IHCTPYKIIA
OJI METUYHOI'O 3ACTOCYBAHHA IIPEITIAPATY

ITOJA®ED

Cknad: divoua peyosuHa: pebykrcocrat; 1 TabneTka MicTuTh pebykcocraTty 80 mr ab6o 120 Mmr;
OOIIOMIiKHI PEUOBMHU: TaKT03a, MOHOTIOPAT; I[e/II0I03a MIKPOKPUCTalidYHa; TidpOKCUIIPOIIif-
I1eJ110J103a; HAaTPilo KPoCKapMeno3a; KpeMHil0 miokcup Konoiguui 6e3BOMHUMN; MarHilo cTeapar;
o0osioHKa: cymim ajis miiBkoBoro nokputta Opadry II Yellow (85F42129): cnupT nmonmiBiHiNnOBUY;
TuTany miokcup (E 171); momieTUNIEHTTiKONb (MaKpOToJ); TalbK; 3ajlida okcup xkoBTui (E 172).

JIikapcbka ¢popma. TabreTKy, BKPUTI MTiIBKOBOIO 000JI0HKOIO.

OCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

tabneTku mo 80 Mr: TabaeTKH Kpyriaoi GopMu 3 IBOOMYKIIO ITOBEPXHEIO, BKPUTI MJIiBKOBOIO
000JIOHKOIO Bif] CBIT/I0-2KOBTOT'0 O KOBTOT'0 KOJIbOPY;

tabneTky 1m0 120 Mr: TabneTku NpogoBryBaToi GOpPMH, 3 TBOOIYKJIO0 IIOBEPXHEI0, BKPUTI I1JTiBKOBOIO
000JIOHKOIO Bifl CBiT/I0-2KOBTOT'0 [0 3KOBTOT'0 KOJIbOPY.

dapMmakoTepaneBTHYHaA rpyna. Jlikapceki 3acobu mjis mikyBaHHS nmogarpu. JIikapchkki 3aco0wu, 1110
IIPUTHIYYIOTh YTBOPEeHHS ce4oBol kucnotu. Kog ATX M04A A03.

®apmako102iuHi 8 1acmueocmi.

®apmakoduHamika.

Mexanism 0il.

CedoBa KHCJIOTA € KiHI[EBUM IIPOAYKTOM MeTab0i3My IypHHIB y TIOAWHU i yTBOPIOETHCS TIif] Yac
TaKO]I peakilil: TiMOKCAaHTUH — KCaHTUH — ceyoBa KuCoTa. KcaHTMHOKCHUIa3a € KaTali3aTopoM 000X
eTamiB i€l peakiili. ®ebykcocTaT € IOXiTHUM 2-apUITia30ily, TepaneBTAYHA [Iis SKOr0 II0B’g3aHa 3i
3MEHILIEeHHSIM KOHIIEHTpAllil Ce40BOi KMCIOTU B CUPOBATII KPOBI IIJITXOM CEJIEKTUBHOIO IPUTHIYEHHS
KCaHTUHOKcHuOa3u. ®eOyKcocTarT - Iie IOTYKHUM i CeJIeKTUBHUM HENTypUHOBUH iHTiGiTOD
KcauTuHOKcuma3u (NP-SIXO), rioro Ki (KoHCTaHTa MpUTHIYEHHS) in vitro craHOBUTH MeHIIe 1
HaHoMous. Byso mokasaHo, 110 pebykcocTaT 3HAaUHOIO MipOI0 MIPUTHIYYE aKTUBHICTh SIK OKHCHEHOI,
Tak i BigHOBNEeHOI (OPMU KCAaHTUHOKCHAA3U. Y TepalneBTUUYHUX KOHI[EHTpallisix ¢pedyKcocTaT He
npurHiuye i ¢pepmenTH, 110 6epyTh y4acTh y MeTaboni3aMi nypuHiB abo mipuMiguHiB, TaKUxX SIK
TyaHiHme3aMiHa3a, rimokcaHTUH-TyaHiHpochopubosunTpancdepasa,
opotardochopubdosuntpanchepasa, opoTunuHMoHOGOChaTHeKapOboKcHuiada, abo MypuHHYKIIE03U -
dbochopumnasa.

KniHiuHa epekmueHicmb ma 6e3nexa.

ITodazpa

EdextuBnicts hebykcoctaTy Oyna migTBepaxeHa y ¢a3i 3 Tpb0oX OCHOBHUX HOCTIIXKEHL (OBa
ocHoBHux pnocuigmxenusa APEX i FACT i mogatkoBe gociimxkeHHsa CONFIRMS, omnucaHni HUXUe), SKi
Bkioyanu 4101 mauienTa i3 rinepyprukeMi€eto i mogarpo0. ¥ KOXKHOMY 3 [IUX OCHOBHUX AOCIIIAXKEHb
¢das3u 3 pebykcocTaT Ginbin e)eKTUBHO 3HKWKYBAB CHPOBATKOBY KOHIIEHTPAIiI0 CEY0BOI KUCIIOTH i
IiATPUMYyBaB 11 Ha HaJle’KHOMY PiBHi IOPIiBHSHO 3 a/JI0NypUHOJIOM. [IepBUHHOIO KiHIIEBOIO TOYKOIO
edextuBHOCTI B gocmimxkenusx APEX i FACT Oyna yacTka IallieHTiB, Y SKUX IPOTSTOM OCTaHHIX
TPBHOX MICSIIiB KOHIIEHTpAallisl Ce40BOl KUCJIOTU B CHUPOBATIL KPOBi He nepeBuiyBana 6,0 mr/on (357
MKMOJb/1). ¥ gomaTtkoBoMmy gocuimkerHi CONFIRMS ¢a3u 3, pe3ynbTaTé SKOTO CTalIu OOCTYIIHI
micys mepIol peectpaiiii pebykcocTaTy, TePBUHHOIO KiHIIEBOIO TOYKOI0 e(peKTUBHOCTI Oyia YacTKa
NallieHTIB, V¥ AKUX KOHIIEHTpPAIlisl Ce40BOl KMCJIOTHA B CUPOBATIIi KPOBi He mepeBuiiyBaa 6,0 Mr/on Ha
MOMEHT OCTaHHbOTO Bi3uTY. Y IIi HOCTIAXKEHHS He BKIII0Yalu MallieHTiB, SKi IepeHecIn
TPaHCIJIaHTAallil0 OpraHiB (QuB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).

Locaidaxcenus APEX: nocnigxeHHs eheKTUBHOCTI (pebykcocTaTy 3 KOHTposIeM Ijanebo Ta



anomypunony ¢as3u 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) 6yno
paHOOMi30BaHUM, MOABIMHUM CITinuM, 6araToleHTPOBUM TPUBAJICTIO 28 TUXKHIB. Bchoro 6yio
panpgomizoBano 1072 mauienTu: mianedo (n=134), pebykcoctaT 80 Mr 1 pa3 Ha {06y

(n=267 debykcoctaT 120 Mr 1 pa3 Ha 700y (n=269), pebykcoctaTt 240 Mr 1 pa3 Ha m0ob6y (n=134) abo
anonypuHoin (300 mr 1 pa3 Ha mo6y (n=258) as malfieHTiB i3 TOYaTKOBOIO CUPOBATKOBOIO
KOHIIeHTpalli€io KpeatuHiny < 1,5 mr/on a6o 100 mr 1 pa3 Ha o6y (n=10) ans mamieHTis i3
II0YaTKOBOIO CUPOBAaTKOBOIO KOHILIEHTPalli€lo KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/an). s OLiHKA
6e3neku pebykcocTaT mpu3Havamu B f03i 240 Mr (y 2 pa3u Bullle MaKCUMaJIbHOI PeKOMEHI0BaHOI
oo3u).

Hocnimxenus APEX moka3asno CTaTUCTUYHO JOCTOBIpHY IepeBary 000X pekUMiB JTiKyBaHHS:
¢debykcocrat 80 Mr 1 pa3 Ha go0y i pebykcoctaT 120 Mr 1 pa3 Ha 700y MOPIBHSIHO 3 aJIONyPUHOJIOM Y
3BuuanHilk 1o3i 300 Mr (n = 258)/100 Mr (n=10) y 3MeHIIeHHi CHPOBAaTKOBOI KOHIIEHTpaIlil Ce40BO1
KHCJIOTH HUXYe 6 Mr/oi (357 MKMob/n) (ouB. Tabm. 1).

Hocnigxenns FACT: gocnigxeHHs ehekTuBHOCTI pebykcocTaTy 3 anonypuHon-KouTponeM (The
Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yo paHgoMi30BaHUM, IIOOBIHHUM CIIIITUM,
OaraToleHTPOBUM TPHUBaiCcTIO 52 THXKHi. Bchoro Oymo panpmomizoBano 760 maiieHTiB: ¢pebykcocTat
80 mr 1 pa3 Ha {00y (n = 256), pebykcoctaTt 120 Mr 1 pa3 Ha fo0y (n = 251) Ta anonypuxon 300 Mr
1 pa3 Ha moby (n = 253).

Hocnigxenuss FACT moka3ano CTaTUCTUYHO IOCTOBIpHY IepeBary 0060x pexuMis - pebykcoctaTt 80
mr 1 pa3 Ha o0y i pebykcoctaTt 120 Mr 1 pa3 Ha fo6y - IOPIBHSHO 3 aJONyPHUHOJIOM Y 3BUYANHIN
no3i 300 Mr y 3MeHIIIeHHi i migTpUMIli CHPOBAaTKOBOI KOHIIEHTPAIlil CEY0BOi KUCIOTH HUXKYe 6 MT/m
(357 MKMOJIB/M).

Y tabn. 1 mpencTaBneHi pe3ynbTaTy OLiHKY MEPBUHHOI KiHIIEBOI TOYKYU €(PEKTUBHOCTI.

YacTKa Mali€eHTiB 3 KOHIIEHTPAII€I0 CeY0BOl KMCIIOTH B CUPOBATIN KPoBi < 6,0 Mr/mn (357 MKMOJIb/IT)
ITiT YaC TPhOX OCTAHHIX IOMiCAYHUX Bi3UTIB

Tabmuis 1
dbebykcocTat 80 mMr dbebykcocrtaT 120 Mr AnomnypuHO
HocnigxeHHS 1 pa3 Ha moby 1 pa3 Ha moby 300/100 mr 1 pas Ha
mo6y '
APEX 48 %" 65 % "% (n=269) 22 %
(28 TuxkHIB) (n=262) (n=268)
FACT 53 % 62 % 21 %
(52 TuxkHI) (n=255) (n=250) (n=251)
O06’egHaHi pe3ynpTaTd 51 % 63 %" * 22 %
(n=517) (n=519) (n=519)

' pesynbTaTH ceper MalieHTiB, aKi oTpuMmyBanu 100 Mr 1 pa3 Ha §o6y (n = 10: mamieHTH 3
II0YaTKOBOIO CUPOBATKOBOIO KOHIIEHTPaIli€l0 KpeaTuniny > 1,5 mr/on i < 2,0 mr/mi) a6o 300
MT

1 pa3 Ha moby (n=509), B xomi aHanizy Oynu 00’ emHaHI.

*p < 0,001 mopiBHSAHO 3 anomypuHouIoM, * p < 0,001 mopiBHAHO 3 103010 80 Mr

3naTHicTh GpebdykcocTaTy UIBUAKO 3MEHIITYBaTH CUPOBATKOBY KOHIIEHTPAllil0 CEY0BOi KUCIIOTH Oyia
IIBUIKOIO Ta JOBrOTPHUBAJIO. 3MEeHIIEHHS KOHIIeHTpaIlil Ce40BO0l KUCJIOTH B CHPOBATIi KpoBi < 6,0
Mmr/oin (357 MKMOJIB/T) Bif3Hayanocs BXe Ha OPYroMy THXKHI JOCHifXKeHHS i 30epiranocs Hapgami
IIPOTSITOM JIiKyBaHHS.

Hocnioxncenns CONFIRMS: pnocnigxennsi CONFIRMS 6yno panmomizoBaHUM, KOHTPOJILOBAaHUM
OOCITimXKeHHIM (a3u 3 TPHUBAJIICTIO 26 THKHIB, K€ IIPOBOMUIIOCS [JIsI OIIIHKY Oe3MeKH Ta
edekTuBHOCTI PpebdykcocTaty B mo3ax 40 mr i 80 Mr mopiBHSAHO 3 anonyprHonaoM y mo3ax 300 mr i 200
MT [I71g TIallieHTiB 3 IOAarpoio i rinepypukemieio. Bcroro 0ymo pannoMizoBaHo 2269 malfieHTiB:



¢debykcoctat 40 Mr 1 pa3 Ha goOy (n=757), pebykcoctaTt 80 mMr 1 pa3 Ha moby (n=756) Ta
amomnypuHon 300/200 mr 1 pa3 Ha moOy (n=756). [lloHaiimeHIe 65 % MallieHTiB Maiu MOPYLUIEHHS
(GyHKIII HUPOK Bif IETKOTO [0 ITOMIPHOTO CTyTEeHs (3 KinipeHcoM KpeaTuHiny 30-89 mi/xB).
[TpodinakTuka HamapiB nogarpu 6yna 000B’I3KOBOIO MIPOTATOM 26 TUXKHIB.

YacTKa MalieHTiB 3 KOHIIEHTPAIIi€I0 CeY0BOi KUCIIOTH B CUPOBATIN KPoBi < 6,0 Mr/mn (357 MKMOJIb/1)
B OCTaHHI Bi3uT cTaHoBuNa 45 % mmnsa ¢pedykcoctaty 40 Mr, 67 % nns pebykcocraty 80 mr i 42 %
s anonypurosny 300/200 Mr BifnoBigHO.

ITepsuHHa KiHUeBa moyka y nidepyni nayieHmis 3 NoOpyweHHAM (PYHKUiIl HUPOK

Y mocnigxenni APEX o1iHioBanyu e(peKTUBHICTh TpenapaTy 3 y4acTio 40 malfi€HTiB i3 opyIIeHHIM
GbyHK1i HEPOK (TOOTO 3 MOYATKOBOIO CUPOBATKOBOIO KOHIIEHTpAIli€l0 KpeaTHHiHy > 1,5 mr/mn i

< 2,0 mr/om). TakuM nanieHTaM, paHOOMi30BaHUM Yy IPYIY aJIOyPUHOIy, KO3y IIpenapary
3menmyBanu 0o 100 mMr 1 pa3 Ha mo0y. [IepBuHHA KiHIleBa TOYKa e(peKTUBHOCTI Oyya MOCATHYTa B
rpynax mpuiiomy gebykcoctaty y 44 % nauienTiB (80 mr 1 pa3 Ha mo6y), 45 % (120 Mr pa3 Ha moby) i
60 % (240 mr 1 pa3 Ha go0y) nopiBHSIHO 3 0 % y rpymax anonypunony 100 mr 1 pas Ha moby i
miaeoo.

[Tpu 11bOMY KJTiHIYHO 3HAUYIIKUX BiIMiHHOCTeH y 3HMKEHHI CUPOBATKOBOI KOHIIEHTpallii ce40Boil
KICJIOTH y BiICOTKaXx y 3[l0POBUX J0OPOBOJIBIIIB Bif3HaUeHO He OyJI0 He3alekHOo Bif
GYHKILIOHATIBHOTO CTaHy HUPOK (58 % y rpymi 3 HOpManbHOIO (QYHKITEI HUPOK i 55 % y rpymi 3
TSKKUM [OPYIIEHHIM (yHKIIil HUPOK).

[IpocieKTUBHUM aHaJi3, IPOBEEeHN 3 Y4acTIO MAlli€HTiB 3 ITOAArpoI0 i MOPYIIEeHHAM (YHKII1 HIPOK
3a gomnomoroio pocrimxkenass CONFIRMS, nokasas, 1mo ¢edykcocTaT OyB 3HaUHO e(eKTHBHILINM:
PiBEHb CEYOBOI KMCJIOTH B CUPOBATIIi KPOBi 3HMKYBABCS [0 PiBHA < 6,0 Mr/mj MOPiBHSIHO 3 TAaKUM IIpU
3actocyBaHHi anonypusnosy 300 mr/200 Mr y marji€eHTiB 3 mofarpoio i mopyureHHsAM (QyHKIII HUPOK Bif
JIETKOTO 10 CEPENHBOr0 CTyneHs (65 % BUMpo6OByBaHUX).

ITepsuHHa KiHUeB8a moyka y nidepyni nayieHmis i3 cupo8amko800 KOHUEHMpAuie cevyosoi
Kucaomu = 10 me/on

[TouaTKOBa CMPOBATKOBa KOHIIEHTPAIlis ce4oBoi KucaoTu = 10 mr/mn Big3Hadanacs mpubnussHo y 40
% narmienTiB (kombinoBaHi gocnimxkenHs APEX i FACT). Cepeq uux nalli€HTiB MepBUHHA KiHIIEBA
TOYKa e(eKTUBHOCTI (CMPOBAaTKOBAa KOHI[EHTPALIisl CEY0BOI KMUCIOTH < 6,0 MTI/my1 B OCTaHHI

3 Bi3uTH) OyJ1a mocsATHYTa y miarpymnax ¢pebykcocraty y 41 % marienTiB (80 mr 1 pa3 Ha mo6y), y 48 %
nauieHTiB (120 mMr 1 pa3 Ha f00y) i y 66 % mauienTiB (240 Mr 1 pa3 Ha fo6y) nopiBHAHO 3 9 % y rpymi
anmonypunony 300 mr/100 mr 1 pa3 Ha go0y i 0 % y rpymi mnaie6o.

3a manumu gocnimxkenHss CONFIRMS, yacTka mallieHTiB, sKi MOCSTIH TEPBUHHOI KiHIIEBOI TOYKHU
e(eKTUBHOCTI (CUpOBaTKOBA KOHIIEHTpAllisl Ce40BO1 KUCIOTH < 6,0 MI/OjI B OCTaHHiM Bi3UT), y IpyIi
MAIliEHTIB 3 TOYaTKOBOIO CHPOBATKOBOIO KOHIIEHTPALIIi€I0 Ce40BOi KHUCNIOoTH = 10 Mr/mn, ski
orpumyBanu pedykcoctaT 40 mMr 1 pas Ha moOy, cTaHOBUIIA BimmoBigHO 27 % (66/249), pebykcocTaT
80 mr 1 pa3 Ha 106y 49 % (125/254) i amonypunon 300 mr/200 mr 1 pa3 Ha goby 31 % (72/230).
Kniniyni pe3ynbraTyu: BifCOTOK MallieHTiB, SKi MOoTpeOyIOTh Teparlii HanagiB mogarpu

Hocnipxenus APEX: mpoTsroM 8-TuKHEBOTO ITPO(]iTaKTUYHOTO TePioAy MallieHTH 3 TepaleBTUYHOI
rpynu pebykcoctaty 120 mr (36 %), sKi moTpebyBanu Teparii HanagiB Iogarpy, MOPiBHIOBAIUCS 3
malieHTaMu, ki 3actocoByBanu pedykcoctat 80 mr (28 %), anomypunoin 300 mr (23 %) Ta mmane6o
(20 %). YacToTa HamapiB OyJia BHUIIOIO Iic/s MpodinakKTUYHOTO Iepiofy i 3 4acoM IIOCTYIIOBO
3HMXKYyBasacs. Big 46 % 1o 55 % malieHTiB IPOBOAUIIOCS JIIKYBaHHS HalafiB ogarpu 3 8 TUXHA 1 3
28 TuxHs. Hamapgu nmomarpi, 1m0 BUHUKIIM IIPOTSITOM OCTaHHIX 4-X TUKHIB BUIIPOOyBaHb

(24-28 tuxni), cnocrepiranucs y 15 % nauienTis (pebykcoctat 80, 120 mr), 14 % namieHTiB
(anmomypunon 300 mr) i 20 % namieHTiB (mmame6o).

Hocnipxernus FACT: npoTtsarom 8-TuKHEBOTO IPO(ITaKTUYHOTO IEPIOY MAI[iEeHTH 3 TepaleBTUYHOL
rpynu pebykcoctaty 120 Mr (36 %), siKi moTpeOyBanu Teparii HamagiB moJarpu, MOPiBHIOBAIUCS 3
naiieHTaMu 060X TepaleBTUYHUX I'PYI, e 3acTocoByBanu ¢ebykcoctat 80 Mr (22 %) Ta anomypuHo
300 mr (21 %). [Ticna 8-TuKHeBOro MPodiTaKTUYHOTO NePioAy YacToTa HamafiB 30inbmuiacs i 3
yacoM nocTynoBo 3Hu3unacs (64 % i 70 % nauieHTiB, SKi OTpUMYyBaJIX JIIKyBaHHS 3 IPUBOAY HallafiB



nofarpu 3 8-52 tuxHA). Hanagy nogarpy NpoTATroM OCTaHHIX 4-X TUXKHIB BUNIpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % marienTis (bebykcoctat 80 mr, 120 mr), iy 11 % marienTis
(amonypunon 300 mr).

YacTka manieHTiB, siki moTpebyBanu JTiKyBaHHS 3arocTpeHb noparpu (mocmimxkennst APEX i FACT),
Oya HUXKYOIO B IPyIlax, ie CepefHs KOHIIeHTpPallid Ce40BOl KUCJIOTH B CUPOBATII KPOBi IiCys
JiKyBaHHS 3MeHIIyBanacs fo < 6,0 mr/min, < 5,0 Mr/gn abo < 4,0 Mr/Oj1 OpiBHSHO 3 TPyIIaMH, B SKUX
cepenHil piBeHb CEY0OBOI KMCJIOTH CTAaHOBUB = 6,0 Mr/my B oCcTaHHi 32 TUXHI JIiIKyBaHHS (3

20-24 tuxkHA 110 49-52 TUXKIEHbD).

[Tig vac mocnimxennss CONFIRMS uacTka maifieHTiB, sKi motpeOyBaiu JTiKyBaHHS HamadiB mogarpu
(1 menb KoxkHi 6 MicsniB), cranoBuina 31 % i 25 % y rpymnax, siKi oTpuMyBaIu BifmnoBigHo pebykcocTaT
80 mr i anonypuHoi. BigMiHHOCTE y CIiBBigHOIIEHH] NAI[i€HTiB, SKi oTpebyBany iKyBaHHS HalafiB
noflarpy, MiXK TrpymnaMy, siKi 3actocoByBanu pedykcoctaT 80 mr i 40 Mr, He Big3Hadanocs.
ITos2ocmpokoei po3wupeHi 8i0kpumi 0oCAi0HCeHHA

Hocnimxennss EXCEL (C02-021): mocnimxentss EXCEL 6yno TpupiyHUM, BITKPUTHM,
MYJIbTULIEHTPOBUM, PaHAOMi30BaHUM, PO3IMUPEHUM, aJIONyPUHOI-KOHTPOJIbOBAHMM OOCIiAKEHHIM
6e3neku a3y 3, siKe MPOBOIUIIU IJIS OIiHKU O€3MeKM 3 y4acTIO Malli€HTiB, SKi IIPOUIIIA OCHOBHI
nocrimxkenus ga3u 3 (APEX a6o FACT). Becroro B mocmipxkeHHs 0yio BkmodeHo 1086 mariieHTis, ki
npuiimManu: ¢pedykcoctat 80 mMr 1 pa3 Ha o0y (n=649), bebykcoctaT 120 mr 1 pa3 Ha mo0y (n=292)
ta anomypuros 300/100 mr 1 pa3 Ha goOy (n=145). [Tpubnu3Ho oyt 69 % malieHTiB KOpeKIis Teparil
IIJIST HOCSITHEHHST OCTATOYHOT0 CTabibHOTO IiKyBaHHS He Oya notpibHa. [TamienTu, piBHi
CHPOBATKOBOI KOHIIEHTPAIlil CE40BOI KUCIIOTH Y SKUX IIPU TPUPA30BOMY IIOC/TiTOBHOMY BUMipIOBaHHI
cTaHoBUNHU > 6,0 Mr/my, 6ynu BUKITIOYEHi 3 TOCTiIXKEeHHS.

PiBHi cupoBaTKOBOI KOHIIEHTPAIlil CeYOBOI KMCIOTH 3 TIJIMHOM 4Yacy He 3MiHumucs (Hampuknam, y 91
% i 93 % marrieHTiB, SIKi cmoyaTKy 3acTocoByBanu GpebykcocTaT y mo3ax BigmosigHo 80 mr i 120 mr,
PiBHi CHPOBATKOBOI KOHIIEHTpAIlil Ce40BOl KMCIOTU CTaHOBUIM < 6,0 Mr/mi Ha 36-My Micsii).

3a MaHUMHU TPUPIYHOTO CIIOCTEPEeXKEHHS V MeHII HiX 4 % mallieHTiB, gKi moTpebyBanyu IiKyBaHHS
HamafiB, Bif3HAYeHO 3MEHIIIEeHHST YaCTOTH HalafiB mogarpu Ha 16-24 micsiri i 30-36 micsmi (To6To
6inbin HiK y 96 % mallieHTiB HeoOXimHICTh Y JiKyBaHHI HallafiB BifCyTHS).

Y 46 % i 38 % nauieHTiB, SIKi OTpUMyBaJid OCTaTOYHe cTabinbHe niKyBaHHS PebykcocTaToM
BinmoBinHO B 7031 80 a6o 120 Mr 1 pa3 Ha mo0y, criocTepiranocs: MoOBHE 3HUKHEHHS IEPBUHHOTO
aJbIIOBAHOT0 TOPYCY Bif MOYATKy A0 OCTAHHBOTO Bi3UTY.

Hocnipxennss FOCUS (TMX-01-005) Oyso ' ITUPiYHUM, BIIKPUTUM, MyJIbTUIIEHTPOBUM,
PO3LIMPEHUM [OCTIIXKeHHSIM Oe3neku pa3u 2, 10 IIPOBOAUIOCS 3 YYaCTIO NallieHTiB, SIKi 3aKiHYUIIN
4-TuxxHeBUM npuiioM pebykcocTaTy 3 MOABIMHUM CIIIUM A03yBaHHSIM y BupoOyBaHHi TMX-00-004.
HocnigxeHHs BKMo4yasno 116 mallienTis, ski oTpuMyBanu cno4yatky ¢pebykcoctaT 80 mr 1 pa3 Ha
noOy. st 62 % malieHTiB Ag DifTPUMKY PiBHSI CUPOBATKOBOI KOHIIEHTpAIlil CeY0BOl KMCIOTH MEHIIIe
6,0 Mr/oy Kopekiiisi mo3u He Oyra moTpibHa, a 38 % manieHTiB moTpebyBanu KOpPeKIii ;o3u s
IOOCSITHEHHST 0CTAaTOYHOI cTabiTbHOI KOHIIEHTPaIIii.

YacTKa MallieHTiB 3 piBHEM CUPOBATKOBOI KOHIIEHTPAIlil ce4oBoi KucnoTu MeHie 6,0 mr/mi (357
MKMOJIb/JT) HA MOMEHT OCTAaHHBOT'0 Bi3uTy cTaHoBua Oinbire 80 % (81-100 %) mms KoXHOI 3 TPYII 3a
mo3010 GedykcocTary.

Y ¢asi 3 knmiHiuHMX HOCTiIXKEeHb y MallieHTiB, sSKi oTpuMyBanu pebykcocTaT, criocTepiramucs
He3HayHi 3MiHU MTeYiHKOBUX MMOKa3HUKIB (5,0 %). HacToTa gaHux 3MiH OyJia cx0Xka 3 TaKOI0 IIpu
3acToCcyBaHHI anomyputony (4,2 %) (ouB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHS»). Y JOBrOCTPOKOBUX
BiIKPUTUX PO3IMMPEHUX OOCHTIOKEeHHAX Y Malli€HTiB, fKi oTpuMyBanu ¢pedykcocTart (5,5 %) abo
anonypunon (5,8 %) mpoTaroM TpUBaJIOTo Yacy, Bif3Havanocd migsuinenHs piag TIT (> 5,5
MKMO/mn) (muB. po3min «OcoO6nMUBOCTI 3aCTOCYBAHHS»).

ITicasipeecmpauitiHi 00820cMpoOK08I 00CAI0HCEHH A

Hocnimxennst CARES siBnsinio co60i0 OaraToeHTpoBe paHI0Mi30BaHe MOABIMHO CITie JOCTimKeHHs
BifICYTHOCTi MeHII01 e(eKTUBHOCTI, ITiff Yac SKOT0 IMOPiBHIOBa/IM Pe3yJIbTaTH CEPIEBO-CYIUHHUX
3aXBOPIOBaHb IIPU 3aCTOCYyBaHHI (heOyKCOCTaTy Ta aJlONyPUHOIY Y MalliEHTIB 3 MOOarpoi Ta



OCHOBHHMM CEPIIEBO-CYIMHHUMU 3aXBOPIOBAHHSIMHU B aHaMHE3i, BKITIOYalouX iH(papKT Miokappa,
rocriTaisatiio 3 mpuBoay HecTabilbHOI CTeHOKaPMii, MpoIeaypy KOpoHapHoi abo nepebpaibHOi
peBacKyIsapu3aliil, iHCyNbT, TOCIiTai3allilo 3 IPUBOAY TPAH3UTOPHOI illIeMiYHOI aTaKy,
3axBOpIOBaHHS nepudepudyHUX CyaruH abo IyKpoBuii miabeT 3 03HaKaMu MikpoaHrionarii abo
MakpoaHriomnarii. [Ing mocsaraeHHs piBHg SUA MeHIIe 6 Mr/m go3y ¢ebykcocTaTty TUTpyBanu 3 40 mMr
no 80 Mr (He3anexkHO Bif QYHKIIil HUPOK), @ O3y alonypuHoIy TUTPyBanu 3 KpokoM 100 mr 3 300 o
600 Mr {7 malieHTiB i3 HOpMabHOI PYHKIIIEI0 HUPOK Ta HUPKOBOIO HEOCTATHICTIO JIETKOTO
ctyness Ta 3 200 go 400 Mr [oyig malieHTiB i3 HUPKOBOX HELOCTATHICTIO IOMIPHOTO CTYIIEeHS
TSIXKKOCTL.

[TepBUHHOIO KiHIIEBOIO TOUKOIO B mochimxkenHi CARES 0yB uac mepioi nossu MACE (BaxuBi
no0iyHi ceplieBO-CYyAMHHI SBUINA), CKIIaf0BOi HeJleTalbHOTo iHhapKTy MioKapaa, HeJlleTalbHOT0
iHCYNIbTY, JIeTaMIbHOTO HACIIOKY Bif CeplieBO-CYIUHHMUX NIATOJIOTiN Ta HeCcTabibHOI CTEHOKapHil 3
HEeBIKJIaHOK KOPOHAPHOI PEeBaCKYJIsIpU3alli€to.

KiHueBi moka3HUKY (IIEpBUHHI Ta BTOPKHHI) aHali3yBalu BigIIOBIOHO [0 aHAasi3y HalliIeHHS Ha
nikyBauHs (ITT), BKiTIoYarouu BCix cy0'eKTiB, sKi Oynu paHmoMi3oBaHi Ta OTpUMay IpUHaWMHI OTHY
103y IIpenapaTy y XOAi IOABIMHOTO CJIIOro JOCTiAKEeHHS.

3aranom 56,6 % mallieHTiB MpUNUHUIN IPOOHE JTiKyBaHHS IependacHo, a 45 % MallieHTiB 3aBepIINIn
He BCi Bi3UTH JOCHIiIKEeHHS.

3aranoM, 6190 narieHTiB 3HaXOOUIIUCH IIifi CIOCTePEeXKEeHHAM IPOTATOM 32 MiCALiB, CepenHs
TPUBAJIICTh BIUIMBY CTaHOBWIIA 728 OHIiB ms marieHTiB rpynu ¢pebykcocraty (n=3098) ta 719 nHiB
[JIS TALli€eHTIiB rpyn# anonypuHony (n=3092).

[TepBuHHa KiHlleBa Touka MACE cnocrepiranacs 3 aHaJIOriYHUMY TOKa3HUKaMHU Yy Ipynax JIiKyBaHHS
dhebykcoctaToMm Ta anonypuHosaoM (10,8 % mpotu 10,4 % malieHTiB BifOBiIHO; CIIiBBiqHOIIEHH S
pusuky [HR] 1,03; oBocToponHil moBTOpHUM 95 % moBipuuii inTepran [CI] 0,89-1,21).

[Ipu anani3i okpeMux KoMnoHeHTiB MACE dacToTa neTanbHHOCTI Bifj CepLeBO-CYAUHHUX aTOJIOTiN
Oyna BuIIo y rpymi pedykcocTaTy, HixK amonypunony (4,3 % npotu 3,2 % marienTis; YCC 1,34; 95
% OI 1,03-1,73). YacroTa inmmux nopgitt MACE 6yrna cxoxa y rpynax ¢pebykcocTaTy Ta ajJoIypruHOIY,
TOOTO HejeTalnbHOTO0 iHpapKTy Miokapaa (3,6 % npotu 3,8 % matienTis; YCC 0,93; 95 % [l
0,72-1,21), HeneTtanbHOro iHCYNbTY (2,3 % npotu 2,3 % namientis; YCC 1,01; 95 % 11 0,73-1,41) Ta
TEPMIiHOBOI peBacKysipu3allil yepe3 HecTabinbHy cTeHokappmio (1,6 % mpotu 1,8 % namientis; YCC
0,86; 95 % I 0,59-1,26).

YacToTa eTaNbHOCTI 3 YCiX MPUYMH TaKoXk Oyya BUIIO0 y TpyHi pedyKcocTaTy, HixkK aonypHuHOIY
(7,8 % npotu 6,4 % nanienTis; YCC 1,22; 95 % 11 1,01-1,47), 1110 B 0OCHOBHOMY 3YMOBJIIOBAJIOCS
Oi/TbIII BUCOKMM PiBHEM JIETAJILHOCTI Bifl CEPIIEBO-CYOIUHHUX MTATOJIOTIN V ITifl TPy (OUB. po3mdin
«OCc06IUBOCTi 3aCTOCYBAHHS»).

Temnu npuiHATOI rocmiTanisalil 3 IPUBOAY CepLeBOl HeNOCTaTHOCTI, rOCIiTani3amnil 3 IpUBOAY
apuTMii, I110 He IOB’sI3aHa i3 imeMi€o, BeHO3HUME TPOoMO0eMOOIiYHUMY MOMisSIMH, i rocmiTai3alii 3
IIPUBOJY TMEPEXiTHUX illleMiYHUX HamafiB Oynu MopiBHAHHUMY O PeOyKcocTaTy Ta ajJolypruHOIY.
CunOpowm nizucy nyxauHu (CJIII)

EdexkTuBHicTh Ta Oe3meKa 3acTocyBaHHS (pedykcocTaTy A mpodinakTuky i nikyBauHs mpu CJIIIT
ouintoBanu B pocnigmxenHi FLORENCE (FLO-01). ®ebykcocTaT IpogeMOHCTPYBaB HalKpaly i GisbI
IIBUAJKY Ai0 BiTHOCHO 3HUKEHHS PIBHS ypaTiB IIOPIBHSHO 3 aJ0MyPUHOJIOM.

FLORENCE saBnsimo co60i0 panmomMizoBane (1:1), moaBiliHe ciine, omopHe gociigkeHHs ¢asu III,
IIpOBefieHe [y MOPiBHSIHHS (ebyKcocTaTy B fo3yBaHHI 120 Mr oguH pa3 Ha [00y i alonypuHOmy B
no3yBanHi 200-600 Mr Ha o0y (cepenmnst mo60Ba M03a AJIOMYPUHOIY = CTAaHOAPTHE BiIXUIEHHS:
349,7 = 112,90 mMr) B yMOoBaxX KOHTPOJIIO KOHIIEHTPAllil ce40BOi KUCIOTH B CUPOBATLi KpoBi. Bubpasi
TallieHTH TTOBUHHI Oynu O0yTH KaHAUAATaMHU OJIs JTiIKYBaHHS aJIONyPHUHOIOM ab0 He MaTH JOCTYIY [0
pacOypuka3su. [IepBUHHI KiHIIEBI TOYKY SBISAINA COOO0I0 IJIOIIY IIifi KPUBOIO KOHIIEHTPAIlil Ce40BOI
KucnoTu B cupoBati KpoBi (AUC sUA1-8) i 3MiHy piBHS KpeaTHHIHY B cupoBaTLi KpoBi (sC), 3
MIEePIIOTO 110 BOCEMUY OeHb KOXKHA.

o mocnimxenHs O6yn10 BKIIOYEHO 346 MaIli€HTIB i3 reMaTONOTiYHUMU 37T0SKiICHUMHU



HOBOYTBOPEHHSMH, SIKi OTPUMYyBaIM XiMiOTepallilo i Majiu CepenHilil/BUCOKUN CTYIiHb PUSUKY
po3Butky CJITI. Cepenne 3nauenHss AUC sUA1-8 (Mr X u/m) 6y/10 3HaUHO HUKYUM IIPU IpUAoMi
debykcocraty (514,0 = 225,71 mopirasiHo 3 708,0 £ 234,42; cepeHe HaMEHIIUX KBAfpaTiB M7
pisHumi: -196,794 [95 % mosipuoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHiu
CHPOBATKOBUH PiBEHb CEYOBOI KMCIOTH OYB 3HAaYHO HUXKYHUY IIPH 3aCTOCYBaHHI pedyKcocTarTy,
IIOYMHAIOYH 3 NepIuX 24 ToguH JIiKyBaHHS i B OyOb-IKUM HaCTYIHUN MOMEHT 4acy. CTaTUCTUYHO
3HAUyIMIUX BiIMIHHOCTEN 3a CepefHiM BMiCTOM CMPOBATKOBOTO KpeaTuHiHy (%) Mix pebdykcocTaToM i
anmomnypuHosoM He 6yio (-0,83 + 26,98 mopiBusHO 3 -4,92 + 16,70 BimmoBigHO; cepeqHE HAWMEHIITHX
KBafpaTiB gy pizuuui: 4,0970 [95 % mosipyoro iHnTepBany: -0,6467; 8,8406]; p=0,0903). 3
ypaxyBaHHSIM BTOPUHHUX KiHIIEBUX TOYOK, CTAaTUCTUYHO 3HAYYIIUX BiMiHHOCTEHX 3@ YaCTOTOIO
Po3BUTKY nabopaTopHo miaTBepaxeHoro CJIIT #e 6ymo (8,1 % i 9,2 % mns debykcocraty i
aJIoNypHHOIY BiAmoBigHO; BitHOCHUY pusuk: 0,875 [95 % mosipuoro inTepsany: 0,4408; 1,7369];
p=0,8488) i kminiku cuHApPOMY po3many myxiauHu He 0yio (1,7 % i 1,2 % mns pebykcocraty i
aJIONyPUHOIY BiANOBigHO; BigHOCHUM pu3uk: 0,994 [95 % mosipyoro intepBany: 0,9691; 1,0199];
p=1,0000). YacToTa BCiX 03HaK i CAMIITOMIB, 1110 BUHUKIIH IIi[l Yac JiKyBaHHS, a TaKOXK M00iYHUX
peaxiiiii, cranoBuna 67,6 % mopiBHsIHO 3 64,7 % i 6,4 % nopiBHSHO 3 6,4 % nmna ¢pebykcocTaty i
anonypuHony BigmosigHo. Y nocnigxkenHi FLORENCE ¢e0ykcocTaT npogeMoHCTPYBaB HalKpaly i
OiNbII MIBUOKY [if0 MO0 3HUXKEHHS PiBHS CEYOBOI KMCJIOTH B CHPOBATIIi KPOBi IMOPiBHSHO 3
amonypuHosioM. [laHi mopmo nopiBHsHHES (hebykcocTaTy i pacOyprKa3u Ha DaHUM Yac BifCYTHI.
EdexTuBHicTh Ta 6e3neka ¢pebykcocTtaTy He Oyu BCTAHOBJIEHI AJIS MAI[iEHTIB 3 TOCTPUM TSIKKUM
CIJITI, HanpuKIIaf MaIlie€HTiB, y IKUX iHII BUAM Teparii oy 3HUKEHHS ypaTiB He [iloTh.
dapMaKoKiHemuxka.

Y 3mopoBux m0OPOBOJIBIIIB MaKCHMallbHa KOHIIEHTPallis y m1a3Mi KpoBi (Cmax) Ta IjIola IIif KpuBOIo
(AUC) 306inpuryBaiucs IPOIOPIIiMHO H03i MicIg 0QHOPA30BOro Ta 6araTopa3oBoro 3aCTOCYBaHHS
debykcocTaty y go3ax Big 10 mr mo 120 mr. [Tpu mo3ax Big 120 mr mo 300 mr 36inbmenHs AUC 6ymo
OinmbInyM, HiXK MpomopIiiHo m03i. ITpu 3acTtocyBanHi 103 10-240 Mr KOXKHi 24 TOOWMHY HaKOIUYEHHS
debykcocTaty He BigMiuanocs. [lepegbayyBaHuil cepeHill TepMiHaIbHUY IIePiof HalliBBUBENEHHS
(t1/2) pebykcocraty cTraHOBUB IIpubIU3HO 5-8 roguH. ByB IpoBeneHui NONYIANIMHUN aHAi3
dbapMmakokineTuKy/papMakKogUHaMiKK 3a JAHUMHU, OTPUMaHUMU 3 y4aCTIO MAIliEHTIB 3
rinepypukemiero i mogarpoto, ki 3actocoByBanu pebykcocTaT B fo3ax 40-240 mr 1 pa3 Ha nobOy. B
I[iIOMY OTPHMMaHi 3HaUYeHHS (papMaKOKiHEeTHYHHX [TapaMeTpPiB BiATIOBialOTh TAKUM y 3MOPOBUX
noOPOBOJIBIIB, SIKi, OTKE, € XOPOIIIOI0 MOAEIIIIIO /I OIiHKY (hapMaKOKiHEeTHKY/ hapMaKOOUHAMIKH
IIperapary y ali€HTiB 3 II0Aarpow.

BemokmyeaHHA

debykcocTaT mBUAKO (tmax (Yac JOCATHEHHSI MaKCUMaJlbHOI KOHIeHTpalrii) 1,0-1,5 rogunu) i mobpe
(mpunaiiMHi 84 %) BCMOKTYETHCS. [Ipu oqHOPa30BOMY Ta OaraTopa3oBOMY 3aCTOCYBaHHi
bebykcocTaty nepopanbHo v mo3ax 80 mr a6o 120 mr 1 pa3 Ha moO6y Cmax BigIOBiTHO CTAHOBUTD
2,8-3,2 Mxr/mn ta 5,0-5,3 MKr/mn. A6comoTHy 6iomocTymnHiCTh TabneTok pedykcocTaTy He
aHanizyBanu. [Ipu 6araTopa3oBomy 3acTocyBaHHi y mo3i 80 Mr 1 pa3 Ha o6y abo IIpu 0IHOPA30BOMY
3acTocyBaHHi y 0o3i 120 Mr y moemHaHHi 3 XXKUPHOO 1keto Cmax 3meHIIyBanacs Ha 49 % Ta 38 %, a
AUC - 5a 18 % Ta 16 % BignoBigHO. OfHAaK Lie He CYIIPOBOAXKYBAJIOCS KIIIHIYHO 3HAYYIIUMU 3MiHAMU
CTyTIeHs 3MEeHIIIEeHHS PiBHS Ce40BOl KMCJIOTH Yy CUPOBATII KPOBi (ITpu GaraTopa3oBOMYy 3aCTOCYBaHHi y
no3i 80 mr). TakuM YMHOM JIiKapChKUM 3aci0 MOXKHA 3aCTOCOBYBAaTH He3aJIeXKHO Bifl BXKMBaHHS 1Xi.
Po3nodin

[TepenbauyBaHuii 06’eM po3moniny y piBHOBakKHOMY cTaHi (Vss/F) ang ¢pebykcocTaTy 3MiHIOETHCS Bif
29 mo 75 n micns mepopanbHOro 3acTocyBaHHs y mo3i 10-300 mr. Ctyminb 3B’'si3yBaHHS pedykcocTaTy
3 GinKamu 1my1a3Mu KPoBi (TOJIOBHUM YMHOM 3 anb0yMiHOM) CTaHOBUTEL 99,2 % i He 3MIHIOETHCS IPU
nigBuieHHi mo3u 3 80 mMr go 120 mr. [Ins akTUBHUX MeTaboriTiB pebyKcocTaTy CTYIiHb 3B’ A3yBaHHS
3 OinkaMu MTa3Mu KPOBi KOMUBAETHCS Bifm 82 mo 91 %.

Memaboaism

debykcocTaT akTHBHO MeTabo0Ii3yeThCs MUIIXOM KOH'[oratlil 3 y4acTio ypuguagudocdat-



TIIOKypoHinTpancdepasu (Y O-rmoKypoHin-TpaHCchepasn) Ta OKUCHEHHS 3 y4acTiO PepPMEeHTIB
cuctemu muroxpomy P 450 (CYP). Ycworo inerTudikoaso 4 papMaKonorivyHO akKTUBHUX
rimpokcunpHUX MeTabomiTu ¢pebykcocTaty; 3 3 HUX Oy/Iu BUSBIEHI y M1a3Mi moguHu. [[ocmigKeHHs
in vitro Ha Mikpocomax Me4iHKM JTIOOUHU 3aCBiMYMIIM, 110 1Ii OKMCHEHI MeTabOoJIiTH YTBOPIOIOTHCS
nepeBaxHo mifg miero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tomi six pebykcocTaTy I'IIOKYPOHiL
YTBOPIOETHCS TOJIOBHUM YKMHOM IIifg fieto Y[ @-roKypoHin-Tpancdepasu 1A1, 1A8 ta 1A9.
BusedeHHs

debykcocTaT BUBOOUTHCS 3 OPraHi3My uyepes MediHKy Ta HupKamu. ITic/s mepopasbHOro
3actocyBaHHs 14C-pebykcoctaTy y mo3i 80 mr npubnusHo 49 % BUBORUIIOCS i3 ceyelo y BUTTIALL
He3MiHeHOTo ¢ebykcocTaty (3 %), amunrIoKypoHiny mitouol pedounu (30 %), BinoMUX OKMCHEHUX
MeTabomiTiB Ta ix KoH'oraTiB (13 %) Ta iHmux HeBimoMux MetaboriTiB (3 %). KpiM HupKOBOI
eKcKpeltil, npubnau3H0 45 % 031 BUBOAUIIOCS 3 KaJIOM y BUTTISAI He3MiHeHOTro hebykcocTtaTy (12 %),
ALUTIIOKYPOHIY mitouoi pevoBun#u (1 %), BimoMux oKMCHEeHUX MeTaboIiTiB Ta ix KOH'IoraTiB (25 %)
Ta iHIMX HeBimoMux MetabosiTiB (7 %).

Oco06nuBi TpyIy NallieHTIB

Hupkosa Hedocmam+icmy. [Ipu 6araTropa3oBoMy 3acTocyBaHHi pebykcocTaTy y mo3i 80 Mr He Oyrio
Bi3HaueHo 3MiH Cmax ¢gebyKkcocTaTy y MalieHTiB 3 JIerKo0, IOMIpHOI0 ab0 TSIKKO0I0 HEPKOBOIO
HE[IOCTATHICTIO IIOPIBHSHO 3 MalliEHTaMU 3 HOpMaJbHOI0 QyHKITiEI0 HUPOK. Cepenus 3aranbHa AUC
dbebykcocTaty 306inmbiyBanacs Tpudnu3Ho y 1,8 pasa: Bim 7,5 MKT X TOOMHA/MIT y MAIiE€HTIB i3
HOPMAaJIbHOI (YHKIII€I0 HUPOK [0 13,2 MKI X roguHa/MJI y Malli€HTiB i3 TSIXKKO0I0 HUPKOBOIO
HegocTaTHiCTI0. Cmax Ta AUC akTuBHUX MeTa0oJIiTiB migBumyBanucs y 2 i 4 pasu BigmosigHo. [TpoTe
nalieHTaM i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO ab0 MOMipHOTO CTyIIeHs KOPEKIIisl 031 JTiIKapChKOT0O
3aco0y He moTpibHa.

ITeuinkoea HedocmamHicms. IIpu 6araTopa3oBOMYy 3acToCyBaHHI peOykcocTaTy y mo3i 80 Mr He GyI1o
Bin3HaueHo cyTTeBUX 3MiH Cmax Ta AUC ¢pebykcocTaTy Ta 1oro MeTaboIiTiB y malli€eHTiB 3 JIETKOI0
(xkmac A 3a mikamoio Yaunma-I1'10) Ta momipHOO (Kimac B 3a mkanowo Yannga-I1'10) mevyiHKoBOO
HeOCTaTHICTIO IOPIBHAHO 3 MallieHTaM{ 3 HOPMaJIbHOI (QDYHKIJEI0 eYiHKU. [JociiKeHHS
JiKapChKOT0 3aco0y y MallieHTiB i3 TSIKKOIO0 IeYiHKOBOIO HeflocTaTHiCTIO (Knac C 3a mKasnow Yaumnaa-
[T'10) He IPOBOAUIIMN.

Bik. TIpu 6araTopa3oBOMY IIepopaabHOMY 3aCTOCYyBaHHI peOykcocTaTy He Oy/I0 Bif3HAUYEHO CYTTEBUX
3mia AUC ¢debykcocTaTy Ta #0oro MeTaboJIiTiB y MalieHTiB JIiTHHOTO BiKYy MOPIiBHSIHO 3 MOJIOOUMU
3[0POBUMU NOOPOBOJIBIISIMH.

Cmamo. Ilpu 6GaraTopa3oBoMy IlepopajibHOMY 3acTocyBaHHi ¢pebdykcocTaty Cmax Ta AUC
dhebykcocTaTy y KiHoK Oynu Ha 24 % Ta 12 % BUIIMMM BiAIOBimHO, HiXK y 4oinoBikiB. OgHak Cmax Ta
AUC, ckopuroBaHi 3a Macolo Tina, 6ysu cxoxi gyist 060x rpym, ToMy 3MiHa go3u ¢hebykcocTaTy
3aJIeKHO Bif cTaTi He MOTpPibHAa.

Kniniuni xapaKTepuCTHKH.

IlokazaHnHA.

Ins go3yBaHHA 80 Mr Ta 120 Mr

JIikyBaHHSI XpPOHIUHOI rinepypukeMil Ipyu 3aXBOPIOBAHHAX, III0 CYIIPOBOAXKYIOTHCS BigKIagaHHIM
KPUCTAJIiB ypaTiB, ¥ TOMY YHKCIIi TPpX HasIBHOCTi TodyciB Ta/abo MogarpuyHOro apTPUTy B MaHUU Yac
YUh B aHaMHe3i.

[ns mo3yBaHHsa 120 Mr

JlixyBaHHS Ta nIpo(irakTHKa rinepypruKeMil y JOPOCIUX MAalli€HTiB, AKi MigHal0ThCA XiMioTepamil 3
IIPUBOJIY TE€MATOJIOTIYHUX 3JI0SIKiICHUX HOBOYTBOPEHD 3 MTOMIPpHUM 260 BUCOKHUM PU3UKOM CUHOIPOMY
nizucy nyxnaunau (CJITI).

Jlikapchkui 3acib moka3aHuM OOPOCTUM TallieHTaM.

IIpomunoka3aHHA.
[inep4yTnAUBICTh 0 aKTHBHOI pe4oBUHU a00 [0 6yab-gKOi iHII01 TOTOMiXKHOI peUOBUHY JTiKapChKOT'0



3aco0y.

B3aemo0is 3 iHwumu AiKapcbKuMu 3acobamu ma iHwi sudu 83aemodiil.
MepkanmonypuH/azamionpuH

BigmoBimHO Mo MexaHi3My cBOE€] fii hebyKcocTaT MPUTHIUYE KCAHTHHOKCHUIA3Y, TOMY CYITyTHE
3aCTOCYBaHHS He PEKOMEHAYeThCs. [I[pUrHiueHHA KCAaHTUHOKCHAa3U MOXKE IIPU3BOOUTH [0
IiABUINEHHS KOHI[EHTPallil 000X MpemnaparTiB y Ija3Mi KPoBi, 1[0 MOXKe CIPUYUHUTHA TOKCUYHY
peaktiio. [TocrmigxkeHHs B3aeMopii pebykcocTaTy 3 mpenapaTtaMu (KpiM Teodisniny), mo
MeTab0mi3yI0ThCSI KCAHTUHOKCHA3010, HE MTPOBOOUINCS 3 YYaCTIO JII0feH.

Mogpenioouni Ta iMiTalliMHUY aHaJli3 JaHUX OOCIIAXKEeHb BKa3y€e Ha Te, 110 Y pa3i 0qHOYaCHOT 0
BBefleHHs (peOyKCoCTaTy [03U MepPKAITOMypUH/a3aTionpuny ciig 3aMeHImuTH 10 20 % abo MeHIIe Bif
paHilre nmpu3HaveHoi fo3u (AuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

HocmimxeHHS B3aeMofii heOyKcocTaTy Iif dac iHInoi MTOTOKCHYHOI XiMioTepartii He mpoBoaunu. Y
mporieci mocimxkeHnHs marienTaM i3 CJITI 3 mekinpKoMa pexXuMaMu XiMioTeparii mpu3Havamu
dbebykcocTaT y go3i 120 Mr, BKIII04aouu MOHOKJIOHA/IbHI aHTUTiNa. OgHaK Mif 4ac Ibhoro
IOCTiAKEeHHS B3a€EMO[il JTiKapChbKUY ITpenapaT-TiKapChbKuy IpemnaparT Ta JiKapChKuil Ipenapar-
3aXBOPIOBAHHS HE HOCTiAKyBaau. TOMy MOXKIUBICTb B3aEMOIii 3 OyIb-IKUMU IUTOTOKCUUHUMU
IpernapaTaMy, 0 CYMiCHO IPU3Ha4alTh, BUKIIOYATH He MOXKHa.

Po3suezaima3son/cybcmpamu CYP2C8

debykcocTat € cnabkum inridiropom CYP2C8 in vitro. ¥ mpoiieci gocnigxeHs y 300pOBUX
no6poBOIBLIiB MTapasnenbHe 3acTocyBanHsa 120 mMr ¢pebykcoctaty 1 pa3 Ha go0y Ta 0MHOPa30BOi
IIepopajbHO MIPUUHSATOL 03U PO3UTIITa30HY 4 MT He BIIMBAJIO Ha (papMaKOKiHETUKY PO3UTTIITa30HY i
roro metabomniTy N-0e3aMeTHuIpo3UrIiTa3oHy, 0 AEMOHCTPYE, 110 pebyKcocTaT He MPUTHIYYE
dbepment CYP2C8 in vivo. Takum unHOM, ofHOYacHe BBefieHHS (eOyKcocTaTy i po3uriiTazony abo
inmux cyoctpatiB CYP2C8 He BuMarae KOpeKIlil 103U [JId I[UX IIperaparis.

Teoiniu

[TpoBeneHO mocmimKeHHs B3aeMOfil peOyKCcocTaTy 3 y4acTiO 300POBUX JOOPOBOJIBIIB AT OL[iHKA
BIIJIUBY NIPUTHIYEHHS KCAHTUHOKCUOA3X Ha 30inbIeHHs PiBHS T€0diNiHy B IMPKYIIOI0Yili KPOBI, 110
crocTepiranocs 3 iHIIUMY iHTi6iTOpaMu KCaHTHHOKCHUA3u. Pe3ynbTaTH OOCTigXKeHHS II0Ka3alH, 110
IIpY OJHOYACHOMY 3acTOCyBaHHi ¢pebykcocTtaty y no3i 80 mMr Ta Teodininy y mo3i 400 mr He Oyio
JKOMHUX (papMaKOKiHETUYHUX B3a€MOLiN abo BIIKUBY Ha Oe3neky Teodininy. TaKUM 4MHOM,
¢debykcocTat y mo3i 80 Mr MoKHa 3aCTOCOBYBATH OOHOYACHO i3 TeodiniHoM 6e3 0coOMuBUX
3acTepexkeHb. [TlaHux 100 1o3u ¢pedykcocTaty 120 M HEMAE.

HanpokceH ma iHwi iHeibimopu 2at0KypoHizauii

MeTabori3aM hebyKcocTaTy 3aiexkuTh Biff akTUBHOCTI hepmeHTy Y O-rmoKypoHinTpaHchepasmy.
JlikapceKi 3aco0u, 110 IPUTHIYYIOTH NIPOIlecC III0KYPOHi3allil, Hanpuknag HII33 Ta npobenenun,
TEOPETUYHO MOXKYTh BIJINBAaTH Ha BUBEOeHHS (hebyKcocTaTy. Y 3MOpOBUX JOOPOBOJIBIIIB ITpH
OOHOYACHOMY 3acTocyBaHHi pebykcocTaTy Ta HampokceHy o 250 Mr 2 pa3u Ha go0y crocTepiranocs
nocuneHHs il pebykcocraty (Cmax (MakCHMaIbHa KOHIIEHTpALlis) CTaHOBUTD 28 %, AUC (momra mif
KpuBo1o) - 41 %, t1/2 (mepiox HamiBBUBe#eHH) - 26 %). Y mpolieci JOCHiAXKeHb 3aCTOCYBaHHS
Hanpokceny Ta inmux HI133/inri6iTopis LJOI'-2 He CynpOBOMXKYBaNIOCS KIiHIYHO 3HAUYIITUM
306inbIeHHSIM TOOIYHUX pPeakIiil.

debykcocTaT MOXKHa OGHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCEHOM 0e3 3MiHM IX [03H.

IHOyKmopu 2a10KypoHi3auii

[TotyxHi iHOyKTOPH pepMeHTy VI @-TMoKypoHinTpaHchepasu MOKYTh IIOCUITIOBATA MeTabo1i3M Ta
3MeHIIyBaTH ePeKTUBHICTh PebdyKcocTaTy. Y NallieHTiB, sIKi 3aCTOCOBYIOTh MOTYKHI iHIYKTOPH
TJIIOKYPOHi3allii, peKOMeHyETLCS KOHTPOJIIOBAaTH PiBEHb CEYOBOI KMCIOTH Y Ta3Mi KpoBi yepe3 1-2
TUXKHI OgHO4YacHOI Teparil. [Ipu BigmiHi iHAyKTOpa TIIOKYPOHi3allil MOXKIINBE MiABUIIEHHS PiBHA
bebykcocTaTty y maa3Mi KpoBi.

KoaxiyuH/inHdoMmemauuH/2idpoxaopomia3ud/eappapuH

®ebykcocTaT MOXKHA OOHOYACHO 3aCTOCOBYBATH 3 KONXiIMHOM abo iHmoMeTaluHoM 6e3 3MiHU 103U



Ipenaparis.

Takox He OTPiOHO 3MiHIOBATH HO3Y (PeOyKCOCTaTy P OOHOYACHOMY 3aCTOCYBaHHI 3
TigpOXJIOPOTia3UmoM.

OpHoyacHe 3acTocyBaHHS (ebyKcocTaTy 3 BappapruHOM He BUMara€ 3MiHU 03X OCTAaHHBLOTO.
3acrocyBanHs pedykcocTaty (80 mr ab6o 120 Mr 1 pa3 Ha mo0y) i3 BappaprHOM He BIIJIMBA€E Ha
(dbapMaKOKiHETUKY 0CTaHHBOTO0. OgHOYaCHe 3aCTOCyBaHHS 3 (e0yKCOCTaTOM TaKOXK He BIJIMBA€E Ha
MixKHapogHe HopMari3oBaHe BimHouieHHs (MHB) Ta akTuBHiCTE hakTOpa VII.
[e3unpamin/cybcmpamu CYP2D6

3a maHUMH, OTPUMAHUMH in vitro, pebykcocTat € cnabkum inribitopom CYP2D6. ¥ mporeci
MOCTiIKEeHb 3 y4acTiO 3T0POBUX NOOPOBOJILIIB, siKi oTpuMyBanu 120 Mr ¢pebykcocTary 1 pa3 Ha o0y,
croctepiranocs 30insmenHs AUC pe3unpaminy (cyoctpat CYP2D6) Ha 22 %, 1110 CBIIUUTH TIPO
cnmabky mpurHivyBanbHy mito hedykcoctaTy Ha pepmenTt CYP2D6 in vivo.

TakuM 4uHOM, ITPU OMHOYACHOMY 3acTOCyBaHHI pebykcocTaTy Ta cyOcTpaTiB CYP2D6 HeMae
HeoOXigHOCTI 3MiHIOBATH iX JO3H.

AHmauyuoHi 3acobu

[Ipu ofHOYACHOMY 3aCTOCYBaHHI 3 aHTalaMy, 110 MICTATh MarHilo riIpoKCHUz Ta ajlioMiHi0
TiApOKCH[, Bif3Ha4Ya€eThCS 3aTPUMKa BCMOKTYBaHHA (pedyKcocTaTy (Mpubnu3Ho Ha 1 roguHy) Ta
3MeHmeHHsT Cmax Ha 32 %, ogHak AUC ¢pebykcocTaTy CYTTEBO He 3MiHIOEThCS, TOMY (pebyKcocTaT
MOXKHa 3aCTOCOBYBATH 3 aHTALMIHUMHU 3aC06aMHU.

Oco06.1ueocmi 3acmocyeaHHs1.

Cepuego-cyOuHHI 3aX80PHBAHHA

JIikyBaHHS XpPOHIYHOI riepypukeMii

[TamienTaMm i3 onepegHbO HassBHUMU OCHOBHUMU CEPLIEBO-CyIUHHUMU 3aXBOPIOBAHHAMU (HaAIpUKIang
indapkTOoM Miokappa, iHCynbTOM ab60 HeCTabiNbHOIO CTEHOKAP/Ai€l0) Clif YHUKATH TiKyBaHHS
bebykcocTaToM, KpiM BUIIAAKiB, KOJU HEMAE iHIIMX HaleXXKHUX BapiaHTiB Teparrii.

Y mocnipxennsx APEX ta FACT y 3aranbHii rpymi ¢peOyKcocTaTy MOPiBHSIHO 3 TPYIIO0 aIONyPHUHOIY
TIOBiIOMJISINIM TIPO 30ibIIEHHS KiJIbKOCTI MOpyIIeHb 3 00Ky ceplieBo-CyauHHOI cucTteMu (Anti-Platelet
Trialists’ Collaboration (APTC)) (Bu3HaueHHS KiHIIEBUX TOYOK Yy TPYIi CyMiCHOT'O aHami3y
antuTpoMOoruTapHoi Tepamii (APTC), y T. 4. 3 TeTaabHUM HACIIKOM Yy 3B’I3KY 3 CepLEeBO-CyOUHHUM
3aXBOPIOBAHHSAM, iHpapKTy MioKapaa 6e3 NeTasbHOI0 HACHiAKY, iHCynbTy 6e3 IeTalbHOr0 HaCIiIKy)
(1,3 mopiBHsHO i3 0,3 BunagkiB Ha 100 mauieHTo-poKiB), Ha BigMiHy Bif mocmigxeHHsT CONFIRMS.
YacToTa nopyiieHs 3 60Ky cepiieBo-cynuHHoi cucteMu (APTC), mpo sKi moBigoMnsinu y KoMOGiHOBaHUX
nocnimxkenHsax ¢asu 3 (mocmimxkenus APEX, FACT ta CONFIRMS) cranosuna 0,7 mopiBasiHO 3 0,6
BumafkiB Ha 100 mamieHTo-poKiB. Y paMKax JOBrOCTPOKOBUX IIMPOKOMACIITA0HUX OOCITigKEeHb
YacCTOoTa CeplLeBO-CYOUHHUX IIOpyIleHb cTaHoBUMa 1,2 Ta 0,6 Bunagky Ha 100 maiieHTO-pOKIB Ojid
bebyKkcocTaTy Ta aJoMypPUHOITY BimmoBimHO. BimMiHHOCTI He Oy/TM CTaTUCTUYHO NOCTOBIPHI,
IPUYHUHHO-HACTIIKOBUM 3B'I30K MiXK BKa3aHUMH MTOPYIIEHHSIMHU Ta 3aCTOCYBaHHAM (ebyKcocTaTy
OyB BigcyTHi#. PakTOpaMu ineHTH()IKOBAHOTO PU3UKY Y TaKUX IMallieHTiB Oyn1u BUSBIEHI
3axBOPIOBaHHS, 1[0 BUHUKIIN B pe3yJIbTaTi aTepoCKIepo3y Ta/abo iHpapKTy Miokapsia abo 3acTiliHOI
CepleBol HeIOCTATHOCTI B aHaMHe3i.

Y nmicnapeectpauitinomy nociinxkenHi CARES (gacroTa sBum; MACE 6Gyrna cxoxa y rpynax
debykcocraty Ta anomypunony (HR 1,03; 95 % [II 0,89-1,21), ane cnocTepiraBcst BULIUY PiBEHb
YaCTOTH JIeTaJIbHUX HACJIIKIB Bifi CepLieBO-CyIUHHUX 3axBopoBaHb (4,3 % npotu 3,2 % mnalieHTiB;
4CC 1,34; 95 % I 1,03-1,73).

[IpodinakTrka i TiKyBaHHS TilepypUKeEMii V IALi€HTIiB i3 pu3uKoM po3BUTKY CJITI

[NauieHTy, sKi migHaOTHCS XiMioTeparil 3 TPUBOLY reMaTOIOTiYHUX 37I05KiCHUX HOBOYTBOPEHD 3
noMipHuM abo BucokuM pusukom CJIII Ta 3acTOCOBYIOTE heOyKcocTaT, Ipu HasgBHOCTI KITiIHIYHUX
ITIOKa3aHb 3HAXOOAThCS i HATMAMOM Kapaiosora.

Asepeis/einepuymausicms Ha AiKapcbki 3acobu

Y Mexkax TOCTMapKeTUHTOBOTO HarNsaAy Oyiau pifKicHi mOBiTOMIEHHS PO CEPHO3Hi anepriyxi



peaxitiii/peaxkiiil Tinep4yTIUBOCTI, Y TOMY YHCJIi 3aTPO3/IUBOTO [JI KUTTS CHUHIPOMY
CriBeHca-[[?KOHCOHa, TOKCUYHOTO elifepMaIbHOT0 HEKPOJIi3y Ta TOCTPUX aHa(iTaKTUIHUX
peaxtiit/moky. Y 0inbuIocTi BUNagKiB TakKi peakilii CrrocTepiraaucs MpoTsATroM IepIIoro Micsis
3acTtocyBaHHS (pebyKkcocTaTy. Y KiJbKOX, ajie He y BCiX IallieHTiB CcIlocTepiraaucs mopyeHHs
HUPKOBOI QYHKIIil Ta/abo rinepyyTnuBiCTh 0 aJONypPHUHONY B aHaMHe3i. TSIXKKi peakiril
rinep4yTIUBOCTI, Y TOMY YKCIIi Peakiiil, o CyIIPOBOAXKYIOTLCS €03UHODITIIEI0 i CUCTEMHUMU
cumnromamu (DRESS-cuHpmpoM), y mesiKux BuIlagKax Oy/iM IOB’sI3aHi 3 raps4yKoi0, TeMaTOJIOTiYHOIO,
HUPKOBOIO a00 NeYiHKOBOIO HEJOCTATHICTIO.

[MTauieHTu MoBUHHI O0yTH MPoiHGOPMOBaHi IPO 03HAKHU Ta CUMIITOMHU TillepuyyTIUBOCTi/aneprii, a
TAKOXK 3a HUMHU CJIiJ] CIIOCTEepPIiraTy 040 PO3BUTKY TaKuX peakilid. [Ipu mosiBi CEpHO3HUX alepridHux
peakliiii/peakuiii rinepyyTiauBoOCTi, cuHAPOoMYy CTiBeHCa-[[2KOHCOHA B TOMY YMCJIi, 3aCTOCYBaHHS
bebykcocTtaty Tpeba HerallHO IPUNMHUTH, OCKIJIbKM PAHHE IPUIMHEHHS 3aCTOCYBaHHS IOKpAIIye
IIPOTHO3. fKINO y nallieHTa pO3BUHYJIacs ajlepriyHa peakiisi/peakiiis rinepyyTauBOCTi, y TOMY YUCIIi
cuHpgpoM CriBeHca-[I2KOHCOHA Ta rOCTpi aHadinaKTUYHI peakIlil/IIoK, TO IOBTOPHE NMPU3HAYEHHS
¢bebyKcocTaTy IPOTUIIOKA3aHO.

3azocmpeHHs (Hanad) nodazpu

JlikyBaHHS (pebyKCcoCTaTOM CIIif PO3MOYMHATH TiIbKU Y IEPIOf MiCIg 3aTOCTPEHHS XBOPOOH.
debykcocTaT MOXKe CIIPOBOKYBATU Halaf ITOfarpyu Ha MOYaTKYy JIiKyBaHHS 3a PaxyHOK 3MiHU PiBHSA
Ce40BO1 KHCJIOTH Yy CUPOBATIi KPOBi Uepe3 BUXiA yparTiB i3 meno. Ha moyaTky nikyBaHHS
bebyKkcocTaToOM PEKOMEHIYEThCS MPU3HAYUTH HECTePOiNHi npoTulananbHi 3acobu (HII33) abo
KOJNIXIIIMH Ha TEPMiH He MeHIIe 6 MicsALiB oisd mpodilakKTUKY HalladiB MOJarpu.

[Tpu pO3BUTKY Hallafly OJarpu Ha TJIi 3aCTOCyBaHHSA (peOdyKcocTaTy JIiKyBaHHS CJIifl IPOMOBXKYBaTH.
OpgHovacHO HeOOXiHO ITPOBOAUTH BiANIOBIOHY iHOWBIAya/lbHY Tepariio 3ar0CTpeHHs nofgarpu. [Ipu
TPUBAJIOMY 3aCTOCyBaHHi pebyKCcoCTaTy YacTOTa Ta TSIXKKIiCTh HallafiB MOfarpyu 3MEHIIYIOThCS.
BioknadeHHA KcaHmuHig

Y nami€eHTiB i3 TPUCKOPEHUM YTBOPEHHSIM ypaTiB (HallpuUKJIaf, Ha TIIi 3I09KICHUX HOBOYTBOPEHb Ta IX
nikyBaHHS abo npu cuHgpoMi Jlema-HixaHa) MoxkIuBe CyTTeBe 30iblIeHHS abCOMIOTHOI
KOHIIEHTPaIlil KCAaHTHHIB y Cedi, [0 y PigKiCHUX BUIIaIKaX CYIPOBOAKYETHCS 1X BiIKIafleHHAM Y
Ce4OoBUBIgHUX IINIgXaX. LIbOro He CIOCTepirasocs B OIOPHOMY KJTiIHIYHOMY JOCIiAXKeHH]
dbebykcocraty npu CJIII. Yepe3 o6MexeHICTh HOCBiNy 3acTocyBaHHS pebyKcoCcTaT HE TOKA3aHUM
narieHTaM npu cuaapoMi Jlema-HixaHa.

MepkanmonypuH/azamionpuH

debykcocTaT He peKOMEHYETHCS 3aCTOCOBYBATH TalliEeHTaM, 5IKi OTHOYACHO OTPUMYIOTh
MepKalTOoypUH/a3aTiONpUH, OCKiIbKY iHTiOyBaHHS KCAaHTHHOKCHAa3u (He0yKCcoCcTaToM MoXKe
CIPUYMHUTH MiBUILIEHHS KOHIIEHTpallil MePKaNTONypPHHY/a3aTionpUHy y Ia3Mi KPoBi, 10 MOXKe
IIPU3BECTH [0 CUJIBHOI TOKCUYHOCTI. HigKuxX mocmimkeHb B3a€EMOZI1 y MAIliEHTIB He TPOBOOUIHU. AKIIIO
KoMOiHallii He YHUKHYTH, PeKOMEHIYEThCS 3MEHIIUTH N03y MEPKANTONYypHHYy/a3aTionpuny. Ha
OCHOBI MOJIe/TIOBaHHS Ta iMITAI[iMHOT0 aHali3y JaHUX OOCIiAXKeHb IIPX OAHOYAaCHOMY 3aCTOCYBaHHI
bebykcocTaTy m0o3y MepKalTOIyprHy/a3aTionpuHy ciif 3MeHIXATH 70 20 % abo MeHIlle ToniepeaHbo
IpPU3Ha4YeHOl 031, 1100 YHUKHYTH MOXKJIMBUAX reMaTOIOTiYHUX BIJIUBIB (OUB. po3nin «B3aemopnis 3
iHImMMY TiKapchKUME 3aco0aMu Ta iHII BUOYM B3a€MOMii»). ITallieHTiB CITig peTebHO KOHTPOJTIOBATH,
a I03y MepKaITOMypUHY/a3aTiONPUHY MOTPiOHO 3ro0oM KOPUTYBATH Ha OCHOBI OLIHKH
TepamneBTUYHOI BifIMOBIMi Ta HACTAHHS MOXKJIMBUX TOKCUYHUX €(PEKTiB.

IlauieHmu, AKi nepeHecau MpPaHCNAAHMAayio op2aHis

Hoceiny 3acTocyBaHHs (pebykcocTaTy Lili KaTeropil nalieHTiB HeEMae, TOMy 3aCTOCYBaHHS IIpenapaTry
He I10Ka3aHo.

Teoginin

OmHOpa30Be OfHOYACHE 3acTocyBaHHS (ebykcocTaTy y mo3i 80 Mr Ta Teodininy y mo3i 400 mr He
II0Ka3aJjIo XKOogHUX (papMaKoKiHeTUYHUX B3aeMopiit. PebykcocTat y 03i 80 Mr MoXKHa 3aCTOCOBYBaTH
OJHOYaCHO i3 TeodiniHoM 6e3 pu3UKY MigBUINEHHS KOHIIEHTPaLil Teodiiny y mi1a3Mi Kposi. [laHUX
mono mo3u pebykcoctaTy 120 Mr HeMae.



3ax80prBaHHA NeviHKU

Y npoueci kniniuHMx gocnigxkens y 5,0 % marieHTis, sKi oTpuMyBanu ¢peOyKcocTat, CrocTepiranucs
He3Ha4Hi 3MiHM IeYiHKOBUX ITIOKA3HUKIB, TOMY PEKOMEHIYETLCS MePeBipsATH QyHKITIOHATbHI
NIeYiHKOBI ITOKA3HUKU [I0 TPU3HauYeHHs ¢peOyKcocTaTy Ta IIif 4ac JIiKyBaHHS IIPU HasIBHOCTI
IIOKa3aHb.

3axeoprosaHHA W, umMoB8uUdHOI 3a103U

Y 5,5 % mnauieHTiB, sKi oTpuMyBanu GpebykcocTaT IPOTSATOM TPUBAJIOTO Yacy, CIOCTEPiramocs
nigBuineHHs nokasuuka TTT (> 5,5 MkMO/mi) mig wac gocrigeHs. ToMy JTiKapchKuit 3acib ciig 3
00epexkHiCTI0 3aCTOCOBYBATH IMAI[iEHTAM i3 MOPYIIEeHHSIM QYHKIIII IMTOBUIHOI 3a7T03H.

Jlakmosa

JlikapceKui 3acib MiCTUTD JTaKTO3Y, TOMY IallieHTaM 3 TaKUMM PifKUMU CIIafIKOBUMHU XBOpoOaMu SiK
HeIIepPeHOCHUMICTh TalakTo3u, nedinuT naktasu Jlamnmna abo mopyuieHHs Manbabcopo1ii rioKo3u-
rajlakTo3H He CJIiJ 3aCTOCOBYBATH MAHUMU JIiKapChKUM 3acib.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

BazimHuicmb

OOMexkeHUM [OCBiA 3acToCyBaHHS (eOyKCoCTaTy y Iepiof BariTHOCTI CBIUUTH PO BiACYTHICTH
HECTIPUSTIIMBOTO BIIMBY Ha 1epeOir BariTHOCTI Ta 300POB’S MJIofa/HOBOHAPOKEHOTO. Y mpoteci
OOCIiIKeHb Ha TBapUHaxX He 0yJI0 ToMiueHO Horo mpssMoro abo HempssMoro moOiYHOro BIIMBY Ha
nepebir BariTHOCTI, PO3BUTOK eMOpioHa/mnona Ta nepebir mosoris. IToTeHIiHHWE PU3UK IS TIIOTUHN
HeBimomui. ®ebykcocTaT He CIlif 3aCTOCOBYBATH Y IIePiof BariTHOCTI.

ITepiod 200ys8aHHA 2py0010

Hesigomo, uu mpoHuKae hebykcocTaT y 'pyaHe MOJIOKO JTIOOUHU. [JoCIiiKeHHS Ha TBApHHAX
moKasaiy, 1o GedykcocTaT IPOHUKAE ¥ TPYIHE MOJIOKO Ta Ma€ HETAaTHBHUY BIIIMB Ha PO3BUTOK
HOBOHAPOAXKEHUX, IKUX FOAYIOTh LM MOJIOKOM. PU3UK MOTpaIISHHS IpenapaTry B IPygHE MOJIOKO He
Moxe OyTu BuKioueHui. ®ebykcocTaT He CJIiff 3aCTOCOBYBATH Y IIepiof rOfyBaHHS IPYIOIO.
depmuabHiCMb

HocmimxeHHS GepTUIHHOCTI Ha TBApUHAX IIPX 3aCTOCYBaHHi y [103i 48 Mr/Kr/no0y He BUSBUIIM
3aJIeKHOCTI T0OIYHUX peakliu Bif no3u. [is ¢pebykcocTaTy Ha penponyKTUBHY (DYHKIIIIO TIOOUHA
HeBizoMa.

30amuicmb 8niusamu Ha weudKicme peakyii npu KepyeaHHi aamompaHcnopmom abo iHwumu
MEeXaHizMamu.

Bynu nosimoMieHHs IPO PO3BUTOK COHJIMBOCTI, 3allaMOpPOY€eHHs, TapecTe3id Ta MOPYLIeHHs YiTKOCTI
30py Ha T 3acTocyBaHHS (ebykcoctaTy. ToMy nalieHTaM, sKi 3aCTOCOBYIOThH (peOyKCOoCTar,
PeKOMeHOyeThCst OyTU 06epeKHUM IIPU KepyBaHHI aBTOTPAHCIIOPTHUMHU 3acobamu Ta poboTi 3
iHIIMYU MexaHi3MaMu 10 TOTO 4Yacy, TIOKU BOHU He OyoyTh BIIEBHEHI y BiICYyTHOCTI BUIlle3a3HaYEHUX
no0iYHUX peakii.

Cnoci6 3acmocyeaHHss ma do3u.

[I03yBaHHA

ITodazpa.

PexomeHfoBaHa fio3a cTaHOBUTEL 80 Mr 1 pa3 Ha 00y mepopanbHO, He3aleXkKHO Biff MIPUUOMY ixki.
SK1I10 KOHIIEHTpAallisl CE40BOl KMCJIOTH B CUPOBATIII KPOBi mepeBuinye 6 Mr/mi (357 MKMOJIIb/IT) miciist
2-4 TUXHIB JTIKyBaHHS, CJIi[l PO3TJISHYTH IifBUILEeHHS m03u ¢ebdykcocTtaty mo 120 mr 1 pa3 Ha mo6y.
EdekT nmikapchkoro 3aco0y BUSIBIISIETHCS OCUTH MIBUOKO, II0 POOUTE MOXKIUBUM ITOBTOPHE
BA3HAYEHHS KOHI[EHTpallil Ce40BOl KMCJIOTH Yepe3 2 TUXKHi. MeToo JTiKyBaHHSA € 3MEHIIEeHHS
KOHIIEHTPaIlil Ce40BOI KMCJIOTH ¥ CHPOBATIIi KPOBi Ta MifATpUMKa ii Ha piBHiI MeH1Ie 6 Mr/mi (357
MKMOJIB/1I).

TpuBanicTs TpodinakTUKX HalafiB Iofarpu peKOMeHI0BaHa He MeHIIe 6 MiCsIiB.

CuHOpom niszucy nyxauHu (CJIII).

PekomeHoBaHa fio3a cTaHOBUTHL 120 Mr 1 pa3 Ha mo0y mepopanbHO, He3alIeKHO Biff IPUHOMY 1XKi.



3acTocyBaHHS NiKapchKoro 3aco0y [Tomadeb cmif po3noyrHaTy 3a gBa OHI 4O TOYaTKy
IIUTOTOKCHUYHOI Teparii i MpogoBXKyBaTH IoHaiMeHIIe 7 fi0; OMHaK TPUBAJICThL Teparil MoXHa
IIOMOBXKUTH 0 9 mib BimIOBIgHO MO TPMBAJIOCTI XiMioTepail Ta KITiHIYHOI OIIiHKH.

ITayieHmu AiMHbO20 BIK)Y.

Ilnst miel KaTeropii maIfieHTiB KOPeKIis ;03U He OTPiOHa.

Hupkosa HedocmamHicmb.

Y mauieHTiB i3 TIXKUM NOPYILIIEHHSIM (DYHKII1 HUPOK (KiipeHC KpeaTuHiHy < 30 MJ/xB) e(DeKTHUBHICTH
Ta 6e3meKy IiKapcbKoro 3acoby BUBUEHO HeoCTaTHLO. [larieHTaM i3 mopymeHHsaM QyHKIIT HIPOK
7erkoro abo MOMIpPHOTO CTYIIeHST KOPEKIIisl 403U He ToTpifHa.

ITeyiHKkosa HedocmamHicmb.

HocninxeHHs eheKTUBHOCTI Ta Oe3neky heOyKcoCTaTy y NalLi€HTIB i3 TAKKO0 [Ie4iHKOBOIO
HepocTaTHIiCTIO (Kimac C 3a mkanow Yaunga-I1'10) He TpOBOOUIIH.

- ITodazpa. Tlpu nopyineHHi GyHKIIII MeYiHKY TETKOT0 CTYIeHsI peKOMEeHI0BaHa [103a CTaHOBUTE 80
Mr. J1oCBif 3aCTOCYBaHHS JTiIKapChKOT0 3aco0y Py MOPYIIeHHI QYHKIIIi TeYiHKY TOMiPpHOTO CTYIIEHS
o0MeXeHUi.

- CuHOpom nizucy nyxauHu (CJIII). 3 oTIOpHOTO HOCTifXKeHHS 0y BUKIIOYEHI TiTbKYU Cy0’ €KTH i3
IIe4iHKOBOIO HEOCTATHICTIO TAKKOTO CTyIeHs. [I715 MallieHTiB, gKi Oy/X BKIIIOYEHi B JOCTiKEeHHS,
KOPEKIIid [03U Y 3B’9I3KYy 3i cTaHOM (DYHKIIiM IeYiHKU He MOTpiOHa.

Cnocib 3acmocy8aHHs

3aCTOCOBYBATH II€pPOpaIbHO, HE3aTIE€XKHO Biff IPUAOMY 1XKi.

Himu.
Beameka Ta epeKTUBHICTh 3aCTOCYBaHHA (peOdyKcocTaTy miTaM BikoM 10 18 pokiB He BCTAHOBJIEHI.
IlaHi 11010 3aCTOCYBaHHS BiCYTHI.

ITepedo3yeaHHs.
Y pasi nepepno3yBaHHs II0Ka3aHa CUMIITOMaTA4YHA Ta NiATPUMYyO4a Teparid.

ITo6iuni peakuii.

HaitvacTimumy nmoGiYHUMY peakIlisiMu ¥ XO[i KIiHIYHUX OOCTigXKeHb Ta y MpoIeci
IIOCTMApKETUHTOBOTO HAarJIsAy y MallieHTiB 3 ogarpoo 0y/id 3aroCTpeHHs (Hamaau) MogarpH,
NOpyIIeHHs (YHKII1 IeYiHKY, Aiapes, HyJoTa, ToJIOBHUY 0ifib, BUCUNIaHHS Ta HaOpsaku. LIi mobigni
peaxtiii Maiu y OibIIoCTi BUMIAKiB JIerkuit abo cepenHiit cTyminb TsSKKOCTi. ITim gac
IIOCTMapKETUHTOBOTO HArisAny Oy/u MOBiIOMIEHHS PO PiAKiCHI BUNAOKKU CEePUO3HUX peakIlii
rinepuyTnuBoCTi Ha ¢pebyKCcocTaT, AesiKi 3 HUX CYIIPOBOMXKYBAIMCS CUCTEMHUMU PeakIisiMU, Ta IIPO
pigKicHi sBMIIa ParTOBOI CEPIIEBOi CMEPTI.

Huxde 3a3HaveHi mob6iuHi peakilil, SiKi BUHUKAIOTh IIPU 3aCTOCYBaHHi (heOyKCcoCTaTy Ta
KnacudikoBaHi TakuM YMHOM: YacTo (Bim = 1/100 go < 1/10), HeuacTo (Big = 1/1000 mo < 1/100) Ta
pigko (Big = 1/10000 mo < 1/1000). HacToTa pO3BUTKY I'DYHTYETHCS Ha OOCTIIXKEHHIX Ta
IIOCTMapKeTUHT0OBOMY [OCBiA 100 MALieHTIB i3 ITofarpoio.

3 60Ky Kpoei ma aiMpamuyHoi cucmeMu: PiAKo - MAHIUTONEHis, TPOMOOLUTOIEHIS,
arpaHyJIOLUTO3%;

3 60Ky iMyHHOI cucmemu: pigko - aHabinakKTUYHI peakiil*, rinepuyTnuBicTh 0o mpemapaTy*;

3 60Ky eHOOKPUHHOI cucmemu: He4acCTo - iIBUIIEHHS PiBHS THPEOCTUMYIIIOI0YO0T0 TOPMOHY KPOBI;
3 60Ky opeaaHie 30py: PidKo - 3aTyMaHEHHS 30DY;

3 60Ky XxapuyeaHHs ma 0OMiHY peuo8uH: 4acTo*** - 3arocTpeHHs (Hamagu) Mogarpu; Hev4acTo -
IIyKpOBUii miabeT, rimepiimigemisi, 3HUKEHHS aneTUTy, 30iIbIlIeHHs MacH Tifla, PigKo - 3HUKEHHS
MacCH Tija, MiABUILEHHS alleTUTy, aHOPEKCis;

3 60Ky ncuxiku: HeYacTo - 3HUKEHHS J1i6ino, 6e3COHHS; PiAKO - HEPBO3HICTB;

3 60Ky Hepeosoi cucmemu: 4acCToO - TOJIOBHUY 0isib; HEYACTO - 3alITaMOPOYEHHSI, IapecTesii,
reMimnapes, COHIUBICTD, 3MiHa CMAaKOBOI'0 CIIPUMHSTTS, TinmecTe3is, mocnabaeHHs HIOXY;



3 60Ky opeaHie cayxy ma aabipuHmy: pifgKo - IIyM y ByXax;

3 60Ky cepu: HeYacTo - GiOpussIlis mepeacepab, BiGUyTTs cepueOUTTs, BigXUIeHHS Bil HOPMU Ha
EKT, 6;0kapa iBoi HixkKY mmydka ['ica (muB. po3min «CHHOPOM JTi3UCy MyXJIMHU»), CHHYCOBA
Taxikapgid (muB. po3min «CHHOPOM Mi3UCy IYXJIMHU»); PIIKO - paliTOBa CeplieBa CMePTh*.

3 60Ky CYyOUHHOI cucmeMu: HEYaCTO - apTepiasibHa TillepTeH3is, IPUIITUBY, TPUIUIUBY 3 BiTUYTTAM
JKapy, KpoBoTedi (auB. po3xin «CHHOPOM JIi3UCY IyXJITUHUY);

3 60Ky OuxasnbHOi cucmeMu: HEYACTO - 3aUIlKa, OPOHXIT, iH(DEKIll BEPXHIX AUXabHUX IIISXIB,
KallleJlb;

3 60Ky W/AYHKO0BO-KUWKO0B020 MPpAKmMy: 4acTo - Aiapes**, HymoTa; He4acTo - 0inb y XKUBOTI, 3AYTTA
JKMBOTa, TacTpoe3odareanbHa pediokcHa xBopoba, 610BaHHS, CYXiCTb y POTIi, IUCIIEINCis, 3a1op,
YacTi BUTIOPOKHEHHS, METEOPU3M, IUCKOM(OPT Yy MUIYHKY a00 KUAIIEYHUKY; PifKO - TaHKPEaTHT,
BUPAa3KHU B JIIAHLI POTa;

3 60Ky NneyiHKu ma 2#coe8yoB8uBiOHUX W/5Xi8: YaCcTo - MOPYyIIeHHsS GYHKIII meuiHku**; HeyacTo -
JKOBYOKaM siHa XBOP00a; PilKo - TemaTuT, JKOBTSIHHUIIS*, IeYiHKOBA HEMOCTAaTHICTEY;

3 60Ky WKipu ma niOwKipHO-H#CUPOBOT MKAHUHU: YaCTO - BUCUIIAHHS (Y TOMY YMCIIi BUCUIIAHHS 3
Oi/TbIII HU3BKOI YaCTOTOI0 BUHUKHEHHS); HEYaCTO - IepMaTHUT, KPOIIUB THKa, CBepOixk, 3MiHa
3a0apBlieHHS WIKipH, TIOMKOAXKEHHS LIKipH, TeTexii, ' STHUCTI BUCUTIIAHHS, MaKyJ0Many1b0o3Hi
BUCHUIIAHHS, MTANyIb03Hi BUCUIIAHHS; PIAKO - TOKCUYHUY elliflepMalbHUN HEKPOIi3*, CHHOPOM
CriBeHca-/I:kOoHCOHA*, aHTiOHAOPSK*, peakilil Ha Mpemapar, U0 CYIPOBOAKYIOTHCS €03UHOMDITTIED Ta
CHUCTEMHMMHM CHMIITOMaMu*, TeHepasli3oBaHi BUCUIIAaHHS (Cepio3Hi)*, eputeMa, eKcdhomiaTuBHI
BUCHUIIAHHS, GOIIKYISIPHI BUCKUIIaHHS, Be3UKYJIbO3Hi BUCHIIAHHS, IIYCTY/IbO3Hi BUCUIIAHHS, CBepOIsadi
BHUCHUIIQHHS*, epUTEMATO3Hi BUCUIIAaHHS, KOPEnmoniOHi BUCHIIAHHS, aJIoMNellis, MigBUIlleHa MMiTIUBICTE;
3 OOKY ONOPHO-PYX08020 anapamy ma Cnoay4HOI MKAHUHU: HeYacTo - 6inb y cyrinobax, apTpur, Oinnb
y M’s13aX, CKeJIeTHO-M s130Bu# 6inb, cl1a0KicTh y M'sI3aX, CyIOMH M's13iB, CKYTiCTh M’'s13iB, 6YpCHT;
pimko - pabmomiosniz*, cKyTicTh Cyrno6iB, CKeNneTHO-M I30Ba CKYTiCTh;

3 60Ky HUPOK ma cevyosusi0HUX w/5xie: HeYacTo - HUPKOBa HEJOCTaTHICTh, CeYoKaM siHa XBopo0a,
reMaTypis, IIoJlaKkiypisi, mpoTeinypis; pigKo - TyOynoiHTepcTUllianbHuN He@PUT*, HaoJIeTIHBI
IIO3UBHU 10 CEYOBUITyCKAHHS;

3 60Ky penpodyKmueHoi cucmemMu ma MO/A0YHUX 3d/103: HEYACTO - ePeKTUIbHA TUCHYHKIIIS;

3 60Ky Op2aHi3amMy 3ae2as0M: 9acTo - HaOPSIKHM; HeYaCTO - MigBUINleHa BTOMITIOBAHICTE, Oifb y IPyOsX,
BiguyTTsa IUCKOMGOPTY y TPYASAX; PIAKO - CIIpara;

1abopamopHi NOKA3HUKU: HeYacTo - IMiIBUILIEHHS PiBHS aMila3u y KPOBi, 3MeHIIIeHHS KiTbKOCTi
TPOMOOLUTIB, 3MEHIIEHHS KiIbKOCTi TEUKOLXTIB Y KPOBi, 3MEHIIIEHHS KiTbKOCTi TiMGOIUTIB ¥ KPOBI,
MIOBUIIIEHHS PIBHA KpeaTUHY Y KPOBi, MiABUIIEHHS PIBHA KPeaTUHIHY Y KPOBI, 3HUKEHHS PIBHA
reMoryio0iHy KpOBi, MigBUIEHHS PiBHSI CEYOBUHU B KPOBI, MigBUIEHHS PiBHS TPUTTILIEPULIB Y KPOBi,
IiABUIIIEHHS PIBHSA X0JI€CTEPUHY B KPOBI, 3HUKEHHS reMaTOKPUTY, IiABUIIEHHS PiBHSA
nakTatgerigporenasu (JIII') y KpoBi, MifBUIeHHS PiBHS KaJlilo Y KPOBi; PigKO - MigBUILIEHHS PiBHS
TJIIOKO3U Y KPOBi, TONOBXKEHHS aKTUBOBAaHOT0 YaCTKOBOT'0 TPOMOOIIJITACTHHOBOT'O Yacy, 3HUXKEHHS
KiJIbKOCTi epUTPOLUTIB ¥ KPOBi, MiABUIIEHHS PiBHS JTyKHOI ocdaTasu y KpPOBi, MiABUIIEHHS PiBHSA
KpeaTUH(POCPOKiHA3U Y KPOBi*.

* TIo6iyHi peakiiii, 1110 CIIOCTepiraaucs y Mexkax I0CTMapKETUHTOBOTO CIIOCTEPEeXKEHHS.

** Tliapes Ta BimxusieHHS pe3yIbTaTiB QYHKIIOHATbHUX P06 MeYiHKK Bil HOPMH, SIKi BUMarasu
Tepallil, [0 CIIOCTepiraaucs B JOCTiAKEHHIX, PO3BUBAJIACS YaCTillle Y MallieHTiB, AKi OTpUMYBajIx
CYIIyTHIO Tepallilo KOJIXiIUHOM.

*** JacToTa 3arocTpeHsb (HamafiB) ogarpH, 0 CIocTepiragacs y AOCHiAKEHHSX.

Onuc okpemux nobiyHuUX peaxuit.

Y Mexkax MOCTMapKeTUHTOBOT0 HaTgAy OyJiu IOBiHOMJIEHHS IIPO PigKiCHI BUMTaIku CEPHO3HUX
peakxiiiit rimepuyTtiauBocTi Ha pebykcocTaT, y ToMy uucii cuagpoM CtiBeHca-[[2KOHCOHA, TOKCUYHUMN
elriepMaIbHUM HEKPOITi3 Ta aHadinakTuyHi peakirii/mok. CurampoM CTiBeHCca-JI3KOHCOHA Ta
TOKCUYHUM eliflepMaJbHUY HEKPOJIi3 XapaKTepPU3y€eThCA IPOTPECYI0YUM WIKIPHUM BUCUIIAHHAM 3
OyTbO3HUM ypaxkKeHHSIM IIKipu ab0 CIu30BUX 000JIOHOK Ta MOAPa3HEHHSIM CJIM30BO1 000IOHKH OYel.



Peaxktiii rimepuyTnuBocTi Ha (peOyKCOCTAaT MOXKYTh IIPOSIBIISITUCS TAKUMU CUMIITOMaMU: IIKipHUMHU
peakIliiMu, 110 XapaKTepU3yIThCs iHDITbTPOBaHUMM MaKyI0-TalyIb03HUMU BUCUTIAHHSIMY,
reHepasizoBaHuMu ab60 eKC(hOoTiaTHBHUMH BUCUIIAHHSIMY, @ TAKOXK YPaxKeHHIMH IKipH, HabpsKoM
00IMYYsi, TapsSTYKO0I0, TeMATOJIOTiYHUMHU TTOPYIIEHHSIMU, TAKUMU SK TPOMOOIIUTOIIEHIS Ta
€03uHODIis, Ta ypaxkeHHSIM OKpeMHUX opraHiB a0o KilbKOX OpraHiB (MediHKa Ta HUPKU, Y TOMY YHUCIIi
TyOy/I0iHTepCTUIlianbHUN HEDPUT).

3arocTpeHHd (Hamaau) Iofarpu 3a3BA4ai CIIOCTepiraaucs HEeBOOB31 MiC/s MOYaTKy JIiKyBaHHS Ta
IPOTATOM MEepIINX MiCALIB JIiKyBaHHSA. YacTOTa HamnaziB IOgarpy 3HUXKyBanacs 3 4acoM. [Ipu
3acTocyBaHHi pebykcocTaTy peKOMeHIY€eThCs MpodinakTHKa TOCTPUX HallafdiB IOgarpH.

Cunpnpowm misucy nyxnaud (CJIIT)

Pe3stome npoginio 6esnexu.

Bimomo, 110 y mpoteci gociifnxkeHs, y IKOMy MopiBHIOBanu ¢GebyKcocTaT Ta ajonypuHo (346
NallieHTiB, SKi MiAAaI0ThCS XiMioTeparil 3 TPUBOAY reMaTOIOTiYHUX 37I0SKICHUX HOBOYTBOPEHbD 3
noMipHuM a00 BucokuM pusukom CJIIT), Tinbku y 22 (6,4 %) mamieHTiB criocTepiranucs mobiuHi
peaxtii, a came y 11 (6,4 %) maiieHTiB y KOXKHiil rpymi niKyBaHHS. BinbimicTs mob6iyHUX peakiiiit Oynu
71erkoro abo MOMipHOTO CTYIEHS.

Y minomy B XOAi IMX AOCHIAXKeHb OyAb-IKHAX JOJaTKOBUX Mig03p M[0f0 0e3MeKu 3aCTOCYBaHHS
(dhebykcocTaTy MallieHTaM i3 mogarpoio He O6yy0, 3a BUHATKOM HUXKYe3a3HaUeHUX TPhOX MOOIYHUX
peaxtii.

ITopyweHHs 3 6OKY cepuesoi cucmemu: HedacTo - 0J10Kafia J1iBol Hixkku Iyuka ['ica, cuHycOBa
Taxikapmis.

ITopyweHHs 3 60Ky CYOUHHOI cucmeMu: HeYacTO - KPOBOTEYi.

ITogidoMeHHA npo ni003pioBaHi nobiyHi peakuii.

[ToBimomeHHs PO Mimo3poBaHi MOGiYHI peakii micyisg cXxBaJeHHs JTiKapchKOro 3aco0y mO3BiTbHUMHU
OopraHaM¥ € BaXJIMBOIO IIPOLeAypor0. Lle mo3Bosi€ 30iMCHIOBATH ITOCTIMHUN MOHITOPUHT
CIIiBBiTHOIIEHHST «KOPHUCTh/PU3UK» 3aCTOCYBaHHS IIbOTO JIIKapChKOro 3aco0y. Megu4yHUX MpalliBHUKIB
IIPOCSITH MOBIMOMIISITH IIPO yCi Iimo3pioBaHi mobiuHi peakilil yepes3 HalliOHaIbHI CUCTEMHU
IIOBiJOMIIEHb.

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.
30epiratu B OpuriHaibHiY yIAKOBIi IpU TeMIepaTypi He Buie 25 °C.
30epiratu y HEJOCTYIIHOMY OJIS1 OiTeH MiCIIi.

YnakoBka.
ITo 10 TabneTtoxk y 6iicTepi; mo 3 6yicTepu y mayiii.

Kareropis Bigmycky. 3a peLentom.
Bupo6uuk. AT «KUIBCBKUU BITAMIHHUH 3ABOI».

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsi MIPOBaIKeHHsI HOT0 Tis/IbHOCTI.
04073, YkpaiHa, M. Kuis, Byn. Konunisceka, 38.
Web-caut: www.vitamin.com.ua
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