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0il04a peyoBuHa: enIepPeHoH;
1 TabneTka MicTuTh 50 MT eIJIepPEeHOHY;

OONOMIJCHI peuoB8uHU: JTaKTO03a, MOHOTIApaT; 1eJiioI03a MiKpOKpUCTalidHa; HaTpilo
KpOCKapMeJi03a; rinpoMesnosa; HaTpilo Jaypuicyibdart; TalbK; Martilo creapar;
Opadry xoBTtuit YS-1-12524-A.

JIikapcbKa ¢opMma

TabneTKu, BKPHUTI IJIIBKOBOIO 000JIOHKOIO.

OcCHOBHI (i3uko-ximiuHi 81acmueocmi: TabJIeTKU, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO,
KOBTOTO KOJILOPY, poMOomnoni6Hol ¢popMu, 3i cTusizoBaHUM rpaBipyBaHHsAM «Pfizer» 3
omHoro 00Ky TabnmeTku i «\NSR» Hapm «25» abo «50» - 3 iHIIOr0 60Ky TabeTKu Ois
TabseTok o 25 Mr ta 50 Mr BigmoBigHO.

®dapMaKoTepalneBTHUYHA Irpyna

Kami#iz6epiratodi miypeTuku. AHTaroHiCTU aibOoCcTepoHy. EnnepeHoH.
Kom ATX C0O3D A04.

dapMakKogHHaMiKa

MexaHi3M fil. EnnepeHOH Ma€ BifHOCHY CEIEKTUBHICTD y 3B si3yBaHHI 3
pPeKOMOiHaHTHUMHU pelelTOpaMU JIIOAUHU 10 MiHEPaJOKOPTUKOIIB ITOPiBHSIHO 3 HOT0
B3aEMO[i€I0 3 peKOMOIHAaHTHUMHU pelielITOpaMu JTIOAWHY [0 T'JTIOKOKOPTHUKOIIIB,
IIPOTeCTEPOHY Ta aHAPOreHiB. ENlepeHoH nepelikoaXKae 3B’ 13yBaHHIO PELIEIITOPIB 3

aTbAOCTEPOHOM - BaXXJIUBUM I'OPMOHOM PEHiH-aHTiO0TEH3UH-aJIbIOCTEPOHOBOI1
cucteMmy, 1110 Oepe y4acTh y peryJloBaHHi apTepiajJbHOTO TUCKY Ta 3afisiHa y
naTto@dizionoriyHuX MexaHi3MaxX PO3BUTKY CEPIEBO-CYOUHHUX 3aXBOPIOBaHb.

dapMmakomuHaMiuHi epekTr. Byo mIpomeMOHCTPOBAHO, IO eIJIEPeHOH IIPU3BOIUTE 00

CTIMKOTO MigBUIIIEHHS PIBHSA PEHIiHY B IIJla3Mi KPOBI Ta PiBHS aJIbJJOCTEPOHY B
CUPOBATIIi KPOBi, 10 30ira€ThbCs 3 MPUTHIYEeHHAM IIIJISIXY HETaTUBHOTO 3BOPOTHOTO
BIIJIUBY aJIbIOCTEPOHY Ha CEKpellito peHiHy. [Ipu npoMy IMiABUINIEHHSA aKTUBHOCTI
PEeHiHy B IIJ1a3Mi KPOBi Ta PiBHIB aJIbJOCTEPOHY Y KPOBi HEe IPU3BOAUTE [0
NIPUTHIYEeHHS [il eIlJIEpEeHOHY.

Y xopmi gocnigxKeHb giama30HY O03 IIPU XPOHIYHIN ceplieBil HeJOCTATHOCTI (Klacu
II-IV 3a knacudikarnieio Hpio-Mopkcbkoi Kapaiosoriunoi aconiarii (NYHA)) nomaBaHHS



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 €IlJIEPEHOHY IalliEHTaM 3 CepPILeBOI0 HEeJOCTaTHICTIO Ta
CHMIITOMaMH JIETKOTO CTYIIeHsI) BUBUaId €e(DeKTUBHICTh BIJIUBY €IIJIEPEHOHY,
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
JIiBOoTO HITyHOUYKa ctaHoBuia < 30 % a6o < 35 % 3a ymoBu QRS 6inbmr HixK

130 minicekyHp Ta sIKi 3a 6 Mics1IiB, 1110 TepeayBalIu OOCIiIXKeHHI0, OyIu
rocritasni3oBaHi BHACIiIOK NOPYIIeHb 3 O0KY CepIeBO-CyOUHHOI CUCTEMHU ab0 y SKUX
piBeHb HaTpinypeTuuHoro nentuny tuny B (HIIB) B ma3mi KpoBi CTaHOBUB
moHarMeHIre 250 rr/mn abo piBeHbs N-TepminanbHOro mmpo-HITB B nmima3mi KpoBi
cTaHoBHUB mIoHauMeHmIe 500 or/min y 4onosBikiB (750 nr/mn y XKiHok). [ToyaTkoBa mosa
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
peuentopiB II Tuny (19 %),

B-6mokaTopamu (87 %), aHTUTPOMOOTHYHUMU NTpenapaTamMu (88 %), 3acobamu mis
3HUKEHHS PiBHA miminiB (63 %) Ta riiko3ugamMu HanepcTsHKU (27 %). CepenHin
piBeHb ppaxiiil BUKKUAY JIiBOTO HIJIYyHOYKA CTAHOBUB ~26 %, a cepefgHs TPUBAJIiCTh
kommniiekcy QRS mopiBHioBana ~122 mc. Binburicts cy6’exTiB (83,4 %) y nonepenHi

6 MicA1iB mo paHgoMisailil Oynau rociitani3oBaHi BHACTIAOK ITOPYIIEHD 3 OOKY
CepIEeBO-CYIUHHOI CUCTEMH, TPUYOMY NPUOIM3HO MOJIOBUHA 3 ITUX CYy0 EKTIB -



BHACJIIAOK cepiieBoi HemocTaTHOCTI. [Tpubnu3no 20 % cy6’eKTiB Maiu BCTAaHOBIEHI
iMnIanToBaHi mediOpunsiTopu uum nepedyBau Ha CEPIEBiMl peCUHXPOHI3YI0Uil
Teparil.

IlepBuHHAa KiHIleBa TO4YKa (JIeTaJlbHUU HACIIOOK Y Pe3ybTaTi CeplLeBO-CYIUHHUX
nmopyiieHs abo rocmitani3allis y 3B’I3Ky i3 ceplieBOI0 HEIOCTAaTHICTIO) CIIoCcTepiranacs
y 249 cy06’ekTiB (18,3 %) 3 rpynu ensyiepeHoHy Tay 356 cy0’ekTiB (25,9 %) 3 rpynu
mwiane6o (BP 0,63; 95 % OI 0,54-0,74,

p < 0,001). Bunus ennepeHOHY Ha pe3yabTaTH 3a IIEPBUHHOIO KiHIIEBOIO TOYKOIO
crocTepiraBcs cTabiIbHO y BCiX ITOIlepeqHbO BU3HAYEHUX MiATrpynax.

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 % IOI 0,62-0,93, p=0,008). JleTanbHUM HACIIOOK Y pPe3yIbTaTi IOPYIIIEeHb 3 00Ky
ceplieBO-CynuHHOI cucteMu OyB 3adikcoBanuii y 147 cy6’ekTiB (10,8 %) 3 rpynu
eriepeHony ta 'y 185 cy6’ekTiB (13,5 %) 3 rpynu nnane6o (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 OOCIIiAXKEHHI 3a y4acTo OiTeu i3 rinepTeH3iero (BikoM 4-16 poOKis,
n=304), 3acTOCyBaHHS eIlJIePeHOHY B mo3ax 25-100 Mr Ha mo0y, 1110 MPU3BOAUIIO [0
eKCIOo3ullil, Togi6HOl [0 TaKol ¥ HOPOCIINX, He IPOOEMOHCTPYBaJio e(peKTUBHOTO
3HUXKEHHS apTepiajlbHOIO TUCKY. Y IIbOMY OOCJIIZKEeHHI Ta y OOCIIiAXKEeHH] 11010
Oe3mneku TpuBamicTio 1 pik 3a ydyacTio 149 mitel BikoMm 5-17 pokiB nmpodins 6e3nekn
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
yepes

1,5-2 roguau. MakcuManbHa KOHIIEHTPAllisd B I1Jla3Mi KPOBI (Cmax) Ta IIJIoIIa IIif
bapmakokiHeTuuHOIO KpuBOI0 (AUC) 3MiHIOIOTHCS ITPOIIOPIINHO A03i ¥ Aiana30Hi
10-100 mr Ta MeHIII HiXK OO30IPOIOPILINHO IPU 3aCTOCYBaHHi 703 ntoHany 100 mr.
PiBHOBaXKHUII CTAH HACTa€ IPOTATOM 2 [HIB Bifl Mo4YaTKy JIiKyBaHHs. [Ka He BIIJIUBAE
Ha abcopOilito Impemapary.

Posnogin. EnyiepeHoH 3B’s13yeThcs 3 OilkamMu nna3mu npubnausxo Ha 50 % ta
TOJIOBHUM YHWHOM 3B’SI3YETHCH 3 A-1-KHCJIMMMU TJIIKONIpOoTeiHaMu. YABHUU 00’ eM
PO3MOAiNy eIlJIEPEeHOHY Y PIBHOBAaKHOMY CTaHi PO3IIHIOIOTH K TaKWM, 1110 JOPiBHIOE
42-90 n1. EniyiepeHOH He CXUJIBHUU OO0 3B’SI3yBaHHS 3 €PUTPOLIUTaMHU.

BbioTpancdopmartrisi. Metaboni3M emnepeHoHy NepeBaxkKHO 3[iMCHIOETHCS 3a PAXYHOK

pepmenTy CYP3A4. B niima3Mi KpOBi TIOOUHU HE BUSIBIEHO XKOOHUX aKTUBHUX
MeTabOoJIiTiB enIepeHOoHY.

BuBepgenHs1. MeHII HiXK 5 % 003U eNJiIepeHOHY BUBOLUTHLCS 3 C€YEl0 1 KaJoM y BUTJIAAL

He3MiHeHOro npemnapary. [Ticisa mepopaibHOTO IIPUHOMY Pa30B0l JO3UM PagiOoaKTHUBHO
MiyeHOro npernaparty mpubnusxo 32 % mo3u 0yJio BUBEIEHO 3 OpraHi3aMy 3 KaJioM Ta
nmpubnu3Ho 67 % OyJio BumineHo 3 cedeto. [lepion HamiBBUBEOEeHHS €IJIEPEHOHY
CTAHOBUTH OJIU3BKO 3-6 roguH. YSIBHUM KITiPpEHC 3 MJIa3MM JOPiBHIOE ITPHUOJIM3HO

10 n/rog.

3acTocyBaHHS V cnenndivHNUX DOMYJISINisaX.

Bix, cmamb ma paca. JocnigeHHS (papMaKOKiHETUKY €IJIEPEHOHY IIPU 3aCTOCyBaHHI
y 0o3i 100 Mr 1 pa3 Ha moOy IPOBOOMIIN 3a YYACTIO TAKUX KaTeropit cyd’ eKTiB, K
Malli€eHTH JIiTHBOTO BiKy (Bim 65 pOKiB), malliEHTX YOJIOBiUOl CTaTi, IMAlliEeHTH KiHOYO01
CTaTi, MalliEHTU HEerpoigHol pacu. 3HAUYHUX BigMiHHOCTEeN Yy papMaKOKiHETUII]
eIlJIEPEeHOHY Y Ialli€HTiB 3aJIe’KHO Bif cTaTi He O0yJo. Y cy0’eKTiB JTiTHBHOTO BiKYy y
PiBHOBaXKHOMY CTaHi CIOCTepiraau IMiagBUIIEHHS PiBHIB Cmax (22 %) Ta AUC (45 %)
IOPIBHSHO 3 MOJIOAIIMMU ITalliEHTaMu

(18-45 pokiB). Y cy0’eKTiB HETPOIMHOI pacu Yy PiBHOBaXKHOMY CTaHi Cm < Oyna HUXK4Ya

a
Ha 19 %, a AUC - Ha 26 % HuXk4Ya (OuB. po3min «Cnocib 3acTOCyBaHHS Ta JO3U»).

Iimu. 3a mOIIOMOroI0 NONyIsIiiiHOl (papMaKOKiHETUYHOI MOIEi AJid KOHIIeHTpalIlii
elJIepeHOHY BiAIOBIOHO 00 2 OOCIiaXKeHb 3 y4acTio 51 mailieHTa BikoM 4-16 pokis
OyJI0 BCTAHOBJIEHO, 110 Maca Tijla IIalliEHTa Ma€E CTaTUCTUYHO 3HAYYIIUM BIJIMB Ha
006’eM PO3MOIijly eInjiepeHoHy, ajle He Ha Moro BuBeneHHs . [TepembadaeThcs, 1110 00’'eM



PO3MOMiNy emniepeHoHy Ta MiKOBa €KCIIO3UIlis V AiTed 3 OiNbIIo0 Macoio Tijla OyoyTh
MmoaibHi J0 TaKUX, 110 CIIOCTEPIiraloThCs Y JOPOCIINX 3 MOAiOHOI0 Macoo Tina. Y
MalieHTiB 3 Macoio Tina 45 Kr 06’eM po3nofiny € npubausHo Ha 40 % HUXKYUM i
nepenbava€eThCs, 110 ITiKOBA €KCIO3Ullis Oyme BUIIOIO0, HiXK Taka, 110 3a3BU4Yai
CIIOCTepiraeTscsa y gopocaux. [[iTaM 3aCTOCOBYBaId IIOYATKOBY 03y €IlJIEPEHOHY

25 mr 1 pa3 Ha goOy; micas 2 TuXKHIB mo3y 0yJsio 30inbieHo go 25 Mr 2 pa3u Ha ooy, a
B pazi KiiHiuHol HeoOxigHOCTI - mo 50 Mr 2 pa3u Ha moOy. ITpu 3acTocyBaHHI TaKUxX
003 HaWBUII KOHIIEHTPallil elJIepeHoHY y OiTei He OyJIyu 3HAaYHO BUIIli IIOPIiBHSAHO 3
TaKUMH, III0 CIIOCTEPIranucs y JOPOCIUX ITPY 3aCTOCYBaHHi moyaTKoOBOI go3u 50 mr 1
pa3 Ha 1mooy.

Hupxosa Hedocmamuicmb. PapMaKOKIHETHUKY €NJIEPEHOHY OLIiHIOBaJIX y MAlli€HTIB 3
Pi3HUMU CTYHEHSIMU IIOPYIIEeHHS HUPKOBOI PyHKITII Ta y Malli€HTIB, IKi 3HaAXOOUIIUCS
Ha reMofiamisi. Y namieHTiB i3 TS2KK010 (popMoro HUPKOBO1 HegocTaTHOCTI AUC Ta C
max Y piBHOBaxkHOMY cTaHi Oynu mimBuieHi Ha 38 % Ta 24 % BiAIOBIAHO IMOPiBHSHO 3
KOHTPOJILHOIO I'PYIIOI0. Y NAalli€HTIB, AK1 3HaXOOUJIUCA Ha reMofiaiisi, i TOKa3HUKU
Oynu 3HMKeHi Ha 26 % Ta 3 % BiAMOBIAHO MOPIBHIHO 3 KOHTPOJILHOIO T'PYIIOI0
nauieHTiB. Kopenamil MixkK KJIipeHCOM emjiepeHOHYy 3 IJla3MM KPOBi Ta KJIipeHCOM
KpeaTUuHiHy BUSBJIEHO He Oyro. EnyiepeHOH He BUOANSAETHCSA 3a JOIIOMOT0I0

reMmopianidy (gus. po3gin «OcoBGIMBOCTI 3aCTOCYBAaHHS»).

ITeviHkosa HeOocmamHicmb. PapMaKOKIHETUKY eliepeHoHy B fo3i 400 Mr
OOCIiAKyBaJiy y IMalliEHTIB 3 IIOMIpHUMU ypaXXeHHSIMU NediHKH (Kiac B 3a
Knacugikatieio Yainga - [1'10) Ta mopiBHIOBaIU pe3yabTaTH 3 pPe3yJibTaTaMHy,
OTPUMaHUMHU y TallieHTiB 6€3 mopyIlIeHHs GYHKIII TeYiHKN. Cmax Ta AUC ennepeHOHY
y piBHOBaxXHOMY CTaHi Oynu nigBuieHi Ha 3,6 % Ta 42 % BignoBigHO (OUB. PO3Min
«Cmocib 3acTocyBaHHSA Ta #o3u»). OCKIIbKY OOCIiIXKEeHb 3aCTOCYBaHHS €NJIEPEHOHY
OJ1s JIIKyBaHHS ITAII€HTIB i3 TAXKWMU MOPYIIEHHAMHU (PYHKIIIM IIE€YiHKU HEe IIPOBOOUIIN,
IpU3HAYEeHH eIllJIEpEeHOHY TaKUM MallieHTaM IPOTUIIOKa3aHe (OUB. PO3Tif
«ITpoTUNIOKaA3aHHA»).

Cepuesa HedocmamHicmb. Y MAIiEHTIB i3 cepiieBoi0 HemocTaTHiCcTIO (Knacu II-1V 3a
Knacudikaniero NYHA) nmpoBoaunm JOCHigKeHHsS ¢papMaKOKiHETUKH eIlJIEPEHOHY, 110
3aCTOCOBYBaBCsA y 7031 50 Mr. 3Ha4ueHHA CmaX Ta AUC y piBHOBaxKHOMY CTaHi y
MallieHTiB i3 cepiieBoi0 HegocTaTHicTio Oynu Ha 38 % Ta 30 % BiAMOBIAHO BUIMMH,
HiXK y 300pPOBUX MOOPOBOJIBLIIIB BiATIOBIAHOTO BiKy, MacCH Tijila Ta cTaTi. BifmmoBigHO DO
X Pe3yJIbTaTiB, MOMYIAILiMHUN aHali3 papMaKOKIHETUKU €IJIEPEHOHY, IIPOBEEeHUN
y migrpymi nauienTiB 3 gocaigxkeHHsas EPHESUS, cBiguuTs, 110 KJIipEHC eNJIEPEHOHY Y
Malli€HTiB 3 CEepPLEBOI0 HEJOCTAaTHICTIO He BiAPI3HSIETHCSA Bif KJIIIPEHCY LIbOT0O
Impernapary y 300POBUX HOOPOBOJIBIIIB JIITHROTO 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 IimepuyTIUBICTb OO Oif0o4Y0l peuyoBUHU ab0 A0 OyOb-IKOI 3 HOTIOMiKHUX PEYOBUH,
3a3Ha4YeHux B po3mini «Ckmam».

e [lamienTam 3 piBHEM KaJlil0 B CUPOBATIIi KPOB1 >5MMOJIb/JI Ha MOMEHT II04YaTKy
JIIKyBaHHS.

e [TamieHTaM 3 HUPKOBOIO HEJOCTATHICTIO TSAXKKOTO CTyIIeHs (pO3paxyHKOBa
IIBUAKICTh KJIyO04YKOBO1 GinbTpariii < 30 mi/xB/ 1,73m2).

e [TamieHTaM 3 IEe4YiHKOBOIO HEOCTATHICTIO TAXKKOTO0 CTyIeHs (kKmac C 3a
Kinacudikatieo HYaunga - [1'10).

e [TarmieHTaMm, SgKi 3aCTOCOBYIOTh KaJjlili3d0epiramwdi giypeTuku abo mMoTyxKHi
inridiTopu CYP 3A4 (Hanmpukiam, iTpakKoHa30JI, KEeTOKOHA30JI, PUTOHABIp,
HeJi(iHaBip, KJIAPUTPOMILIVH, TEJIITPOMILIMH 1 Heda30m0H) (OUB. PO3TiN
«B3aeMomist 3 iHmIMMU JTiKapChbKUMHI 3aco0aMM Ta iHIII BUOW B3aEMOMI»).

e OgHOYaCcHe 3aCTOCyBaHHS €IIJIEPEHOHY V IIOTPiliHiM KoMOiHallil pa3om 3
iHridiTopom AIT® Ta 6710KAaTOPOM PELEINTOPIB aHTiIOTEH3UHY.

B3aeMmogisi 3 iHIIEMH TiKapCHKHMH 3aCO00aMH Ta iHIII BHOIH B3a€EMOIIiN

dapMaKoOoMHaMiuHi B3aeMomil.

Kaanitizbepizarodi cevo2iHHi npenapamu ma KasiesmicHi 0obasku. EnInepeHoH He CIIif
IMpr3HaydaTH MallieHTaM, SKi OTPUMYIOTh iHIIi Kasii3bepiraiodi cedorinHi nmpemnapaTu
Ta KaJlieBMiCcHi moOaBKu yepe3 MigBUILIEHUN PU3UK PO3BUTKY Tinepkaniemii (ous.
po3xin «IIpoTtumnokasanHs»). [1ig BunuBoM Kanitizbepiraiounx ce4OoriHHUX ITpenaparTisB
TaKOZK MOZKe IIOCHUJIIOBATUCS [id TiIIOTEH3WBHUX IIperaparTiB Ta iHIIKWX CEYOTiHHUX
3aco0iB.

IH2i6imopu AII®, 6 10Kkamopu peuenmopie aHziomeH3uHy. [Ipu 3acTOCyBaHHI
erJiepeHoHy y KoM0OiHartril 3 iHribitopom AIT® Ta/abo 6510KaTOPOM PELEeNITOPiB



aHTiOTEeH3WHY PU3HUK TrinepkanieMii Moxe 30inbiryBaTUCs. PEKOMEHIOBAHO
3[IMCHIOBATU pPEeTEJIbHUY KOHTPOJIb 3a PiBHEM KaJlil0o B CUPOBaTII KPOBI Ta
IMOKa3HUKaMu (QYyHKIII HUPOK, 0COOJIMBO y MAIliEHTIB i3 pU3UKOM IIOPYIIIEHHS
HUPKOBUX (PYHKIIIM, HAIPUKJIa[ y MalLli€HTIB JIiTHLOTO BiKy. EnyilepeHoH He ciif
3aCTOCOBYBaTHU OHOYACHO y MOTPiMHiM KoMOiHallil pa3oM i3 iHribitopom AIT® ta
0JI0KaTOPOM PeIenTopiB aHTioTeH3uHY (OuB. po3minu «IITpoTUIIOKA3aHHI» Ta
«OCcOoOIUBOCTi 3aCTOCYBAHHS»).

JIimit. [locnigzKeHb B3a€EMO/Iil eMJIEPEeHOHY 3 JIITIEM He IPOBOOUIX. Pa3oM i3 TuM, y
Malli€eHTiB, IKi OTPUMYBAJIHU JIiTiK oHOYaCcHO 3 iHribiTopamu AIT® Ta ce4oriHHUMU
mpernapaTamMu, OyJi0 OIIMCaHO BUMAAKM TOKCUYHOI il miTifo (quB. po3ain «OcobmuBoOCTi
3acTocyBaHHs»). Clif yHUKaTU OJHOYACHOTO 3aCTOCYBaHHS eIJIEPEHOHY Ta
IpenapariB niTiio. AKIo HeMae MOXKJIMBOCTI YHUKHYTHU 3aCTOCyBaHH 11iel KoMOiHalrii,
HeoOXimHO KOHTPOJIIOBATH PiBEHb JIiTii0 B mJ1a3Mi KpoBi (quB. po3ain «OcobIuBOCTi
3aCTOCyBaHHS»).

IHukaocnopuH, makposaimyc. LIUKJIOCIIOPUH Ta TAKPOJIIMYyC MOXKYThb CIIPUYUHUTU
MOopyIIeHHs (PYHKII1 HUPOK Ta ITiABUIIATY PU3UK PO3BUTKY rinepkaniemii. Crmin
YVHUKATH OOQHOYACHOTO 3aCTOCYBaHHS €IJIEPEHOHY Ta IIUKIJIOCIIOPUHY abo
TakKpoJimMycy. Y pa3i HeoOXimHOCTI IpHU3HAYEHHS IIMKIOCIIOPUHY Ta TaKPOIiMyCy B
X0l JIIKyBaHHS €IlJIEPEHOHOM PEKOMEHI0BaHO PEeTEJIbHO KOHTPOJIIOBATH PiBEHb Kallito
B CUPOBATIIi KPOBi (OuB. po3min «OcoBIMBOCTiI 3aCTOCYBaHHS»).

HecmepoioHi npomu3ananavHi npenapamu (HI13I1). 3a paxyHOK 0e310CepPenHbOTr0
BILIMBY Ha KJIy0OO4KOBY (QinbTpatito nikyBanHsa HIT3I1 Moke Ipu3BECTU [0 TOCTPOI
HUPKOBOI HEJOCTATHOCTi, 0COOJIMBO V MAIli€HTIB, AKi BXOOSTDH Y TPYIIY BUCOKOTO
pu3uky (IiTHiM Bik Ta/abo 3HeBogHeHHs). [TalmieHTaM, sIKi OTPUMYIOTh €IJIePEeHOH Ta
HII3TII, mo mo4yaTKy HiKyBaHHS CJIiJl 3a0e3meunuT aJeKBaTHUM BOOHUM pPeXUM Ta
KOHTPOJIIOBaTH IXHIO (PYHKIIiI0 HUPOK.

Tpumemonpum. OgHOYaCHe IPU3HAYEHHS TPUMETOIIPUMY Ta €NJIePEHOHY MiABUIITYE
PHU3UK PO3BUTKY TinepKasmiemii. Crig KOHTPOJIIOBAaTU PiBEeHb KaJlilo B CUPOBATIli KPOBi
Ta IMOKA3HUKHU PYHKITII HUPOK, 0COOJIMBO y MAIliEHTIB JIITHLOTO BiKy Ta IAIliE€HTIB i3
MOPYILIEHHSAM (QYHKIINM HUPOK.

a1—6ﬂoxamopu (Hanpukaao npa3o3uH, anvgpy3o3uH). ITpu KomOiHyBaHHI 0(1—6J'IOKaTOpiB
Ta eIJIEPEeHOHY iCHy€ MOXKJIMBICTD ITiICUIEHHS TilIOTEeH3UBHOI [Iil Ta/ab0 PO3BUTKY
OpPTOCTAaTUYHOI rinoTeH3il. ¥ XoAi oqHOYaCHOT0 3aCTOCYBaHHSA (X1-6J'I0KaTOpiB ciIinm
KOHTPOJIIOBATH KJTIHIYHUYM CTaH IAlli€HTiB IIIOJ0 OPTOCTATUYHOI IioTeH3il.

TpuuukaiyHi aHmudenpecaHmu, Helipoienmuku, amigpocmuH, 6akaogpeH. OmHOYaCHE
3aCTOCYBaHHS IIMX JTiKAapPChKUX 3aC00iB Ta emnyiepeHOoHY IMOTEeHIIMHO MOXKe
MifgCUII0OBaTHU TiMMOTEH3UBHY [Oil0 Ta MiABUIIYBAaTH PU3UK PO3BUTKY OPTOCTATUYHOL



rimoreH3sil.

I' nokokopmukoidu, mempako3akmuo. IIpu ogHOYaCHOMY NpPU3HAYEHHI ITUX
JIiIKapChbKUX 3aC00iB Ta eIlJIepeHOoHY iCHYE MOXKJIUBICTD ITOocnabIeHHS TilOTEeH3UBHOI [il
BHACJIIOOK 3aTPUMKHU PIOUHHU Ta HATPIO.

dapMaKOKiHEeTHYHi B3a€MOJIil.

IocmigzKeHHs in vitro cBim4yaTh, 110 €IJIEPEHOH He € iHTibiTopoM i3odepMeHTiB
CYP1A2, CYP2C19, CYP2C9, CYP2D6 a6o CYP3A4. EnnepeHoH He € cybcTpaToM abo
iHTiGiTOPOM

P-rnikonporeiny.

IueokcuH. PiBeHb cucteMHol ekcro3utlili (AUC) OIUTOKCUHY IIPU OOHOYAaCHOMY
3aCTOCyBaHHI 3 enyiepeHOHOM 3pocTta€ Ha 16 % (90 % I 4-30 %). Crig 3
00epexKHiCTIO IpU3HaYaTH OUTOKCHUH B I03aX, HAOIMXKEHUX 10 BePXHbOI MexXi
TepalleBTUYHOI'0 Oiala30Hy.

BapgapuH. KimiHidHO BaXKTUBUX (papMaKOKiHETUYHUX B3a€EMOiN 3 BaphapruHOM
orucaHo He Oyro. Crinm 3 06epexkHiCcTIO Ipu3HavaTy BapdapuH y J03axX, HabOIuXKeHuX
00 BEPXHBOI MEXKi TepaneBTUYHOTO Aiala30oHy.

Cybcmpamu CYP3A4. Pe3ynbTaTu GapMaKOKiHETUYHUX OOCIiAXKEHDb 31 3pa3KaMu-
cyoctpatamu CYP3A4 (To6To Miga3olaMOM Ta IIM3aIlIPUIOM) He BUSBUIU

O3HaK BUpaxKeHUux (papMaKOKiHETUYHUX B3a€EMO/iN IIPYU OOHOYAaCHOMY 3aCTOCYBaHHI
11X 3ac0o0iB Ta emnyiepeHoHy.

IHeibimopu CYP3A4.

[MotyxHi iHribiTopu CYP3A4. [Ipu ogHOYACHOMY 3aCTOCYBaHHI eIJIEPEHOHY Ta

3aco0iB, 1110 IPUTHIUYIOTh aKTUBHICTL hpepmMeHTy CYP3A4, MOXKITMBUN PO3BUTOK
BUpaxeHUx (apMakoOKiHETUYHUX B3aeMomil. [1im BOIMBOM NOTYKHOTO iHTiGiTOPY
CYP3A4 (ketokoHazon 200 mr 2 pa3u Ha nob6y) AUC ennepeHOHY 30inbIllyBanacs Ha
441 % (muB. po3gin «IIpoTunoka3anHsa»). OgHOYaCHe 3aCTOCYBaHHS €MJIEPEHOHY Ta
notyxkHux iHridiTopis CYP3A4 (KeTOKOHa30Iy, iTpaKOHA30J1y, PUTOHAaBIpY,
HeJipiHaBipy, KJIapUTPOMILIMHY, TEJIITPOMILIMHY Ta Heda30moHy) MPOTUNIOKa3aHe (OUB.
po3nin «IIpoTunokazaHHa»).

Cna6ki Ta nomipHi iuriditopu CYP3A4. 3acTocyBaHHS OOHOYACHO 3 EPUTPOMILIMHOM,

CakBiHaBipoM, amMiogapoHOM, OUJITia3eMoOM, BepanamisioM a6o Gpr1yKoHa30JI0M
MIPU3BOOUIIO OO BUPaxKeHuX papMaKOKiHETUYHUX B3a€EMOIN i3 HigBUIIIEHHSIM PiBHiB
AUC Ha 98-187 %. Tomy npu 0fHOYaCHOMY 3aCTOCYBaHHi emJjiepeHoOHYy Ta ciabkKux abo
nomipHux iHriditopiB CYP3A4 no3a enjyiepeHOHY He MOBUHHA IIEPEBUIIyBaTU 25 MT Ha
noOy (muB. po3main «Crroci® 3acTOCyBaHHS Ta JO3U»).



IHOykmopu CYP3A4. OgHo4acHe 3aCTOCYBaHHS €IJIEPEHOHY Ta 3Bip0o0010 (ITOTYyKHUM
inmykTop CYP3A4) npussonuno go 3uuxkeHHs AUC emnepeHoHy Ha 30 %.
3acTocyBaHHs NOTyXKHIMUX iHAYKTOPiB CYP3A4 (Takux K pudaMIIilnH) MOXKe
MMPU3BOOUTHU M0 OinbIill BUpaxeHoro 3uuxkeHHs AUC ensiepeHoHy. Yepes3 pu3uk
3HUKEHHS e(PeKTUBHOCTI elJiIepeHOHY He peKOMEHJ0BaHO 3aCTOCOBYBaTH OJHOYACHO
3 IIUM ITpenapaToM moTyxHi ingykTopu CYP3A4 (pudamminmy, kapbaMa3serriH,
denitoin, penodbapbitan, 3Bipobiit) (muB. po3min «OCoBGIUBOCTiI 3aCTOCYBAHHS»).

AHmauudu. 3 ornaay Ha pe3yJIbTaTH KIIiHIYHOT0 (h)apMaKOKIiHETUYHOTO OOCITiAXKEeHHS,
IIp¥ OOHOYAaCHOMY 3aCTOCYBaHHI eIlJIepEeHOHY Ta aHTallUJHUX IIpelapaTiB He
OYiKy€ETHCS BUPaKEHUX B3aEMOIIN.

Oco00/1UBOCTi 3aCTOCYBaHHSA

I'inepkaniemia. Y Xomdi MiKyBaHHS eIJIEPEHOHOM BiAIIOBIOHO [0 MOT0 MeXaHi3My il
MOZKJIMBUY PO3BUTOK TinepKasieMil. ¥ BCixX malli€eHTiB Ha IT04YaTKYy JIiKyBaHHS Ta Y XOMi
3MiHM 103U IIpenapary CJIifg KOHTPOJIIOBaTH PiBHI KaJlito B CUPOBATII KPOBi. Y
[IOJaJIbIIIOMy PEKOMEHA0BaHO IPOBOAUTHU MIEPIOAUYHUN KOHTPOJIb, 0COOINBO ¥
Mali€HTIiB, SIKi BXOOSATh OO I'PyNU PU3UKY BUHUKHEHHS TinepKalieMil (TaKuX K
Mali€eHTH JIiTHBOTO BiKY, MAIliEHTHU 3 HUPKOBOIO HEIOCTATHICTIO (OuB. po3min «Cmocid
3aCTOCyBaHHS Ta [mo3u») Ta miabetoM). ITiciig modaTKy JIiKyBaHHS €NJIEPEHOHOM He
pPEeKOMeHJ0BaHO BUKOPUCTOBYBATH Kali€EBMiCHI JoOaBKU Yepe3s ITiABUIIeHUN PU3UK
PO3BUTKY TinmepKaieMil. Byno npogeMoHCTPOBaHO, 110 3HNUKEHHS J03U €NJIEPEHOHY
MIPU3BOOUTH OO 3HMKEHHS KOHIIeHTpallil Kajlilo B CHPOBaTIli KPOBi. Y x0ai ogHOT0
OociiaXKeHHs 0yI0 IPOAEeMOHCTPOBAHO, 1110 AOJATKOBE IIPU3HAUYEHH S
rigpoxJIopoTia3uAy B X0l JIIKyBaHHS eIlJIePEHOHOM KOMIIEHCYBaJIO MifBUIllEeHHST
KOHIIeHTpallil Kajlil0 B CUPOBATIli KPOBi.

[Tpu 3acTocyBaHHi emnepeHOHYy Y KoM0OiHaliii 3 iHriditopom AII® Ta/abo G10KaTopoM
peLleTnITOPiB aHTiOTEH3WHY PU3UK TinepKasnieMil Moxke 30inblryBaTucs. EnyiepeHoH He
CIIiT 3aCTOCOBYBATH OOHOYACHO Y IOTPiMHiN KoMObiHalriil pa3oM i3 inri6itopom AIT® Ta
6JI0KaTOPOM PELIENTOPiB aHTioTeH3UHY (OUB. po3minu «IIpoTunmoka3aHHsSI» Ta
«B3aemMopmis 3 iHmMMU JTiKapChbKUMHI 3acoO0aMu Ta iHIII BUOW B3aEMOMI»).

ITopyweHHs ¢yHKUiTI HUPOK. Y TIAlliEHTIB i3 mopylIeHHAMU QYHKIII HUPOK (Y TOMY
4HuCi 3 giabeTUYHOI0 MiKpOoanbOyMiHYPi€l0) CITif peryasipHO KOHTPOJIIOBATU PiBEHB
Kaslito. 3HUKEeHHS QYHKIIil HUPOK CYIIPOBOAXKYETHCS MiABUILEHHSAM PU3UKY
rinepkamiemii. Xo4ya pe3dynbTaTtu gocaimxkernHasas EPHESUS, npoBegeHOro 3 y4acTio
MamieHTiB 3 giabeToMm 2 TUNY Ta MiKpoanbOyMiHypi€lo, oOMeKeHi, y 11ifi Maniil rpyii
MaIli€HTIB CIIOCTEepiraayu MigBUILIEHy YaCTOTY BUHUKHEHHS TinepKanieMil. BigmoBigHo,
JIIKyBaHHS TAaKMWX MAIliEHTIB CJIig IPOBOAUTH 3 00epexkHicTI0. EnyiepeHoH He
BUIAJISIETHCA 3a OOIIOMOT 00 reMofiati3y.



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.

ITo ckmagy mpemnapaTy BXOOUTH JIaKTO3a, MOHOTiApaT, TOMY MOT0 He CJIif Mpu3HadaTu
naljieHTaM i3 piAKiICHUMHU CIIaJKOBUMM pO3jlafilaMU, 30KpeMa HelIePEeHOCUMICTIO
rajakTo3M, BPOIXKEHOI0 HeJOCTATHICTIO TakTa3u Jlamma abo CHHAPOMOM ITOPYIIEHHS
BCMOKTYBaHHS T'JIFOKO3M Ta rajlaKTO3H.

3maTHiCTH BIUIMBATH Ha HIBHIKICTHh peaklil mpu KepyBaHHiI aBTOTPaHCIOPTOM
a0o0 iHMMMHu MexaHi3ZMaMHu

IlocmigzKeHb BIJIMBY €IJIEPEHOHY Ha 30aTHICTh KEPyBaTU aBTOTPaAHCIOPTOM abo
IpaloBaTy 3 IHIIMMHU MexXaHi3MaMU He IpoBoauiu. EnjiepeHOH He CIPUYNHSIE
COHJIMBOCTI ab0 MOpPYyILIeHHS KOTHITUBHUX (DYHKIIiH, ajle Y X0[i KepyBaHHSA
aBTOTpaHCIIOPTOM abo0 iHIMMMHU MexaHi3MaMHu CJIi OpaTu 40 yBaru MOXKJIMBICTh
PO3BUTKY 3allaMOPOYEHHS y 3B’5I3KY 3 JIIKyBaHHSIM IIpenapaToM.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHsI IPyaaio

BazimHicmb. AfeKBaTHUX JaHUX CTOCOBHO 3aCTOCYBAHHS ellJIepeHOHY BariTHUM
XKIiHKaM HeMae. BimoMocCTi, oTpUMaHi y X0l OOCIII?KEeHb Ha TBapUHAaX, He BKa3ylOTh Ha
Oe3nocepenHil abo ontocepeqKOBaHUY HECHPUATIMBUY BIIUB Ha Iepelir BariTHOCTI,
PO3BUTOK eMOpioHa Ta IJIofia, MIOJIOTH Ta ITiCASPONOBUM PO3BUTOK. [Ipu3HavaTu
eIlJIepeHOH BariTHUM XKiHKaM CJliff 3 00epeXHiCTIO.

I'ooysanHs 2pydoro. HeBimomo, 4M eljiepeHOH IIPOHUKAE Y TPYAHE MOJIOKO JTIOOUHA
IIiCJISA IepopaIbHOI'0 3aCTOCYyBaHHs. BogHO4Yac maHi HOKJIIHIYHUX OOCIIIOXKEeHb CBig4YaTh
ITPO HasIBHICTh enJiepeHoHYy Ta/abo 1oro MeTaboJIiTiB y MOJIOLIi IITypPiB Ta IpPo



HOpPMaJIbHUM PO3BUTOK ITOTOMCTBA, 110 3a3HaJIO BIJIMBY €IJIEPEHOHY Y TaKUU CIIOCIiO.
OCKinbKM IOTEHITial BUHUKHEHHS IMOOIiYHUX e(PeKTiB Y HEMOBJIAT, SIKi ITepebyBaloTh Ha
rPYOHOMY BUTOLOBYBaHHI, He OOCIIAXKEHUH, CIIi[ BUPIMIUTHU, IPUIIUHATYA TOOyBaHHA
TPyOOi0 YU OPUNUHATU 3aCTOCYyBaHHSA IIpenapaTy, BpaXOBYIOUU BaxKJIUBICTh
penapary OJjs MaTepi.

Cmocid 3acTocyBaHHsI Ta T03H

IHopociii.

g iHguBigyanbHOTO MigOOPy HO3yBaHHSA MpelaparT iCHye y mo3ax 25 mr ta 50 mr.
MakcumanbHa 0o6oBa fo3a npemnapaTy cTaHOBUTH 50 MT Ha mo0y.

EnnepeHoH MOKHA 3aCTOCOBYBATH 5K 3 12K€I0, TaK 1 He3aJIeKHO BiJl MPUHUOMY 1XKi (OUB.
po3min «®apMaKOKiHETHKA»).

ITauienmu 3 cepuyeg8or HedocmamHicmio Nic/AA nepeHeceHo20 iHpapkmy miokapod.
PekoMeHpoBaHa IMiATpUMyioda A03a eIIepeHoHy cTaHOBUTHL 50 Mr 1 pa3 Ha go0y.
JIiKyBaHHS CJIii po3MoYrHaTH 3 1o3u 25 Mr 1 pa3 Ha go0y Ta MOCTYIOBO HiIBUIITYBaTU
mo 11ipoBoi1 mo3u 50 Mr 1 pa3 Ha moOy. baxkaHo gOCSTrTH LILOTO PiBHS MO3U 3a 4 TUXKHI,
BPaxXOBYIOYM PiBEHb KaJlil0 B CUPOBATIII KPOBi (OUB. TabGIUIlO, 1110 HaBeJleHa HUXKYe).

JIikyBaHHS €IlJIEpPEeHOHOM 3a3BUYal PO3MOYUHAKTh Yyepe3 3-14 gHiB micisg rocTporo
iHpapKTy MioOKapaa.

ITauienmu 3 cepuesoro HeOoocmamHicmio Il Kaacy (xpoHiuHOW0) 3a Kaacugikauiero
NYHA. JlikyBaHH4 Halli€eHTiB i3 XpPOHIYHOIO CcepleBor HegocTtaTHicTIO Il Kitacy 3a
knacudikariero NYHA cnig po3mounHaTu 3 mo3u 25 Mr 1 pa3 Ha o0y Ta MOCTYIIOBO
IMigBUNITyBaATH OO I1ib0oBOI go3u 50 Mr 1 pa3 Ha moOy. baxXaHO OOCSATTH LILOTO PiBHS
oo3u 3a 4 TUXKHIi, BpaXOBYIOUM PiBEHb KaJlilo B CUPOBATIII KPOBi (OUB. TaOMIUII0 HUXKYE
Ta po3minn «OcobIMBOCTI 3aCTOCYyBaHHSI»).

[TamienTaMm, y IKUX piBEHb KaJlil0 B CUPOBAaTIIl KPOBi IIEPEBUIIYE O MMOJIL/JI, HE CJIif
PO3MOYMHATHU JIIKyBaHHS €IJIEPEHOHOM (OuUB. po3hin «IIpoTUNIOKa3aHHA»).

PiBeHb Kalito B CUPOBATIIi KPOBI CJIif BU3HAYaTH OO0 MOYaTKy JIIKyBaHHS €IJIePEHOHOM,
Yy XO[i IepuIoro TUXKHS JIIKYBaHHS Ta Yepe3 MicsIlb ITicJIg moYaTKYy JIiKyBaHHS abo
KOpPEeKIIil mo3u. Y pa3i HeoOXimHOCTI ciig Hagasli mepioguyHo BU3HAYaTH PiBeHb Kalliio
B CUPOBATIII KPOBI BIIPOJOBXK JIIKyBaHHS.

ITicng nmoyaTKy JIiKyBaHHS 003y IIpelapary CJig KOPUryBaTu 3 ypaxyBaHHSAM
KOHIIeHTpallil KaJlifo B CUPOBATIIi KPOBi, IK BKa3aHO y TaOulli HUux4e.

Kopek1is no3u micis noyaTky JIiKyBaHHS



KoHueHTpallis Kaitoo

y CHpPOBAaTIIl KPOBi His Kopekuis nosu
(MMOJIB/ )
3 25 mr 1 pad Ha 2 gHi go 25 mr 1 pa3 Ha
noGy
< 5,0 [TigBumieHHA
3 25 mr 1 pa3 Ha go6y go 50 mr 1 pa3 Ha
noGy
5,0-5,4 Be3 3MmiH 103y He 3MiHIOIOTh
3 50 mr 1 pa3 Ha go0y go 25 mr 1 pa3 Ha
mo0y
3 25 Mr 1 pa3 Ha o0y mo 25 Mr 1 pa3 Ha 2
5,5-5,9 3HUXKEHHSA ) P RODY R P
OHi
3 25 mr 1 pa3 Ha 2 OHiI 10 TUMYaCcOBO1
BigMiHU
T acosa
6,0 SR
BigMiHa

[Ticrss THUM4YaCOBOl BifMiHM eIlJIEPEHOHY Yepe3 MiagBUINEeHHS PiBHS KaJliio
0 3 6 MMOJIb/JI BIDTHOBJIIEHHS JIIKyBaHHS MOXKJIMBe y 0031 25 Mr 1 pa3 Ha 2 [Hi micns
3HMKEHHS KOHIIeHTpallil Kalito Hu>K4e PiBHS 5 MMOJIb/II.

ITauienmu aimHvo20 BikKy. [1J1d MalliEHTIB JIITHBOTO BiKy HEMAa€ MOTPeOU y KOpPEKIIil
[I0YaTKOBOI IO3U IIpenapary. ¥ 3B'g3Ky 3 BIKOBUM 3HUKEHHSM IHTEHCUBHOCTI (pyHKIIi1
HUPOK PU3UK PO3BUTKY TillepKajieMil y Malli€HTiB JIITHBOTO BiKy HiIBUIYETHCSA. PU3UK
MOZK€e TOOaTKOBO 30i/bIIyBaTUCh ¥ Pa3i HAsIBHOCTI CYIIyTHLOTO 3aXBOPIOBAHHS, 110
CYIIPOBOIOXKY€ETHCS MIOBUIIIEHHSIM CUCTEMHOI €KCIIO3UIil ITpenapary, 30KpeMa
NOpyLIeHHSA QYHKIIIN ITIeYiHKU JIeTKOT0 Ta MOMIPHOTO CTYII€HS TSIXKKOCTI.
PekoMeHOOBaHO ITPOBOAUTH MEPIOAUYHNYN KOHTPOIb PiBHS Kallil0 B CUPOBATIII KPOBIi
(muB. po3min «OcoBIMBOCTI 3aCTOCYBAHHSI»).

IMopywenHsa ¢pyHKUil Hupok. IamiednTn 3 TeTKUM NOPYIIeHHAM (QYHKIIl HUPOK He
MoTPeOyIOTh KOPEKIIil T0YaTKOBOI 103U. PEKOMEeHIOBaHO ITPOBOOUTH IIEPiOONYHUM



KOHTPOJIb PiBHA KaJIit0 B CUPOBATIIi KPOBi Ta KOPUT'yBaTU [03y IIpernapaTy BiOIOBIOHO
oo TaOuIli BUIIIE.

[TamierTaM i3 mOpyIIeHHAMHU (QPYHKIII HUPOK ITOMIpPHOI TA2KKOCTI (KJIipeHC KpeaTHUHIiHY
30-60 MJ1/XB) CiIig MOYMHATH JIIKyBaHHSA 3 003U 25 MI' 1 pa3 Ha 2 JHI Ta KOPUT'yBaTHU
Oo3y mpelnapary 3aJle?kKHO Biff KOHIIeHTpallil KaJlito (OuB. TabIUIi0 BUIIIE).
PekoMeHOOBaHO IPOBOOUTH MEPIOONYHNYN KOHTPOJIb PiBHSA Kallilo B CUPOBATIIi KPOBIi
(muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

ITocBig 3acTOCyBaHHS IpelapaTy HallieHTaM i3 KjIipeHCcoM KpeaTuHiHy < 50 MJI/XB Ta
CepLEeBOI0 HeOOCTaTHICTIO Hicnsd iHgapKTy MioKapga BimCcyTHiN. [171g JTiKyBaHHS TaKUX
MalliEHTiB eIJIEpPeHOH CIIifl 3aCTOCOBYBATHU 3 00epekHiCTI0. 3aCTOCYBaHHS 03, 110
IMepeBUIYIOTh 25 MI Ha {00y, ImallieHTaM i3 KjIipeHCcoM KpeaTuHiHy < 50 MII/XB He
OOCITiaAXKyBallu.

EnnepeHoOH NPOTUNIOKA3aHUY MAlli€eHTaM i3 TIKKUMU YpaKeHHSIMU HUPOK (KJIipeHC
KpeaTuHiHy < 30 mi/xB) (ouB. po3min «IIpoTurokasaHHs»). EnliepeHoH He
BUJAJISIETHCA 3 OpPraHi3My 3a OJOIIOMOIOI0 Aiasily.

ITopyweHHs ¢pyHKuil neviHku. TTallieHTH 3 JIeTKUM ab0 ITOMipHUM IMMOPYILIEHHSAM
dyHKIIi]l meuinku He MOTPeOYIOTh KOPEKIIil MOYaTKOBOI M03U. BHACHiIOK migBUIlleHHS
PiBHSI CUCTEMHOI €KCITO3UIIil eTIepPeHOHY 1i¥ KaTeropil maiieHTiB Ta 0COOIUBO
rali€eHTaM JIITHbOTO BiKy PEKOMEH0BAHO IIPOBOAUTH YaCTUM Ta PEeryasapHUn
KOHTPOJIb KOHIIEHTPAIIil KaJlifo B CUPOBATII KPOBi (OAuB. po3misi «OcoOIMBOCTI
3aCTOCyBaHHS»).

KombiHosaHe 3acmocysaHHsA. Y pa3i oMHOYAaCHOTr0 3aCTOCYBaHHS 3i cmabkuMu abo
noMmipaumu inriditopamu CYP3A4 (Hampukiian aMiogapoHOM, OUJITia3eMOM Ta
BepalaMijioM) MOJKHa MOYMHATHU JIIKyBaHHS €MJIEPEHOHOM 3 I04YaTKOBOl IO3U 25 MT

1 pa3 Ha goOy. [Io3a mpernapaTy He ITOBUHHA ITepeBuIlyBaTtu 25 Mr 1 pas Ha mo0y (mous.
po3min «B3aemofis 3 iHIIMMH JIIKAPCHKUMU 3aco0aMU Ta iHIIN BUOM B3a€EMOMil»).

itk

Be3neka i epeKTUBHICTh 3aCTOCYyBaHHS €IJIEPEHOHY OiTSIM He BCTaHOBIeHa. HasiBHa B
maHu# 4ac iHdopmailisa HaBedeHa B po3aini «PapmMakoguHaMika» i
«DapMaKOKIHETUKa».

Ilepeno3yBaHHA

[ToBigomreHns mpo mo6iuHi peakxiiil, moB’si3aHi 3 mepef03yBaHHSIM EIJIEPEHOHY Y
Jmofen, oTpuMaHo He 0ynno. O4iKyeThCs, 1110 HaWiMOBIpHIIIIUMY TPOsIBAMU
rmepeno3yBaHHS IIpemnapaTty y JIoaAuHu OyoyTh apTepianbHa rinoTeH3sis abo



rinepkasniemMisa. EnjepeHOH HEMOXKJINBO BUBECTU 3 OpPraHi3My 3a HOIIOMOT 00
remopianidy. Byno mIpomeMOHCTPOBaHO, 10 eNJIEPEHOH €(EeKTUBHO 3B’ I3YETHCA 3
aKTMBOBAHUM BYTIIISIM. Y pa3i pO3BUTKY apTepiabHOL TilOTEeH3il CIig po3nOoYnHaTHU
migTpuMyloue JTiKyBaHHS. [Ipu pO3BUTKY TinepKasieMil ciif moOYnHATHU JIIKYBaHHS
3rigHO 31 CTaHOapTaMu.

ITo6iuHi peakmii

Y xomi nBox pgocnigxens (EPHESUS i EMPHASIS-HF) 6yo mpoieMOHCTPOBAaHO, 10
3arajibHa YaCcTOTa PO3BUTKY MOOIYHUX peaklliii IpU 3aCTOCYBaHHI elJIepeHOHY Ta
maieb6o Oyna ogHaKOBOIO.

Huxue HaBemeHo 1mobiuHi peaxiiii, IKi, MOXKJIUBO, ITOB’si3aHi i3 3aCTOCyBaHHSIM
elJIepeHOHY Ta AKi BUHUKAJIU YV XOM1 JIIKyBaHHSA 4acTillle, HiXK y X0l 3aCTOCYyBaHHS
mane6o, abo cepio3Hi MobiyHI peakiii, 1110 BUHKUKAJIM ¥ XO[i JIIKyBaHHS 4acTillle, HixX
y Xofi 3acTocyBaHHs Iyanebo, abo Ti, 110 OyIu onucaHi y Xo4i ITOCTMapKeTUHTOBOTO
CIIOCTEPEXKEHHS.

[MToGiuHi peakiril KiacudikoBaHO 3a CHCTEMaMU OpPTraHiB Ta 3a aOCOIOTHOIO YaCTOTOIO:
oyxke 4gacto (= 1/10), gyacto (= 1/100 - < 1/10), HewacTo (= 1/1000 - < 1/100), pigko
(= 1/10000 - < 1/1000), opy=xe pigko (< 1/10000), vactoTa HeBimoMa (HEMOXKINBO
BCTAHOBUTHU, Oa3yi0UnCh Ha HasABHiM iHpopMariii).

IrdexkIril Ta iHBa3il.

Heuacmo: tienonedgpurt, iHdekKIril, GapuHTiT.

3 00Ky cuCcTeMH KPOBi Ta niMdaTHYHOl CUCTEMH.

Heuacmo: eo3unodimnid.

3 O0KY €eHJOKPHUHHOI CUCTEMHU.

Heuyacmo: rinoTupeos.

3 00Ky MeTabo0J1i3My Ta TPABJIEHHS.

Yacmo: rinepkanieMist (ouB. po3minu «IIpoTurnokasaHHs» Ta «OCOOIUBOCTI
3aCTOCyBaHHS»), IrilepxojieCTepruHeMis.

Hevyacmo: rinnoHaTpi€eMisi, 3HeBOOHEHHS, riepTpUriinepugeMis.

3 OOKY ICHUXIKH.

Yacmo: 6e3COHHSI.



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
3apeeCcTpoBaHO YHMCENbHO OibIIy KibKiCTh BUIIAAKIB iHCYNIbTY. BogHOYaC,
CTaTUCTUYHO AOCTOBIPHOI Pi3HUII Y YACTOTi iIHCYIbTIiB MiXK rpynamMu ermepeHoHy (30)
Ta I1aiedo (22) BusiineHo He 0yno. Y gocnigxenni EMPHASIS-HF kinbkicTh
IHCYJIBbTIB y IIAlli€HTIB BIKOM = 75 POKIB cTaHOBUJIA 9 y IpyIli JIIKyBaHHS eIllJIepeHOHOM
Ta 8 y rpymi miaaie0o.

ITogioomaeHHs npo nido3prosaHi NnObiUHI peakuii.

[ToBigoMIieHHS TIPO Mimo3pIoBaHi MobiuHi peakiiil micss peecTpatiii TiKapcbKOro
3aco0y Ma€ BaxX/IuBe 3HauyeHH:. Lle mae 3mMory 3milicHIOBaTH 6€31epepBHUN
MOHITOPUHT CHiBBiTHOIIIEHHSI KOPUCTI Ta PU3UKIB 3aCTOCYBaHHS JIiIKapChKOTr'0 3aco0y.
MenuyHUX IIPaliBHUKIB ITPOCATH MOBIHOMIISITU PO OyOb-sIKi ITimo3proBaHi mobiuHi
peaxiii BiImmoBigHO M0 MiClieBUX BUMOT.

TepMmin npuagaTHOCTI
3 POKH.
VYMmoBHu 30epiranHs

30epiraTty y HeJOCTYIIHOMY AJig AiTed Micii. CrienianbHi yMOBU 30epiraHnHs He
BUMAararmThCH.

YnakoBKa

ITo 10 TabneTok y 6iicTepi, mo 3 OmicTepu y KapTOHHUX KOPOOKax.



KaTeropist Biagnnycky

3a penemnTomMm.

BupooHuK

dapeBa AmOya3 / Fareva Amboise.

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IpoBaJaXKeHHSI
IisIIHLHOCTI

3one Iapmactpiane, 29 poyt mec Iagactpic, 37530 IToce-crop-Cic, ®paHnilia / Zone
Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.

[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3aC00iB YKpalHH.
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