Ckian

Oitoua peuosuHa: 1 TabmeTKa, BKpUTA IIJIiIBKOBOIO 000JIOHKOIO, MiCTUTh 50 Mr
eIJIEPEHOHY;

OONOMIJCHI peuoB8uUHU: JTaKTO31 MOHOTIOpaT, I[eIl0JI0o3a MiKpOKPHUCTAaJIiuHa,
rimpomeno3a 15cP, HaTpito maypuncynbdaTt, HaTpPilo KpoCKapMeJsio3a, MarHilo cTeapar;

o6omnonKa: 6apBHuK Opadry II xkoBtuit 33G32578 (rinpomenosa 6 cP (E 464), Tutany
miokcup (E 171), nakTo3u MoHorigpart, Makporon 3350, TpualneTuH, 3aji3a OKCHUL
xkoBTuu (E 172)).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

50 Mr: TabneTKu, BKPUTI IIJIiBKOBOIO 000JIOHKOIO0, 2KOBTOT'O KOJILOPY, KPYT i,
OBOOTYKJIi, 3 PO3IOAIIbHOIO PUCKOI0 3 OOHOT0 OOKY.

dapMakoTepaneBTHYHA Irpyna
Kamnitizbepiratoui giypetuku. AuTaroHictu anbmoctepony. Kog ATX C03D A04.
dapMakKogHHaMiKa

MexaHi3M fil. EnnepeHOH Ma€ BifHOCHY CEIEKTUBHICTD y 3B’s13yBaHHI 3

PeKOMOiHAaHTHUMHU peleNTOPaMU JIIOOUHY [0 MiHEPaJIOKOPTUKOIIiB ITIOPIiBHSIHO 3
TJIIOKOKOPTUKOIaMu, IPOTeCTEPOHOM Ta aHAPOTreHaMu. EnjiepeHOoH NepenIKoaKae
3B’s13yBaHHIO PELEINTOPIB 3 aJIbJJOCTEPOHOM - BaXXJIUBUM I'OPMOHOM pPEHIiH-
aHTiOTEH3UH-aJIbIOCTEPOHOBOI CUCTEMH, 1110 Oepe y4acTh Y peryiaoBaHHi
apTepiajgbHOTO THUCKY Ta 3afisgHa y naTtodilionoriyHux MexaHi3Max PO3BUTKY CepPIIEBO-
CYOVUHHUX 3aXBOPIOBaHb.

dapmakoguHaMiuHi epekTu. EnepeHoH CIpUYnHSE CTiliKe NiABUIIIEHHS PiBHSA PEHIHY

B IIJIa3Mi KPOBi Ta PiBHSA aJIbOOCTEPOHY B CUPOBATIII KPOBI, 1110 30iraeThcs 3
NPUTHIYEHHSIM LIJIAXY HEeraTUBHOI'O 3BOPOTHOTO BIIJIMBY aJIbAOCTEPOHY Ha CEKPELIiio
peHiny. [Ipu npoMy HigBUIIIEHHS aKTUBHOCTI PEHIHY B I1JIa3Mi KPOBI Ta PiBHIB
aNTbIOCTEPOHY Yy KPOBi HEe IPU3BOAUTH A0 IIPUTHIYEHHS [Oil eIIepeHOoHY.

Y xomi pocnigKeHb giana3oHy OO03 IPU XPOHIUHIN ceplieBid HEOOCTaTHOCTI (Kj1acu
II-1V 3a knacudikaniero Hero-Mopkcekoi Kapaionoriunoi aconiamnii — NYHA)



OOJaBaHHS €IJIEPEHOHY [0 CTAHAapPTHOl CXEMHU JIiKyBaHHS CHIPUYMHSAIIO OYiKyBaHe
n0303aJjiekKHe MiIBUIIeHHS PiBHIB anbaocTepoHy. [IogiOHUM YUHOM Yy XOmi
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. ai mo3y IMOCTYIOBO (BIIPOAOBK 4 THUXKHIB) MiABUIITyBaJId OO0 OJOCATHEHHS
11inboBOI mo3u 50 mr 1 pa3 Ha o0y 3a YMOBH, 110 piBeHb Kalilo B CUPOBATIIi KPoBi OB
HUXKYUM 3a 5 MMOJIb/N. IIpoTsirom gociigxKeHHs cy0’€KTH OTPUMYBAJIU CTaHOApPTHE
JIIKyBaHHS$, 110 BKJTIOYAJIO alleTUJICAIiuiIoBy KUciaoTy (92 %), iuribitopu
aHTioTeH3UHIIepeTBOPIOBanbHOTO hepmeHTy (AII®) (90 %), B-61mokaTopu (83 %),
HiTpaTu (72 %), meTnboBi OiypeTuru (66 %) abo iuriditopu 'MI'-KoA-pegykTa3u
(60 %).

[TepBUHHUMU KiHIIeBUMH TOuKaMmu y mociimxkenHi EPHESUS Oynu 3aramnbHa
JIeTaJIbHICTL Ta KOMOiHOBaHa KiHIIeBa To4YKa (JIeTaJIbHUM HACJIiOOK abo rocmiTailallis
BHACJIiOOK ITOPYIleHb 3 OOKY ceplieBO-CyauHHOI cuctemMu). 14,4 % cy0’eKTiB i3 rpynu
eryiepeHoHy Ta 16,7 % cy0’eKkTiB i3 rpynu miaane6o noMmepnu (3 Oyab-IKUX IPUYUH), a
26,7 % cy0’ekTiB i3 rpynu ennepeHoHy Ta 30 % cy0’ekTiB i3 rpynu niaiedo JoCcAarin
BiITIOBiOHOCTI KpUTEpPisiM KOMOiHOBaHOI KiHIIeBOl TOUKH (JIeTaJIbHUM HACJIiIoK abo
rocIritani3allisi BHaCJIiOK IIOpYIlIeHb 3 00Ky CepPIleBO-CYANHHOI cuctemMu). Takum
4yuHOM, y Xo#ai gocnigxenHss EPHESUS ennepeHOH 3HUKYBaB PU3UK JIETAJIBHOTO
HacCJigKy 3 Oyab-aKuX mpuduH Ha 15 % (BimHocHuM pusuk (BP) 0,85; 95 % poBipuui
intepsan (OI) 0,75-0,96; p = 0,008) nmopiBHsHO 3 1aleb0 ITepeBaxKHO 3a PaXyYHOK
3HUKEHHS JIeTaJIbHOCTI BHACJIITOK NOPYIIEeHb 3 00Ky CepIlieBO-CyOUHHOI CUCTEMHU.
Pu3uk netanpbHOTr0o HacHigKy abo rocmitaisallil BHaCJIiAOK NOpylLIeHb 3 O0KYy CepIeBo-
CYOWHHOI CUCTEMM IIPU 3aCTOCYBaHHIi eniepeHoHy OyB 3HuKkeHu Ha 13 % (BP 0,87;
95 % OI 0,79-0,95, p = 0,002). AGcosioTHE 3HUXKEHHS PU3UKY CTAaHOBUIO 2,3 % Oiis
TaKoOl KiHIIeBOl TOUKH, K 3arajbHa JIETAJIbHICTh, Ta 3,3 % - OJIs TaKOl KiHIIEBOl TOYKH,
sIK JIeTaJIbHUM HacJigoK abo rocmiTasnilallisi BHACTiAOK MMOPYIlIeHb 3 O0KY ceplieBo-
cynuHHOL cucteMu. KiiHidyHa e(peKTUBHICTH eIlJIepeHOHY, B IIepIlly Yepry, Oyia
IIPOOEeMOHCTpPOBaHa IIpU IPU3HAYEHH] JIIKyBaHHS IallleHTaM BIKOM IO 75 POKIiB.



KopucTs Bif nikyBaHHsI cy0’€KTiB BiKOM Bifl 75 POKiB BUBUYE€Ha HEOOCTATHHO.
[MTokpamieHHs abo cTabinmizalrito moka3HuUKiB QyHKITiOHAIbHOI Kinacudikarrii 3a NYHA
CIIOCTepIiranau y CTaTUCTUYHO 3HA4YyHI0 OiIbII0l YacTKU Cy0’€KTIB, IKi 3aCTOCOBYBaju
eIJIepeHOoH, IIOPiBHAHO 3 IMalliEHTaMu 3 TPymnu I1amnebo. YacToTa pO3BUTKY
rinepkajniemii ctanoBuna 3,4 % y rpyii enjyiepeHoHy Ta 2 % y rpyii miaaiebo

(p < 0,001). HacToTa po3BUTKY rinokaniemMil ctaHoBusna 0,5 % y rpymni enjiepeHoHy Ta
1,5 % y rpyni narme6o (p < 0,001).

Y xomi obcTexeHHs 147 3mopoBUX MOOPOBOJILIIIB 3 METOIO BUSIBIIEHHS 3MiH Ha EKT
BITPOAOBXK (papMaKOKiHETUYHUX AOCIiIKeHb He OyJI0 BUSBJIEHO CTiKOTO BIIJIUBY
eIJIepeHOHY Ha 4aCTOTY CepPIeBUX CKOPOY€eHb, TPUBaAIiCTh KoMIliekcy QRS abo
inTepsamniB PR Ta QT.

Y xopi mocnimxxenuss EMPHASIS-HF (mocrigzxeHHS 4aCTOTH I'OCIHiTai3allil Ta
JIeTaJIbHOCTI IIPU 3aCTOCYBaHHI €IJIEPEHOHY IalliEHTaM 3 CepPLEeBOI0 HEJOCTaTHICTIO Ta
CHMIITOMaMH JIETKOTO CTYIIeHsI) BUBUAId €e()eKTUBHICTh BIJIUBY €IIJIEPEHOHY,
OOIaHOTO MO CTAaHOAPTHOTO JIiKyBaHHS, Ha KIiHiUHI pe3ynbTaTu Cy0’€KTIB i3
CHUCTOJIIYHOIO CEPILIEBOI0 HEJOCTATHICTIO Ta CUMIITOMaMHU JIETKOTO CTyII€HS
(byukuionansauM Kiac Il 3a kmacugikamiero NYHA).

Y pocnipgzkeHHi Opanu y4acTh cy0’€KTU BiKOM Bif 55 POKiB, y SKUX (pakilisi BUKUOY
JiiBoro nuTyHoukKa craHoBuia < 30 % a6o < 35 % 3a ymoBu QRS 6inbur HixK

130 minicekyHp Ta sKi 3a 6 Mics11iB, 1110 TepeoyBaau OOCIiAXKEHHI0, OyIu
rocmiTanizoBaHi BHACIIOK MTOPYIIEeHb 3 00Ky CeplieBO-CyOUHHOI cucTeMu abo y IKUX
piBeHb HaTpinypeTtuuHoro nentuny tuny B (HIIB) B mta3Mi KpoBi CTaHOBUB
moHaMmMenIe 250 rr/mn a6o piBeHb N-TepminanbHOro npo-HITB B mma3mi KpoBi
cTaHoBUB mioHarMeHnie 500 mr/min y 9omnosikiB (750 nir/mn y XkiHoK). [TouaTKoBa mo3a
eIjIepeHoHy ctaHoBua 25 Mr 1 pas Ha goOy. Yepes3 4 THUXKHI A03y MiABUIITYBaJIU [0
50 mr 1 pa3 Ha mo0Oy 3a yMOBH, III0 PiBEHb KaJlil0o B CUPOBAaTIli KPOBi He gocsAras 5
MMOJIb/TT. AGO K, IKIIIO PO3paxyHKOBA IIBUAKICTb KIIy0OO4YKOBOI QibTpaiiii
popiBHOBana 30-49 mn/xs/1,73 M2, I09aTKOBa [03a eIlJIEpEHOHY CTaHOBUJIA 25 MTI

1 pa3 Ha 2 gHi Ta Hagasni migBuIiyBasacs mo 25 Mr 1 pa3 Ha mo0y.

3aranoMm paHpmoMisailito (y IoaBiiHO ciinoMy pexxumi) npoinino 2737 cy6’eKTiB, SKUM
OyJi0 mpru3Ha4YeHo eryiepeHoH abo mnanebo Ha Ti1i 6a30BOro JIiIKYyBaHHS CEUYOTiHHUMU
npenapatamu (85 %), inriéitopamu AIT® (78 %), 6O11okKaTopaMu aHTiOTEH3WHOBUX
peuenTopiB II Tuny (19 %), B-6nokaTtopamu (87 %), aHTUTPOMOOTUYHUMU
npenapatamu (88 %), 3acobamMu o5 3HUKEHHS PiBHA inifgiB (63 %) Ta riuiko3ugamMu
HanepcTaHKU (27 %). CepenHili piBeHb (pakiiil BUKUAY JIIBOTO IIJIYHOYKa CTAHOBUB
~26 %, a cepengHsa TpuBasicTh KoMIiyiekcy QRS mopiBHioBana ~122 Mmc. BinbiiicTe
cy06’ekTiB (83,4 %) y momepenHi 6 Mics11iB 4o paHmoMizaliii Oysu rocmiTanizoBaHi
BHACJIIJOK ITOPYIIIeHb 3 OOKY CeplieBO-CYANHHOI CUCTEMHU, ITPUYOMY ITPUOIU3HO



ITOJIOBMHA 3 ITUX CY0’E€KTIB - BHACIIMOK cepieBoi HegocTaTHOCTI. [Tpubmu3no 20 %
cy0’eKTiB Masiu BCTAHOBJIEHI iMIIIaHTOBaHi AedibpunsTopu uu nepedyBanu Ha
ceplieBil peCUHXPOHI3yI0Uil Teparil.

IlepBuHHAa KiHIleBa TO4YKa (JIeTaJlbHUU HACIIOOK Y Pe3ybTaTi CeplLeBO-CYIUHHUX
nmopyiieHs abo rocmitani3allis y 3B’I3Ky i3 ceplieBOI0 HEIOCTAaTHICTIO) CIIoCcTepiranacs
y 249 cy6’ekTiB (18,3 %) 3 rpynu emyepeHoHy Tay 356 cy0’ekTiB (25,9 %) 3 rpynn
mwiane6o (BP 0,63; 95 % OI 0,54-0,74, p < 0,001). BrimuB enjiepeHOHY Ha pe3ylbTaTU
3a IIePBUHHOIO KiHITEBOIO TOYKOIO CIIOCTEepPiraBcst cTabisibHO Y BCiX ImonepenHbo
BH3HAQ4YEHUX MMIArpyIax.

BTopuHHa KiHIleBa TOUYKa (3arajbHa JIeTaJlbHICTh) criocTepiranacsa y 171 maiienTta
(12,5 %) 3 rpynu ensniepeHony Tay 213 cy6’ekTiB (15,5 %) 3 rpynu nnaiebo (BP 0,76;
95 % I 0,62-0,93, p = 0,008). JleTanbHUM HACIIAOK y Pe3yJabTaTi MOPYIIEeHb 3 OOKY
ceplieBO-CynuHHOI cucteMu OyB 3adikcoBanuii 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).

[IpoTsiroM mociaXKeHHS TinepKasieMis (piBeHb Kallilo B CHPOBATIi KPOBi

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

96 cy6’ekTiB (7,2 %) 3 rpynu miaaiedo (p < 0,001). 'imokamiemist (piBeHb KaJlito B
CUpOBaTLi KPOBi < 4 MMOJIb/JT) y TPYIi eNJIEPEHOHY BUHHUKAJA 31 CTaTUCTUYHO
OOCTOBIPHO HU2KYO0IO YaCTOTOIO, HiXK y rpyrti nnate6o (38,9 % y rpymi enjepeHoHy Ta
48,4 % y rpymi nnane6o, p < 0,0001).

IiTu. 3acTOCyBaHHS €IJIEPEHOHY [OiTSAM i3 CeplieBOI0 HEOOCTaTHICTIO HE
OOCIIIAXKYyBaJlu.

Y 10-TuxkHeBOMY OOCIIOXKEHHI 3a y4acTIo fiTeu i3 rinepreH3iero (BikoM 4-16 pokis, n
= 304), 3acToCyBaHHS eIlJIepeHOHY B go3ax 25-100 Mr Ha go0y, 1110 CIIPUYUHSIIIO
€KCII03UIlito, MOoAiOHY A0 TaKOol y JOPOCIUX, He IIPOIeMOHCTPYBaio e(DeKTUBHOTO
3HUXKEHHS apTepiajlbHOIO TUCKY. Y IIbOMY OOCJIIZKEeHHI Ta y OOCIIiAXKEeHH] 11010
Oes3mneku TpuBamicTio 1 pik 3a ydyacTio 149 miTe#t BikoM 5-17 pokiB npodines 6e3meku
OyB momiOHUM MO TAaKOTO, II[0 CIIOCTEPIraBCs y HOPOCIUX. 3aCTOCYBaHHS €IJIePEHOHY
OiTAM BiKOM [0 4 POKIiB i3 rinepTeH3i€l0 He BUBYAIU, OCKIIbKU OOCIIIIXKEHHS 3a
y4acTIO AiTel CTapIloro BiKy IPOAEMOHCTPYBAJO BiICyTHICTh €e(eKTUBHOCTI (OUB.
po3min «Cnocib 3acCTOCYBaHHS Ta JO3U»).

IocnigkeHb Oyab-9KOT0 (HOBTOTPUBAJIOTO) BIIMBY Ha TOPMOHAJILHUM CTATyC OiTEN He
IIPOBOIUIIN.

dapMaKkoKiHEeTHKA



AGcop0Oirisi. AGcomoTHa 6i0OCTYITHICTh €IJIEPEHOHY IIiCIIg 3aCTOCYBaHHS MO3U
100 Mr mepopasibHO CTaHOBUTH 69 %.

MaxkcuMaJsibHa KOHIIeHTpallis ITpelapaTy B IIJIa3Mi KPOBi MOCATa€ThCS IPUOIIU3HO
yepe3 1,5-2 roguau. MakcuManbHa KOHIIEHTPAIIiS B IJIa3Mi KPOBI (Cmax) Ta IIJIoIIia
mig apMakokiHeTUYHOIO KprBOoio (AUC) 3MiHIOIOTHCS MPOIOPIIIAHO O03i y Aiana3oHi
10-100 mr Ta MeHII HiXK JO30IPOIOPILIMHO IIPU 3aCTOCYBaHHI 703 ntoHan 100 mr.
PiBHOBaKHMII CTaH HACTa€ IPOTATOM 2 [HIB Bifl OYATKY JiKyBaHHS. [Ka He BIIMBAE
Ha abcopOilito ITpemapary.

Posnogin. EnnepeHoH 3B’s13yeThcsa 3 OiikamMu nna3mu npubnu3Ho Ha 50 % Ta
TOJIOBHUM YMHOM 3B’SI3YETHCA 3 A-1-KHCJIMMMU TJIiIKOIIpoTeiHaMu. YIBHUM 00’ eM
PO3IOIiNly elIEpeHOHY YV PIBHOBaKHOMY CTaHi fopiBHIoe 42-90 1. EnjtepeHoH He
3B'SI3YETHCS 3 EPUTPOLIUTAMHU.

Biorpancdopmartrisi. Metaboi3M emnepeHoHy NepeBaxkKHo 3[iMCHIOETHCS 3a PAXYHOK

bepmenTy CYP3A4. B niima3Mi KpOBi TIOOWUHU HE BUSIBIEHO XKOOHUX aKTUBHUX
MeTabOoJIiTiB enIepeHoHy.

BuBegenHsi. MeHII HiXK 5 % H03U eNJIepEeHOHY BUBOOUTHCS 3 C€Y€El0 i KaJoM y BUTJIAAL

He3MiHeHoro npemnaparty. [licisa mepopaibHOTO IPUKMOMY Pa30BOl J03U pafgioaKTUBHO
MiueHOT0 npemnapary npubausHo 32 % mo3u 0yJio BUBEOEHO 3 OpraHiaMy 3 KaJjioM Ta
nmpubnusHo 67 % OyJio BumieHo 3 ceueto. [lepion HammiBBUBEOEeHHS €IJIEPEHOHY
CTAHOBUTH OJIM3BKO 3-6 roguH. YSIBHUM IIJIa3MOBHUM KJIiPEHC TOPiBHIOE IPUOIN3HO
10 n/rop.

3acTocyBaHHA V cuelnGiYHuX TOMYISIiIX.

Bik, cmamb ma paca. JocrimxkeHHs GapMaKOKiHETUKHN €NJIePEeHOHY IPU 3aCTOCYBaHHI
y 0o3i 100 Mr 1 pa3 Ha moOy IPOBOOMIIN 3a YYACTIO TAKUX KATeropit cyd’ eKTiB, K
MaIieEHTH JIITHBOTO BiKYy (Bif 65 POKiB), IMAIliEHTHU YOJIOBIUOl CTaTi, MAIL[iEHTH KiHOYOI1
CTaTi, MalliEHTU HEerpoigHol pacu. 3HAUYHUX BigMiHHOCTEeH Yy papMaKOKiHETHII
eIJIepeHOHY y MalliEHTiB 3a/Ie?KHO Bif cTaTi He O0yso. Y cy0’€eKTiB MITHBOTO BiKY y
PIBHOBaXXKHOMY CTaHIi CIIOCTepiraau IIigBUIIEHHS PIBHIB Cmax (22 %) Ta AUC (45 %)
MOPiBHSIHO 3 MoJjtoginuMu maitieiTamu (18-45 pokiB). ¥ cy6’eKTiB HerpoigHoi pacu y
PiBHOBaxXHOMY CTaHi Cmax Oyma HuK4Ya Ha 19 %, a AUC - Ha 26 % HuXK4Ya (OuB.
po3min «Cnocib 3acTOCYBaHHS Ta JO3U»).

Iimu. 3a mOoIIoMOror0 NonynsiiiiHol papMaKOKiHETUYHOI MOIei OJid KOHIIeHTpallii
eIJIEpeHOHY BiAIIOBIOHO 00 2 OOCHiAXKeHb 3 y4acTio 51 mailieHTa BikoM 4-16 pokis
OyJI0 BCTAHOBJIEHO, 110 Maca Tijla IallieHTa Ma€ CTaTUCTUYHO 3HAUYyIIUH BIJIMB Ha
00’eM PO3MOIiTy enjiepeHoHy, ajie He Ha Woro BuBengeHHs . [TepembadaeThcs, 1110 00’'eM
PO3MOMiny emnyiepeHoHy Ta MiKOBa KOHIEHTpAllis y miTel 3 GiJIbIIO0 Macolo Tina



OynyTh mOmiOHI 4O TaKUX, 10 CIOCTEPiraloThCs Y HOPOCIINX 3 ITOAiOHOI0 Macoo Tina. Y
MalieHTiB 3 Macoio Tina 45 Kr 06’eM po3nofiny € npubausxHo Ha 40 % HUXKYUM i
nmepenbava€eThCs, 1110 ITiKOBa KOHIIEHTpPaAllid Oyaoe BUIIOI0, HiXK TakKa, III0 3a3BUYail
CIIOCTEPIra€eThCsa y opociux. [[iTaM 3aCTOCOBYBaAJIU [I0YaTKOBY 03y EMJIEPEHOHY

25 mr 1 pa3 Ha goOy; micns 2 TuXKHIB o3y 0yJio 30inbireHo go 25 Mr 2 pa3u Ha o0y, a
B pazi KiiHiuHol HeoOxigHOCTI - mo 50 Mr 2 pa3u Ha moOy. ITpu 3acToCcyBaHHI TaKUxX
03 HaVBUII KOHIIEHTpPAIlil elJIepeHoHY y OiTei He OyJIM 3HAYHO BUIIli ITOPIiBHSAHO 3
TaKMMH, III0 CIIOCTEPIraaucs y JOPOCIIKUX IIPU 3aCTOCYyBaHHI mo4aTKoOBOl go3u 50 mr 1
pa3 Ha mooy.

Hupxosa HeOocmamHicmb. PapMaKOKIHETUKY €IJIEPEHOHY OLIIHIOBAJIM y Halli€HTiB 3
Pi3HUMU CTyNEeHSIMU MOPYIIEHHS HUPKOBO1 PYHKIIil Ta y HNalli€eHTiB, AKi 3HaXOOUIINCS
Ha reMopmiajisi. Y maiieHTiB i3 Ts2KK010 popmMoio HUpKoBol HegocTaTHOCTI AUC ta C
max Y piBHOBaxKHOMY cTaHi Oynu migBuieHi Ha 38 % Ta 24 % BiAIIOBiAHO IMOPiBHSHO 3
KOHTPOJIBHOIO I'PYHOI0. Y HAalli€HTIB, Kl 3HaXOOUJIUCA Ha reMofiaii3i, Il TOKa3HUKU
Oynu 3HMKeHi Ha 26 % Ta 3 % BiAMMOBIAHO MOPIBHSIHO 3 KOHTPOJILHOIO I'PYIIOI0
nauieHTiB. Kopensaiil MixK K/IipeHCOM emiepeHOoHYy 3 MJla3MU KPOBi Ta KJIipeHCOM
KpeaTuHiHy BUSBJIEHO He Oyro. EnyiepeHoOH He BUOANSETHCSA 3a JOIIOMOT0I0

remopiani3y (ouB. po3gin «OcoOIUBOCTI 3aCTOCYBaHHS»).

ITeviHkosa HeOocmamHicmb. PapMaKOKIHETUKY eliepeHOoHY B f03i 400 Mr
OOCHiAKyBaJly y IalliEHTIB 3 IIOMIpHUME ypaXXeHHSIMU NediHKH (Kiac B 3a
kinacudikaniew Yaunga - [1'10) Ta moOpiBHIOBAIM pPe3yabTaTUA 3 pe3yabTaTaMH,
OTPUMAaHMUMH ¥ Iali€HTiB 0e3 mopylieHHsa QYHKII] NediHKH. Cmax Ta AUC ennepeHOHY
y piBHOBaxXHOMY cTaHi Oynu migBuiteHi Ha 3,6 % Ta 42 % BignoBigHO (OUB. PO3Min
«Cmocib 3acTocyBaHHS Ta Ho3u»). OCKITbKY OOCIIXKEeHb 3aCTOCYBaHHS €NJIEPEHOHY
OJ1s JIiIKyBaHHS ITAIlI€HTIB i3 TAXKKWMU MOPYIIEHHAMU (PYHKIIIYM II€YiHKY He IIPOBOOUIIH,
NpU3HA4YEeHHS eIJIEPEHOHY TaKWM NallieHTaM IPOTUIIOKa3aHe (OUB. PO3Tif
«[TpoTUIIOKa3aHHI»).

Cepuesa HedocmamHicmb. Y MAlIliEHTIB i3 cepiieBoi0 HemocTaTHiCcTIO (kKnacu II-IV 3a
Knacudikaniero NYHA) mpoBoaunu OJOCHigKeHHsS ¢papMaKOKiHETUKM eIlJIEPEHOHY, 110
3aCTOCOBYBaBCsA ¥ 7031 50 Mr. 3HaueHHA Cmax Ta AUC y piBHOBaxKHOMY CTaHi y
MallieHTiB i3 cepiieBoio HegocTaTHicTIO Oynu Ha 38 % Ta 30 % BiAMOBIMHO BUINMMH,
HiXK y 300pOBUX MOOPOBOJIBLIIIB BiTIOBIAHOTO BiKYy, CTAaTi Ta 3 BiAIIOBiAHOIO MacoI0 Tina.
BigmoBigHO {0 X pe3yibTaTiB, NONYJIALIMHNAN aHali3 apMaKOKiHETUKUA
elJIepeHOHY, IPOBeOeHu y miarpyni naieuTis 3 gocnigxenasa EPHESUS, cBiguuTs,
1110 KJIIpEHC eIlJIEPEeHOHY Yy MalliEHTIiB 3 CEePIleBOI0 HEJOCTATHICTIO He BiAPi3HAETHCS Bif
KJIipeHCy 1IbOT0 IIpenapary y 3JI0POBUX MOOPOBOJIBLITIB IiTHBOTO BiKY.

IToxa3aHHSA



e JIOITOBHEHHS [0 CTAHOAPTHOIO JIIKYBaHHS i3 3aCTOCYBaHHSIM B-0JI0KaTOPiB 3
METOI0 3HMXKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta JIeTaJIbHOCTI, IIOB I3aHUX i3
CepIeBO-CYIUHHNMM 3aXBOPIOBAHHSIMM, y CTAaOIIbHUX ITAIIEHTIB 3 MUCHYHKITIEIO
JIIBOTO IITyHOYKa ((ppakilis Bukuagy niBoro nutyHodka < 40 %) Ta KIiHIYHUMHA
O3HaKaMM CepIleBOl HeJOCTATHOCTI ITiCJIsi HENIOOaBHO IIepeHeceHoro iHpapKTy
MioKapza.

e JIOTOBHEHHS 00 CTAHOAPTHOL OIITMMAJIbHOL Teparil 3 MeTOI0 3HUXKEHHS PU3UKY
3aXBOPIOBAHOCTI Ta JIE€TAJIbHOCTI, ITOB’sI3aHO1 13 CepLieBO-CyIUHHUMA
3aXBOPIOBaAHHSAMMY, Y JOPOC/IUX MAalli€HTIB i3 ceplieBO0 HegocTaTHICTIO II Kiacy
(xpoHiuHOM0) 3a Knacudikamiero NYHA Ta guc@yHKII€0 IiBOT0 LIJIyHOYKa
(bpakuia Bukugy niBoro uyHodka < 30 %) (ouB. po3nin «PapMakogmHaMiKa»).

HpOTHHOKaSaHHH

e ['imepuyTnUBICTH OO AiI040l pedoBUHU ab0 [0 OyOb-IKOI 3 JONMOMIKHUX PEYOBUH,
3a3Ha4YeHux B po3mini «Ckmam».

e PiBeHS KaJIil0o B CUPOBATIII KPOBL > 5 MMOJIL/JI HA MOMEHT II04YaTKYy JIIKyBaHHA.

e HupkoBa HEIOCTATHICTh TAXKKOI'O CTylleHs (PO3paxyHKOBa IIBUOKICTH
KJTy00uKOBOi ¢inmbTparii < 30 mi/xs/1,73 M2).

e ITewiHKOBa HEOOCTATHICTh TAKKOTO CTyneHs (kjiac C 3a knacudikariew Yaunga -
IT'10).

e OgHOYaCcHe 3aCTOCyBaHHS KaJli3bepiraroumx miypeTukiB abo MOTyKHUX
inrioiTopiB CYP 3A4 (Hanpukiaf, iTpakKOHa30JI, KETOKOHA30JI, PUTOHABIp,
HeJ(iHaBip, KJIaPUTPOMILIMH, TEJIITPOMILIMH 1 Heda30[0H) (OUB. PO3Tis
«B3aemogis 3 iHIMMMM TiKapChbKUMM 3acoO0aMU Ta iHIIT BUOU B3aEMOMIN»).

e OmHOYaCHe 3aCTOCyBaHHS eIJIEPEHOHY Yy NOTPilHiM KoMOiHaIlii pa3oM 3

inridiTopom AIT® Ta 6710KAaTOPOM PELEINITOPiB aHTiOTEH3UHY.
B3aeMmopisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIiHN

dapMakKoguMHAMIYHI B3aEMOil.

Kanitizbepizaroui cevociHHi npenapamu ma KaaiesmicHi 0obaexku. EnjiepeHoH He CIif
IMpu3HaydaTH IallieHTaM, IKi OTPUMYIOTh iHIIi Kasii3bepiraiodi cevyorinHi nmpemnapaTtu
Ta KaJi€BMiCHi JoOaBKU, Yepe3 MiABUIIeHUN PU3UK PO3BUTKY TilepKaieMil (OuB.
po3gain «IIpotumnokasanHs»). [1ig BunmuBoM Kanitizbepirarounx ce4oriHHUX ITpenaparis
TAKOX MOXKe IIOCUJIIOBATUCSA [if TIIOTEeH3UBHUX IIpelaparTiB Ta IHIIUX CEYOTiHHUX
3aco0iB.

IH2i6imopu AITI®, 6 10Kkamopu peuenmopis aHziomeH3uHy. [Ipu 3acTOCyBaHHI
eryiepeHoHy y KoM0OiHartril 3 iHribiTopom AIT® Ta/abo 6;10KaTOPOM PELEINITOPiB
aHTiI0TEH3UHY PU3UK TilepKasieMil Moxke 30iblIyBaTHCsA. PEKOMEHIOBaHO



3OIMCHIOBATU peTeJIbHUM KOHTPOJIb 3a PiBHEM KaJlit0 B CUPOBAaTIIi KPOBi Ta
MMOKa3HUKaMu (QYyHKIII HUPOK, 0COOJIMBO y MAIliEHTIB i3 pU3UKOM ITOPYIIIEHHS
HUPKOBUX (PYHKIIIM, HAIPUKJIa[ y MaIli€HTIB JTiTHLOTO BiKy. EniepeHOH He ciif
3aCTOCOBYBATU OJHOYACHO y MOTPiMHiM KoMOiHallil pa3oMm i3 iHribitopom AII® Ta
0JI0KaTOPOM PEILEeNTOPIB aHTi0TeH3UHY (AUB. po3ainu «IIpoTUIIOKa3aHHA» Ta
«OCcOoOIUBOCTi 3aCTOCYBAHHST»).

JlIimit. [JocnigKeHb B3aEMOZi1 eNJIEPEHOHY 3 JIITIEM He TPOBOAUIU. Pa3oMm i3 Tum, y
Malli€eHTiB, SIKi OTPUMYBAJIHU JIiTiK omHOYacHO 3 iHribiTopamu AIT® Ta ce4oriHHUMU
ImpernapaTtamMu, OyJI0 OIIMCaHO BUMAOKM TOKCUYHOI il niTito (quB. po3min «OcobmuBoCTi
3acTocyBaHHs»). CIi yHUKaTU OOHOYACHOI'O 3aCTOCYBaHHS eIJIEPEHOHY Ta
nmpenapariB iTiio. AKIIo HeMae MOXKJIMBOCTI YHUKHYTU 3aCTOCyBaHHSA Iiel KoMOiHallil,
HeoOXimHO KOHTPOJIIOBATH PiBEHb JIiTii0 B miIa3Mi KpoBi (quB. po3ain «Ocob6a1uBOCTi
3aCTOCYBaHHS»).

IHukaocnopuH, makpoaimyc. LIUKJIOCIOPUH Ta TAKPOJIIMYyC MOXKYTh CIIPUYUHUTU
MMOopyIIeHHs (PYHKIII HUPOK Ta ITiABUIIATY PU3UK PO3BUTKY rinepkaniemii. Crmin
YHUKATU OOQHOYAaCHOTO 3aCTOCYBaHHS €MJIEPEHOHY Ta IIUKJIOCIIOPUHY abo
TakpoimMycy. Y pa3i HeoOXimHOCTI MpU3HAYEHHS IIMKIOCIIOPUHY Ta TaKPOIiMycCy B
XOMi JTIiIKyBaHHS eIlJIEPEHOHOM PEKOMEHI0BAaHO PeTEIbHO KOHTPOJIIOBATH PiBEHb Kallito
B CUPOBATIIi KPOBi (OuB. po3min «OcoBIMBOCTiI 3aCTOCYBAHHS»).

HecmepoioHi npomu3anaavHi npenapamu (HII3I1). 3a paxyHOK 0e310CepPemHbOro
BILIMBY Ha KJIyOO4KOBY (QinbTpatiito nikyBaunHusa HIT3I1 Moxke IpuU3BECTU 0 TOCTPOI
HUPKOBOI HEJOCTATHOCTi, 0OCOOIMBO Y MAli€HTIB, sIKi BXOASATh Y TPYIIY BUCOKOTO
pu3uky (IiTHiM Bik Ta/abo 3HeBogHeHHs). [TamieHTaM, sIKi OTPUMYIOTh €IJIePeHOH Ta
HII3II, mo mo4yaTKy AiKyBaHHS CJIifl 3a0e3meYynuTy afeKBaTHUM BOOHUM PeXUM Ta
KOHTPOJIIOBATH IXHIO (PYHKIIII0 HUPOK.

Tpumemonpum. OgHOYaCHe NMPU3HAYEeHHsI TPUMETOIIPUMY Ta E€NJIEPEHOHY IiABUIIYE
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 (Hanpukaao npa3o3uH, anvgy3o3uH). ITpu KomOiHyBaHHi 0(1-6J'IOKaTOpiB
Ta eIJIEPEeHOHY iCHy€ MOXKJIMBICTD ITiICUJIEHHS TillOTEeH3UBHOI [Iil Ta/ab0 PO3BUTKY
OPTOCTATUYHOI rinoTeH3il. ¥ XoOi oqHOYaCHOT0 3aCTOCYBaHH S (x1—6H0KaTopiB ciIinm
KOHTPOJIIOBATH KJTIHIiYHUM CTaH IAIliEHTIB IIIOA0 OPTOCTATUYHOI IiMmoTeH3il.

TpuuukaiyHi aHmudenpecaHmu, Helipoienmuku, amigpocmuH, 6akaogpeH. OmHOYaCHEe
3aCTOCYBaHHS ITUX JIiIKAPChKUX 3aC00iB Ta €NJIEPEHOHY MMOTEHIIIMHO MOXKe
MigCUIII0OBaTHU TiMMOTEH3UBHY [Oil0 Ta MiABUIIYBAaTH PU3UK PO3BUTKY OPTOCTATUUYHOIL
rimoTeH3slil.



I' nokokopmukoidu, mempako3akmuo. IIpu ogHOYaCHOMY NpPU3HAYEHHI ITUX
JIiIKapChbKUX 3aCc00iB Ta eIjIepeHOoHY iCHYE MOXKIUBICTD IOocIabIeHHs TilTOTeH3UBHOI [ii
BHACJIIIOK 3aTPUMKU PIOVHU Ta HaTPilo.

dapMaKOKiHEeTHYHi B3a€MOIil.

IMocmigKeHHs in vitro cBim4aTh, 110 eIIJIEPEHOH He € iHTibiTopoM i3odhepMeHTIiB
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
00epexkHICTIO MPHU3HAaYaTH OUTOKCUH B J03aX, HaOIMKEHUX OO0 BePXHbOl MexKi
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 LIM3allpPUA0OM) He BUSBUINA

O3HaK BHpaxKeHUX (hapMaKOKIiHETUYHNX B3a€EMOiN MPU OOHOYACHOMY 3aCTOCYBaHHI
11X 3ac00iB Ta emnyIepPeHoHY.

IH2ibimopu CYP3A4.

- ITotyxkHi inri6itopu CYP3A4. IIpu ogHOYaCHOMY 3aCTOCYBaHHIi eIIJIEpeHOHY 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 inribiTopu CYP3A4. 3acToCcyBaHHS OHOYACHO 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 MM IIpenapaTtoM noTyxkHi ingykTopu CYP3A4 (pudamminmie, KapOaMa3eriH,
¢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 3aCTOCYyBaHHSA

I'inepkaniemis. Y Xomi niKyBaHHS eIIJIEPEHOHOM BiNIIOBIIHO [0 MOT0 MeXaHi3My mil
MOKJIMUBHUY PO3BUTOK TinmepkasieMil. ¥ BCixX ImallieHTiB Ha IIOYATKY JIiKyBaHHS Ta y X0l
3MiHM 03U IIpenapary CJifg KOHTPOJIIOBAaTH PiBHI Kaslito B cupoBaTii KpoBi. Hapgami
PEKOMEHIOBAHO MIPOBOAUTH IIEPIOOUUYHNYN KOHTPOJIb, 0COOIMBO y MalIliEHTIB, SKi
BXOOATH [0 TPYIIM PU3UKY BUHUKHEHHS TillepKasieMil (TaKux SIK MalliEHTU JIITHBOTO
BiKy, alliEHTX 3 HUPKOBOIO HEIOCTATHICTIO (AuB. po3min «Cmocib 3acToCcyBaHHS Ta
mo3u») Ta giabetom). ITicist mo4yaTKy JiKyBaHHS eIJIEPEHOHOM He PeKOMEeHOOBaHO
BUKOPUCTOBYBATHU KaJliEeBMiCHi 1oOaBKU dyepe3 MiABUILIEHUN PU3UK PO3BUTKY
rinepkasniemii. Byno mpogeMOHCTPOBaHO, 110 3HNUXKEHHS 03U €IJIEPEeHOHY IPU3BOOUTH
IO 3HUXKEHHS KOHIIeHTpallil KaJlifo B CUPOBATIIi KPOBi. Y X0/i OMHOT0 HOCHigXKeHHS
OyJI0 TPOOEMOHCTPOBAHO, III0 AOJATKOBE IIPU3HAYEHHS TiApPOXJIOPOTia3uay B X0omi
JIIKyBaHHS eNJIepeHOHOM KOMIIEHCYBaJIO IIiABUIIEHHS KOHIIEHTpallil Kalliio B
CUPOBATIIi KPOBI.

[Tpu 3acToCcyBaHHi eniepeHOHY Yy KoMOiHatii 3 inribitopom AIT® ta/abo 6510KaTOPOM
pelenTopiB aHTiOTEH3WHY PU3UK TilepKasieMii Moxke 30inbinyBaTucs. EniepeHoH He
CJIii 3aCTOCOBYBATH OOHOYACHO Y IOTPiMiHiN KoMOiHa1lil pa3om i3 inribitopom AIT® Ta
6JI0KaTOPOM PEeLEeNnTopiB aHTrioTeH3uHY (OuB. po3ginu «IIpoTUnoKa3saHHsI» Ta
«B3aemogis 3 iHImMMMU TiKapCchbKUMU 3acoO0aMu Ta iHIIT BUOU B3aEMOMIN»).

INopyweHHsA ¢pyHKUIT HUPOK. Y TIALIIEHTIB i3 NOPyLIEHHAMH (QYHKIIl HUPOK (Y TOMY
yucii 3 giabeTHYHOI0 MiKpoanbOyMiHYpi€l0) CITim peryasspHo KOHTPOJIIOBATH PiBEHb
Kasito. 3HuKEeHHS QYHKIIil HUPOK CYIIPOBOOXKYETHCS MiABUIIIEHHSAM PU3UKY
rinepkajmiemii. Xo4ua pe3dynbTaTtu gocaimxkenuas EPHESUS, nmpoBeneHOro 3 y4acTio
MallieHTiB 3 giabeToM 2 TUILy Ta MiKpoaibOyMiHypi€io, oOMexKeHi, y 1Iiii MaJiii rpymi
Malli€HTiB CIIOCTEpiraau MmiABUIIEHY YaCTOTY BUHMKHEHHS TinepKaniemil. Tomy
JIIKyBaHHS TaKUX IAIliEHTIB CIIi MpoBOOUTH 3 0O0epexkHicTi0. EnnepeHoH He
BUIAJISIETHCS 3a AOIOMOTOI0 reMofiaii3y.



ITopywenHAa ¢pyHKUil neuiHKu. Y TIALiEHTIB i3 JIETKUMH Ta MOMiPHUMHU HNOPYIIEHHIMUA
¢byHKIil neuinku (kmacu A Tta B 3a kinacudikariero Yaunma - [1°10) migBUIlleHHS PiBHS
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.

IIo ckagy mpemnapaTy BXOOUTH JIaKTO3u MoHorimpart (1 tabnerka mo 25 mr - 39,51 wmr,
1 tabneTka o 50 mr - 79,02 Mr), ToMy ¥0Oro He CJIif IpU3Ha4YaTH MalliEHTaM i3
PigKiCHUMHY CIagKOBUMHU PO3jIafaMM, 30KpeMa HelIepeHOCUMICTIO rajlaKTO3H,
BPOOKEHOI0 HeJIOCTAaTHICTIO TakTa3u Jlamima abo CHHOPOMOM ITOPYIIIeHHS
BCMOKTYBaHHS T'JIIOKO3U Ta raJlaKTO3H.

3maTHiICTHh BIUTMBATH HA HNIBHIKICTH Peakilil mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

IocmimkeHb BIIMBY €IJIEPEHOHY Ha 3[IaTHICTh KEPyBaTU aBTOTPAHCIOPTOM abo
IpaloBaTy 3 IHIIMMU MexXaHi3MaMU He IpoBoauiu. EnjiepeHOoH He CIpUYMHSE
COHJIMBOCTi a00 MOpyIlleHH KOTHITUBHUX (YHKIIiHM, ajlle Y X0Oi KepyBaHHS
aBTOTpaHCIOPTOM abo0 iHIMMMHU MexaHi3MaMHU CJIif OpaTu A0 yBaru MOXKJIMBICTh
PO3BUTKY 3allaMOPOYEeHHs y 3B’A3KY 3 JIIKyBaHHSIM IIpenapaToM.

3acTocyBaHHs y nmepioa BaritTHocTi ad0 rogyBaHHsI IPyaaio

BaeimHicmb. AgeKBaTHUX JaHUX CTOCOBHO 3aCTOCYBaHHS €IlJIEPEHOHY BariTHUM
XKIHKaM HeMae. BimoMocCTi, OoTpUMaH1 y X0l OOCIIA?KEeHb Ha TBapUHAaX, He BKa3ylTh Ha
O6e3nocepenHitt abo ormocepeKOBaHUM HECIPUSATIUBUM BIIIUB Ha Iepebir BariTHOCTI,
PO3BUTOK eMOpioHa Ta IjIofia, IIOJIOTH Ta ITiCISPONOBUM PO3BUTOK. [Ipu3HavaTu
eIJIepeHOH BariTHUM XKiHKaM CIIifi 3 00epexHiCTIo.

I'ooysaHH: 2pydor. HeBimomo, 4M eljiepeHOH IIPOHUKAE Y TPYAHE MOJIOKO JTIOOUHUA
IIiCJISA IIepopaIbHOI'0 3aCTOCYyBaHHs. BogHO4Yac maHi HOKJIIHIYHUX OOCIIIOXKEHb CBigYaTh



ITPO HASIBHICTh emJiepeHoHy Ta/abo oro MeTaboJIiTiB y MOJIOL IITyPiB Ta IPo
HOpMaJIbHUY PO3BUTOK IIOTOMCTBAQ, 110 3a3HaJIO BIJIMBY €NJIEPEHOHY y TAKUU CIIOCiO.
OCKinbKM IOTEHITiall BUHUKHEHHS MMOOiYHUX e(eKTiB Y HEMOBJIAT, SIKi ITepebyBaloTh Ha
IPYOHOMY BUTOLOBYBaHHI, He OOCIIOXKEHUN, CIIi[ BUPIIINTUA: IPUIIUHATYU TOOyBaHHSA
TPyOOi0 YU OPUNUHATY 3aCTOCYBaHHSA IIpenapaTry, BpaXOBYIOUU BaXKJIUBICTh
penapary Ojist MaTepi.

Cmocid 3acTocyBaHHs Ta T03H

IHopociii.

I7ns1 iHOuBigyanbHOTO MigOopPy MO3yBaHHS JIiIKapChKUM 3acid BUIIYCKAETHCS Y HO3aX
25 mr ta 50 mr. MakcumanbHa 1o00Ba [03a npernapaTy cTaHoBUTH 50 Mr Ha mo0y.

EnnepeHOH MOXKHa 3aCTOCOBYBATH 5K 3 12K€I0, TaK 1 He3aJIeKHO Bifl IPUUOMY 1XKi (OUB.
po3min «®apMaKOKiHETHKA»).

ITauienmu 3 cepuesoo HeOOCMamHicmio nic/as nepeHeceHo20 iHpapkmy miokapoa.
PekomeHOoBaHa MigTpUMYylO4da Oo3a enjiepeHoHy cTaHoBUTh 50 Mr 1 pa3 Ha mo0y.
JIiKyBaHHS CJIii pO3MOoYnHaTH 3 03U 25 Mr 1 pa3 Ha J00y Ta MOCTYIOBO HiIBUIIIYBaTU
o 11i1poBoi mo3u 50 Mr 1 pa3 Ha moOy. baxkaHo JOCSATrTH IILOTO PiBHS MO3U 3a 4 TUXKHI,
BPaxOBYIOYM PiBEHb KaJlil0 B CUPOBATIIi KPOBi (OUB. TaOIUIIO0 HUXKYE).

JIikyBaHHS eIJIEPEHOHOM 3a3BH4Yall PO3N0O4YUHalTh yepe3 3-14 OHiB micisa rocTporo
iHapKTy MioKappa.

INauienmu 3 cepuyesor HedocmamHicmio Il Kaacy (xpoHiuHO0) 3a Kaacugikauyiero
NYHA. JlikyBaHHA alli€eHTiB i3 XpPOHIUYHOIO CceplieBor HepgocTaTHicTIO Il Kitacy 3a
knacudikariero NYHA cnig po3nmoumHaTu 3 mo3u 25 Mr 1 pa3 Ha o0y Ta MOCTYIIOBO
IMigBUNIyBaTH OO IiboBO1 go3u 50 Mr 1 pa3 Ha moOy. baxkaHO OOCATTH LILOTO PiBHS
oo3u 3a 4 TUXKHIi, BpaXOBYIOUM PiBEHb KaJlilo B CUPOBATIII KPOBi (AUB. TaONIUII0 HUXKYE
Ta po3min «OcobIMBOCTI 3aCTOCYBaHHSI»).

[TamierTaM, y SKUX piBEHBb KaJlit0 B CUPOBATIIi KPOBi IepeBUIIlyE 5 MMOJIb/JI, He CJIIif
PO3MOYMHATHU JIIKyBaHHS €IJIEPEHOHOM (OuB. po3min «IIpoTUnoKa3aHHI»).

PiBeHb KaJlito B CUpOBAaTIIi KPOBI CJIi BU3HAYaTU OO0 [IOYaTKYy 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.

[Ticns moyaTKy JIIKyBaHHS OO3Y IIpernaparTy CIig KOPUTI'yBaTU 3 ypaXyBaHHSAM
KOHIIeHTpaIlil KaJjlito B CUPOBATIIi KPOBi, SK BKa3aHO y TaOJIUIli HUXKYE.



Kopek1is mo3u micis no4yaTky JIiKyBaHHS

KoHueHTpanisa Kajirm
y CHPOBAaTIli KPOBi Hia Kopexuist nosn
(MMoOB/1T)
3 25 mr 1 pa3d Ha 2 gHi 0o 25 Mr 1 pa3 Ha
noGy
< 5,0 [TigBUILleHHSA
3 25 mr 1 pa3 Ha goOy go 50 mr 1 pa3 Ha
noOy
5,0-5,4 Be3 3MmiH 103y He 3MiHIOIOTH
3 50 mr 1 pa3 Ha goOy go 25 mr 1 pa3 Ha
noGy
5.5-5.9 T 3 2.5 mr 1 pa3 Ha goOy mo 25 mr 1 pa3 Ha 2
oHi
3 25 mr 1 pa3 Ha 2 OHi 10 TUMYacCOBO1L
BigMiHU
Tumyacosa
= 6,0 o -
BimMiHa

[Ticnss TUM4YaCcoOBOl BifMiHM eIlJIEPEHOHY Yepe3 MiAgBUIIeHHS PiBHS KaJliio
0o 3 6 MMOJIb/JI BIHOBJIEHH JIIKyBaHHA MOXKJIMBE y 0031 25 Mr 1 pa3 Ha 2 gHi micnsa
3HMKEHHS KOHIIeHTpallil Kalito Hu>K4e PiBHS 5 MMOJIb/I.

ITauieHmu aimHbo20 8ikKy. [1J1d MalliEHTIB JIITHLOTO BiKy HEMa€ MOTpebu y KOpPeKIil
II04YaTKOBOI 03U IIpenapary. Y 3B's3Ky 3 BIKOBUM 3HUKEHHSAM iHTEHCUBHOCTI QYHKIIi1
HUPOK PU3UK PO3BUTKY TillepKaJjlieMil y Malli€HTiB JIITHBOTO BiKy HiIBUIYETHCS. PU3UK
MOZKe JO0OaTKOBO 30i/IbIIyBaTUCh ¥ Pa3i HasIBHOCTI CYIIyTHHOTO 3aXBOPIOBAHHS, 110
CYIIPOBOOXKYETHCS MiIOBUINIEHHSIM CUCTEMHOI €KCIIO3UIIil ITpenapaTry, 30KpeMa
NOpyHIeHHSA QYHKIIIM ITe4YiHKHA JIeTKOT0 Ta IOMIPHOTO CTYIIE€HS TSIXKKOCTI.
PekoMeHOoOBaHO ITPOBOAUTH MEPIOAUYHNYN KOHTPOIb PiBHS Kallilo B CUPOBATIII KPOBI
(muB. po3min «OcobBIMBOCTI 3aCTOCYBaHHS»).



INopyweHHsAa ¢pyHKUil HUpPOK. TTallieHTH 3 JIETKUM IIOPYIIEeHHSIM (PYyHKIIl HUPOK He
MoTPebyI0Th KOPEKIIil T0YaTKOBOI 103u. PEKOMEeHIOBaHO ITPOBOOUTH IIEPiOONYHUN
KOHTPOJIb PiBHS KaJlil0 B CUPOBAaTIIi KPOBi Ta KOPUT'yBaTU A03Y IIpelapaTy BigIOBIOHO
oo TaOIuIli BUIIE.

[NanieHTaM i3 mopyHeHHAMU (PYHKII1 HUPOK ITIOMipPHOI TSAXKKOCTI (KJIipeHC KpeaTuHiHy
30-60 MJ1/XB) CIig MOYMHATH JIIKyBaHHA 3 003U 25 MI' 1 pa3 Ha 2 JHI Ta KOpUT'yBaTu
Oo3y mperaparTy 3aJIe’kHO Bif KOHIIeHTpallil KaJjrito (OuB. TabIHIi0 BUIIE).
PekoMeH0BaHO IPOBOAUTU MIEPIOAUYHUN KOHTPOJIb PiBHS KaJjlil0 B CUPOBAaTIli KPOBI
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

ITocBim 3acTOCyBaHHA IpenapaTy IallieHTaM i3 KJIipeHCoOM KpeaTuHiHy < 50 MJI/XB Ta
CepLeBOI0 HEJOCTATHICTIO micns iH(papKTy MioKapaa BigcyTHiu. 11 TiKyBaHHS TaKWUX
MallieHTiB eIJIEPEeHOH CJIiff 3aCTOCOBYyBaTU 3 00epPekHiICTI0. 3aCTOCyBaHHA [03, 110
MMEePEBUIYIOTH 25 MT Ha o0y, malieHTaM i3 KiipeHcoM KpeaTUHiHy < 50 MJI/XB He
OOCIIiAXKYyBaJIu.

EnnepeHOH NpoTUNIOKa3aHUM IAlliEHTaM i3 TAXKKUMU YpaKeHHIMU HUPOK (KJIipeHC
KpeaTuHiny < 30 mi/xB) (ouB. po3ain «IIpoTunokasaHHsa»). EnjiepeHoH He
BUIAJISETLCA 3 OPraHi3My 3a OOIIOMOTIOI0 Alasi3y.

ITopyweHHs ¢yHKuil neviHku. TTamieHTH 3 IeTKUM a0 ITOMipHUM ITOPYIIEHHSIM
dyHKIIiI MeviHky He MOTPeOyI0Th KOPEKITil T04YaTKOBOI 103u. Yepe3s migBUllleHHS PiBHS
CHUCTEMHOI eKCIIO3Ullil erJIepeHoHY I1ili KaTeropil nailieHTiB Ta 0cOOIMBO IalliEHTaM
JIITHBOT'O BiKy PEKOMEHIOOBAHO ITPOBOOUTH YaCTUM Ta PETYJISIPHUN KOHTPOIIb
KOHIIeHTpallil KaJjlifo B CUPOBaTIli KPOBi (OuB. po3min «OCcoOIMBOCTiI 3aCTOCYBaHHS»).

KombiHosaHe 3acmocysaHHs. Y pa3i OMHOYACHOT0 3aCTOCYBaHHSA 3i cmabkuMu abo
noMmipuumu iHri6itopamu CYP3A4 (Hanmpukiiag aMiogapoHOM, OUJITia3eMOM Ta
BepalaMijioM) MOKHa IOYMHATHU JIIKyBaHHS €MJIEPEHOHOM 3 IO0YaTKOBOl JO3U 25 MT

1 pa3 Ha goOy. [lo3a nmpernapaTy He ITOBUHHA ITepeBuIllyBaTtu 25 Mr 1 pa3 Ha mo0y (Oous.
po3min «B3aemopis 3 iHIIMMH JTiIKAPCHKUMU 3aco0aMU Ta iHIIN BUOM B3a€EMOMiN»).

itk

besneka Ta epeKTUBHICTh 3aCTOCYBaHHS €NJIEPEHOHY OiTAM He BCTaHOBJIIeHa. HasiBHa
Ha JaHuM 4ac iHopmMallid HaBeOeHa y po3aini «®PapmMakoguHaMika» Ta
«®apMakKOKiHETUKa».

Ilepeno3yBaHHs

[ToBigomrens mpo mo6iuHi peakxiiil, mOB’sI3aHi 3 mepef03yBaHHIM E€IJIEPEHOHY Y
Jmofen, oTpuMaHo He 0ynno. O4iKyeThCs, 1110 HaWiMOBIpHIIIIUMY TPOsIBAMU



repeno3yBaHHSA Nperapary y JIIoauHU OyayTh apTepiajibHa rinmoTeHsis abo
rinepkasieMisai. EnsiepeHoH HEMOXKJIMBO BUBECTU 3 OpPraHi3aMy 3a JOIOMOT 00
reMopianidy. Byio npogeMOHCTPOBAHO, IO eIIepeHOH e()eKTUBHO 3B SI3YETHCS 3
aKTUBOBaAHUM BYTi/IsIM. Y pa3i pO3BUTKY apTepialbHOI TiMMOTEeH3il CIIil poO3n0YnHaTHU
migTpuMyloue JTiKyBaHHS. [Ipu pO3BUTKY TinepKalieMil CcIif MOYUHATHU JIIKyBaHHS
3TigHO 3i CTaHZApTaMHU.

IToOiuni peakmii

Y xomi nBox pgocnigxkens (EPHESUS i EMPHASIS-HF) 6yo mpogeMOHCTPOBAaHO, 110
3arajibHa 4aCcTOTa PO3BUTKY NOOIYHUX peakllii IpPU 3aCTOCYBaHHI eIJIEpEeHOHY Ta
maredo Oyna ogHAKOBOIO.

Huxue HaBemeHo 1mobiuHi peaxiiii, Ki, MOXKJIMBO, ITOB’si3aHi i3 3aCTOCyBaHHSAM
elJIepeHOHY Ta AKi BUHUKAJIU YV XOM1 JIIKyBaHHSA 4acTillle, HiXK y X0l 3aCTOCYBaHHS
mane6o, abo cepio3Hi MoOiYHI peakiiii, 1110 BUHKMKAJM Y X0l JIIKyBaHHS 4acTillle, HixK
y Xofi 3acTocyBaHHs Iianebo, abo Ti, 110 Oyiu onucaHi y Xo4i ITOCTMapKeTUHTOBOTO
CIIOCTEpEXKEHHH.

[To6iuHi peaxkiii kiTacudikoBaHO 3a CUCTEeMaMHU OpTaHiB Ta 3a aOCOMIOTHOIO YaCTOTOIO:
oyxe 4dacto (= 1/10), gacto (= 1/100 — < 1/10), HewacTo (= 1/1000 — < 1/100),
pioko (= 1/10000 — < 1/1000), oyxe pigko (< 1/10000), yacTtoTa HEBimOMa
(HEMOZKJTMBO BCTAaHOBUTHU, 0a3yl0UnCh Ha HasABHiM iHpopMalrlii).

IrdexIril Ta iHBa3il.

Heuacmo: tienonedpurt, iHdekKirii, GapuHTIT.

3 60Ky CUCTEeMH KPOBi Ta JIiMMAaTHYHOI CUCTEMHU.

Heuacmo: eo3unodimnid.

3 00Ky €eHOOKPHUHHOI CUCTEMH.

Hevyacmo: rinotupeos.

3 00Ky MeTabo0J1i3My Ta TPABJIEHHS.

Yacmo: rinepkaniemis (muB. po3minu «IIporunokalaHHsa» Ta «OcoOIUBOCTI
3aCTOCYBaHHSI»), TiIepPX0JIeCTEPUHEMIS.

Heuacmo: rinoHaTpieMisi, 3HeBOOHEHHS, TIIePTPUTIIilepUuaeMis.

3 OOKY IICHUXIiKH.

Yacmo: 6e3COoOHHS.



3 O0KY HEPBOBOI CUCTEMH.

Yacmo: CUHKOIIe, 3allaMOPOYeHHS, TOJIOBHUM Oilb.
Heuacmo: rinecre3sis.

3 OOKY ceplis.

Yacmo: niBOUIJIyHOYKOBA HEOCTATHICTh, (GiOpUnsilisa nepencepnsb.
Heuacmo: Taxikapmis.

3 OOKY CYOUH.

Yacmo: rinoTeH3is.
Heuacmo: TpoM003 apTepilt KiHIIBOK, OPTOCTAaTUYHA TillOTEeH3is.

3 00Ky OHXAJIbHOI CHCTEMH, OPTraHiB I'PYOHOI KJIITKM Ta CEPEeOOCTiHHSI.

Yacmo: Kaliesb.

3 60Ky HITYHKOBO-KHMIIIKOBOT'O TPAKTY.

Yacmo: giapesi, HyooTa, 3anop, 61I0BaHHS.
Hevyacmo: 30yTTs XKUBOTA.

3 OOKY IIKipH Ta HigHIKIiPpHUX TKAHUH.

Yacmo: BUCUIIaHHS, CBEPOixXK.
Hewyacmo: aHTiOHEeBPOTUYHUM HAOPSK, Tineprigpos.

3 60Ky KiCTKOBO-M'sI30BOl CHCTEMH Ta CIIOJIYYHMX TKAHMH.

Yacmo: M’130Bi cria3dmu, Oifb y CIUHI.
Hevyacmo: 6inb y KiCTKOBO-M’sI30Bilf CUCTEMI.

3 00Ky HUPOK Ta CEYOBUBIOHUX ITIJISXIB.

Yacmo: nopyuieHHS QYHKII1 HUPOK (OuB. po3ainu «OcoOIMBOCTI 3aCTOCYBaHHI» Ta
«B3aemogis 3 iHIMMMU TiKapChbKUMU 3acoO0aMy Ta iHIIT BUOU B3aEMOMIN»).

3 00KV HNeYiHKK Ta XKOBYOBHUBIOHUX HIJISXiB.

Heyvyacmo: X0J1eIuCTUrT.



3 60Ky PenponyKTHBHOI CHUCTEMH Ta MOJIOYHHX 3aJI03.

Heuacmo: TiHeKoOMacCTid.

3aranbHi po3j7Iagu Ta PO3JIafHu Y MiCIli BBeOeHHS npernapary.

Yacmo: acTeHiqd.
Heuacmo: He3nyKaHHS.

JIabopaToOpHi HJOCTimKEeHHS.

Yacmo: nigBUllleHHsSI CEYOBUHU KPOBi, MiABUIIIEHHSA PIBHA KpEeaTUHIHY.

Heuacmo: 3unKeHHS KiTbKOCTI PEelenTOPiB enifepManbHOro pakTopa pocTy,
HiOABUIIIEHHSA PIBHS I'TIOKO3M KPOBI.

Y xomi mocnimxxernns EPHESUS y rpymi naiieHTiB BikoM = 75 pokiB O0yy10
3apeecTpoBaHO OibIly KiTbKiCTh BUNIAHKIB iHCYIbTY. BomHOYAaC, CTaTUCTUYHO
OOCTOBIpHOI Pi3HUII ¥ YaCTOTi iHCYIbTiB MiXK rpynamu erepeHoHny (30) Ta mnauebo
(22) BusBneHo He Oymno. Y gocnimxkenni EMPHASIS-HF kinbKicTb iHCYIbTIB y
ralieHTiB BIKOM = 75 POKIB cTaHOBUJA 9 y I'PyIIi JIIKyBaHHA eIlJIEPEeHOHOM Ta 8 y Ipylii
naneoo.

ITogioomaeHHs npo nido3prosaHi NnObiUHI peakuii.

[ToBigoMIieHHS TIPO Mimo3pIoBaHi MobiuHi peakiiil micss peecTpatiii TiKapcbKOro
3aco0y Ma€ BeNlMKe 3HaYeHHs. lle gae 3Mory 3[iliCHIOBAaTH MOHITOPUHT
CHiBBiIHOIIIEHHS KOPUCTi Ta PU3UKIB 3aCTOCYBaHHS JIiKapChbKOro 3aco0y. Menuuni
ITPalliBHUKY ITOBUHHI MOBIIOMJIIATH PO OyOb-siKi migo3pioBaHi mobiuHi peakiril
BIOIIOBIOHO OO MiCII€BUX BUMOT.

TepMmin npuagaTHOCTI
4 poku.
VYMmoBHu 30epiranHs

30epiraTtu B 3aXMIeHOMY Bif] CBiTJIa MicIli, ITpu TemMrnepaTypi He Buiie 25 °C.

36epiraTty y HeIOCTYIIHOMY OJIsI OiTeM MicIti.
YnakosBka

ITo 10 TabneTok y 6iicTepi, mo 3 OicTepu y KapTOHHIM KOPOOIIi.
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