikcoBanuit y 147 cy6’ekTiB (10,8 %) 3 rpynu
eriepeHony ta 'y 185 cy6’ekTiB (13,5 %) 3 rpynu nname6o (BP 0,76; 95 % OI 0,61-
0,93, p=0,01).

IIpoTsiroM mocIiazKeHHS TinepkasieMiss (piBeHb Kallilo B CHPOBATIIl KPOBi

> 5,5 MMonb/n) BUHUKanay 158 cy6’ekTiB (11,8 %) 3 rpymnu enjepeHoHy Ta y

96 cy6’ekTiB (7,2 %) 3 rpynu niaie6o (p < 0,001). I'imokamiemist (piBeHb Kaito B
CUPOBATI KPOBiI < 4 MMOJIb/JI) y TPYIIi eIlJIepeHOHY BUHHUKAJIA 31 CTQaTUCTUYHO
OOCTOBIPHO HU2KYO0IO0 YaCTOTOIO, HiXK y rpyrti ninarebo (38,9 % y rpymi enjepeHoHy Ta
48,4 % y rpymi nnane6o, p < 0,0001).

[TiTh. 3aCTOCYBaHHA E€IJIEPEHOHY OITAM 13 CepLIeBOI0 HENOCTATHICTIO HE
OOCIIIIKYyBaJIu.

Y 10-TuxkHeBOMY OOCIIiAXKEHHI 3a y4acTIo AiTeu i3 rinmepTeH3ieto (BikoM 4-16 poOKis,
n=304), 3aCcTOCyBaHHS eIlJIePeHOHY B mo3ax 25-100 Mr Ha mo0y, 1110 MPU3BOAUIIO [0
€KCII0o3uIlil, Togi6HOl M0 TaKOol ¥ OPOCIINX, He IPOIEeMOHCTPYBasio e(eKTUBHOTO
3HUXKEHHS apTepiajlbHOIO TUCKY. Y 1IbOMY OOCJIIKEHHI Ta y JOCIiAXKEeHH] 11010
Oe3mneku TpuBamicTio 1 pik 3a ydyacTtio 149 miTe#t BikoM 5-17 pokiB mpodins 6e3meku
OyB mOmiOHUM [0 TAKOTO, II0 CIIOCTEPIraBCs Y HOPOCIIHX. 3aCTOCYBaHHS €IJIEPEHOHY
OiTAM BiKOM 10 4 POKIiB i3 rinepTeH3i€l0 He BUBYAIU, OCKIJIbBKU OOCIIIIXKEHHS 3a
y4acTIO JiTel CTapLIoro BiKy IPOAEeMOHCTPYBAIO BiACYyTHICTh e()eKTUBHOCTI (OUB.
po3min «Cnocib 3acTOCYBaHHS Ta JO3U»).

IocnigxkeHb Oyab-IKOT0 (HOBTOTPUBAJIOr0) BIJIMBY Ha TOPMOHAJILHUM CTATyC OiTEH He
IIPOBOIUIIN.

dapmakoKiHemukKa.

AGcopOirisi. AGcomoTHa 6i0OCTYITHICTh eIJIEPEHOHY IIiciia 3acTocyBaHHSA mo3u 100 Mr
mepopasibHO CTaHOBUTH 69 %.



MaxkcuMaJsibHa KOHIeHTpallisl JIIKapChbKOTo 3aco0y y MJIa3Mi KPOBi JOCATAETHCS
npubnau3Ho yepes 1,5-2 roguHU. MakcuMaibHa KOHIIEHTPAIlis y IIa3Mi KpPOBi (Cmax)
Ta mJomia Iig papMakKoKiHETUYHOI KPHUBOI (AUC) 3MiHIOIOTHECS IIPOMOPLIINHO O03i Y
miana3oHi 10-100 Mr Ta MeHII HiXK JO30IPOIIOPLIMHO IIPY 3aCTOCyBaHHI A03 ITOHAa[,
100 Mr. PiBHOBaskxHMII CTaH HacTa€ IPOTATOM 2 OHIB Bif IOYaTKy JiKyBaHHS. [Ka He

BITMBA€ Ha abCopOIIifo JTikapchbKOro 3acoly.

Poznopin. EnnepeHoH 3B’s13yeThcs 3 OinKaMu njia3Mu KpoBi npubnu3Ho Ha 50 % Ta
TOJIOBHUM YUHOM 3B’SI3YETHCS 3 G-1-KUCIUMMU TJIiKOIIpOTeiHaMU. YIBHUM 00’ eM
PO3IOily elIepeHOHY YV PIBHOBaKHOMY CTaHI PO3LIHIOIOTH SIK TaKWH, 110 JOPIBHIOE
42-90 n. EniepeHOH He CXUJIBHUU [0 3B’'A3yBaHHS 3 €PUTPOLIUTaMMU.

Bbiotpancdopmanisi. Metaboni3M emnepeHOHy epeBaXKHO 3[iMCHIOETHCS 3a PaXyHOK

depmenTy CYP3A4. YV nma3mi KpoBi TIOOUHU HE BHSBIEHO XKOOHUX aKTUBHUX
MeTaboJIiTiB emnepeHonHy.

BuBepeHHS. MeHII HiX 5 % 003U emJIEpeHOHY BUBOOUTHCS 3 CE€YEI0 1 KaJIoM Y BUTJIAM]

He3MiHeHOro npemnapary. [licjia mepopalbHOTO IPUHMOMY Pa30BOl J03U pPafgioaKTUBHO
MideHOro npernaparty npubnusso 32 % mo3u 0yJio BUBEOEHO 3 OpraHi3aMy 3 KaJioM Ta
mpubu3Ho 67 % OyIo BumisieHo 3 cedelro. [Tepion HanmiBBUBEIEHHS €IIJIEPEHOHY
CTAHOBUTH OJTM3bKO 3-6 TOAuH. YSIBHUY KITipEHC 3 IIJIa3MU JOPiBHIOE IPUOIIM3HO

10 m/rop.

3acTOCYBaHHS V cIelMMIiYHUX MOIYIISIiaX.

Bik, cmamb ma paca. JocaigKeHHSA (apMaKOKiHETUKY €NJIEPeHOHY IPU 3aCTOCYyBaHHI
y 0o3i 100 Mr 1 pa3 Ha moOy IPOBOOMIIN 3a y4aCTIO TAKUX KaTeropiu cy6’ eKTiB sIK
MaIliEHTH ITITHBOTO BiKYy (Big 65 POKiB), IMAlliEHTHU YOJIOBIUOI CTaTi, IMAIliEHTH KiHOYOI1
CTarTi, MalliEHTU HEeTPOIJgHOl pacu. 3HAUHUX BiAMiHHOCTE! Yy papMaKOKiHETUILI]
eIlJIEpEeHOHY Y IalliEHTIiB 3aJIe’KHO Bif cTaTi He OyJo. Y cy6’eKTiB JTiTHBOTO BiKY y
PiIBHOBaXXKHOMY CTaHi CIIOCTepiraau IMigBUIIEHHS PiBHIB Cmax (22 %) Ta AUC (45 %)
MMOPiBHAHO 3 MoJiogIuMu matieiTamMu (18-45 pokiB). Y cy0’eKTiB HErpoigHOl pacu y
piBHOBa*KHOMY CTaHi Cmax Oyma HuXK4O0w Ha 19 %, a AUC - Ha 26 % HuxX4a (OuB.
po3min «Cnocib 3acTOCYBaHHS Ta O3U»).

Iimu. 3a 1OIOMOT0I0 MOMYJIALiNHOl (hapMaKOKIiHETUYHOI MOAEeNi O/isi KOHIIEHTPallii
eNJIEPEHOHY BIONOBIOHO A0 2 OOCHiAXKEeHb 3 y4acTio 51 mnarieHTa Bikom 4-16 pokiB
OyJI0 BCTAHOBJIEHO, 1110 Maca Tijla ITalliEHTa Ma€ CTaTUCTUYHO 3HAYYIIIUN BIIJIUB Ha
00’eM pPO3MOMisy elnjiepeHoHy, ajle He Ha Moro BuBefeHHs. [lepenbadaeThcs, 1110 00’'eM
PO3MOIiNy enyiepeHOHY Ta IIiKOBa €KCIIO3Ullis y miTel i3 OifIbIIo Macoo Tiia OyayTh
momiOHi J0 TaKuX, 110 CIIOCTEPiraloThCsA Y JOPOCIINX 3 MOAiOHOI0 Macoo Tina. Y
MalieHTiB i3 Macoio Tisa 45 Kr 06’eM po3mnofiny € npubnu3Ho Ha 40 % HUXKYUM i
nmepenbava€eThCs, 110 ITiKOBA €KCIO3Ulliss Oyme BUIIOIO0, HiXK Taka, 1110 3a3BU4Yau



CIIOCTEPIra€eThCcsa y gopocnux. [iTsaM 3aCTOCOBYBaJId ITOYaTKOBY 03y €IJIEPEHOHY

25 mr 1 pa3 Ha goOy; micas 2 TuXKHIB mo3y 0yJsio 30inbiieHo go 25 Mr 2 pa3u Ha o0y, a
B pasi KiiHiuyHOol HeoOXigHOCTI - 1o 50 Mr 2 pa3u Ha mo0y. [Ipu 3acTocyBaHHI TaKUxX
003 HalBUIIl KOHIIEHTPAllil elJIEpeHoHY yV OiTel He OyJii 3HAaYHO BUIIli IIOPiBHSHO 3
TaKUMH, 1[0 CIIOCTEPIraaucs y JOPOCIUX IIPU 3aCTOCYBaHHiI mo4yaTKOBO1 go3u 50 mr 1
pa3 Ha mooy.

Hupkosa HeOocmamHicmb. PapMaKOKIHETUKY €IJIEPEHOHY OIiHIOBAJIX y MaIli€HTIB 3
Pi3HUMU CTyHEHSIMU IIOPYIIEeHHS HUPKOBOL (PYHKIII1 Ta y MAIli€HTIB, AKi 3HAXOOUIIUCS
Ha remMopiajisi. Y maiieHTiB i3 Ts3kKK010 popmoio HUpKoBoi HegocTaTHOCTI AUC ta C
max Y piBHOBaxkKHOMY cTaHi Oynu mimBuieHi Ha 38 % Ta 24 % BiAIOBIAHO IMOPiBHSHO 3
KOHTPOJIBHOIO T'PYIOI0. Y MAalli€HTIB, AKl 3HAaXOOUJIUCA Ha reMofiaisi, Il TOKa3HUKU
Oynu 3HUKeHi Ha 26 % Ta 3 % BigmoBimHO MOPIBHAHO 3 KOHTPOJIBHOIO T'PYIIOI0
nanieHTiB. Kopenamnil MixK KJIipeHCOM emjIepeHOHY 3 IJIa3MM KPOBi Ta KJIipeHCOM
KpeaTuHiHy BUSBJIEHO He Oyso. EnyiepeHOH He BUOANSAETHCA 3a JOIIOMOT0I0

reMmopiamnidy (gus. po3gin «OcoOIUBOCTI 3aCTOCYBaHHS»).

ITeuinkosa HedocmamHicmb. PapMaKOKIHETUKY eIlJIepeHOoHY B 7031 400 Mr
OOCIIiAXKyBaJiy y Ialll€HTIB i3 NIOMIpHUMHU ypaXKeHHSAMU IediHKU (Kj1ac B 3a
Knacugikamieio Yainga-I1'10) Ta mopiBHIOBanu pe3yJIbTaTH 3 pe3yIbTaTaMH,

OTPUMAHMUMM Y IAllieHTiB 0e3 mopyIlieHHs GYHKII NediHKHU. Cm L Ta AUC ennepeHoOHY

y piBHOBaxXKHOMY CTaHi Oynu migBuitieHi Ha 3,6 % ta 42 % BiHHOgiJIHO (ouB. po3gin
«Crmocib 3acTocyBaHHS Ta A03u»). OCKiNbKM OOCITiAXKEeHb 3aCTOCYBaHHS eIJIEPEHOHY
OJ1s TiKyBaHHS IAIli€HTIB i3 TAXKKHUMU MMOPYIIEHHAMU QYHKIIM ITIeYiHKY He ITPOBOOUIIH,
IpHU3HAUYEHHS €NJIEPEeHOHY TaKUM MallieHTaM NpOTUIIOKa3aHe (OUB. pO3in

«I[TpoTUioKa3aHHSI»).

Cepuesa HedocmamHicmy. Y NAIli€HTIB i3 cepiieBoi0 HegocTaTHicTIO (Kinacu II-1V 3a
kinacudikaniero NYHA) nmpoBogunm OOCHiAKeHHs papMaKOKIiHETUKH €IJIEPEHOHY, 110
3aCTOCOBYBaBCsA y 703i 50 Mr. 3HaueHHA Cmax Ta AUC y piBHOBaKHOMY CTaHi y
Malli€eHTiB i3 cepiieBOi0 HegocTaTHiCcTIO Oynu Ha 38 % Ta 30 % BiAMOBIAHO BUILMMH,
HiXK y 370poBUX JOOPOBOJIBIIIB BilTIOBIiAHOT0O BiKy, MacH Tisla Ta ctaTi. BigmoBigHo mo
IIMX Pe3yJIbTaTiB, HOMYISALiMHUN aHali3 (apMaKOKIHETUKH €IJIEPEHOHY, IIPOBEIEeHUN
y migrpymni nauieHTiB 3 gocrigxkenHsa EPHESUS, cBiguuTs, 1110 KIIipeHC eNJIEPEHOHY Y
IIalli€eHTIB i3 CeplieBO0 HEOOCTATHICTIO HEe BIAPI3HAETHCS Bif KIIIPEHCY LILOTO
mmperapary y 300pOBUX JOOPOBOIBIIB JIITHHOTO BiKY.

IToxa3aHHS

e JIOITOBHEHHS [0 CTAaHOAPTHOIO JIIKYBaHHS i3 3aCTOCYBaHHSAM B-0JI0KaTOPiB 3
METOI0 3HMUXKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta JIeTaJIbHOCTI, IIOB 13aHUX 13
CepIEeBO-CYIUHHNMM 3aXBOPIOBAHHSIMM, y CTaOIIbHUX IAIi€HTIB i3 AUCPYHKITiEIO



JIiBOTO IITyHOYKa ((ppakilis Bukungy niBoro mmyHodka < 40 %) Ta KIiHiYHUMHT
O3HaKaMM CepIleBOl HeJOCTAaTHOCTI HiC/Is HeIogaBHO ITepeHeceHoro iHhapKTy
MioKapmaa.

e JIOTTOBHEHHS [0 CTaHOAPTHOI OIITMMAaJIbHOI Tepamnil 3 MeTOI0 3HUKEHHS PU3UKY
3aXBOPIOBAHOCTI Ta IE€TaJIbHOCTI, ITOB’sI3aHO] i3 CeplieBO-CyANHHUMU
3aXBOPIOBaHHSIMU, Y JOPOCJIUX MALliEHTIB i3 ceplieBOI0 HexocTaTHICTHo II Kitacy
(xponiuHoOI0) 3a Knacudikaiiero NYHA Ta gucdyHKIIi€IO TiBOTO IIJIYHOYKa
(bpaxkiisa Bukumy jiBoro nmyHodka < 30 %) (guB. po3min «®PapmMakKoguHaMiKa»).

IIporunnoka3aHHs

e I'imepuyTIUBICTb OO Oifo4Yoi peYyoBUHU ab0 A0 OyOb-IKOI 3 TOMOMIXKHUX PEYOBHUH,
3a3Ha4YeHux y po3nini «Ckmag».

e [lamieHnTaMm i3 piBHEM KaJlit0 B CUPOBAaTIIi KPOBi > 5 MMOJIb/J1 HA MOMEHT II04YaTKy
JIIKyBaHHS.

e [JamieHTaM i3 HUPKOBOI HEOOCTATHICTIO TSIKKOI'0O CTylHeHs (po3paxyHKOBa
IIBUOKICTH KIIy004KOBO1 ¢inbrpairii < 30 mn/xs/1,73 M2).

e [lamieHTaM i3 IMe4YiHKOBOIO HEOOCTATHICTIO TSIXKKOT0 CTymneHs (Kinac C 3a
Knacugikarmiero Yaunga-I1'10).

e TTamienTaMm, Ki 3aCTOCOBYIOTH KaJlili3bepiramodi giypeTuku abo moTyxKHi
inridiTopu CYP 3A4 (HanpukKJiaf, iTpakKoHa30JI, KETOKOHA30JI, PUTOHABIp,
HendiHaBip, KIAaPUTPOMIIIMH, TEJIITPOMIIIUH i Heda30a0H) (OUB. PO3Oi
«B3aeMomist 3 iHmIMMH TiKapChbKMMH 3acoO0aMU Ta iHIII BUOU B3aEMOMIN»).

e OmHOYACHEe 3aCTOCYBaHHS eIJIEPEHOHY Y MOTPiMHiN KoMObiHallii pa3oMm 3
iHridiTopom AIT® Ta 6710KAaTOPOM PELEeIITOPiB aHTiIOTEH3UHY.

B3aemonisi 3 iHONIHMH JTiKapChbKHMH 3aCO00aMHu

dapMakoguHaAMiYHi B3aEMOil.

Kaanitizbepizaroui cevo2iHHI npenapamu ma kaaiuemicHi 0obasku. EnnepeHoH He CTif
IMpu3HayaTH IallieHTaM, siKi OTPUMYIOTh iHIIi Kanifi30epiraiodi cedyoriHHi npemnapaTtu
Ta KaJilBMiCcHI oOaBKU Yepe3s ITiaABUIIeHUN PU3UK PO3BUTKY TinepKamiemil (IuB.
po3min «IIpoTunokalaHHsa»). [Tim BriiumBoM KaJtii3bepiraiounx Ce4UOoriHHUX Ipernaparis
TaKOXK MOZKe MOCUTIOBATUCH [id FIIOTEH3WBHUX IIpernapaTiB Ta IHIINX CEYOTIHHUX
3aco0iB.

IH2i6imopu AII®, 610Kamopu peuenmopie aH2ziomeH3uHy. IIpu 3acToCyBaHHi
erjiepeHoHny y koM0OiHatrii 3 iHribiTopom AIT® Ta/a6o 6710KaTOPOM PeleITopPiB
AHTiIOTEH3UHY PU3UK TilepKasieMii Moxke 30inbiryBaTucs. PEKoMeHI0OBaHO
3OiMCHIOBATH PETEIbHUM KOHTPOJIb 3a PiBHEM KaJlifo B CUPOBATIII KPOBi Ta
MMOKa3HUKaMHu (PYyHKIIil HUPOK, 0COOJIMBO y MAIliEHTIB i3 pU3UKOM IIOPYIIIEHHS



HUPKOBUX (PYHKIIiM, HATPUKJIa[ y Malli€eHTiB JiTHHOTO BiKy. ENlJIepeHoOH He crif
3aCTOCOBYBATU OTHOYACHO y MOTPiMHiM KomOiHallil pa3om 3 iuriditopom AII® Ta
6JI0KaTOPOM PEeNeNnTOopPiB aHTi0TeH3uHY (OuB. po3ainu «IIpoTUNIOKa3aHHI» Ta
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

JlIimit. [JocnigXeHb B3aEMOZI1 eMJIEPEeHOHY 3 JIiTIEM He MPOBOAUIIK. Pa3oMm i3 TuM y
Mali€HTiB, Ki OTPUMYBAJIU JIiTi# omHOYacHO 3 iHribiTopamu AIT® Ta ce4oriHHUMHU
mmpernapaTamMu, OyJI0 OIIMCAaHO BUMAOKM TOKCUYHOI il miTito (quB. po3min «OcobmuBOCTi
3acTocyBaHHs»). Clii yHUKaTU OOHOYACHOTI'O 3aCTOCYBaHHS €IMJIEPEHOHY Ta
IpenapariB /iTiio. AKIIo HeMae MOKJIMBOCTI YHUKHYTHU 3aCTOCyBaHHA Liiel KoMOiHalrii,
HeoOXigHO KOHTPOIIOBATH PiBeHb JIiTii0 y ma3Mi KpoBi (OuB. po3ain «OcobmmBOCTi
3aCTOCYBaHHS»).

ITukaocnopuH, makposaimyc. LIUKJIOCIOPUH Ta TaKPOJIIMYyC MOXKYTh CIPUYUHUTHU
NOpYyIIeHHS (PYHKII1 HUPOK Ta MiABUIIATH PU3UK PO3BUTKY rinepkaniemii. Crifg
YVHUKATHU OOQHOYACHOTO 3aCTOCyBaHHS €IJIEPEHOHY Ta IIUKJIOCIIOPUHY abo
TaKpoJriMycy. Y pa3si HeoOXigHOCTI IpU3HaYEHHS ITUKIIOCIIOPUHY Ta TaKPOJIiIMyCy B
X0l JIIKyBaHHSA €IJIEPEHOHOM PEKOMEH0BAHO PETEJIbHO KOHTPOJIIOBATH PiBEHb Kaslito
B CUPOBATIIi KPoBi (AuB. po3min «Ocob6IuBOCTi 3aCTOCYBaHHS»).

HecmepoioHi npomu3anaavHi 3acobu (HI133). T'ocTpa HUPKOBa HEIOCTATHICTh MOXKe
BUHUKATHU y MAIliEHTIB rpynu pu3uKy (ocib miTHLOTO BiKy, 0Ci0 31 3HEBOOHEHHSIM, TUX,
XTO 3aCTOCOBYE AiypeTUKH, 0Cib i3 mopyiieHHsIM GYHKIII HUPOK) Yepe3 3HUKEHHS
KIy004YKOBOI inbTpaliil (IpUrHiYeHHS CyONHOPO3IINPIOBAIbHUX IPOCTAarIaHOUHIB
HIT33). et BIIuB, SIK IIpaBuiio, o6opoTHuM. KpiM TOro, MoXinBe 3HUKEHHS
aHTUTINEPTEH3UBHOTO0 edekTy. CIIi MIPOBECTHU rigpaTallilo IallieHTa Ta KOHTPOJIIOBaTH
dyHKIIiI0 HUPOK Ha IT0YaTKYy JIiKyBaHHS Ta PeryJsapHO IIig yac kKoMmOiHOoBaHOI Teparrii
(muB. po3minu «Cnocib 3acToCcyBaHHS Ta H03u» i «OCOOIUBOCTI 3aCTOCYBAHHS»).

Tpumemonpum. OgHOYACHE IIPU3HAYEHHS TPUMETOIIPUMY Ta ellJIePEeHOHY ITiIBUIIYE
PU3UK PO3BUTKY TinepKamiemii. Cii KOHTPOJIIOBATU PiBEHb KaJlilo B CUPOBATIIi KPOBi
Ta IIOKa3HUKM (DYHKIIl HUPOK, 0COOJINBO Y Malli€HTiB JIITHHOTO BiKy Ta HAlli€HTIB i3
MOPYIIEHHSAM (QYHKIINA HUPOK.

(x1-6ﬂ01<amopu (Hanpukaad, npa3o3uH, aabgy3o3uH). [Tpu KoMOiHyBaHHI o, -
6JI0KaTOpiB Ta eIJIepeHOHY € MOXKJIUBICTh IOCUJIEHHS TiOTEeH3UBHOI fil Ta/abo
PO3BUTKY OPTOCTATUYHOI rinmoTeH3il. ¥ XoOi oqHOYaCHOT0 3aCTOCYBaHH S -
6JI0KaTOPIB CIi KOHTPOJIIOBATH KITIHIYHUY CTAH MalliEHTIB IIOI0 OPTOCTAaTUYHOI

rinoreH3sil.

TpuuukaiyHi aHmudenpecaHmu, Helipoienmuku, amigpocmuH, 6akaogpeH. OmHOYaCHE
3aCTOCYBaHHS IIMX JIiKAPChKUX 3aC00iB Ta emyiepeHOoHYy IMOTEeHIIIMHO MOKe TOCHUJIIOBATH
TiNOTEH3UBHY [il0 Ta HNiABUIIYBaTU PU3UK PO3BUTKY OPTOCTATUYHOL IiIOTEH3il.



I' nokokopmukoidu, mempako3akmuo. IIpu ogHOYaCHOMY NpPU3HAYEHHI ITUX
JIiIKapChbKUX 3aCc00iB Ta eIlJIepeHOHY € MOXKJIUBICTh IocabIeHHsI TilTOTeH3UBHOI [ii
BHACJIIIOK 3aTPUMKU PIOVHU Ta HaTPilo.

dapMaKOKiHEeTHYHi B3a€MOIil.

IMocnigKeHHs in vitro cBim4aTh, 110 eIIJIEPEHOH He € iHTibiTopoM i3ohepMeHTIiB
CYP1A2, CYP2C19, CYP2C9, CYP2D6 a6o CYP3A4. EnnepeHoH He € cybcTpaToM abo
iHridiTopom P-ruikompoTeiny.

HueoxcuH. PiBeHb cucTteMHOl ekcrio3uil (AUC) DUTOKCUHY IIPU OGHOYAaCHOMY
3aCTOCyBaHHI 3 enyiepeHOHOM 3pocTa€ Ha 16 % (90 % IOI 4-30 %). Crig 3
00epexXKHiCTIO TpU3HavYaTy OUTOKCUH y M03aX, HaOMUKEeHUX 40 BEPXHbOI MexXKi
TepareBTUYHOTO dialta3oHy.

BapgapuH. KniHiuHO BaXK/IUBUX (papMaKOKiHETUYHUX B3aEMO[iN 3 BappapruHOM
ornrcaHo He Oyno. Crnin 3 o6epexKHiCTIO MpU3HaYaTH BapdapuH y Ao3ax, HabmuKeHux
00 BEPXHBbOl MEeXKi TepaleBTUYHOIO Oiana30HY.

Cybcmpamu CYP3A4. Pe3ynbTaTu GapMaKOKiHETUYHUX OOCITiAXKEHb 31 3pasKaMu-
cyoctpatamu CYP3A4 (ToO6TO Miga3ojilaMOM Ta LIM3allpPUI0OM) He BUSBUIU O3HAK
BHPaXXeHUX (papMaKOKiHETUYHUX B3a€EMOZIN IIPU OJHOYACHOMY 3aCTOCyBaHHI ITUX
3aco0iB Ta emnyIepeHoHY.

IH2ibimopu CYP3A4.

IMotyxHi inri6itopu CYP3A4. [Ipu omHOYACHOMY 3aCTOCYBaHHI eIlJIEPEHOHY Ta

3aco0iB, 110 IPUTHIYYIOTh aKTUBHICTh pepMeHTy CYP3A4, MOXKIUBUN PO3BUTOK
BHUPaXXeHUX (papMaKOKiHETUYHUX B3aeMopiu. [1i BIIUBOM MOTY2KHOT'O iHTiGiTOPY
CYP3A4 (ketokoHazon 200 mr 2 pa3u Ha no0y) AUC emniepeHOHY 30iibIllyBasacs Ha
441 % (muB. po3min «IIpoTunokalanHsa»). OgHOYaCHe 3aCTOCYBaHHS €MJIEPEHOHY Ta
notyxkHux iHriditopisB CYP3A4 (kKkeTOKOHa30J1y, iTpaKoHa30J1y, pUTOHAaBIpY,
Hen(diHaBipy, KJIapUTPOMILIMHY, TEIITPOMILIMHY Ta Heda3040HY) MPOTUIIOKa3aHe (OuB.
po3min «IIpoTUoka3zaHHsI»).

CnaOki Ta moMipHi inridiTopu CYP3A4. 3acToCcyBaHHS OMHOYACHO 3 EPUTPOMIIIMHOM,

CakBiHaBipoM, amMiogapoHOM, OUJITia3eMoM, BepanamisioM a6o Gp1yKOHa30JI0M
MIPHU3BOAMIIO OO BUPaKeHUX (apMaKOKiHETUYHNX B3a€EMOiN i3 MiABUIIIEHHSM PiBHIB
AUC Ha 98-187 %. Tomy npu 0fHOYACHOMY 3aCTOCYBaHHi emJjiepeHoOHYy Ta ciabkux abo
nomipHux iHriditopiB CYP3A4 nmo3a ernjiepeHOHY He MOBUHHA IePEeBUIIyBaTU 25 MTI Ha
noOy (muB. po3min «Crocib 3acToCyBaHHS Ta OO3U»).

IHoykmopu CYP3A4. OgHOo4YacHe 3aCTOCyBaHHS eIlJIEPEHOHY Ta 3Bip0o00i0 (MOTyKHUMN
inmykTOop CYP3A4) npussonuio go 3uuxeHHsa AUC emiepeHony Ha 30 %.



3acTtocyBaHHSA NOTYyXKHIMKX iHAYKTOPiB CYP3A4 (Takux K pudaMITilIuH) MOXKe
MMPU3BOOUTHU MO OinbIll BUpaxeHoro 3uuxkeHHss AUC ensnepeHoHy. Yepes3 pu3uk
3HUXKEHHS e(EeKTUBHOCTI eIlJIepeHOHY He PEKOMEHI0BaHO 3aCTOCOBYBATH OQHOYACHO
3 IIUM JIiKapChKuUM 3acobom moTyxKHi ingykTopu CYP3A4 (pudamminuH, KapbaMa3elriH,
¢denitoin, penobapbiTan, 3Bipobiit) (muB. po3mdin «OCoBIUBOCTI 3aCTOCYBaHHS»).

AHmauudu. 3 ornsaay Ha pe3yJibTaTU KIiHIiYHOTO (papMaKOKIHETUYHOTO AOCITiOKEHHS,
IIpY OOJHOYAaCHOMY 3aCTOCYBaHHI ellJIepeHOHY Ta aHTallUJHUX IIpelapaTiB He
OYIKY€ETHCS BUPaxKeHUX B3a€EMOIIN.

Oc006/1MBOCTi 11070 3aCTOCYBaHHS

I'inepkaniemis. Y Xomi niKyBaHHS eIIJIEPEHOHOM BiNIIOBIIHO [0 MOT0 MeXaHi3My mil
MOKJIMUBHUY PO3BUTOK TinmepkasieMil. ¥ BCixX ImallieHTiB Ha IIOYATKY JIiKyBaHHS Ta y X0l
3MiHU H0O3U JIiKapChKOT0 3ac0o0y CIifi KOHTPOJIIOBATH PiBHIi KaJlilo B CUPOBATIIi KPOBi. ¥
IMOaIbIIIOMy PEKOMEHOOBAHO IIPOBOUTH IEPIOOUUYHUN KOHTPOJIbL, 0COOJIUBO Y
Malli€eHTiB, SIKi BXOASATh OO0 I'PyNUu PU3UKY BUHUKHEHHS TilmepKaieMil (TaKux K
Malli€HTH JiTHBOTO BiKy, HaIliEHTH 3 HUPKOBOIO HEIOCTATHICTIO (OuB. po3hin «Cmocib
3aCTOCYBaHHS Ta [M03u») Ta Aiabetom). ITiciig moyaTKy JIiKyBaHHS €MJIEPEHOHOM He
PEeKoMeH0BaHO BUKOPHUCTOBYBATH KaliliBMiCHI moOaBKM yepes MimBUIIIEHUN PU3UK
PO3BUTKY TrinepkanieMii. Byo mnpogeMOHCTPOBAHO, 110 3HUXKEHHS 003U €NJIEPEHOHY
IIPU3BOOUTH IO 3HMKEHHS KOHIIeHTpallil Kajlilo B CUPOBaTIli KPoBi. ¥ xofi ogHOro
OOCITimKeHHs 0yJI0o MPOAEMOHCTPOBAHO, III0 AOAAaTKOBE IIPU3HAYEHHS
rigpoxJiopoTia3uay B XOAl JIIKyBaHHS eIlJIEPEHOHOM KOMIIEHCYBAaJIO ITIiABUIIIEHHSA
KOHIIeHTpallil KaJlifo B CUPOBaTIli KPOBi.

[Tpu 3acToCcyBaHHi eniepeHOHY Yy KoMOiHatii 3 inribitopom AIT® ta/abo 6510KaTOPOM
pelenTopiB aHTiOTEH3WHY PU3UK TilepKasieMii Moxke 30inbinyBaTucs. EniepeHoH He
CJIii 3aCTOCOBYBATH OOHOYACHO Y MOTPiMiHiN KoMOiHa1lil pa3om 3 iHridiTtopom AIT® Ta
6JI0KaTOPOM PELENTOPiB aHTi0TeH3UHY (OuB. po3ginu «IIpoTUnoKa3saHHsgI» i
«B3aemogis 3 iHImMMMU TiKapCchbKUMU 3acoO0aMu Ta iHIIT BUOU B3aEMOMIN»).

IMopyweHHsA ¢pyHKUIT HUPOK. Y TALIIEHTIB i3 NOpyLIeHHAMHU (QYHKIIl HUPOK (30KpeMa 3
niabeTHYHOIO0 MiKpoabOyMiHYPi€l0) CIifl peryiasapHO KOHTPOIIOBATH PiBeHb Kalliio.
3HUXKEeHHS QYHKIII HUPOK CYIIPOBOMAXKYETHCS ITiIBUIIIEHHSIM PU3UKY TilmepKamiemil.
Xoua pe3dynbTatu gociaigxenHsa EPHESUS, npoBeaeHOro 3 y4acCTIO MAlli€HTIB i3
miabeToM 2 TUITY Ta MiKpoasibOyMiHypi€io, oOMexKeHi, y 1Iiii MaJIii rpymi IalieHTiB
CIIOCTepiranu MiABUILEHY YaCTOTY BUHUKHEHHS rinepKasiemil. BigmoBigHO, TiKyBaHHSA
TaKWX IAIliEHTIB CJIig IpoBOoAUTH 3 00epexkHicTio. EnylepeHoOH He BUOASETHCA 3a
OOIIOMOT 010 TeMOofiai3y.



ITopywenHAa ¢pyHKUil neuiHKu. Y TIALiEHTIB i3 JIETKUMH Ta MOMiPHUMHU HNOPYIIEHHIMUA
¢yHKIil nevinku (kmacu A ta B 3a knacudikariero Yaunnoa-I1'10) nigBUilleHHS PiBHA
KaJIilo CUpOBaTKM KPOBi moHa 5,5 MMOJIb/T He BimOyBasiocs. Taki mmalieHTu
nmoTpebyI0Th KOHTPOJIIO PiBHIB €JIEKTPOIiTiB. 3aCTOCYyBaHHS €IIJIEPEHOHY [
JIIKyBaHHS MAIi€HTIB i3 TIXKKUMHU IMOPYIIEeHHIMM QYHKI[i HUPOK He BUBYAIU, TOMY
eIJIEPEeHOH IIPOTUIIOKAa3aHWU [0 3aCTOCYBaHHS TaKUM MallieHTaM (OUB. pO3Oinu
«Cmocib 3acTocyBaHHS Ta Jo3u» Ta «I[IpoTUIOKa3aHHS»).

Indykmopu CYP3A4. OgHOYacHe 3aCTOCyBaHHS €IJIEPEHOHY Ta IOTYKHUX IHOYKTOPIB
CYP3A4 He peKOMEeHIOOBaHO (OAuB. po3aial «B3aeMopisa 3 iHIIMMU JIIKAPCHKUMHU
3aco0aMu Ta iHIIi BUOM B3AaEMOMIIN»).

3acToCyBaHHA /AiMil0, UUKAOCNOPUHY, MAKPOAIMYCY CIIif YHUKATH IIif Yac JIiKyBaHHSI
eriepeHoHoM (OuB. Po3min «B3aemopis 3 iHIMUMY JTiKapCbKUMHU 3aco0aMu Ta iHIIr
BUOU B3AEMOIIN»).

®epmuavHicms. IHPoOpMaIlil 00 BIIUBY Ha (GEPTUIBHICTD JIIOOUHN HEMAE.
Baosicausa iHpopmauisa npo OONOMINHCHI pedo8UHU.

Lle# mikapcbKui 3acib MiCTUTH JIaKTO3y, TOMY MOT0 He CJIifl 3aCTOCOBYBaTH IalliEHTaM
i3 pigKiCHUMU CIaJKOBUMHU 3aXBOPIOBAHHSIMH, TAKUMHU SIK HEIIEPEHOCUMICTh
raJakKTO3M, IIOBHA HEJIOCTATHICTh JITaKTa3u Ta MaibabCcopOIlis TTI0KO3U-TaTaKTO3H.

Llewt mikapcbkui 3acid MicTuTh MeHIIe 1 MMOIb HaTpito (23 Mr) Ha TabrmeTKy, TOOTO
IpPakKTUYHO BiJIbLHUU Bif HaATPIiIO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

BaeimHicmb. AgeKBaTHUX HaHUX CTOCOBHO 3aCTOCYBaHHS €IlJIEPEHOHY BariTHUM
JKiHKaM HeMae€. BimoMocCTi, oTpuMaHi y X0l JOCIiAKeHb Ha TBaprHaX, He BKa3ylOTh Ha
O6e3nocepenHilt abo ormocepegKOBaHUN HECIPUSATIUBUM BILJIUB Ha Iepebir BariTHOCTI,
PO3BUTOK eMOpioHa Ta IJIofa, IIOJIOTH Ta IiCISPONOBUM PO3BUTOK. [Ipr3HavaTu
eIJIepeHOH BariTHUM XKiHKaM CIIifi 3 00epexkHiCTIo.

I'ooysaHH:A 2pydoro. HeBimoMoO, 4M elJjiIepeHOH IIPOHUKAE y TPYAHE MOJIOKO JTIIOOUHUA
IICJIA IIepOopaIbHOT'0 3aCTOCYyBaHHs. BomHOYac maHl HOKJIIHIYHUX OOCIIIOXKEHb CBig4YaTh
PO HaSIBHICTh emnJiepeHoHy Ta/abo ioro MeTaboJIiTiB y MOJIOL IITyPiB Ta IPo
HOpPMaJIbHUM PO3BUTOK IIOTOMCTBAQ, 1110 3a3HaJI0 BIJIMBY €NJIEPEHOHY y TaKUM CIOCi0.
OCKinbKM IOTEHITiall BUHUKHEHHS MMOOiYHUX e(eKTiB Y HEMOBJIAT, SIKi ITepebyBaloTh Ha
TPYOHOMY T'OAYBaHHI, HEe OOCIIAXKEeHNH, CIIiJ BUPIIIUTH, IPUNONUHATHA TOOYBaHHS
TPYOOI0 YU IPUIIMHATH 3aCTOCYBaHHS JIIKapChKOTro 3aco0y, BpaXOBYIOYU BaXKJIMBICTh
Teparil a1 MaTepi.



30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuMu mMexaHiamamu.

Iocnmim»keHb BIIMBY €IJIEPEHOHY Ha 3[IaTHICTh KEPyBaTU aBTOTPAHCIOPTOM abo
IpaloBaTHd 3 IHIMUMU MeXaHi3MaMUu He MPOBOAUIIK. ENIepeHOH He CIIPUYUHSAE
COHJIMBOCTI a00 MOpyllleHH KOTHITUBHUX (YHKIIiHM, ajlle ¥ X0Oi KepyBaHHS
aBTOTPAHCIIOPTOM abo iHIIMMU MexXaHi3MaMu cJiif OpaTu 40 yBaru MOXKJIUBICTh
PO3BUTKY 3allaMOPOYEeHHS y 3B’A3KY 3 JIIKyBaHHSIM IIpernapaToM.

Cmocid 3acTocyBaHHsSI Ta I03H

Hopociii.

I7ns inguBigyanbHOTO MigOopy MO3yBaHHS JTiKapChKOTo 3aco0y € mo3u 25 mr Ta 50 Mr.
MakcumarsibHa mo6oBa g03a JIiKapCchKOTo 3aco0y CTaHOBUTH 50 MT.

EnnepeHoH MOXKHa 3aCTOCOBYBATH 5K 3 12K€I0, TaK 1 He3a/JIeKHO BiJl MPUHUOMY 1XKi (OUB.
po3min «®apMaKOKiHETHKA»).

ITauienmu 3 cepueg8or HedocmamHicmio Nic/AA nepeHeceHo20 iHpapkmy miokapod.
PekoMeHpoBaHa ImigTpuMyioda go3a eIJIepeHoHy cTaHOBUTH 50 Mr 1 pa3 Ha go0y.
JIiKkyBaHHS CJIig pO3MOYMHATH 3 03U 25 Mr 1 pa3 Ha o0y Ta IIOCTYIIOBO ITiABUIITyBaTH
o 11i1poBoi mo3u 50 Mr 1 pa3 Ha moOy. baxkaHo JOCSTrTH IILOTO PiBHS MO3U 3a 4 TUXKHI,
BPaxXOBYIOYM PiBEHb KaJlifo B CUPOBATIII KPOBi (OUB. TabGIUIlIO, 1110 HaBeJleHa HUXKYe).

JIikyBaHHS eIJIEPEeHOHOM 3a3BHYal CIIif po3nouyruHaTu 4yepe3 3-14 OHiB micnsa
rOCTpPOTro iHpapKTy MioKapaa.

INauienmu 3 cepuesor HeOocmamuicmio Il Kaacy (xpoHiuHOW0) 3a Kaacugikauyiero
NYHA. JlikyBaHH4 Ialli€eHTiB i3 XpPOHIYHOIO CceplieBor HepgocTaTHicTO Il Kitacy 3a
knacudikariero NYHA cnig po3nmounHaTu 3 mo3u 25 Mr 1 pa3 Ha o0y Ta MOCTYIIOBO
IMigBUIIyBaTH OO I1ib0oBOI go3u 50 Mr 1 pa3 Ha moOy. baxXaHo OOCATTH LILOTO PiBHS
oo3u 3a 4 TUXKHIi, BpaXOBYIOYM PiBEHb KaJlilo B CUPOBATIII KPOBi (OUB. TaOIUII0 HUXKYE
Ta po3min «OcobIMBOCTI 3aCTOCYyBaHHSI»).

[TamienTaM, y IKUX piBEeHb KaJlil0 B CUPOBATIl KPOBi IIEPEBUIIYE O MMOJIL/JI, HE CIIif
PO3MOYMHATHU JIIKyBaHHS €IJIEPEHOHOM (OuB. po3hin «IIpoTUIOKa3aHHA»).

PiBeHb Kalito B CHpOBAaTIli KPOBI CJIif BU3HAYaTU OO0 OYaTKY JIIKyBaHHS €IJIEPEHOHOM,
Yy XO[i IepuIoro TUXKHS JIIKYBaHHS Ta Yepe3 MicsIlb ITicJIg mMoYaTKYy JIiKyBaHHS abo
KOpPEeKIIil mo3u. Y pa3i HeoOXimHOCTI ciig Hagasli mepioguyHo BU3HaYaTH PiBeHb Kalliio
B CUPOBATIII KPOBI BIIPOJOBXK JIIKyBaHHS.



[Ticng moyaTKy JIiKyBaHHSA 003y Ipelapary CJil KOPUryBaTu 3 ypaxyBaHHAM
KOHIIEHTpaIlil KaJlito B CUPOBATIIi KPOBi, SIK BKa3aHO y TaOIuIli mati.

Kopek1is no3u micis no4yaTtky JIiKyBaHHS

KonneHnTpania kajitwo
Yy CHpPOBaTIIl KPOBi Hist Kopekuis nosu
(MMOIIB/1)
3 25 mr 1 pa3d Ha 2 gHi 0o 25 Mr 1 pa3
Ha o0y
< 5,0 [TigBuIieHHA
3 25 mr 1 pa3 Ha mo0y go 50 mr 1 pa3
Ha o0y
5,0-5,4 Be3 3MmiH 103y He 3MIiHIOIOTh
3 50 mr 1 pa3 Ha mo0Oy go 25 mr 1 pa3
Ha mo0y
5.5-5.9 K 325 Ml“.l pa3 Ha mo0Oy mo 25 mr 1 pas
Ha 2 [Hi
3 25 mr 1 pa3 Ha 2 OHiI 40 TUMYaCcOBO1
BiogMiHU
T acoBa
6,0 AR -
BimMiHa

[Ticrss TUMYacoBOl BigMiHM eIlJIEPEeHOHY Yepe3 MiABUIIEeHHS PiBHS KaJliio
IO 3 6 MMOJIB/JI BITHOBJIEHHS JIIKyBaHHS MOXKJIMBe y 0031 25 Mmr 1 pa3 Ha 2 gHi micisa
3HMIKEHHS KOHIIeHTpAaIlil Kajlilo HuK4e PiBHS 5 MMOJIb/I.

ITauieHmu aimHvo20 8iky. [1J1d MalliEHTIB JIITHLOTO BiKy HEMa€ MOTPedu y KOpeKIii
IM0YaTKOBOI 103U JTiKapChKOT0 3aco0y. Y 3B’sI3Ky 3 BiKOBUM 3HUKEHHSAM iHTEHCUBHOCTI
(GyHKIIil HUPOK PU3UK PO3BUTKY TillepKaslieMil y MMali€HTiB TiTHBOTO BiKYy
MiOBUIITYETHCA. PU3KUK MOXKe O0OaTKOBO 30iIbITyBaTUCh Y Pa3i HasIBHOCTI CyIIyTHbHOTO
3aXBOPIOBaHHS, IO CYIPOBOAXKYETHCS MiABUILIEHHSAM CUCTEMHO]L €KCIIO3UIIil
JIIKapChKOT0 3aco0y, 30KpeMa MOopyHUIeHHs QYHKITiM NeYiHKK JIETKOT0 Ta IIOMipHOTO



CTyIlIeHs TSAKKOCTi. PeKOMeHOOBaHO IPOBOOUTHU IEPIOAUYHUYN KOHTPOJIb PIBHSA Kallito B
cupoBaTli KpoBi (muB. po31in «OcobIMBOCTi 3aCTOCYBaHHS»).

ITopywenHAa ¢pyHKUil HUpok. ITamieHTH 3 TeTKUM HNOPYIIeHHAM (QyHKIIl HUPOK He
nmoTpebyIOTh KOPEKIIil T04YaTKOBOI 103U. PeKOMeHI0BaHO ITPOBOOUTH IIEPiOONYHUM
KOHTPOJIb PiBHSA KaJlil0o B CHPOBATIIi KPOBi Ta KOPUT'YBaTU O03Y JIiIKapChKOTr0 3acoly
BimmmoBigHO [0 TaOmulli BUIIE.

[NTamieHTaM i3 OpPyILIEHHSAMHU (QYHKII1 HUPOK IIOMiPHOL TSKKOCTI (KJIipeHC KpeaTuHiHy
30-60 MJ1/XB) CiIif MOYMHATH JIIKyBaHHSA 3 M0o3u 25 MI' 1 pa3 Ha 2 OHI Ta KOPUTyBaTHU
mo3y JIiKapchKOT0 3aco0y 3aj/iIe’KHO Bif KOHIIEHTpPallil Kasito (OuB. TaOIUIIO BUIIIE).
PekoMeHOOBaHO ITPOBOAUTH MEPIOAUYHNYN KOHTPOJIb PiBHS Kallilo B CUPOBATIII KPOBI
(muB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

IlocBig 3acToCyBaHHS JIIKapChKOTO 3aco0y IalliEHTaM i3 KIIipeHCOM KpeaTUHiHYy

< 50 MJI/XB Ta CepLeBOI0 HEOOCTATHICTIO IMicas iHpapKTy MioKapaa BigcyTHiu. [Ins
JIIKYBaHHS TAaKUX MAIliEHTIB eIJIePeHOH CJIi 3aCTOCOBYBaTH 3 00epexkKHiCTIO.
3acTocyBaHHS 03, 10 IEPEBUILYIOTh 25 MT Ha A00Yy, HallieHTaM i3 KJlipeHCcOM
KpeaTuHiHy < 50 MJI/XB He OOCIIiAXKyBaJiu.

EnepeHOH NpoTUIIOKa3aHUM IalliEHTaM i3 TAXKUMU YpaKeHHAMU HUPOK (KJIipeHC
KpeaTtuHiHy < 30 Mmi/xB) (ouB. po3nin «[IpoTunokasaHHsa»). EniepeHoH He
BUJAJISIETHCS 3 OpPraHi3My 3a JOIIOMOTI OO Aiasily.

ITopyweHHs ¢yHKuil neviHku. TTallieHTH 3 JIeTKUM ab0 ITOMipHUM ITOPYIIEHHSIM
¢yHKIIiI TeviHku He MOTPeOyI0Th KOPEKIIil T04YaTKOBOI Ho3u. BHACTIIOK MigBUIIEHHS
PiBHS CUCTEMHOI €KCITIO3HIlil enIepeHoHY 1Ii KaTeropil malieHTiB Ta 0COOIUBO
MalfieHTaM JIiITHBOTO BiKy PEKOMEHAOBAHO IIPOBOAUTH YAaCTUH Ta PETyJISPHUN
KOHTPOJIb KOHIIeHTpaIlil Kaiio B CupoBaTii KPoBi (auB. po3min «Ocobm1uBOCTi
3aCTOCyBaHHS»).

Komb6iHosaHe 3acmocyeaHHA. Y pa3i 0gHOYaCHOI'0 3aCTOCYBaHHA 3i crabkumMu abo
nomipuuMu iuriditopamu CYP3A4 (Hampukiaza aMiogapoHOM, OMUJITia3eMOM Ta
BeparaMisioM) MOJKHa MO4YMHATHU JIIKyBaHHS €NJIEPEHOHOM 3 TO04YaTKOBOl 03U 25 MT
1 pa3 Ha moOy. [To3a JrikapchbKOro 3aco0y He IMOBUHHA ITepeBuIlyBaTu 25 Mr 1 pas3 Ha
noOy (omuB. po3min «B3aemopis 3 iHIIMMY JTiIKapCbKUMHU 3aco0aMu Ta iHIN BUOU
B3a€EMOMin»).

Himu.

Besneka Ta e(peKTUBHICTh 3aCTOCYBaHHS €MJIEPEHOHY OiTAM He BCTaHOBJIeHa. HasiBHa
Ha JaHUM 4Jac iHgopMallis HaBefeHa y po3aini «®apMakogrHaMika» Ta
«@apMaKOKiHEeTHUKa».



Ilepeno3yBaHHs

[ToBigomens mmpo mo6iuHi peakxiiil, moB’si3aHi 3 mepef03yBaHHSIM EIJIEPEHOHY Y
Jtofel, oTpuMaHo He Oyso. O4iKyeThCs, 110 HaWiMOBIpHIIIIUMY IIPOsiBaMU
rmepeno3yBaHHS JTiKapChbKUM 3ac0o00M y JIIOOUHU OyOyTh apTepianbHa rimoTensis abo
rinepkasieMisa. EnyiepeHoH HEMOXKJIMBO BUBECTU 3 OpPraHi3My 3a JOIIOMOT 00
reMogianidy. Bymo mpogeMoHCTPOBaHO, 110 enjiepeHOH e(eKTUBHO 3B’ I3YETHCA 3
aKTUBOBaAHUM BYTi//IIM. Y pa3i pO3BUTKY apTepiaabHO]l TiMOTEeH3il CIIi pO3N0YUHAaTHU
migTpuMyloUe JTiKyBaHHSA. [Ipu pO3BUTKY TrinepKasieMil i NO4YUHATHU JIIKyBaHHSA
3TigHO 3i CTaHOapTaMu.

IToGiuni epexTn

Y xomi oBox pgocnigxkens (EPHESUS i EMPHASIS-HF) 6ymo mpogeMOHCTPOBaHO, 110
3arajibHa YaCcTOTa PO3BUTKY MOOIYHUX peaklliii Mpu 3aCTOCYBaHHI eIlJIepeHOHY Ta
mare6o Oyna ogHaKOBOIO.

Huxxye HaBemeHo nmobOiuHi peakiiil, SKi, MOXKJIUBO, TIOB’sI3aHi i3 3aCTOCYBaHHSIM
elJIEPEHOHY Ta SIKi BUHUKAJIU Y XO[l JIIKyBaHHS 4YacCTillle, HiXK y XOI1 3aCTOCyBaHHS
maie6o, abo ceplrio3Hi mMOOiIYHI peakilil, 10 BUHUKAIU ¥ XOMi JTiIKyBaHHS YacTillle, HiXK
Yy X0ofi 3acToCcyBaHHs Iyane6o, abo siki Oysu oIrcaHi y Xofi ToOCTMapKeTHHTOBOT'O
CIIOCTEpEeKEeHH.

[To6GiuHi peakIiii knacudikoBaHO 3a CUCTEMaMHU OPraHiB Ta 3a aOCOMIOTHOIO YaCTOTOIO:
nyxke 4dacTto (= 1/10), gacto (= 1/100 - < 1/10), HeyacTo (= 1/1000 - < 1/100), pigko
(= 1/10000 - < 1/1000), myxe pigko (< 1/10000), yacTtoTa HeBimoMa (HEMOKIIUBO
BCTAHOBUTHU, 0a3yl04YMCh Ha HasABHINA iHpopMaliil).

IHekuii ma iHeasii: HedYacTo - ImienoHeppuT, iHpeKIril, GapuHTIT.

3 60Ky pecnipamopHoi cucmemu, op2aHiae 2pyo0Hoi KaimKu ma cepedocmiHHs: 4acTo -
KallleJb.

3 60Ky WAYHKOBO-KUWKOB8020 MpAKmy: 4acTo - Aiapes, Hy[o0Ta, 3amop, OJII0OBaHHS;
HEeYacTo - 3OYTTS XKUBOTA.

3 60Ky neviHKu i 2#c08UY0BUBIOHUX W A5AXiB8: HEYACTO — XOJIEIIUCTHUT.

3 60Ky HUPOK ma ceuo8ulinbHOI cucmemu: 4acCTo - MOPYyIIeHH QYHKIII HUPOK (OUB.
po3minu «OcobIMBOCTI 3aCTOCYBaHHSI» Ta «B3aeMomis 3 iHITUMHU JTiKapChbKUMU
3acobamMu Ta iHIII BUOW B3a€EMOMOIN»).

3 60Ky eHOOKpUHHOI cucmeMu: He4acTo - TilloTUPeOos.



3 60Ky 06MiHY peuosuH, Memaboai3mMy: 4aCTO - TimepKamieMis (OUB. po3minu
«I[TpoTunokasanHsa» Ta «OCoOJIMBOCTI 3aCTOCYBaHHSI»), TilIepXxolecTepuHeMis;
HevacCTo - TiloHaTpieMis, 3HEBOOHEHHS, riIepTpUriinepugeMis.

3 60Ky Heps8osoi cucmemu: 9aCTO - CUHKOIIE, 3allaMOPOYeHHS, TOJIOBHUM Oillh;
HeyvacTo - rirnecresid.

3 60Ky ncuxiku: 4acTo - 0e3COHHS.

3 60Ky cepueso-cy0uHHOI cucmeMu: 4acTo - JIiBOIIIJIYyHOYKOBA HEJOCTATHICTb,
dibpunsiist mepencepnb, rimoTeH3is; HeYaCTO - TaxXikapAis, TpomM0O03 apTepii
KIHI[IBOK, OPTOCTaTU4YHa TimOTEeH3is.

3 6oky Kpoei ma aimMpamu4Hoi cucmemu: He4aCTO - €03UHOMITis.

3 60Ky wKipu ma nidOwKipHOI KAIMKOBUHU: YaCTO - BUCUTIaHHSI, CBepOixK; HeYacTo -
aHTiOHEBPOTUYHUM HaOPSK, rinmeprigpos.

3 60Ky onopHoO-pyxo80i cucmemMu ma cnoAy4YHOI MKAHUHU: 9aCTO - M’'SI30Bi cia3Mu,
0ifib y CIuHi;

Heyacmo - 6inb y KiCTKOBO-M'sI30Bill CUCTEMi.

3 60Ky penpodyKkmueHoi cucmemu ma (pyHKUii MONOYHUX 3d/103: HEYACTO -
riHeKoMacCTis.

3aezanvHi po3aadu: 4aCTo - aCTEeHisd; He4acCcTo - He3OyKaHHS.

JlabopamopHi NOKa3HUKU: YacTO - MiIBUIIIEHHSI CEYOBUHU KPOBI, IMiABUIIIEHHS PiBHS
KpeaTHHiIHY; He4acTO - 3HMUKEHHS KiIbKOCTi PelleNTOPiB elifepManbHOro ¢pakropa
POCTY, IMiABUILIEHHA PiBHS I'JIIOKO3U KPOBI.

Y xomi mocnigxxernHs EPHESUS y rpymi naiieHTiB BikoM = 75 pokiB O0yJj10
3apeecTPoBaHO YHUCETbHO OiNbIy KiMbKiCTh BUIIAMKIB iHCYIbTY. BogHOYacC
CTaTUCTUYHO OOCTOBIPHOI Pi3HUII Y YAaCTOTi iIHCY/IbTIiB MiXK rpynamMmu ermjepeHony (30)
Ta I1aiebo (22) BusiineHo He Oyno. Y gocnigxenni EMPHASIS-HF kinbkicTh
IHCYJIBTIB y ITAlIiIEHTIB BIKOM = 75 POKIB cTaHOBUJIA 9 y I'pyIli JIIKyBaHHS €IlJIEPEHOHOM
Ta 8 y rpymi miaaie0o.

ITogi0oMma1eHHA npo ni0o3prosaHi nobiuHi peakuii.

[ToBigoMIieHHS IIPO Mimo3pioBaHi MoOiuHi peaxiiil micss peecTpaitiii TiKapcbKOTro
3aco0y € BaXKJIMBOIO IIpoienypoio. Lle mo3Bosie MpoaoBKyBaTH MOHITOPUHT
CIIiBBiDHOIIEHHS «KOPUCTL/PU3UK» OJIS BiAMOBIMHOIO JIiKapChKOro 3aco0y. MeguyHuM
ImpalliBHUKaM HeoOXigHO MOBimOMISATH PO Oymb-sAKi Mimo3pioBaHi mobiyHi peakirii



yepes3 HallioHaIbHY CUCTEMY ITOBiIOMJIEHb.
TepMiH NpHIaTHOCTI

1,5 poky.

YMoBHu 30epiranus

30epiraTtu B OpuTiHanbHil yIIaKOBIIi ITpu TeMIrepaTypi He Buile 25 °C.

30epiraTty y HeJOCTYIIHOMY OJIS OiTeW MicCIIi.
YnakoBka

ITo 10 TabneTok y 6micTepi; mo 3 6icTepu B mayviii.
KaTeropist Bignycky

3a penemnTomM.

Bupo6HuK

[TpAT «®apmanieBTu4YHa pipMa «[lapHUIST».

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJpeca MicCIlsi IPOBadXKeHHsI HOI' 0O
IisIIHLHOCTI.

Vkpaina, 02093, m. KuiB, Byn. bopucrminbscbka, 13.



