Ckian

0il04a peyoBuHa: enIepPeHoH;

1 TabreTka MiCTUTH eIlJIepeHOHY y nepepaxyBaHHi Ha 100 % pedoBuny 25 Mr abo 50
MT;

OONOMIJNCHI peuoB8uHU: JTaKTO3a, MOHOTIApaT; 1eJIi0I03a MiKPOKpUCTalidHa; HaTpilo
KpPOCKapMeJi0o3a; TimpoMeJsio3a; HaTpilo maypuiacynbdat; TaabK; MarHiro cTeapar;

IJIiBKOBa 000JI0HKA: rimpoMesio3a, Mmakporoin 400; momicopbaT 80; Tutany miokcup (E
171); 3amiza okcup xkoBTun (E 172); 3anida okcupg yepBouuu (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHoBHI (pi3uKko-ximiuHi 81acmueocmi: TabneTKu 0€3KeBOTro KOJIbOpy, KPyriioi popMu 3
OBOOTIYKJIOIO ITOBEPXHEIO, 3 HAaTUCOM «25» abo «50» 3 ogHOT0 00Ky TabIeTKH.

®dapMaKoTepalneBTHUYHA Irpyna

Kami#iz6epiratodi giypeTuku. AHTaroHicTHU anbOoCcTepoHy. EnnepeHoH.

Kog ATX C03D A04.
®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

MexaHi3M fil. EnnyiepeHOH Ma€ BiTHOCHY CEIEKTUBHICTD y 3B’s13yBaHHI 3

pekoMOiHAaHTHUMU PellenNTOpPaMu JIIOOUHU 10 MiHEPaJIOKOPTUKOIMIB ITOPiBHSHO 3 MOTO
B3a€EMO[Ii€l0 3 PeKOMOIHAHTHUMHU PelelTopaMU JIIOOUHU [0 I'IIOKOKOPTHUKOIMIB,
IIPOTeCTEPOHY Ta aHAPOreHiB. EnjlepeHoH nepelkoaXKae 3B’ 13yBaHHIO PELIEIITOPIB 3
aJIbIOCTEPOHOM - BaXKJIMBUM I'OPMOHOM PEeHiH-aHTiOTEeH3WH-aJIbJOCTEPOHOBOI
cucTteMmu, 1110 6epe y4acThb y peryaoBaHHi apTepiaJbHOT0 TUCKY Ta 3afisiHa y
naTtodizioyorivHUX MexaHi3MaxX PO3BUTKY CEPIEBO-CyOUHHUX 3aXBOPIOBaHb.

dapmMakoguHaMiyHi epeKTHU. Byno MpogeMOHCTPOBaHO, IO €NJIEPEHOH IIPU3BOOUTH OO

CTIMKOTO MiABHUILIEHHS PiBHS PEHIHY B IIJ1a3Mi KPOBi Ta pPiBHS aJlbJOCTEPOHY B
CUPOBATIIi KPOBi, 10 30iraeTbCs 3 MPUTHIYEeHHAM IIIJIIXy HETaTUBHOTO 3BOPOTHOTO
BIIJIUBY aJIbIOCTEPOHY Ha CEKpellito peHiHy. [Ipu npoMy MiABUINEHHS aKTUBHOCTI
pEeHiHy B y1a3Mi KpPOBi Ta PiBHIB aJIbIOCTEPOHY Y KPOBi He IIPU3BOOUTH [0



NIPUTHIYEHHS [il eIlJIEpeHOHY.

Y xopmi gocnigzKeHb giama30HY OO03 IIPU XPOHIYHIN ceplieBill HeJOCTATHOCTI (Klacu
II-IV 3a knacudikarieio Hpio-Mopkcbkoi Kapaiosoriunoi aconiarii (NYHA)) nogaBaHHS
eIJIepeHOHY 40 CTaHOapTHOI CXeMU JIiKyBaHHS ITPU3BOAUIIO 10 OYiKyBaHOTO
D0303aJIe’KHOTO0 MiABUIIIEHHS PiBHIB anbaocTepoHy. [TomiOHUM YMHOM y XO0mi
KappmionoriuHo-"HedpomnoriyHoro niggocnimxkentus EPHESUS (mocnigxkeHHS
e(eKTUBHOCTI Ta 1eTaJIbHOCTI IIPU 3aCTOCYBaHHI €NJIEPEHOHY y NAaIli€HTIB i3 TOCTPUM
iHpapKTOM MioKapaa, yCKJIagHEHUM OUCQYHKIIIEIO JTiBOTO UIJIyHOYKa Ta CePIlieBOI0
HeIOOCTaTHICTIO) JIIKyBaHHSA €IJIEPEHOHOM IPU3BOOUIIO OO0 3HAYHOIO HiTBUIIIEHHS
piBHiB anbaocTepoHy. OTpUMaHi pe3yJbTaTH MiATBEPAXKYIOTh OJTOKyBaHHS PELENTOPIB
00 MiHEpaJIOKOPTUKOIAIB y il MOy IAII].

Ennepenon BuB4anu y xomi pmocnimxkenuss EPHESUS. 1le 6yno noaBiliHo criimne
Ianeb0-KOHTPOJIbOBaHe OOCIIiAKEeHHs TPUBAJIiCTIO 3 POKHU, B IKOMY OpaJsio y4acThb
6632 cy0’eKTHU 3 ToCcTpUM iHpapKTOM MioKapaa, AUCHYHKITIE€IO JTiIBOTO IIITYHOYKA
(omiHIOBanoOCA 3a Ppakili€ero BUKUAY IiBOro uutyHodka < 40 %) Ta KIiHiYHUMHA
O3HaKaMM ceplieBol HegocTaTHOCTi. Yepe3 3-14 mHiB micis rocTporo iHpapKTy
MioKapma (MefiaHa cTaHOBUIJIA 7 OHIB) Cy0’€KTHU JHOOATKOBO IO CTAaHOAPTHOTO
JIIKyBaHHSI OTPUMYBaJIU eNJjiepeHoH abo minalebo y modyaTkoBitt go3i 25 Mr 1 pa3 Ha
noOy. Y momanbIlioMy 03y IIOCTYIIOBO (BIIPOOOBK 4 THXKHIB) MiTBUIITyBaJId OO
OOCATHEHHS 1iboBol fo3u 50 Mr 1 pa3 Ha moOy 3a YMOBH, 110 PiBeHb KaJlilo B
CUPOBATIi KPOBi OYB HUKYUM 3a 5 MMOJIb//. [IpoTsATOoM mOCHiaXKeHHs Cy0’ eKTU
OTpUMYyBaJIld CTaHOaApPTHE JIiIKyBaHHS, 110 BKJIIOYAJIO alleTUJICAJIIUIIOBY KUCJIOTY
(92 %), iuribiTopu AII® (90 %), B-6mokaTopu (83 %), HiTpaTu (72 %), MeTILOBI
niypetuku (66 %) abo inribitopu I'MI'-KoA-penykTa3u (60 %).

[TepBUHHUMHU KiHIIeBUMU TOYKaMu y gociimxkenHi EPHESUS 6ynu 3aranbHa
JIeTalbHICTh Ta KOMOiHOBaHa KiHIleBa TOYKa (JleTaJlbHUM HACHimoK abo rocmiTaisaliis
BHACJIIJOK ITOPYIlIeHb 3 00Ky ceplieBo-CyauHHOl cuctemu). 14,4 % cy0’eKTiB i3 rpynu
eryiepeHoHy Ta 16,7 % cy0’eKTiB i3 rpynu mianebo noMmepnu (3 Oyab-IKUX IPUYKNH), a
26,7 % cy0’eKkTiB i3 rpynu ernepeHoHy Ta 30 % cy0’eKTiB i3 rpynu maamebo JoCsATIN
BiITIOBigHOCTI KpuTepisiM KOMOiHOBaHOI KiHIIEBOI TOYKM (JIeTalbHUM HACIiZoK abo
rocritasilallisi BHaCJIiOK IIOpyIllIeHb 3 00Ky CepleBO-CYAMHHOL cucTteMu). Takum
4yuHOM, y Xoni gociigxenHss EPHESUS eniepeHOH 3HUKYBaB PU3UK JIETAJIBHOT'O
HacJigKy 3 Oyab-akux npuduH Ha 15 % (BP 0,85; 95 % 11 0,75-0,96; p=0,008)
MMOPiBHAHO 3 Iy1ane00 IepeBaXHO 3a PaXyHOK 3HUIKEHHS JIeTaJIbHOCTI BHACIIIOK
MMOpYyIlleHb 3 OOKY CepleBO-CYIUHHOI CUCTeMH. PU3UK JIeTaJlbHOTO HaCIigKy abo
rocmitasnizallii BHaCIiloK IIOPYIIleHb 3 00Ky CeplieBO-CyANHHOI CUCTEMU IIPU
3acTOCyBaHHIi ernyiepeHoHy O0yB 3HMKkeHu# Ha 13 % (BP 0,87; 95 % IOI 0,79-0,95,
p=0,002). AGCOonMOTHE 3HUKEHHS PU3UKY CTaHOBUIO 2,3 % /15 TaKol KiHIIEeBO1 TOYKH
sIK 3arajibHa JIeTalbHIiCTh, Ta 3,3 % - OIS TaKol KiHIIeBOl TOUKH, SIK JIeTaJTbHUN



Hacnigok abo rocritanisalliga BHACHiIOK NOPYIIeHb 3 60Ky CeplleBO-CyOUHHOI CUCTEMHU.
Krniniuna epeKTUBHICTh eMJIepEeHOHY, B IepIiry 4epry, Oyja mpogeMOoHCTPOBaHa Mpu
IIpU3HaYeHHI JIIKyBaHHS MallieHTaM BiKOM [0 75 pokKiB. KOpuUCTh Bif JIiKyBaHHS
cy0’eKTiB BikOM Bif 75 poOKiB BUBYEHa HeOgoCTaTHbLO. [IokpaleHHs abo cTabinizaiiiio
MMOKa3HUKIB QpyHKIIIOHaIbHOI Knacudikaiiil 3a NYHA criocTepiranu y CTaTUCTUYHO
3HAYyIMI0 OiTbII0l YacTKU Cy0’€KTIB, sIKi 3aCTOCOBYBAJIN €IJIEPEHOH, IIOPiBHSIHO 3
namieHTaMu 3 rpynu maanebo. YacToTra po3BUTKY rinepkasieMii cranosumna 3,4 % y
rpyIi enyiepeHoHy Ta 2 % y rpymi nnane6o (p < 0,001). YacToTa pO3BUTKY
rinmokamniemii cranoBumna 0,5 % y rpymi ennepeHony Ta 1,5 % y rpymi nnaine6o

(p < 0,001).

Y xomi o6cTtexeHHs 147 300poBUX HOOPOBOJIBIIIB 3 METOIO BUSABIEHHS 3MiH Ha EKT
BIIPONOBXK (papMaKOKiHETUYHUX OOCIIAXKEeHb He OyJI0 BUSIBIIEHO CTiKOT'O BIJIUBY
eIIepeHOHY Ha YaCTOTY CEPLIEBUX CKOPOYEeHb, TpUBaicTh KoMmiiekcy QRS a6o
inTepBaitiB PR Ta QT.

Y xoni mocnigxenuss EMPHASIS-HF (mocnim»XeHHS 4aCcTOTHU I'OCIIiTai3allil Ta
JIeTaJIbHOCTI IIPU 3aCTOCYBaHHI eIlJIEPEHOHY IallleHTaM 3 CEpPLIEBOI0 HEOCTaTHICTIO Ta
CUMIITOMaMH JIETKOTO CTyII€Hs) BUBYa/IU €(heKTHUBHICTh BILJIMBY €IIJIEPEHOHY,
OOOAaHOTO OO CTAaHOAPTHOTO JIiIKyBaHHS, Ha KIiHIYHI pe3ynbTaTu cy0’eKTiB i3
CHUCTOJIIYHOIO CEPLIEBOI0 HEJOCTAaTHICTIO Ta CUMIITOMaMM JIETKOT'O CTYII€HS
(bynkuionanbuuu Kinac Il 3a knacudikaniero NYHA).

Y mocnigxeHHi Opanu y4acTb Cy0’€KTH BiKOM Bif 55 pOKiB, y AKUX (pakilia BUKUOY
siBoro nuryHo4ka craHoBuna < 30 % abo = 35 % 3a ymoBu QRS 0inbuI Hixk

130 minicekyHp Ta sKi 3a 6 Mics1I1iB, 110 IepenyBaau OOCIiAXKEeHHI0, OyIIu
rocIriTasai3oBaHi BHACIiIOK MOPYIIIEHb 3 O0KY CepPIeBO-CYOUHHOI CUCTEMHU ab0 Y SKUX
piBeHB HaTpiypeTuuHoro nentuny tuny B (HIIB) B mma3mi KpoBi cTaHOBUB
moHarMeHniIte 250 rir/mi abo piBeHb N-TepminanbHOro mmpo-HITE B nia3mi KpoBi
cTaHOBUB moHarMeHmIe 500 nor/ma y 4onoBikiB (750 nor/mn y XkiHoOK). [ToyaTkoBa mo3a
eIIepeHOoHy cTaHoBua 25 Mr 1 pa3 Ha goOy. Yepes 4 TUXKHI A03y MiABUIILYBaJIN 00
50 mr 1 pa3 Ha mo6Oy 3a yMOBH, III0 PiBeHb KaJlilo B CUPOBATIIi KPOBi He JocsAras 5
MMOJIb/TT. AGO XK, SIKIIIO PO3PaxXyHKOBa MIBUAKICTh KIIy0OO4YKOBOI dinbTpartiii
popisHioBasna 30-49 mi/xs/1,73 M2, I09aTKOBa [03a ellJIepeHOHY CTaHOBUJa 25 MI

1 pa3 Ha 2 gHi Ta Hagani migBuIiyBanacs oo 25 Mr 1 pa3 Ha mo0y.

3arasoM paHgoMmizallifo (y MoABIiMHO CIIiIoMy pexkumi) mpouino 2737 cy6’eKTiB, SKUM
OyJio mpru3Ha4YeHOo eIyiepeHoH abo mnanebo Ha Ti1i 6a30BOro JIiIKyBaHHS CE€UYOTiHHUMU
npemnapatamu (85 %), inriditopamu AII® (78 %), 6;10KaTOpaMu aHTiOTEH3UMHOBUX
penienntopiB II Tumny (19 %), B-6nokaTtopamu (87 %), aHTUTPOMOOTUYHUMU
npenapatamu (88 %), 3acobaMu st 3HUKEHHS PiBH JinigiB (63 %) Ta riuiko3upgamMu
HamnepcTsaHKU (27 %). CepenHilt piBeHb Qpakiiili BUKKUAY JIiBOTO HIJTYHOYKAa CTAHOBUB



~26 %, a cepenHsa TpuBaicte kommiekcy QRS popiBHIOBasia ~122 mc. Binburicte
cy06’ekTiB (83,4 %) y momepenHi 6 mics11iB go paHmoMmizaliii Oysiu rocmoiTanizoBaHi
BHACJIIJOK ITOPYIIIeHb 3 OOKY CeplieBO-CYANHHOI CUCTEMHU, ITPUYOMY ITPUOIU3HO
IOJIOBMHA 3 LIUX Cy0’€KTIB - BHACIIMOK cepiieBoi HegocTaTHOCTIi. [Tpubnu3no 20 %
cy0’eKTiB Mayi BCTAHOBJIEHI iMIITaHTOBaHI AediOopunsaTopu 4yu nepebyBany Ha
ceplieBili peCUHXPOHI3yI0Uil Teparril.

[lepBuHHA KiHIIeBa TO4YKa (JieTaJlbHUM HACJIOOK y Pe3ybTaTi CepleBO-CyOAuHHUX
nopyuieHb abo rociitasilalis y 3B’s13Ky i3 ceplieBOI0 HEJOCTATHICTIO) CIIOCTepiranacs
y 249 cy6’ekTiB (18,3 %) 3 rpymnu ensyiepeHoHy Ta y 356 cy6’ekTiB (25,9 %) 3 rpymnu
mane6o (BP 0,63; 95 % 11 0,54-0,74, p < 0,001). BriiuB eniepeHOHY Ha pe3yibTaTU
3a IepPBUHHOIO KiHIIEBOIO TOYKOIO CIIOCTepPiraBcs cTabisibHO y BCiX monepenHbo
BH3HAYEHUX HiArpynax.

BTopuHHa KiHIleBa TOYKa (3arajibHa JIeTaJlbHICTh) criocTepiramacsa y 171 maiieHTa
(12,5 %) 3 rpynu ennepeHony tay 213 cy6’ekTiB (15,5 %) 3 rpymnu mnaiebdo (BP 0,76;
95 % MOI 0,62-0,93, p=0,008). JIeTanbHUM HACIIOOK Y pPe3yNIbTaTi IOPYIIIEHb 3 OOKY
cepleBO-CyoUuHHOl cucteMu OyB 3adikcoBanuii y 147 cy6’ekTiB (10,8 %) 3 rpymnu
ernepeHony Ta y 185 cy6’ekTiB (13,5 %) 3 rpynu nate6o (BP 0,76; 95 % 11 0,61-
0,93, p=0,01).

[TpoTsiromM mochigKeHHS rinepkaieMisa (piBeHb Kajlilo B CHPOBATIIi KPOBi

> 5,5 MMonb/n1) BuHUKanay 158 cy6’ekriB (11,8 %) 3 rpymnu enjepeHoHy Ta y

96 cy06’ekTiB (7,2 %) 3 rpynu 1naiebo (p < 0,001). Timokarmiemist (piBeHb KaJlito B
CUPOBATI KPOBi < 4 MMOJIb//I) y TPYIIi eIlJIEPEHOHY BUHMKAJA 31 CTaTUCTUYHO
OOCTOBIipHO HMIKYOIO YaCTOTOIO, HiXK y rpytmi niaiebo (38,9 % y rpymi ennepeHoHy Ta
48,4 % y rpymi nnane6o, p < 0,0001).

IIiTu. 3aCTOCyBaHHSA €IJIEPEHOHY OITSAM i3 CeplieBOI0 HeOOCTaTHICTIO He
OOCIIiAKYyBaJIu.

Y 10-TuxkHEeBOMY OOCIIiAXKEHHI 3a y4acTIO AiTeH i3 rimepTeH3ieio (BikoM 4-16 poOKis,
n=304), 3acToCyBaHHS eIlJIePeHOHY B mo3ax 25-100 mMr Ha mo0y, 110 TPU3BOAMIIO [0
eKCIO03uIlil, Togi6HOl M0 TaKOol ¥ JOPOCIINUX, He IPOAEeMOHCTPYBasio e(peKTUBHOTO
3HUXKEHHS apTepiaJlbHOTO TUCKY. Y IIbOMY OOCIIIOXKEeHH] Ta y OOCIIiaXKeHH] 111000
Oe3mneku TpuBanicTio 1 pik 3a ydyacTtio 149 mite#t BikoM 5-17 pokiB mpodine 6e3meku
OyB mOmiOHUM IO TAKOTO, III0 CIIOCTEPIraBCs Y HOPOCIIKX. 3aCTOCYBaHHS €IlJIEPEHOHY
OiTsIM BiKOM [0 4 POKIiB i3 rinepTeH3i€l0 He BUBYAIU, OCKIIbKU JOCIIAXKEHHS 3a
y4acTIO OiTel CTaplIoro BiKy IIPOAEeMOHCTPYBAIO BiACyTHICTh e()eKTUBHOCTI (OUB.
po3min «Cnocib 3acTOCYBaHHS Ta O3U»).

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



dapmaKoKiHemuKa.

AGcopbiisi. AGcomoTHa 6i0OCTYIIHICTh eIJIEPEeHOHY IIiciig 3acTocyBaHHA mo3u 100 Mr
IepopasibHO CTaHOBUTH 69 %.

MaxkcuMaJsibHa KOHIIEHTpallis ITpelapaTy B IIJIa3Mi KPOBi IOCATa€EThCS IPUOIIU3HO
yepe3 1,5-2 roguau. MakcuManbHa KOHIIEHTPAIIiS B IIJITa3Mi KPOBI (Cmax) Ta IIJI0IIa
mig papMakokiHeTU4YHOIO KpuBoio (AUC) 3MiHIOIOTHCS MPOIOPIINHO O03i y Aiana30Hi
10-100 mr Ta MeHIII HiXK OO30IPOIOPILINHO IPU 3aCTOCYBaHHi 703 ntoHany 100 mr.
PiBHOBaXKHUII CTAH HACTa€E 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. Metaboi3M 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. JocnigKeHHS (papMaKOKiHETUKY €IJIEPEHOHY IIPU 3aCTOCyBaHHI
y 0o3i 100 Mr 1 pa3 Ha moOy IPOBOOMIIN 3a YYACTIO TAKUX KaTeropit cyd’ eKTiB, K
Malli€eHTH JTiTHBOTO BiKy (Bim 65 pOKiB), malliEHTH YOJIOBiUOl CTaTi, IMalliEeHTU 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 CIOCTepiranu ImiaBUIIEHHS PiBHIB Cmax (22 %) Ta AUC (45 %)
MMOPiBHSHO 3 MoJjioginuMu maitieiTamu (18-45 pokiB). ¥ cy6’eKTiB HerpoigHoi pacu y
PIBHOBaxXHOMY CTaHi Cmax Oyma Huxk4a Ha 19 %, a AUC - Ha 26 % HuX4Ya (OuB.
po3min «Cnocib 3acCTOCYBaHHS Ta JO3U»).

Iimu. 3a mOIIOMOroI0 MONYsIiNiHOI (papMaKOKiHETUYHOI MOIEi AJid KOHIIeHTpallii
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 (kKnacu 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 eIyiepeHoHy abo mo OyOb-s1KOl 3 JOTIOMiKHUX PEYOBUH
JIiIKapChbKOT0 3aco0y;

e DIBEHB KaJIil0 y CUPOBATIII KPOBL > 5 MMOJIL/JI Ha MOMEHT IIOYaTKYy JIIKYyBaHHA;

e HUPKOBA HEOOCTATHICTh TSIKKOT0O CTyHeHs (po3paxXyHKOBa IIBUOKICTh
KJTy00uKOBOi ¢inmbTparii < 30 mi/xs/1,73 M2);

e IEYiHKOBA HEJOCTATHICTh TAXKKOTO0 CTyneHd (knac C 3a knacudikanieo Yannga-
IT’10);

e JTIiKyBaHHS KaJlili30epiraloyuMu CeYOTiHHMMU ITpellapaTaMy, KalaiiBMiCHUMU
pobaBkamu abo0 nmoTyxkHuMU iHribiTopamu CYP3A4 (Hanpukiaf, iTpakKOHa30JI0M,
KEeTOKOHAa30JI0M, PUTOHAaBipoM, Hel(iHaBipoM, KJIapUTPOMIIITUHOM,
TeJIITPOMIIIMHOM Ta Heda30mgoHOM) (OUB. po3ain «B3aemomisa 3 iHIIUMU
JIIKAPCHKUMMU 3aco0aMM Ta iHII BUON B3a€EMOTiN»);

e OJHOYACHE 3aCTOCYBaHHS €MNJIEPEeHOHY y MOTPiHiM KoMObiHallil pa3oMm 3
iHridiTopom AIT® Ta 6710KAaTOPOM PELEINTOPIB aHTiIOTEH3UHY.

B3aemMoaisi 3 iHNIMMH JTiKapChbKHMH 3acCo00aMHu

dapMaKoOoMHaMiuHi B3aeMomil.

Kaanitizbepizarodi cewo2iHHi npenapamu ma kasaiuemicHi 0obasku. EnnepeHoH He CItif
IMpr3HaydaTH MallieHTaM, SKi OTPUMYIOTh iHIIi Kasii3bepiraiodi cedorinHi nmpemnapaTu
Ta KaJliiBMicHi ;o6aBKU yepe3 MigBUILIEHUM PU3UK PO3BUTKY Trinepkaniemii (ous.
po3xin «IIpoTtumnokasanHs»). [1ig BunuBoM Kanitizbepiraiounx ce4OoriHHUX ITpenaparTisB
TAKOZK MOZKe ITOCUJIIOBATUCH [id IiIIOTEH3UBHUX IIperapaTiB Ta iHIINWX 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[iMCHIOBATHU peTEJIbHMUY KOHTPOJIb 3a PiBHEM KaJlil0o y CHPOBaTIll KPOBi Ta
IMOKa3HUKaMu (QYyHKIII HUPOK, 0COOJIMBO y MAIliEHTIB i3 pU3UKOM ITOPYIIIeHHS PyHKITi1
HUPOK, HaAIlpUKJIaj y IMalll€HTiB JIITHLOT'O BiKy. EIlJIepeHOH He CJIif] 3aCTOCOBYBaTU
OOHOYACHO y MOTpPiMHiM KoMOiHaIlil pa3oM 3 iHribiTopom AIT® Ta 6;10KaTOPOM
pelrlenTopiB aHTrioTeH3UHY (OuB. po3ainu «IIpoTunoka3saHHs» Ta «OCOOIUBOCTI
3aCTOCYBaHHS»).

JIimit. [JocnigzKeHb B3a€EMOil eIepeHOoHY 3 JIiTieM He nmpoBogunu. OgHak
3adikcoBaHO, 110 Y IAIliE€HTIB, SIKi OTPUMYIOTD JIiTi#l omHOYacHO 3 iHribiTopamu AII® Ta
CEeUYOTiHHUMM IIpellapaTaMM, CIIOCTEPIraloThCs BUIIAOKU TOKCUYHOI Mil miTito (OuB.
po3zxin «OcobmuBOCTI 3acTOCYyBaHHA»). CIIi yHUKATH OOHOYACHOTO 3aCTOCYBaHHS
emJIepeHOHY Ta IIpenapariB JIiTiio. AKII0 HeMa€ MOXKJIMBOCTI YHUKHYTH 3aCTOCYBaHHS
11iel KoMmOiHalril, HeoOXimHO KOHTPOJIIOBATH PiBEeHbB JIiTiI0 Yy IJ1a3Mi KPOBi (OUB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

IHukaocnopuH, makposaimyc. LIUKIJIOCIIOPUH 1 TAKPOJIIMYyC MOXKYTb CIIPpUYUHUTU
MOopyIIeHHs (PYHKII1 HUPOK Ta ITiABUIIATY PU3UK PO3BUTKY rinepkaniemii. Crmin
YVHUKATH OOQHOYACHOTO 3aCTOCYBaHHS €IJIEPEHOHY Ta IIUKIJIOCIIOPUHY abo
TaKpoJIiMycy. 3a HeoOXigHOCTI MpU3HaYeHH UKIIOCIIOPUHY Ta TaKPOJIiMyCy Mif dyac
JIIKyBaHHS €IIJIEPEHOHOM PEKOMEH0BaHO PEeTEeJIbHO KOHTPOJIIOBATU PiBEHb Kallilo y
cupoBaTii KpoBi (ouB. po3min «OcobIMBOCTi 3aCTOCYBaHHS»).

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1). T'ocTpa HUPKOBA HEIOCTATHICTh
MOKe BUHUKATH y MAIliEHTIB TPynu pU3uKy (0cib MITHLOTO BiKy, 0Ci0 31 3HEBOJHEHHSM,
TUX, XTO 3aCTOCOBYE AiypeTuKH, ocib i3 mopyireHHAM QYHKIII HUPOK) Yyepe3
3HUXKEHHS KITyO004YK0oBOI QinbTpallil (IpUrHidveHHsI CyAUHOPO3INPIOBAIbHUX
IpOoCTarjaHOWHIB HECTEPOIAHUMHU NPOTHU3alaJbHUMU ITpenapaTtamu). Llel BIIIuB, K
ITpaBuIo, 000poTHUM. KpiM TOT0, MOXK/IUBE 3HUXKEHHS aHTUTIIIEPTEH3UBHOTO e(EKTY.
Crig mpoBeCTH TrigpaTallito naljieHTa Ta KOHTPOJIIOBaTHU (PYHKIIiI0 HUPOK Ha II04YaTKy
JIIKyBaHHS Ta PEeryIspHO [if Yyac KOMOiHOBaHOL Teparil (ouB. po3ninu «Crocib
3aCTOCYBaHHS Ta m0o3u» Ta «OCO6JIMBOCTI 3aCTOCYBaHHS»).

Tpumemonpum. OgHOYACHE 3aCTOCYBaHHS TPUMETOIIPUMY Ta €IJIEPEHOHY HiABUIIYE
PHU3UK PO3BUTKY rinepkaiemii. Ciifg KOHTPOJIIOBAaTHU PiBEeHb KaJlil0 Y CUPOBATIIl KPOBi
Ta IMOKa3HUKU PYHKITII HUPOK, 0COOJIMBO y MalIliEHTIB JIITHLOTO BiKy Ta IAIliEHTIB i3
MOPYILIEeHHAMU (HYHKII1 HUPOK.

Anva-1-610kamopu (Hanpukaad, npa3o3uH, aabpy3o3uH). IIpu komOGiHyBaHHI anbda-
1-6710KaTOPIB Ta enyiepeHoHY iCHYy€E MOXKJIMBICTD MiCUJIEHHS TiIIOTEH3UBHOI [il Ta/abo
BUHUKHEHHSI OPTOCTATUYHOI TimoTeH3il. Y pa3i omHO4YaCHOT0 3aCTOCyBaHHS annbda-1-
0JI0KaATOPIB CJIig KOHTPOJIIOBATH KJTIHIYHUY CTAH MHAlli€EHTIB IO0 OPTOCTAaTUYHOI
rinmoTeHaili.



TpuuukaiyHi aHmudenpecaHmu, Helipoienmuku, amigpocmuH, 6akaogpeH. OmHOYaCHEe
3aCTOCYBaHHS IIMX JIiKapChKUX 3aC00iB Ta emyiepeHoOHYy IMOTEeHIIMHO MOXKe
MiJCUJIIOBATH TINIOTEH3UBHY [il0 Ta HiABUIyBaTU PU3UK OPTOCTATUYHOIL TinOTEeH3il.

I'nirokokopmukoiou, mempako3akmud. [Ipy omHOYaCHOMY 3aCTOCYBaHHI ITUX
JIiIKapChKUX 3ac00iB Ta eIljIepeHOHYy iCHYE MOXKIUBICTh IocableHHS TillOTeH3UBHOI [il
BHACJIIIOK 3aTPUMKMU PiAUHU Ta HaTpil.

dapMaKOKiHETUYHI B3aEMO[IIl.

Ennepenon He € iuridiTopoMm izodepmentiB CYP1A2, CYP2C19, CYP2C9, CYP2D6 a6o
CYP3A4, a Takoxk cybcTtpaTtoM abo iHribiTopom P-rmikompoTeiny.

HueokcuH. PiBenb AUC OUTOKCHUHY IPU OQHOYACHOMY 3aCTOCYBaHHI 3 elJIepeHOHOM
3pocTtae Ha 16 % (90 % [I: 4-30 %). Cnig 3 o0epezKHiICTIO MpU3Ha4YaTHh OUTOKCUH Y
no3ax, HabMMKeHUX 00 BEPXHBbOI MeXKi TepalleBTUYHOTO Aiala30HY.

BapgapuH. KniHiuHO BaXK/IUBUX (papMaKOKiHETUYHUX B3aEMO[il 3 BappapruHOM
orucaHo He Oyro. Crin 3 06epexkHiCcTIO Tpu3HavaTy BapdapuH Yy A03aX, HabOIuXKeHuX
OO0 BEPXHBOI MEXKi TeEPaleBTUYHOTO Aiala30Hy.

Cybcmpamu CYP3A4. Pe3ynbTaTu GapMaKOKiHETUYHUX OOCITiAXKEHDb 31 3pa3KaMu-
cyoctpatamu CYP3A4 (To6TO Miga3zosmaMoM Ta IIU3alpPUAOM) He BUSBUIU

O3HaK BHpaxKeHuX (papMaKOKIHETUYHUX B3a€EMOJIN IPU OOHOYACHOMY 3aCTOCYBaHHI
LIMX [IpelapaTiB Ta enIepeHoHY.

IH2i6imopu CYP3A4.

ITomyoicHi iHe2ibimopu CYP3A4. Ilpu omHOYaCHOMY 3aCTOCYBaHHI eIIepeHOHY Ta
Imperaparis, 110 MPUTHIYYIOTh aKTUBHICTh pepmeHTy CYP3A4, MOXIIMBUMN PO3BUTOK
BUpaxeHUx (papMakoKiHeTUYHUX B3aeMomil. [1im BOImMBOM NOTYyKHOTO iHTiGiTOpa
CYP3A4 (ketokoHa3zoin 200 mr 2 pa3u Ha gody) AUC emnnepeHOHY 30ilIbIITYETHCS Ha
441 % (mmB. po3ain «IIpoTunoka3laHHa»). [IpoTuoOKa3aHe OgHOYAaCHE 3aCTOCYBaHHS
eIJIepeHOoHY Ta MOTyXKHUX iHriditopis CYP3A4, Hanpukiaa, KETOKOHA301y,
iTpaKOHa30J1y, pUTOHAaBIipy, He/l(diHaBipy, KJIapUTPOMILIMHY, TEJIITPOMILIMHY Ta
HedazomoHny (ouB. po3nin «[IpoTunoKa3aHHI»).

Caabxi ma nomipHi iHeibimopu CYP3A4. 3acToCcyBaHHS OHOYACHO 3 EPUTPOMIIIMHOM,
CcaKBiHaBipoM, aMiofgapOHOM, OUJITia3eMOM, BepaliaMisioM Ta (pIyKOHa30JI0M
IPU3BOOUTH OO0 BUPaXKeHUX (hapMaKOKIiHETUYHNX B3aEMOiM 3 HiOABUIIIEHHSIM PiBHiB
AUC Ha 98-187 %. BignoBigHO, IpY OOHOYAaCHOMY IIpU3HAUYEHHI eIlJIepeHOHY Ta
cnabkux abo nmomipHux iHridiTopiB CYP3A4 no3a emnjiepeHOHY He TOBUHHA
nepeBUITyBaTU 25 MT (OuB. po3min «Cnocib 3acTOCyBaHHS Ta JO3U»).



IHOykmopu CYP3A4. OgHo4acHe 3aCTOCYBaHHS €IJIEPEHOHY Ta 3Bip0o0010 (ITOTYyKHUM
inmykTop CYP3A4) npussonuthk A0 3HuKeHHSA AUC enneperony Ha 30 %.
3acTtocyBaHHS Oinbin MOTyKHUX iHAYKTOPiB CYP3A4 (Takux K pudaMIIiliuH) 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. Buxogs4m 3 pe3yabTaTiB KIiHIYHOT0 ()apMaKOKIiHETUYHOT O JOCITiAXKEHHS,
IIpU OOHOYAaCHOMY 3aCTOCYBaHHI elJIEPEHOHY Ta aHTalMAHUX IIperapaTiB BUpaXXeHUXx
B3a€EMO[Ii¥l He mepenbdavyacThC.

Oco00/1MBOCTi IIOJ0 3aCTOCYBaHHSA

I'inepkaniemia. Ilig 9ac miKyBaHHS eIJIEPEHOHOM, BiAIOBIOHO OO0 MOT0 MeXaHi3My [il,
MOZKJIMBUU PO3BUTOK TinepKasieMil. Y BcCixX mallieHTiB Ha IT0YaTKYy JIiIKyBaHHS Ta IIif
Yac 3MIHU 03U IIpenapary CJIifg KOHTPOJIIOBaTU pPiBEeHb KaJlil0o Y CUPOBATIll KPOBi. ¥
[IOJaJIbIIIOMy PEKOMEHA0BaHO IPOBOAUTHU MIEPIOAUYHUN KOHTPOJIb, 0COOINBO ¥
Malli€HTiB, SIKi BXOOSATh OO0 IPYNU PU3UKY BUHHKHEHHS TillepKajlieMil, TaKUX SIK
Mali€eHTH JIiTHBOTO BiKY, MAIliEHTHU 3 HUPKOBOIO HEIOCTATHICTIO (OuB. po3min «Cmocid
3aCTOCYBaHHS Ta [MO3W») Ta MalliEeHTHU 3 LYKPoBUM HiabetoM. [licns moyaTky
JIIKYBaHHS eMJIEpPeHOHOM He peKOMEeHIOBaHO 3aCTOCOBYBAaTU KalliiBMicHI moO6aBKu
yepes IMigBUILEHNN PU3UK PO3BUTKY TrinepKaiieMil. 3HMKEHHS OO3U €NJIePEeHOHY
MIPU3BOOUTH OO 3HMKEHHS KOHIIeHTpallil Kajlilo y CUpOBaTIli KpPOBi. ICHYIOTh #aHi, 1110
OoOaTKOBe 3aCTOCYBaHHS IiApOXJIOPOTia3uAy IIif 4ac JIiKyBaHHS eIlJIEPEHOHOM
KOMIIEHCYE ITiABUIIIeHHSI KOHIIeHTpallil KaJlifo y CUPOBaTIIi KPOBI.

[Tpu 3acTocyBaHHi enyiepeHOHY Yy KoMOiHarii 3 inriditopom AIT® ta/abo 6510KaTOPOM
PelenTOPiB aHTiOTEH3UHY PU3UK TilepKamieMil Moxke 30ibIIyBaTUCS.

EnnepeHoH He CJIiff 3aCTOCOBYBaTH OOHOYACHO y MOTPiMHiM KOMOiHallil pa3oM 3
inribiTopom AII® Ta 6710KAaTOPOM PEILENTOPIB aHTIOTEH3UHY (OUB. PO3MiIU
«I[TpoTuUNOKa3aHHsI» Ta «B3aeMomisi 3 iHIIIUMHU JTiIKAPCHbKUMHU 3aco0aMU Ta iHII BUON
B3aEMOZIN»).

ITopyweHHs ¢yHKUil HUPOK. Y TIAlliEHTIB i3 mopylIeHHAMU (QYHKII1I HUPOK (Y TOMY
4Huci 3 giabeTUYHOI0 MiKpOoanbOyMiHYPi€l0) CITif peryasipHO KOHTPOJIIOBATH PiBEHB
Kaslito. 3HUKEeHHS QYHKIIil HUPOK CYIIPOBOAXKYETHCS MiABUILEHHSAM PU3UKY
rinepkamiemii. Xo4ya pe3dynbTaTtu gociimxkernasas EPHESUS, npoBegeHOro 3 y4acTio
MalieHTiB i3 giabeToM 2 TUIY Ta MiKpoanbOyMiHypi€lo, oOMeXeHi, y 1IiXi Maniil rpyii
MaIliEHTIB CIIOCTEepiraayu MigBUILlEHy YaCTOTY BUHUKHEHHS TinepKanieMil. BigmoBigHo,
JIIKyBaHHS TAaKMWX MAIliEHTIB CJIig IPOBOAUTH 3 00epexkHicTI0. EnyiepeHoH He



BUOAJISIETHCS 3a JOIOMOTOI0 reMOofiami3y.

ITopyweHHAa ¢pyHKYIl neuiHKu. Y TIALiEHTIB 3 TIETKUMHU Ta IIOMipHUMU IMOPYIIEHHAMU
¢byHKIil nevinku (kmacu A Tta B 3a knacugikarieo Yaunga-I1'10) migBUIIeHHS PiBHSA
KaJlilo CUpOBaTKM KPOBi moHa 5,5 MMOJIb/JT He BimOyBa€eThcs. Taki nalieHTu
noTpebyIOTh KOHTPOJIIO PiBHIB €JIEKTPOIiTiB. 3aCTOCYyBaHHS €IIJIEPEHOHY [
JIIKyBaHHS MAIliEHTIB 3 TSIXKKUMHU MNOPYIIEHHIMEN QYHKIII HUPOK HEe BUBYAIU, TOMY
eIJIEPEeHOH IIPOTUIIOKa3aHUU 00 3aCTOCYBaHHS TaKUM MallieHTaM (OUB. PO3Tinu
«I[IpoTunokasanHsa» Ta «Crnocid 3aCTOCYBaHHS Ta O3U»).

Indykmopu CYP3A4. OgHOYacHe 3aCTOCYyBaHHS €IJIEPEHOHY Ta IOTYKHUX IHOYKTOPIB
CYP3A4 He peKOMeHIOBaHO (OuB. po3din «B3aeMofis 3 iHIIMMU JIiIKAPCHKUMU
3aco0aMu Ta iHIIi BUOKM B3AaEMOMIIN»).

JIimit, yuKA0CNOPUH, MAKPO/IMYyC He CIIif IpuU3HadaTH Iif Yac IiKyBaHHS
eriepeHoHoM (OuB. po3min «B3aemopis 3 iHIMUMY JTiKapChbKUMHU 3aco0aMu Ta iHII
BUOM B3aEMOIIN»).

®epmuavHicmb. [HpopMaliil 11010 BIIJIMBY Ha (PEPTUNBHICTE TIOOUHU HEMAE.

Jlakmo3sa. [1o cKinagy npemnapaTty BXOOUTH JIaKTO3a, TOMY MOT0 He CIIif Ipu3HadYaTu
HallieHTaM 3 PigKiCHUMHU CIIagKOBHUMM pPO3JiafaMu (HEIIEepPeHOCUMICTIO rajlaKTO3H,
BPOOKEHOI0 HeJIOCTAaTHICTIO TakTa3u Jlamima abo CHHOPOMOM ITOPYIIIEeHHS
BCMOKTYBaHHS T'TIOKO3U Ta raJlaKTO3H).

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs1 2py0010.

BaeimHicmb. AeKBaTHUX OJaHUX IIOLO0 3aCTOCYBaHHS €IJIEPEHOHY BariTHUM XKIiHKaM
HeMae. BimoMocCTi, oTpuMaHi y IIpolleci JOCIiAXKEeHb Ha TBapUHAaX, He BKa3ylTh Ha
O6e3mocepenHitt abo ommocepegKOBaHUY HECIPUSATIUBUM BIIIUB Ha Iepebir BariTHOCTI,
PO3BUTOK eMOpioHa Ta IjIofia, MOJIOTH Ta ITiCISPOmOBUM PO3BUTOK. [Ipu3HavaTu
eIJIepPeHOH BariTHUM CJIif 3 00epexkHiCTIO.

ITepiod 2o0ys8aHHA 2py00t0. HeBigoMO, YM MPOHUKAE EMIEPEHOH Y TPYOHE MOJIOKO
JIFOOWHU IIICJIS IePOpPaIbHOr0 3aCTOCYBaHHA. BogHOoYac gaHi JOKJIIHIYHUX OOCIIIXKEHD
CBigYaTh IIPO HaSIBHICTH eIJiepeHOoHYy Ta/abo 1oro MetaboIiTiB ¥ MOJIOLI UIypiB Ta Mpo
HOpPMaJIbHUM PO3BUTOK ITOTOMCTBA, 1110 3a3HaJI0 BIJIMBY €NJIEPEHOHY Yy TaKUM CIOCiO.
OCKiNnbKM IOTeHIliall BUHUKHEHHS IT00iYHUX e(EKTiB Y HEMOBIIAT, SIKi TepeOyBaloTh Ha
IPYOHOMY BUTOLOBYBaHHI, He OOCIIIOXKEHUU, CIIiO IPUUHATY KIIiHIYHEe PillleHHS 1100
NIPUNIMHEHHS TOOYBaHHSA I'PyAnio abo NpUNUHEHHS 3aCTOCYBaHHS IIpenapaTy 3aleXHOo
Bl BaXKJIMBOCTI IIpenapary AjIsd MaTepi.

30amHicmb 8naueamu Ha weudKicmb peakuii npu kepys8aHHi asmompaHcnopmom abo
IHWuUMu mMexaHiamamu.



Iocmim»XeHb BIIMBY eMJIEPeHOHY Ha 3[IaTHICTh KepyBaTU aBTOTPAHCIOPTOM abo
iHIMMMU MeXaHi3MaMu He IPOBOAUIN. ENjiepeHoH He CIIPUYUHSIE COHIUBOCTI abo
MMOPYIIIEHHS KOTHITUBHUX (PYHKIIiM, ajie ITi Yac KepyBaHHS aBTOTPaHCIOPTOM abo Impu
po6OTi 3 iHIIMMM MeXaHi3MaMu CJlif OpaTHu [0 yBarud MOXKJIMBICTb PO3BUTKY
3araMOpOYeHHs IIiJ Yac JIiKyBaHHS IIperapaToM.

OC00/1MBOCTi 11010 3aCTOCYBaHHS

[Ipemapart icHye y mo3ax 25 Mmr Tta 50 Mr. MakcumanbHa moOoBa [o3a mperaparTy
CTaHOBUTH H0 MT.

EnnepeHoH MOXHa NpUHMaTH K 3 12Kel0, TaK i He3a/lexKHOo Bifl IpuiomMy 1Xki (OuB.
po3ai «®apMaKOKiHETUKA»).

ITauienmu 3 cepues8oro HedocmamHicmio Nic/aa nepeHeceHo20 iHhapkmy miokapoa.
PekoMeHpOoBaHa IMigTpuMyiodya go3a eIiIepeHoHy cTaHoBUThL 50 Mr 1 pa3 Ha go0y.
JIiKkyBaHHS CJIii po3MOoYnHaTU 3 03U 25 Mr 1 pa3 Ha Jo0y Ta MOCTYIOBO HiIBUILITYBaTU
mo 11impoBo1 go3u 50 Mr 1 pa3 Ha mo0Oy. baxkaHo JoCSaTrTH ULOTO PiBHS HO3U 3a 4 TUXKHI,
BPaxoOBYIOYM PiBEHb KaJlil0 Y CUPOBATIIi KPOBi (AUB. TaOnMuilo HUxK4e). JIikyBaHHSA
eIJIepeHOHOM 3a3BUYal pPo3MOUYnHaloTh yepe3 3-14 gib micis roctporo iHapKTy
MioKapza.

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

JIikyBaHHA MAll€HTIB 13 XPOHIYHOIO CepleBOo0 HepocTaTHICTIO Il Kitacy 3a
knacugikamiero NYHA cnig po3noumHaTu 3 1o3u 25 mMr 1 pa3 Ha o0y Ta IOCTYIIOBO
IMigBUITYBaTH OO I1ib0BOI go3u 50 Mr 1 pa3 Ha moOy. bakaHo OOCSATTH IILOTO PiBHS
003U 3a 4 THUXXHi, BpaXOBYIOYHU PiBeHb KaJlilo y CUPOBaTLi KPOBi (OUB. TaOIUITI0 HUXKYE
Ta po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

[TaienTaM, y IKUX piBeHb KaJlil0 Y CUPOBATIIl KPOBI IIePEBUIIYE O MMOJIB/JI, HE CJIif
PO3IMOYUHATH JIIKyBaHHS eIJIEPEHOHOM (OUB. po3ain «IIpoTunoka3aHHg»).

PiBeHb KaJIito y CHpOBATIIl KPOBI CJIig BU3HAYaTH OO0 [I0YaTKY JIIKyBaHHS E€IJIEPEHOHOM,
ITi Yac MepIIoro TUXKHSA JIIKyBaHHS Ta Yepe3 MicsIb ITIic/Isg oYaTKYy JIiKyBaHHS abo
KOPEeKIIil mo3u. 3a HeoOXigHOCTI CITim rmepiogMYHO BU3HAYATH PiBEHb KaJliio y
CHPOBAaTIIi KPOBi Mi3Hillle NIPOTATOM JIIKyBaHHS.

[Ticnsa moyaTKy JIIKyBaHHS 003y IIpernapary CIif KOPUI'yBaTU 3 ypaXyBaHHSAM
KOHIIeHTpallil KaJIlifo y CUPOBATIIi KPOBi, IK BKa3aHo y TaOnIulli Hux4ye.

Kopekiiisg mo3u micins nmoyaTky JIiKyBaHHS.



KoHuleHTpalLisa Kajii y CupoBaTIii . .
) His Kopexk1isg no3u
KPOBi (MMOJIIB/1T)
3 25 mr 1 pa3d Ha 2 gHi o 25 Mr
1 pa3 Ha moOy.
< 5,0 HiOBUINIEHHSA
3 25 mr 1 pa3 Ha goOy go 50 mr
1 pa3 Ha moby
5,0-5,4 0e3 3MiH o3y He 3MiHIOIOTH
3 50 mr 1 pa3 Ha goOy go 25 Mr
1 pa3 Ha moOy.
3 25 mr 1 pa3 Ha goOy Ao 25 Mr
5,5-5,9 3HUXKEHHS )
1 pa3 Ha 2 gHi.
3 25 mr 1 pa3 Ha 2 OHi o0
THMYaCOBO]l BimMiHU
acoBa
3 6.0 TI/IM‘-I B ]
BigMiHa

[Ticnss THUM4YaCOBOl BiAMiHM €IIJIEPEHOHY Yepe3 MiagBUIeHHS PiBHSA Kailiio 0o 3 6
MMOJIb/JI BIITHOBJIEHHS JIIKyBaHHS MOXKJIMBe ¥ 0031 25 Mr 1 pa3 Ha 2 fHi micns
3HUXKEHHS KOHIIeHTpAIlil KaJlilo 40 PiBHS HUXKYEe 5 MMOJIb/II.

ITauieHmu AIMHBLO20 BIKY.

II71s1 malieHTiB JIITHHOTO BiKy HeMa€ MoTpebu y KOPEKIIii IT0YaTKOBOI MO3HU ITpenapary.
Y 3B’43Ky 3 BIKOBUM 3HUXKEHHSIM iHTEHCUBHOCTI (PyHKIIi1 HUPOK PU3UK PO3BUTKY
rinepkajsieMil y Nali€HTiB JIITHBOTO BiKy HiIBUINYETHCSA. PU3UK MOXKe OOOaTKOBO
30i7bIITyBaTUCh Y Pa3i HasIBHOCTI CyIIyTHHOT'O 3aXBOPIOBAHHS, 110 CyIIPOBOOXKYETHCS
ITiABUIIIEHHSIM CUCTEMHOI eKCIIO3Ullil IpenapaTy, 30KpeMa IMopyIleHHa QYHKIIi1
[Ie4iHKM JIETKOTO Ta IIOMIpHOI'O CTyIeHsA. PEKOMEHI0BaHO IPOBOOUTU IEPIOOUYHUN
KOHTPOJIb PiBHS KaJIifo y CUPOBATIIi KPOoBi (AuB. po3main «Oco6IMBOCTiI 3aCTOCYBaHHS»).

IMopyweHHA pYyHKUIT HUPOK.



[TamieHTH i3 MerKUMU MOPYILIEeHHSIMU GYHKIII HUPOK He MOTPeOyI0Th KOPEKIii
IIOYaTKOBOI M031U. PEKOMEHI0OBaHO MPOBOAUTH MMEPIOAUYHUYN KOHTPOJIb PiBHSA KaJlilo y
cupoBaTii KpoBi (muB. po3min «OcobIMBOCTi 3aCTOCYyBaHHS») Ta KOPUTYBaTHU O0O3Y
ImperapaTy BiAMIOBimHO OO TabJIMIlI BUIIE.

[NanieHTaM i3 mopyHeHHAMU (PYHKII1 HUPOK ITIOMipPHOI TSAXKKOCTI (KJIipeHC KpeaTuHiHy
30-60 mr/miI) ciig moYyrvHaTHU JIiKyBaHHSA 3 003U 25 Mr 1 pa3 Ha 2 OHI Ta KOpUuryBaTu
Oo3y mperaparTy 3aJIe’kHO Bif KOHIIeHTpallil KaJjrito (OuB. TabIHIi0 BUIIE).
PekoMeH0BaHO IIPOBOAUTH MIEPIOOUYHUN KOHTPOJIb PiBHS KaJlilo Y CUPOBAaTIll KPOBi
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

IlocBif 11040 3aCTOCYBaHHSA IIpernaparTy HallieHTaM i3 KJlipeHCcoM KpeaTuHiHy < 50
MJI/XB Ta CEepIleBOI0 HEAOCTATHICTIO ITicsa iHpapKTy MioKapAa BigcyTHiu. s
JIIKyBaHHS TaKWX IAIliEHTIB eIIJIEPEeHOH CJIi] 3aCTOCOBYBaTHU 3 00epPEeKHiCTIO.

3acTocyBaHHS 03, 10 MEePEBUIYIOTh 25 MI' Ha H00Yy, HmallieHTaM i3 KJlipeHcoM
KpeaTuHiHy < 50 MJI/XB He OOCIIiOXKyBaJllu.

EnnepeHoH npoTUNOKa3aHUM IallieHTaM 3 TAXKKUMHU YpaKeHHSAIMU HUPOK (KIIipeHC
KpeaTuHiny < 30 mi/xB) (ouB. po3ain «IIpoTunokasaHHsa»). EnjiepeHoH He
BUIAJISETLCA 3 OPraHi3My 3a OOIIOMOTIOI0 Alasi3y.

IMTopyweHHA ¢pyHKUII neyiHKU.

[NamienTH i3 merkumMu ab0 MOMIipHUMM MOPYIIeHHSIMU QYHKIIII ITediHKy He TToTpedyIoTh
KOPEKIIil TOYaTKOBOl 03U, IIPOTE BHACIIIOOK ITiTBUIIEHHS PiBHSA CUCTEMHOl €KCIIO3UIIil
eIJIepPeHOoHY 1Iili KaTeropil mailieHTiB Ta 0COOJIMBO IalliEHTaM JIiTHbOTO BiKYy
PEKOMEH0OBAHO IIPOBOAUTH YaCTUU Ta PEryIsIpHUNU KOHTPOJIb KOHIIEHTpPAllil Kajiio y
cupoBarTii KpoBi (auB. po3min «Ocob6IUBOCTi 3aCTOCYBaHHS»).

KombiHOBaHe 3acmocy8aHHs.

Y pa3si omHOYacHOT0 3aCTOCyBaHHS 3i cmabkumu abo nomMipHuMHU iHTidiTopamu CYP3A4
(HampuKIaj, aMiogapoOHOM, OUJITia3eMOM Ta BepallaMijioM) MOXKHa IIOYNHATU
JIIKyBaHHS eMJIEpeHOHOM 3 IT04YaTKOBOI mo3u 25 Mr 1 pa3 Ha goOy. [lo3a mmpemapary He
MMOBUHHA NepeBulllyBatu 25 Mr 1 pa3 Ha moOy (guB. po3gin «B3aeMopisa 3 iHIIuMHT
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3AaEMOIiN»).

Iimu.

HeMmae gaHux 1040 3aCTOCYBaHHS €IJIEPEHOHY OiTAM, TOMY 3aCTOCYBaHHS
JIIKapChKOTO 3aco0y 11l IPyIIi malliEeHTiB He pPeKOMeHIOBaHe.

Ilepeno3yBaHHA



[ToBigomrens mpo mo6iuHi peakxiiil, mOB’si3aHi 3 mepef03yBaHHSIM EIJIEPEHOHY Y
Jmofen, oTpuMaHo He 0yno. O4iKyeThCs, 1110 HaWOiIbIl iMOBIpHUMY ITPOSIBAMU
rmepeno3yBaHHS IIpemnapaTty y JIoaAuHu OyoyTh apTepianbHa rinoTeH3sis abo
rinepkasieMisa. EnjiepeHOH HEMOXKJIMBO BUBECTU 3 OpPraHi3aMy 3a JOIIOMOT 00
remopianidy. EnnepeHoH epeKTUBHO 3B’ I3YETHCSA 3 aKTUBOBAHUM BYTiIIAM. Y pasi
PO3BUTKY apTepiaabHOl TiIOTEeH3il C/Iig po3n0oYnHAaTU HifTpUMylo4de JIiKyBaHHSA. [1pu
PO3BUTKY TillepKalieMil CIif moOYHWHAaTHU JIiKyBaHHSA 3TigHO 3i cCTaHOapTaMMu.

ITo6iuHi epexkTHn

Y nporieci gBox pmocnigxkens (EPHESUS i EMPHASIS-HF) G6yno mpogeMOHCTPOBaHO,
III0 3arajibHa 4aCcTOTa PO3BUTKY IMOOIYHUX peakIliii Ipu 3aCTOCYBaHHi eniepeHoHy Ta
mare6o O0yna ogHAaKOBOIO.

Huxxuye HaBeneHi mobiuyHi peakiiii, SKi, MOXKJIUBO, TIOB’s13aHi i3 3aCTOCYBaHHSIM
elJIEPEHOHY Ta SIKi BUHUKAaJIU IIPU JIIKyBaHHI eIlJIepeHOHOM 4YacTillle, HixK IIpu
3acTocyBaHHi mnaiebo, abo cepiio3Hi 1M00iYHiI peaxiiii, 1110 BUHUKAJIX IIPY JTiKyBaHHi
eIJIepeHOHOM YacTillle, HiXK ITPY 3aCTOCyBaHHI mianebo, abo Ti, 1o Oysum onmucaHi mig
4ac MOCTMapPKETUHTOBOT'O CIIOCTEPEKEHHS.

[To6iuHi peaxkii kTacudikoBaHO 3a CUCTeMaMHU OpTaHiB Ta 3a aOCOMIOTHOIO YaCTOTOIO:
oyke 4dacTto (= 1/10), gacto (= 1/100 - < 1/10), HewacTo (= 1/1000 - < 1/100), pigko
(= 1/10000 - < 1/1000), opy=xe pigko (< 1/10000), yactoTa HeBimoMa (HEMOXKIIUBO
BCTAHOBUTHU, 6a3yi04unCh Ha HasABHIiNA iHpopMaliil).

IHpekuii ma iHeasii: HedacTo: iH(peKIIis, mienoHehpuT, papuHTiT.
3 6oky cucmemu Kposi ma aimgpamuyHoi cucmemu: He4acTo - e03uHOoQiTis.
3 60Ky eHOOKPUHHOI cucmemu: He4acTo - TilIOTUPEeO03.

3 6oky mMemaboai3My ma mpasaeHHs1: 9acTo - TinepkasieMist (OIUB. po3minu
«I[TpoTunokasanHsa» Ta «OCoOOJIMBOCTI 3aCTOCYBaHHS»), TillepX0JIeCTepUHEMIS;
HedacTo - TinoHaTpieMisi, 3HEBOOHEHHS, TIepTPUrJilepugeMis.

3 60Ky ncuxiku: He4yacTo - 6e3COHHSI.

3 60Ky Hepsosoi cucmemu: 4acTo - 3allaMOPOYEHHS, CUHKOIIE, TOJIOBHUM 0Oiflb;
HeyvacTo - TinoecTesis.

3 60Ky cepusi: 4acTOo - JIiBOIITYHOYKOBA HEIOCTATHICTh, GiOpumsilisa nmepemcepns;
HedacTo - TaXikapmis.

3 60Ky cyOuHHOI cucmemu: 4acCTO - TilIOTEeH3is; HeyacTo - TpoM0O03 apTepill KiHIIIBOK,
OpTOCTaTHU4YHa rinoTeH3i4.



3 60Ky OuxasnvHOI cucmemu, opaaHie 2pyo0HOI KAimKu ma cepedoCmiHHA: 94acTo -
KallleJb.

3 60Ky WAYHKOBO-KUWKOB8020 MPAKmMy: 4acTo - giapesi, HyooTa, 3aIop, OII0BaHHS;
HEYacCTO -3OyTTs XKUBOTA.

3 60Ky wKipu ma niOwWKipHUX MKAHUH: 9acTO - BUCUTIaHHS, CBepOixK; HeYacTo -
rinmeprigpos, aHTiOHEBPOTUYHUYM HAOPSK.

3 60Ky KICmK0B80-M’ 30801 cucmemu ma CnoAy4YHUX MKAHUH: 9acTO - M’sI30Bi cria3Mmy,
0intb y ciuHi; HeYacTo - 0ib y KICTKOBO-M'130Bill CUCTEMI.

3 60Ky HUPOK Mma ceuosuBiOHUX W /A5AXi8: 9aCTO - MOPYIIeHH (QYHKIII HUPOK (IHUB.
po3minu «B3aeMopis 3 iHIIMMH JIiIKaPChbKUMU 3aco0aMU Ta iHIIN BUOM B3a€EMOiN» Ta
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

3 60Ky nediHKU ma #co08408UBiOHUX W A5AXi8: HEYACTO - XOJIeIIUCTHUT.
3 60Ky penpodyKmueHOi cucmemu ma MO/04YHUX 3d/103: HeYacCcTO - TIHeKOMAacCTis.

3azanvHi po3aadu ma po3aadu y mMicui ee0eHHA npenapamy: HedacTo - aCTeHisd,
He3myKaHHSI.

JlabopamopHi 00CAiOHCEeHHS: 4aCTO - MigBUINEHHS CeYOBMHM KPOBi; MimBUIIIeHHS
PiBHSA KpeaTHWHIHY; HEYACTO - 3HMUXKEHHS KUJIBKOCTI PELeNTOPIB enifepMaibHOTr O
(bakTOpa pocTy, MigBUILIEHHS PiBHS I'TIOKO3U KPOBI.

Y npormeci gocnimxennss EPHESUS y rpymi naiieHTiB BikoM = 75 pokiB 0y10
3apeecTpoBaHO YUCEIbHO OiNbITY KiIbKiCTh BUIIAQOKIB iHCYNIbTY. BogHOUac,
CTAaTUCTUYHO OOCTOBIPHOI Pi3HUIIl Y YACTOTi iHCYIbTiB MiXK rpynamMu erepeHony (30)
Ta Iaiebo (22) BusBneHo He Oyno. Y gocraigxkenHi EMPHASIS-HF kinbKicTh
IHCYJIBbTIB y IAlliEHTIB BIKOM = 75 POKIiB cTaHOBUJIA 9 y Ipyli JIiKyBaHHS €lJIEpEHOHOM
Ta 8 y rpyni nnaueo6o.

[ToBimoMiieHHS PO Mimo3ploBaHi MoOiyHI peakxiiii.

[ToBimoMiieHHS PO Mimo3proBaHi M00iIYHI peaxiiii miciast peecTpaliili T1iKapchKOTo
3aco0y Mae€ BaxXJIuBe 3HadYeHH:. Lle mo3Bosisie 3MilicHIOBaTH Oe3nepepBHUN
MOHITOPUHT CIIIBBiJHOIIIEHHS MiXX KOPUCTIO Ta pU3UKaAMU 3aCTOCYBaHHS JIIKAPCHKOI' 0
3aco0y. Meau4yHUX MPalliBHUKIB IIPOCATH MOBITOMIISITA IPO OyOb-SKi Mimo3ploBaHi
nmo6iyHi peakiii BiiIIoBigHO OO MiCIIeBUX BUMOT.

TepMiH npHIaTHOCTI

3 poKU 3 gaTu BUTOTOBIEHH in bulk.



VYMmoBHu 30epiranHs

36epiraTtu B opuriHambHiM yIIaKOBIli IIpU TeMIlepaTypi He Buiie 25 °C.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIti.
YnakoBka

ITo 10 TabneTok B 6micTepi. [To 3 GrmicTepu B mayili.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

[TAT «KuiBmepmnpemnapat».



