[HCTPYKIIIA

IJIs1 METUIHOT 0 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aC00y

INOJA®ED
(PODAFEB)
Cknao:
ditoua pevosuHa: ¢pebyKCOCTaT;
1 Tabnetka mictTuth pebdykcocraty 80 mMr abo 120 mr;
00ONOMIdCHI peYoBUHU: TTAaKTO3a, MOHOTIOpAT; LEeJIi0JI03a MiKPOKPUCTAiYHa; TiIPOKCHUIIPOITi-
I1eJ110J103a; HATPil0 KPOCKapMeno3a; KpeMHil0 mioKcup Konoiguui 6e3BOMHUMN; MarHilo cTeapar;

0bos0HKa: cyminr st miiBkoBoro nmokputts Opadry II Yellow (85F42129): ciupT moniBiHinoBui;
tuTany miokcup (E 171); momieTuneHr Kok (MaKporo); TalbkK; 3ajlida okcup xkoBTuii (E 172).

Jlikapcbka ¢popma. TabmeTKy, BKPUTI MTIBKOBOIO 000JI0HKOIO.
OcHosHI (i3uko-xiMiuHi 81aCMUBOCMI:

tTabnetku mo 80 Mr: TabmeTKy KPyriaoi GopMu 3 IBOOMIYKIIOK ITOBEPXHEI0, BKPUTI MJTiBKOBOIO
000JI0HKOIO Bifl CBiTJI0-2KOBTOTO [I0 2KOBTOTO KOJIbOPY;

tabneTky mo 120 Mr: TabneTku MpogoBryBaToi GOpMH, 3 IBOOIYKJIO IIOBEPXHEIO, BKPUTI I1JTiBKOBOIO
000JI0HKOIO Bifl CBiTJI0-2KOBTOTO [I0 2KOBTOTO KOJIHOPY.

dapMmakoTepaneBTHYHA rpyna. JIlikapceki 3acobu mis mikyBaHHs nmogarpu. JIikapchki 3acobwu, 1110
IIPUTHIYYIOTh yTBOPEeHHS ceuoBoi kucmoTu. Kog ATX M04A A03.

dPapmakono2iuHi e1acmueocmi.
®apmakoduHamika.
Mexanism 0ii.

CeyoBa KHCJIOTa € KiHI[€BUM IIPOOYKTOM MeTab0J1i3My IypHHIB Y JIIONWHY i YTBOPIOETLCS TIif] Yac
TAKOl peakilil: FiMOKCAaHTUH — KCAaHTHH — Ce4Y0Ba KKCIoTa. KCaHTMHOKCHIAa3a € KaTaai3aTopoM 000X
eTamniB 1iel peakiii. ®ebykcocTaT € IOXiTHUM 2-apHUITia30iy, TepalneBTAYHA [Iis SKOTr0 MOB’g3aHa 3i
3MEHIIeHHSIM KOHIIEHTpallil Ce40BOi KMCJIOTU B CUPOBATII KPOBI IIJITXOM CEJIEKTHBHOIO IPUTHIYeHHS
KCaHTUHOKcHuAa3u. ®edyKcocTarT - Iie IOTYKHUM 1 CeJIeKTUBHUM HENTyPUHOBUH iHTi0iTOD
KcaHTUHOKcupa3u (NP-SIXO), roro Ki (KoHCTaHTa IPUTHIYEHHS) in Vitro CTaHOBUTDH MeHIIe 1



HaHoMoJIs1. Byro mokasaHo, 1m0 GebyKcocTaT 3HaYHOIO MipOI0 IPUTHIUYE aKTUBHICTD K OKHCHEHOI,
TaK i BigHOBIIeHOI (hOPMU KCAaHTUHOKCUOA3U. Y TepaneBTUYHUX KOHIIEHTPAIlisx ¢peOdyKcocTaT He
npurHiuye i ¢pepMeHTH, 1110 6€PYTh y4acTh y MeTabos1i3Mi mypuHiB a00 MipuMiguHiB, TAKUX K
ryaHiHme3aMiHa3a, rimokcaHTUH-TyaHiHpochopubosunTpancdepasa,
opoTardochopubosuntpancepasa, opoTuauHMOHOGOChaTHeKapOoKcHuia3a, abo MypuHHYKIIE03U -
dbocdopumnasa.

KniniyHa epekmusHicms ma 6e3neka.
ITodazpa

EdekTuHicTh pebykcocTaTy Oyia migTBepaxeHa v ¢as3i 3 Tpb0X OCHOBHUX JOCIiIXKeHb (Ba
ocuoBHux nocuinxenus APEX i FACT i mogatkoBe mocuimxkenusas CONFIRMS, ommcaHi HUXUeE), IKi
Bkmrodanu 4101 nanienTa i3 rinepypukeMi€ro i mogarpow. Y K0KHOMY 3 IIUX OCHOBHUX OOCIIiIXKEHb
da3u 3 pebykcocTaT Ginbll e(peKTUBHO 3HUKYBAB CUPOBATKOBY KOHIIEHTPAIil0 CEYOBOI KUCIIOTH i
MigTPHMYBaB il Ha HaJIe’KHOMY PiBHI MMOPIBHSAHO 3 aJIONypUHOIIOM. [IepBHHHOIO KiHIIEBOIO TOYKOIO
edextuBHOCTi B gocripxkenHsx APEX i FACT Oyna yacTka IallieHTiB, ¥ SKUX IPOTSATOM OCTaHHIX
TPHOX MICSLIB KOHILIEHTpPAIlisl CE40BOl KMCJIOTH B CUPOBATIL KPOBi He nepeBuiyBana 6,0 mr/on (357
MKMOJb/7). Y gogmaTtkoBoMy gocuimxkerHi CONFIRMS ¢a3u 3, pe3ynbTaTé SKOT0 CTalu OOCTYIIHI
micys mepIol peectpaiiii pedykcocTaTy, TEPBUHHOIO KiHIIEBOIO TOYKOI0 e(peKTUBHOCTI Oyia YacTKa
MAIliEHTIB, V SKMX KOHIIEHTPALlisl CeY0BOI KMCJIOTH B CHPOBATIIi KPOBi He mepeBuIlyBana 6,0 Mr/om Ha
MOMEHT OCTaHHBOTO Bi3UTy. Y IIi AOCTIAXKEHHS He BKJII0YaIu MallieHTiB, SKi IepeHecIn
TPaHCIIAHTAallil0 OpraHiB (AuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

Iocaidacenus APEX: mocnifkeHHS e@eKTUBHOCTI ¢peOdyKcocTaTy 3 KOHTPOJIEM Ilalie0o Ta
anonypunony ¢a3u 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat,
APEX) Oy7no paHIOMi30BaHUM, ITOABIMHUM CIiNUM, 0araTOIeHTPOBUM TPUBAIICTIO 28 THUKHIB.
Bcworo Oymo parpmomizoBano 1072 namienTu: mnanebo (n=134), pebykcocraT 80 Mr 1 pa3 Ha

noGy

(n=267 dpebykcoctaT 120 Mr 1 pa3 Ha o6y (n=269), pedykcoctaTt 240 Mr 1 pa3 Ha moby (n=134) abo
anmonypuHoi (300 mr 1 pa3 Ha moOy (n=258) mis maIfieHTiB i3 TOYaTKOBOIO CUPOBATKOBOIO
KOHIIeHTPalli€lo KpeatuHiny < 1,5 mr/mt a6o 100 mr 1 pa3 Ha o6y (n=10) ms namieHTiB i3
II0YaTKOBOI CUPOBAaTKOBOIO KOHLIEHTPalli€lo KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/amn). s OLiHKA
6e3neku pebykcocTaT Mpu3Hayvamu B 103i 240 Mr (y 2 pa3u BUIle MaKCUMaJIbHOI peKOMeHI0BaHOi
OO3H).

Hocninxenns APEX moka3ano CTaTUCTUYHO JOCTOBIPHY IlepeBary 060X pexXuMiB JTiKyBaHHS:
debykcocrat 80 Mr 1 pa3 Ha go0y i pebykcoctaT 120 Mr 1 pa3 Ha 700y MOPIBHSIHO 3 aJIONyPUHOJIOM Y
3BuyaiHii no3i 300 mMr (n = 258)/100 mMr (n=10) y 3MeHIlIeHHI CUPOBAaTKOBO1 KOHI[EHTPAIlil Ce40BO1
KHUCJIOTH HUXK4e 6 Mr/oi (357 MKMOJB/1) (ouB. Tadm. 1).

Hocaidocenns FACT: mocmigkeHHS e(eKTUBHOCTI (heOyKCOCTaTy 3 aJlonypUHOII-KOHTPOIEM
(The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yn0o paHIoMi30BaHUM,
TIOABIMHUM CIIinmuM, 6araToleHTPOBUM TPUBaIicTIO 52 TuXHi. Bchoro 6y1o paHmoMi3oBaHO
760 marrieHTiB: ¢pebykcoctat 80 Mr 1 pa3 Ha goby (n 256), pedykcocrat 120 Mr 1 pa3 Ha
no0y (n = 251) ta amonypunon 300 mr 1 pa3 Ha goOy (n = 253).

Hocnimxenns FACT moka3aso CTaTUCTUYHO JOCTOBIpHY IepeBary 060x pexumis - pebykcoctat 80
mr 1 pa3 Ha o0y i pebykcoctaTt 120 mMr 1 pa3 Ha £o0y - IOPIBHAHO 3 aJONyPUHOJIOM Y 3BUYAUHIN
no3i 300 Mr y 3MeHIIeHHi i MATpUMIli CHPOBAaTKOBOI KOHIIEHTPAllil CEY0BOI KMCIOTH HUXKYe 6 MT/m



(357 MKMOJIB/N).

Y Tabn. 1 mpencTaBieHi pe3yabTaTy OL[iHKY IIEPBUHHOI KiHIIEBOI TOYKY €(DEeKTUBHOCTI.

YacTKa Malli€eHTiB 3 KOHIIEHTPAII€I0 CeY0BOl KUCIIOTH B CUPOBATII KPoBi < 6,0 Mr/mi (357 MKMOIIb/1T)
ITiT YaC TPhOX OCTAHHIX IIOMiCAYHUX Bi3UTIB

Tabmuig 1
bhebykcocrtaT 80 mr bebykcoctat 120 mMr 1|AnonypuHon
TocmimKeHHs 1 pa3 Ha moby pa3 Ha Jo0y 300/100 mr 1 pa3 Ha
o6y '
APEX 48 %" 65 %" * (n=269) 22 %
(28 TuXxHIB) (n=262) (n=268)
FACT 53 % 62 % 21 %
(52 THXKHI) (n=255) (n=250) (n=251)
O6’enHaHi pe3ynbratd |51 % 63 %" * 22 %
(n=517) (n=519) (n=519)
' pe3ynbTaTH cepef MalieHTiB, aki orpumyBanu 100 Mr 1 pa3 Ha go6y (n = 10: mamienTy 3
M0YaTKOBOIO CUPOBATKOBOIO KOHIIEHTpAIli€o KpeaTuHiHy > 1,5 mr/on i < 2,0 mr/mm) a6o 300 mr
1 pa3 Ha mob6y (n=509), B xoxi aHanidy Oynu o0’ eqHaHi.
*p < 0,001 mopiBHsAHO 3 anonypuHonoM, * p < 0,001 mopiBHAHO 3 703010 80 Mr

3maTHicTh pebdyKCcoCcTaTy IMBUIKO 3MEHIIYBATH CHPOBATKOBY KOHIIEHTPAIIiI0 CEY0BOi KUCTIOTH OyIa
IIBUOKOIO Ta JOBIOTPUBAJIOK. 3MEHIIIEHHS KOHIIEHTpPallil CE40BOl KMCJIOTH B CUPOBATLi KPOBi

< 6,0 mr/om (357 MKMOTIB/JT) Bif3HAYAsIOCs BXKe Ha APYroMy THXKHI HOCTigXKeHHs i 36epiranocs
Hapai IpOoTATOM JIiKyBaHHS.

Iocaidacenuss CONFIRMS: gocnigxxenHs CONFIRMS 6yno paHnoMi3oBaHUM,
KOHTPOJIbOBAHUM IOCITiIXKEHHAM (a3u 3 TPUBAICTIO 20 TUXKHIB, IKe TPOBOAUIIOCS OIS
ouiHku 6e3nekyu Ta edeKTUBHOCTI pebykcocTaTy B fo3ax 40 mr i 80 Mr mopiBHIHO 3
anonypunonom y go3ax 300 mr i 200 Mr giis maifieHTiB 3 OJarpolo i rinepypukeMiero.
Bcroro 6yno pangomizoBaHo 2269 namienTiB: pedykcoctaT 40 mMr 1 pa3 Ha mody (n=757),
debykcoctat 80 mMr 1 pa3 Ha moby (n=756) Ta anonypuron 300/200 mr 1 pa3 Ha mo0y
(n=756). MlonaitmeHIIEe 65 % MaliEHTiB Manu MOPYyIIeHHS QYHKIIiI HUPOK Bif IETKOT0 [0
IIOMIPHOTO CTyIEeHs (3 KimipeHcoM KpeaTuHiHy 30-89 mn/xB). [IpodinakTika Hamnapmis
nopmarpu 6yna 000B’I3KOBOIO IIPOTSTOM 26 THXKHIB.

YacTKa MallieHTiB 3 KOHIIEHTPAIIi€I0 CEYOBOi KUCIIOTH B CUPOBATIN KpoBi < 6,0 Mr/mn (357 MKMOJIb/1)
B OCTaHHI# Bi3uT cTaHoBumna 45 % mnsa ¢pedykcoctaty 40 mr, 67 % nns pebykcocraty 80 mr i 42 %
niis anonyprHony 300/200 Mr BifgmoBigHO.

ITepguHHa KiHuesa moyka y nidepyni nauieHmis 3 nOpyweHHAM PYHKYii HUPOK

Y mocnigxenni APEX o1iHoBanu e(peKTUBHICTh penapaTy 3 y4acTio 40 nali€eHTiB i3 IOpyIIeHHAM
GyHKIil HEPOK (TOOTO 3 MOYATKOBOIO CUPOBATKOBOIO KOHIIEHTpAIli€l0 KpeaTHHiHy > 1,5 mMr/mn i

< 2,0 mr/om). TakuM nauieHTaM, paHOOMi30BaHUM Yy IPYIY aJIONyPUHOIY, KO3y IIpenapary
3menmyBanu 0o 100 mMr 1 pa3 Ha mo0y. [IepBuHHA KiHIleBa TOYKa e(peKTUBHOCTI Oyya JOCATHYyTa B



rpymnax npuiiomy ¢edykcocrtaty y 44 % marienTiB (80 mr 1 pa3 Ha 7o0y), 45 % (120 Mr pa3 Ha mo0y) i
60 % (240 mr 1 pa3 Ha go0y) mopiBHSHO 3 0 % y rpymax amonypuxony 100 mMr 1 pa3 Ha moby i
nane6o.

[Tpu 11pOMy KJTiHIYHO 3HAUYIIKX BiIMIHHOCTEH Y 3HUXKEHHI CUPOBATKOBOI KOHIIEHTpallil Ce40B01
KHCJIOTH y BiICOTKaX y 3[I0POBUX MOOPOBOJIBIIB Bif3HAUEeHO He OyJI0 He3alIeKHO Bif
(GyHKITIOHAIBHOTO CTaHy HUPOK (58 % y rpyIi 3 HopMaabHOK (QYHKITEI0 HUPOK i 55 % y rpymi 3
TSKKUM MTOPYIIEeHHSIM (QYHKIIii HUPOK).

[IpociekTMBHUM aHai3, IPOBEeEHN 3 YYacCTIO MAlli€HTiB 3 ITOAArpoi0 i MOPYIIeHHAM QYHKII1 HIPOK
3a gonoMoroio pocrimkenass CONFIRMS, nokasas, 1mo ¢edykcocTaT OyB 3HaUHO e(peKTHBHILINM:
PiBEHb CEYOBOI KMCJIOTH B CUPOBATI]i KPOBi 3HMKYBABCS [0 PiBHA < 6,0 MT/Oj MOPIiBHSIHO 3 TAaKUM IIpU
3actocyBaHHi anonypunonay 300 mr/200 Mr y marjieHTiB 3 IoJarpolo i mopyueHHsIM (QyHKII1 HUPOK Bif
JIETKOTO 10 CEPENHBOr0 CTyneHs (65 % BUNpoOOBYBaHUX).

ITepsuHHa KiHUesa mouka y nidepyni nayieHmis i3 cupo8amko800 KOHUEHMpPAuieo ceuosoi
Kucaomu = 10 m2/0n

[ToyaTkoBa CHPOBATKOBa KOHIIEHTPALlisT CeY0BOI KMCIOTH = 10 Mr/mi Bim3Havanacs mpuOiIu3Ho
y 40 % namienTiB (kombinoBaHi gocnimxenHs APEX i FACT). Cepeq ux Talli€HTiB TepBUHHA
KiHIleBa ToYKa e(peKTHBHOCTI (CMpOBAaTKOBa KOHIIEHTpPAIlis Ce40BOi KUCIIOTH < 6,0 MT/Oy B oCTaHHI

3 BisuTu) Gy/a gocsrHyTa y migrpymax ¢pebykcoctaty ¥ 41 % namnienTis (80 mr 1 pa3 Ha mo0y),
y 48 % nauienTiB (120 mMr 1 pa3 Ha [00y) i y 66 % nauienTiB (240 mMr 1 pa3 Ha [00y)
nopiBHAHO 3 9 % y rpymi anonypurony 300 mr/100 Mr 1 pa3 Ha go0y i 0 % y rpymi mnare6o.

3a manumu gocnimxkenHss CONFIRMS, yacTka malieHTiB, SKi JOCSTIH TEPBUHHOI KiHIIEBOI TOYKHU
e(peKTUBHOCTI (CUpPOBaTKOBA KOHIIEHTpPAllisl Ce40BO1 KUCIOTU < 6,0 MI/O/1 B OCTaHHIM Bi3UT), y IpyIi
IallieHTiB 3 TOYaTKOBOIO CHPOBAaTKOBOIO KOHIIEHTPAIIIE€I0 Ce40BO1 KUCNIOTH = 10 Mr/mmn, ki
orpumyBanu pedykcoctaT 40 mMr 1 pa3 Ha mobOy, cTaHOBUIIA BifmoBigHO 27 % (66/249), pebykcocTaT
80 mr 1 pa3 Ha 106y 49 % (125/254) i anonypunon 300 mr/200 Mr 1 pa3 Ha goby 31 % (72/230).

KniHiyHi pe3ysabmamu: 8i0cOomok nauieHmis, siki nompebyroms mepanii Hanadie nodazpu

Hocnigxenuss APEX: mpoTarom 8-THKHeBOT0 IPoGiTaKTUYHOTO MEPioAy MalliEHTH 3 TEPANeBTUYHOI
rpymnu pebykcoctaty 120 Mr (36 %), ki moTpeOyBanu Teparii HamagiB mofarpu, MOPiBHIOBAIUCS 3
nalieHTaMu, gKi 3actocoByBanu pebykcoctaTt 80 Mr (28 %), anonypunon 300 mr (23 %) Ta nnane6o
(20 %). YacToTa Hamapis Oysia BUIIOIO Mic/is NPodinakKTUYHOTO Iepiofy i 3 4acoM IIOCTYIIOBO
3HMXKyBasnacs. Big 46 % mo 55 % mallieHTiB IPOBOAUIIOCS JTiIKyBaHHS HamlafiB mogarpu 3 8 TUXHA i 3
28 tuxHsg. Hanagu noparpy, 10 BUHUKIIM IPOTATOM OCTaHHIX 4-X TUXKHIB BUITPOOYyBaHb

(24-28 tuxHi), cioctepiranucs y 15 % namienTis (pebykcoctat 80, 120 mr), 14 % marieHTiB
(anmomypunon 300 mr) i 20 % nauienTis (mmane6o).

Hocnipxenus FACT: npoTsarom 8-TuHEBOTO IPO(ITaKTUYHOTO EPiOoy MAIliEeHTH 3 TepaleBTUYHO1
rpynu ¢edykcocraty 120 mr (36 %), siki moTpeOyBanu Teparllii HamaiB Iogarpy, MOPiBHIOBAIUCS 3
naiieHTaMu 060X TepaleBTUYHUX I'PYII, e 3acTocoByBanu ¢ebdykcocTtat 80 Mr (22 %) Ta anomypuHo
300 mr (21 %). ITicnsa 8-TuKHeBOro MPodiTaKTUYHOTO MePiofy YacToTa HamafiB 30inbmuiacs i 3
4acoM II0CTYIOBO 3HU3unacs (64 % i 70 % nauieHTis, SKi OTpUMyBay JIiIKyBaHHS 3 IIPUBOLY HalafiB
nofarpu 3 8-52 tuxHsA). Hanagy nogarpy NpoTATroM OCTaHHIX 4-X TUXKHIB BUNpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % narientis (bebykcoctat 80 mr, 120 mr), iy 11 % marienTis
(amonypunon 300 mr).



YacTka naiienTiB, sSKi moTpeOyBanu JTiKyBaHHS 3arocTpeHb noparpu (gocnigxenus APEX i FACT),
Oy/a HUXKYOI0 B IPyIax, e CepeaHs KOHIeHTPalliss CeY0BOi KUCJIOTH B CUPOBATII KPOBI IiCIs
JiKyBaHHS 3MeHIyBanacs fo < 6,0 mr/mi, < 5,0 Mr/gn a6o < 4,0 Mr/OJ1 MOPiBHSHO 3 TPYIIaMH, B SKUX
CepenHil piBeHb CEY0BO1 KMCJIOTH CTaHOBUB = 6,0 Mr/moj B ocTaHHI 32 THXKHi JIiKyBaHHS (3

20-24 tuxHS 10 49-52 THXKIEHD).

ITig vac mocmigxenass CONFIRMS vacTka marfieHTiB, sKi motpeOyBaiu JTiKyBaHHS HalagiB Iogarpu
(1 menb KoxkHi 6 MicsniB), cranoBuna 31 % i 25 % y rpymnax, sKi oTpuMyBaIH BifmoBigHo GebykcocTaT
80 mr i amonyprHo. BigMiHHOCTEN y CIiBBigHOIIIEHH] MAIiEHTIB, AKi MoTpeOyBaiy TiKyBaHHS HamagiB
noflarpu, MiXK TpymnaMu, siKi 3actocoByBanu pedykcoctaT 80 mr i 40 Mr, He Big3Hadanocs.

Iloszocmpoxosi po3wupeHi 8i0kpumi 00CAI0HCEHHA

Hocnipxennss EXCEL (C02-021): mocnimxentss EXCEL 6yno TpupiyHUM, BITKPUTHM,
MYJIbTULIEHTPOBUM, PaHAOMi30BaHUM, PO3IIMIUPEHUM, aJIONYPHUHOI-KOHTPOIHOBAHUM AOCTiAKEHHIM
6e3neku (Ha3u 3, siKe MPOBOUIIHU AJIS OIiHKU O€3MeKM 3 y4acTIO MaIli€HTiB, SKi IMIPOUIIIN OCHOBHI
nocnigxkenHs ¢a3u 3 (APEX a6o FACT). Becroro B mocmimxkenHs 0yio BkimoueHo 1086 mallieHTiB, sKi
npuiiManu: ¢pedykcoctaT 80 mr 1 pa3 Ha moOy (n=649), pebykcocrtat 120 mMr 1 pa3 Ha go0y (n=292)
ta anomypuros 300/100 mr 1 pa3 Ha goOy (n=145). [TpubnusHo o 69 % malieHTiB KOpeKis Teparil
[IJIST HOCSITHEHHST OCTATOYHOT0 CTabiIbHOTO iKyBaHHS He Oyia notpibHa. [TamienTu, piBHi
CHPOBATKOBOI KOHIIEHTPALlil Ce40BOI KACIJIOTH Y SKUX IIPX TPUPA30BOMY IIOC/TiIOBHOMY BUMipIOBaHHI
cTaHoBUNU > 6,0 Mr/mgy, Oynu BUKIIIOYEHi 3 HOCTiIXKEeHHS.

PiBHi cpOBaTKOBOI KOHIIEHTpALllii Ce40BOIl KUCJIOTH 3 IIJIMHOM Yacy He 3MiHUIKCS (HalpuKiag,

y 91 % i 93 % manieHTiB, fKi CII0YaTKy 3aCTOCOBYBanu (pebykcocTaT y fo3ax BiamosigHo 80 Mr
i 120 wmr, piBHI CUPOBATKOBOI KOHIIEHTpAallil CE40BOl KUCIOTH CTaHOBUIM < 6,0 Mr/mn Ha 36-
My Micsiii).

3a JaHUMU TPUPIYHOTO CIIOCTEPEXEHHS Y MEHII HiX 4 % TallieHTiB, sKi moTpebyBanu JTiKyBaHHS
HaIafiB, Bif3HAUYeHO 3MEHIIeHHS YaCTOTH HaIafiB mofgarpu Ha 16-24 micsii i 30-36 Micsri (To6To
6inbin HiXK y 96 % mallieHTiB HeoOXimHICTh Yy MiKyBaHHI HamafiB BiiCyTHS).

Y 46 % i 38 % marienTiB, SKi oTpUMyBaIu ocTaToYHe cTabinbHe NiKyBaHHS (hebyKcocTaToM
BigmoBigHO B 03i 80 a6o 120 Mr 1 pa3 Ha go0y, criocTepiranocs oBHE 3HUKHEHHS IIEPBUHHOTO
IaIbIIOBAHOT0 TOPYCY Bif MOYATKy 4O OCTAHHBOIO Bi3UTY.

Hocnipxenns FOCUS (TMX-01-005) Oyso ' ITUPiYHUM, BIIKPUTUM, MyJIbTUIIEHTPOBUM,
PO3LIMPEHUM [OCTIIXKeHHSIM Oe3neku pa3u 2, 10 ITPOBOAUIOCS 3 YYACTIO NallieHTiB, SIKi 3aKiHYUIN
4-TuxxHeBUM npuiioM pebykcocTaTy 3 MOABIMHUM CIIIUM H03yBaHHSIM y BupoOyBaHHi TMX-00-004.
HocnigxeHnHs BKmo4yasno 116 maifienTis, ski oTpuMyBanu cno4yatky ¢pebykcoctaT 80 mr 1 pa3 Ha
noOy. [Inst 62 % malieHTiB Ag DifTPUMKY PiBHSI CUPOBATKOBOI KOHIIEHTpAllil Ce90BOl KMCIIOTH MEHIIIe
6,0 Mr/o Kopekirist mo3u He Oyna moTpibHa, a 38 % manieHTiB moTpebyBanu KOpeKIii ;o3u s
INOCSITHEHHST 0CTAaTOYHOI cTabiTbHOI KOHIIEHTPalIii.

YacTKa Mali€eHTiB 3 piBHEM CUPOBATKOBOI KOHIIEHTpAIlil CeY0BOI KUCIOTH MeHIte 6,0
MT/mI (357 MKMOMIB/N) Ha MOMEHT OCTaHHbOT'O Bi3uTy cTtaHoBua Oinbie 80 % (81-100 %)
JIs1 KOJKHOI 3 TPYII 3a 103010 (hebyKcocTaTy.

Y ¢a3i 3 kniHiYHUX [OCTiAXKEeHb y MallieHTiB, SKi oTpuMyBanu pebykcocTaT, criocTepiramucs
He3HayHi 3MiHU [TeYiHKOBUX NMOKa3HUKIB (5,0 %). HacToTa aHux 3MiH OyJia cx0Xka 3 TaKOI0 IIpU
3acToCcyBaHHi amonypunony (4,2 %) (muB. po3min «OcoOnMMBOCTI 3aCTOCYBaHHS»). Y TOBIOCTPOKOBUX
BiIKPUTHUX PO3IIKUPEHUX OOCTIIXKEHHX V Malli€eHTiB, sKi oTpuMyBanu ¢edykcocrar (5,5 %) abo



anonypunon (5,8 %) mpoTaroM TpUBaIOTO Yacy, Bif3Havyanocs migsuienHs piag TIT (> 5,5
MKMO/mn) (muB. po3min «OcoOnMMBOCTI 3aCTOCYBAHHS»).

ITicaapeecmpauitiHi 00820CMpPOK0B8i 00CAI0HCEHHA

Hocmimxennst CARES siBnsinio co6oio OaraToIeHTPOBE PaHI0Mi30BaHe MOABIMHO CIIile JOCTimXKeHHs
BiICyTHOCTiI MeHIII0i e()eKTUBHOCTI, ITiJl Yac SKOT0 ITOPiBHIOBAJIA Pe3yIbTaTH CEPLIEBO-CYIUHHUX
3aXBOPIOBAHb IIPH 3aCTOCYBaHHI (heOyKCOCTATy Ta aJOMypPUHOIY V HAlli€EHTIiB 3 MOAArpoo Ta
OCHOBHHMM CEPIIEBO-CYIMHHUMY 3aXBOPIOBAaHHSIMHU B aHaMHe3i, BKITII0Yal04yd iH(papKT MioKappaa,
rocriTaisallito 3 ITpuBOAYy HecTabibHOI CTEHOKaPAil, mpolenypy KopoHapHol abo 1iepebpabHOl
peBacKygpH3allii, iHCy/bT, roCIiTai3allio 3 IPUBOAY TPaH3UTOPHOI illIeMiYyHOI aTakH,
3axBOpIOBaHHSA nepudepudIHNX CyaruH abo IyKpoBuii giabeT 3 03HaKaMu MikKpoaHrionarii abo
MakpoaHriomarii. [Insg mocsrHeHHs piBHg SUA MeHIIe 6 Mr/m mo3y ¢hebyKcocTaTy TUTPYBaIu

3 40 mr go 80 Mr (Ee3asiexXHO Bif PyHKII1 HUPOK), a JO3Y aJIONypPUHOIY TUTPYBAIU 3 KPOKOM
100 mr 3 300 go 600 Mr gys namieHTiB i3 HOpMaabHOI (QYHKIIEI0 HUPOK Ta HUPKOBOIO HEJOCTATHICTIO
serkoro ctyneHs Ta 3 200 mo 400 Mr aJ1s mauieHTiB i3 HUPKOBOK HELOCTaTHICTIO IIOMipHOTO CTYTIEHS
TSIKKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOIO B fochifxkeHHi CARES 0yB uac mepioi nossu MACE (BaxuBi
no0iyHi ceplieBO-CYAMHHI SIBUINA), CKIIaf0BOi HeJleTaabHOTo iHhapKTy MioKapaa, HeleTalbHOT0
iHCYNIbTY, JIETANbHOTO HACIIOKY Bif CeplieBO-CYIUHHUX NIATOJIOTiN Ta HeCcTabiTbHOI CTEeHOKapHil 3
HeBIKJIaAHOI KOPOHAPHOK PEeBaCKYJIIpU3alli€o.

Kin1eBi moka3HuKHY (IEepPBUHHI Ta BTOPUHHI) aHaIi3yBaIu BiiIOBIAHO A0 aHasli3y HaLllIEHHS Ha
nikyBauHg (ITT), BKItoyaouu BCix cy0'eKTiB, siKi Oy/IM paHmOMi30BaHi Ta OTpUMay NPUHAKMHI OIHY
103y [Ipenapary y XOAi IOABIMHOTO CIIIOT0 JOCIiAXKEeHHS.

3aranom 56,6 % nauieHTiB TpUnuHUIY IpoOHe JTiKyBaHHS IepefyacHo, a 45 % mallieHTiB 3aBepIIuiu
He BCi Bi3UTH OOCIiIXKEeHHS.

3aranoM, 6190 maui€eHTiB 3HaXOOUIIUCH IIifl CIIOCTEPEXKEHHIM MPOTATOM 32 MiCALIB, CepegHs
TPUBAJICTh BIUIMBY CTaHOBWUIIA 728 OHIB mis marieHTiB rpynu ¢pebykcocraty (n=3098) ta 719 nHiB
[JIS TALlieHTiB rpynu anonypuHony (n=3092).

[IepBunHa KiHLeBa Touka MACE cnocrepiranacs 3 aHaJIOTIYHUMU ITIOKa3HUKaMU y rpylax JIiKyBaHHSA
¢debykcocraToM Ta anonypuHoiioM (10,8 % npotu 10,4 % naiieHTiB BifMOBIAHO; CIiBBiIHOIIEHHS
pusukiB [BP] 1,03; gBocTOpoHHI# moBTOPHUY 95 % moBipuui iHTEpPBAN [O110,89-1,21).

[Tpu ananisi okpemux komnoHeHTiB MACE 4dacToTa 1€TalbHHOCTI Bifi CEPLIEBO-CYOUHHUX IaTOJIOTIN
Oyna BuIIo0 y rpymi ¢pedykcocTaTy, HixK amonypuHony (4,3 % npotu 3,2 % namnienTis; YCC 1,34; 95
% I 1,03-1,73). YacroTa inmmx nomizt MACE 6yia cxoxa y rpynax ¢pebykcocTaTy Ta ajJoIypHUHOIY,
TOOTO HeJeTaabHOTro iH(papKTy Miokapaa (3,6 % mpotu 3,8 % marienTis; YCC 0,93; 95 % I
0,72-1,21), nenetanbHoro iHCynbTy (2,3 % npotu 2,3 % nauienTis; YCC 1,01; 95 % M1 0,73-1,41) ta
TEPMiHOBOI peBacKysipu3aliii uepe3 HecTabinbHy cTeHoKapmiio (1,6 % mpotu 1,8 % marienTis; YCC
0,86; 95 % [II 0,59-1,26).

YacToTa NeTanbHOCTI 3 YCiX MPUYMH TaKoXk Oyra BUIIO00 y TPyHi ¢pedyKcocTaTy, HixkK aonypHuHOILY
(7,8 % npotu 6,4 % nanienTis; YCC 1,22; 95 % 11 1,01-1,47), 1110 B 0OCHOBHOMY 3YMOBJIIOBAJIOCS
OiNbIlI BUCOKMM PiBHEM JIETAJILHOCTI Bifl CEPIIEBO-CYAUHHUX MATOJIOTIN V ITifl TPy (OUB. pO3MOin
«OCc06IUBOCTi 3aCTOCYBAHHS»).

Temnu npuiHATOI rocmiTanisariil 3 IPUBOAY CeplieBOl HeIOCTATHOCTI, rocIiTani3anil 3 IpUBOAY
apuTMil, 1110 He MOB’s13aHa i3 imeMi€lo, BeHO3HUMHU TPOMOOeMOOIiYHUMY TOAisIMY, i TocTiTanizarii 3



IPUBOAY NEPEXiTHUX imeMiyHuX HanafiB Oynu MOPiBHIHHUME AJis GeOyKCOCTaTy Ta aJlomypUHOITY.

Hocnipxenus FAST Oyio mpOCIIeKTUBHUM, PAHIOMi30BaHUM, BiTKPUTUM [OCTiIXKEHHSIM 3
MaCKyBaHHSIM KiHIIeBOI TOUKH, B IKOMY IIOPiBHIOBaAJIU podinb Oe3neku pedyKkcocTaTy i
aJIOIyPUHOIIY AJIS CepLieBO-CYOUHHOI CUCTEMH V TAlli€HTIB 3 XPOHIYHOIO TiepypuKeMieio (B yMOBax,
KOJIU BiKJIaieHHs ypaTiB Bxke BimOymocs) i pakTopaMu pU3UKY CepIeBO-CYOUHHUX 3aXBOPIOBaHb
(CC3) (TobTo mamieHTu BikoM Bif 60 pokiB i mpuHaiMHi 3 ogHUM iHIINM ¢akTopoM pu3uky CC3).
[TarienTH, WO BIANOBIAIA KPUTEPIIM BKIIIOUEHHS Y HOCIIIIXKEHHS, OTPUMYBaJIH JIIKyBaHHS
aJIoIypHHOJIOM IO paHpoMisatii i, AKi[o 0yso moTpibHO, IM KOPUTYBaIH A03Y 3 ypaXyBaHHIM
KJTiHIYHOI OLIIHKY, PEKOMeHallil €Bporelchkol mpoTupeBMaTuyHoi j1iru (EULAR) i 3aTBepaxKeHO1
cxeMu [o3yBaHHA. HanpukiHIl nigroTos4ol ¢ha3u 3aCTOCYBaHHS aJIONypPHUHOIY IalieHTH 3 PiBHEM
CHPOBATKOBOI KOHIIeHTpaIil ceyoBoi KuciaoTu (SUA) < 0,36 MMonb/it (< 6 mMr/mi) abo marieHTH, sKi
OTPUMYyBaJIi MaKCHUMaJlbHY IIEPEHOCHY 103y Y MaKCHUMAaJIbHY [I03BOJIEHY N03Y aJIoNypuHOIy, Oyiu
paHpoMi3oBaHi y criBBifHOIeHHi 1:1 Amg oTprMaHHS NiKyBaHHS abo ¢pedykcocTaToM, abo
asionmypuHoioM. ITIepBUHHOIO KiHIIEBOIO TOUKOIO AociimxkeHHs FAST OyB yac [0 MepIioro HaCTaHHS
Oymb-gKOI 1Oofii, 110 BXOOUTH J0 CKIamoBoi KiHmeBoi Touku Antiplatelet Trialists’ Collaborative
(APTC), B TOMy 4HCIIi:

— rocrmiTaii3alis 3 IPUBOAY HeleTaabHOTo iHpapKTy Miokapaa (IM) / rocTporo KOpoHapHOTO
cuagpomy (I'KC) 3 mo3uTuBHOO peakirieio Ha OioMapKepy;

— HeJNeTaJbHUU IHCYJIbT;
— CMepTh B Pe3yJbTaTi CepleBO-CYAUHHOTO YCKITagHEeHHS.

[lepBUHHUY aHasi3 I'PyHTYBaBCS Ha MiAXOfi, SKUY BpaXOByBaB [aHi MAI[i€HTiB, 10 OTPUMYyBaIN
JIiKyBaHHS.

B minomy 6ynu pangomizoBaHi 6128 martrieHTi, 3 sskux 3063 orpumyBanu gedykcoctaT i 3065 —
aJIOIypPUHOII.

Y nepBUHHOMY aHasli3i JaHUX MAI[i€HTIB, IKi OTPUMYBAJH JiKyBaHHS, PeOyKcocTaT He MOCTyIaBCsa
aJIOIypPHHOJIY 3a 4aCTOTOI BUHUKHEHHS IIEPBUHHOI KiHIIEBO1 TOUKH, Ka crocTepiranacsay 172
nauiesTiB (1,72/100 manienTo-pokiB) B rpymi pebykcocTaTy mopiBHSHO 3 241 nauieHTOM

(2,05/100 ma1ieHTO-pOKIB) B I'PYIIi aJOMypPHHOJY, 31 CKOpDUTOBaHUM BifHOLIeHHAIM pu3ukis [BP] 0,85
(95 % II: 0,70, 1,03), p < 0,001. AHasi3 maHUX NAL€HTIB, IKi OTPUMYyBaIH JIiKyBaHHS, OIS
IIepBUHHOI KiHIIeBOI TOUKH B migrpymi nanienTis 3 IM, iHcynbToM ab6o 'KC B aHaMHe3i He
IPOJEMOHCTPYBaB CYTTEBOI Pi3HUI MiX IpynaMu JiKyBaHHS: 65 (9,5 %) nauieHTiB 3 mopisiMu y rpymi
debykcocraty i 83 (11,8 %) nariieHTiB 3 MOAisiMU ¥ I'PYIi alOoNypUHOIY; CKOPUTOBaHe BiHOIIEHHS
pusukis [BP] 1,02 (95 % [O1: 0,74-1,42); p = 0,202.

JlikyBanHs pebykcocTaToMm He Oyi0 OB’ s13aHe 3i 30inbieHHsIM cMepTHOCTI Big CC3 abo 3 iHmmx
IIPUYHUH SK B IJIOMY, TakK i B migrpymi namienTis 3 IM, incynsToMm ab6o 'KC B anaMHe3i. 3aranoMm, y
rpyti pebykcocraTy 6yno MeHie cMmepTtel (62 cmepTi Bim CC3 i 108 cMepTelt 3 iHIIMX IPUYUH), HiXK
y rpymi anonypusony (82 cmepri Big CC3 i 174 cmepTi 3 IHINUX IPUYUH).

[Tpu nixyBaHHi pebykcocTaToM criocTepiranocs Oinblile 3HUKEHHS PiBHS CEe40BOI KUCJIOTH MTOPiBHAHO
3 JIIKyBaHHAM aJIOIypPUHOJIOM.

CunOpom niszucy nyxauHu (CJIII)

EdekTuBHiCTh Ta 6e31eKa 3acTocyBaHHsA GpedyKcocTaTy g npodinakTuky i mikyBanus mnpu CJIII
ouintoBanu B pociimxkenHi FLORENCE (FLO-01). ®ebGykcocTaTt npogeMOHCTPYBaB HalKpaly i 6inbi



IIBUOKY [if0 BiTHOCHO 3HUKEHHS PiBHS ypaTiB MOPIBHSIHO 3 aJIOMyPUHOJIOM.

FLORENCE saBnsino co6oio paHmoMizoBaHe (1:1), momBiiiHe ciine, omopHe pociigxeHHs ¢asu III,
IIpoBe[ieHe [T MOPiBHSIHHS (eOyKcocTaTy B o3yBaHHI 120 Mr omuH pa3 Ha go0y i almonypuHOy B
no3dyBauHi 200-600 Mr Ha mo0Oy (cepenHs mo6oBa m03a alOIMYPHUHOIY + CTaHOAPTHE BiIXMIEHHS:
349,7 £ 112,90 Mr) B yMoBax KOHTPOJII0 KOHIIEHTPallii Ce40BO1 KMCJIOTH B CUPOBATIi KPoBi. BubpaHni
NallieHTH OBUHHI Oynu OyTu KaHAUAaTaMHU OJ1s JTiKyBaHHS aJIONypPHHOIOM ab0 He MaTH [OCTYIY [0
pacOypuka3su. [lepBUHHI KiHIIEBI TOYKM SBISAIN COO0I0 IJIOMIY ITifi KpXBOIO KOHILIEHTPAIlil Ce40BO1
KucyoTu B cupoBati KpoBi (AUC sUA, ) i 3MiHy piBHA KpeaTHHiHY B cupoBaTLi KpoBi (sC), 3 mepiioro
II0 BOCbMHUM OEHb KOXKHa.

o mocmimxeHHS 0710 BKITI0OYEeHO 346 MaIlieHTiB i3 reMaTOIOTiYHUMU 3710SIKiCHUMHU
HOBOYTBOPEHHSMY, SIKi OTPUMYBa/IU XiMioTepallito i Majiu cepeqHiil/BUCOKUY CTYIIHb PUSUKY
po3BuTtky CJIII. Cepenne 3Hauenus AUC sUA, ; (Mr X 4/m) 6yn0 3HaYHO HUKYUM TIPU NIpUAoMi
debykcocraty (514,0 = 225,71 mopirasiHO 3 708,0 £ 234,42; cepenHe HaMEHIIUX KBApaTiB M7
pisHuti: -196,794 [95 % mosipuoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHi
CHPOBATKOBUM PiBEHb CEYOBOI KMCIOTH OYB 3HAYHO HUXKYHUY IIPH 3aCTOCYBaHHI pedyKcocTarTy,
IIOYMHAIOUY 3 epmux 24 TONUH JIiKyBaHHA i B OyOb-IKUM HACTYIIHUY MOMEHT 4acy. CTaTUCTUYHO
3HAUyIIUX BiIMIHHOCTEH 3a CepefHiM BMiCTOM CHPOBATKOBOTO KpeaTuHiHy (%) Mix pedykcocTaToM i
anmomnypuHoioM He 6yio (-0,83 + 26,98 mopiBusHO 3 -4,92 + 16,70 BimmoBigHO; cepeqHE HAWMEHIITHX
KBafpaTiB gy pizuuui: 4,0970 [95 % moBipuoro inTepBany: -0,6467; 8,8406]; p=0,0903). 3
ypaxyBaHHSIM BTOPMHHUX KIHIIEBUX TOYOK, CTATUCTUYHO 3HAUYIIUX BiIMiHHOCTEX 3@ 4aCTOTOIO
PpOo3BUTKY nabopaTopHo miaTBepaxenoro CJIIT #e 6ymo (8,1 % i 9,2 % mns debykcocraty i
aJIoNypHHOIY BiAmoBigHO; BifHOCHUM pusuk: 0,875 [95 % mosipuoro inTepsany: 0,4408; 1,7369];
p=0,8488) i kniniku curmpPOoMy po3nany nyxaunu He 6ymo (1,7 % i 1,2 % mns pebykcocTaty i
aJIONyPUHOIY BifoBigHO; 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 M00IiYHUX
peaxiiiit, cranoBuna 67,6 % mopiBHsIHO 3 64,7 % i 6,4 % nopiBHSHO 3 6,4 % nmns ¢pebykcocTaty i
anonypuHoiny BigmosigHo. Y mocmigxkenHi FLORENCE ¢ebykcocTaT npogeMoHCTPYBaB HalKpaily i
OiNbIII MIBUIKY [if0 IOJI0 3HUXKEHHS PiBHS CEYOBOI KMCJIOTH B CHPOBATII KPOBi MMOPiBHSHO 3
amonypuHosioM. [laHi mopmo nopiBHsAHHS GhebykcocTaTy i pacOyprKas3u Ha HaHUM Yac BifCYTHi.
EdekTuBHicTh Ta 6e3neka pedykcocTaTy He Oy BCTAHOBJIEHI IS MAIIEHTIB 3 TOCTPUM TSXKKUM
CJII, HanpuKnap MallieHTiB, ¥ SKUX iHIII BUAM Tepallil Oy 3HUXKEHHS ypaTiB He [il0Th.

dapmakoKiHemuxka.

Y 3mopoBux m0GPOBOIIBINIB MaKCHMaJjIbHA KOHIIEHTPAIis y mi1a3mi kKposi (C,,,,) Ta oA i KPHBOO
(AUC) 36inblryBanucs IPOIOPIiMHO O03i Micig 0qHOPa30BOro Ta 6araTopa3oBoro 3aCTOCYyBaHHS
¢bebykcocraty y go3ax Big 10 mr go 120 mr. [Ipu go3sax Big 120 mr go 300 mr 36inbmenHs AUC 0yro
OinmbIMM, HiXK MPOMOPIIiKHO m03i. ITpu 3acTocyBanHi m03 10-240 Mr KOXHi 24 TOOWHU HAaKOITUYEHHS
dbebykcocraty He BigMiuanocs. [lepenbauyBaHuil cepefHill TepMiHaIbHUM ePion HalliBBUBENEHHS
(t,,) bebykcocTaTy cTaHOBUB NpUOIM3HO 5-8 ronuH. ByB mpoBeneHu NOMyNIALiNHUN aHai3
(dhapMakokineTuKu/papMakKogrHaMiK{ 3a HAaHUMHU, OTPUMAHUMU 3 y4aCTIO TAlli€HTIB 3
rinepypukemiero i mogarpoto, ki 3actocoByBanu pebykcocTaT B fo3ax 40-240 mr 1 pa3 Ha nobOy. B
I[iIOMYy OTPMMaHi 3HaUYeHHS (papMaKOKiHETUYHHX [TapaMeTpPiB BiATIOBiIalOTh TAKUM y 3MOPOBUX
noOPOBOJIBIIB, SIKi, OTKE, € XOPOIIIOI0 MOAEIIITIO I OIiHKY (hapMaKOKiHEeTHKY/ hapMaKOOUHAMIKH
IIperapary y ali€HTiB 3 II0Aarpoxwo.

BcmoxkmyeaHHA

debykcocTaT mMBUAKO (t,,., (4aC MOCATHEHHS MaKCHMalbHOI KoHIeHTpatii) 1,0-1,5 rogunu) i mobpe
(mpunaliMHi 84 %) BCMOKTyeThCS. [Ipu ogHOPa30BOMy Ta HaraTopa3oBOMY 3aCTOCyBaHHI



dhebykcocTaTy mepopanbHo ¥ go3ax 80 mr a6o 120 mr 1 pa3 Ha moby C,,, BidTIOBiIHO CTAHOBUTH
2,8-3,2 Mxr/™mn ta 5,0-5,3 MKr/mn. A6comoTHy 6iomocTynHicTh TabneTok pedykcocTaTy He
aHanizyBanu. [Ipu 6araTopa3oBoMy 3acTocyBaHHi y mo3i 80 Mr 1 pa3 Ha o6y ab6o IIpy OIHOPA30BOMY
3acToCyBaHHI y 03i 120 Mr y moefgHaHHi 3 XXKUpHOIO 1Xkelo C,,, 3MeHmyBanacs Ha 49 % ta 38 %, a
AUC - Ha 18 % Ta 16 % BignmosigHo. OgHAaK lie He CyIPOBOAXKYBAJIOCS KIIIHIYHO 3HAUYIIUMU 3MiHaMU
CTyTIeHs 3MeHIIEeHHS PiBHS Ce40BOl KMCJIOTH y CUPOBATIIi KPOBi (IIpu 6araTopa3oBOMYy 3aCTOCYBaHHi y
no3i 80 mr). TakuM YMHOM JIiKapChKUM 3aci0 MOXKHa 3aCTOCOBYBATU He3aJiIeXKHO Bifl BXKMBaHHS 1XKi.

Po3nodin

[TepenbauyBaHuit 06’eM po3mofiny y piBHoBaxkHOMY cTaHi (V. /F) nns pebykcocTaTy 3MiHIOEThCS Bifl
29 mo 75 n micns mepopaibHOTrO 3acTocyBaHHs y mo3i 10-300 mr. Ctyminb 3B’'si3yBaHHS pebykcocTaTy
3 GinKamu 1y1a3Mu KPoBi (TOJIOBHUM YMHOM 3 anb0yMiHOM) CTaHOBUTE 99,2 % i He 3MIHIOETHCS IPU
nigBuieHHi mo3u 3 80 mMr mo 120 mr. [Ins akTUBHUX MeTaboriTiB pebyKcocTaTy CTYIiHb 3B’ A3yBaHHS
3 OinkaMu MIa3Mu KPOBi KOMUBAETHCS Bifm 82 mo 91 %.

Memab6oai3m

®ebykcocTaT aKTUBHO MeTab0Ii3yeThCs MIUITXOM KOH'forarlii 3 y4acTio ypuguaaudochat-
rIoKypoHinTpancdepasu (VI O-rmokypoHin-TpaHcdepasu) Ta OKUCHEHHS 3 y4acTio (epMeHTIB
cuctemu nutoxpomy P 450 (CYP). Ycroro igenTudixoBaso 4 ¢papMaKonIOrivyHO aKTUBHUX
rifpokcunbHUX MeTabomiTu GpebykcocTaty; 3 3 HUX OyJiu BUSBIEH] y I1a3Mi MTOAUHU. [JOCTiIKeHHS
in vitro Ha MiKpocoMax MeYiHKM JIIOOUHYU 3aCBiqYUIIH, 110 IIi OKHUCHEHI MeTaboTiTh YTBOPIOIOTHCS
nepeBaxHo mip giero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tori sk ¢hebOykcocTaTy IMIIOKYPOHIA
YTBOPIOETHCS TOJIOBHUM YMHOM TIifg miero Y @-rtokypoHin-tpancdepasu 1A1, 1A8 Ta 1A9.

BusedeHHs

debykcocTaT BUBOOUTHCS 3 OPTaHi3aMy uyepes MediHKy Ta HupkKaMu. ITic/s mepopasbHOTro
3acTocyBanHs ‘C-pebykcocTaty y 703i 80 Mr mpubnu3so 49 % BUBOGHUIOCS i3 cedelo y BUTTIAMI
He3MiHeHOTo ¢ebykcocTaty (3 %), amuIrIoKypoHiny mitouol pedoBunu (30 %), BinoMUX OKUCHEHUX
MeTabomiTiB Ta ix KoH'oraTiB (13 %) Ta iHmux HeBimoMux MetaboriTiB (3 %). KpiM HUpKOBO1
eKckpeliil, mpu6nu3Ho 45 % mo3u BUBOAUIIOCS 3 KaJIoM Y BUTJISAAI He3MiHeHOTo debykcocTaty (12 %),
alUNTIIOKYPOHiAY mitogoi pedyoBunu (1 %), BimoMux okucHeHUX MeTaboIiTiB Ta ix KOH'10raTiB (25 %)
Ta iHIUX HeBimoMux MetaboiTis (7 %).

Oco0aMBi TPYIIN MAITIEHTIB

Hupkosa Hedocmam+icmy. [Ipu 6araTropa3oBoMy 3acTocyBaHHi pebykcocTaTy y mo3i 80 Mr He Oyrio
Big3HaueHo 3MiH C,,, ¢hedyKkcocTaTy y mali€eHTiB 3 IETKOI0, IOMipPHOI0 a00 TSIKKO0I0 HUPKOBOIO
HEIOCTATHICTIO IIOPIBHSHO 3 IalliEHTaMU 3 HOpMaJbHOIO (QyHKIIi€l0 HUPOK. CepenHs 3aranbHa AUC
debykcocraty 36inmblinyBanacs npubnusHo y 1,8 pasa: Bifg 7,5 MKr X ToguHa/MII y Malli€HTiB i3
HOpPMaJbHOI (PYHKIT€I0 HUPOK [0 13,2 MKT X rofuHa/MJI Y MaIi€HTIB i3 TAKKO0I0 HUPKOBOIO
HegocTaTHicTO. C,,, Ta AUC akTuBHMX MeTaboiTiB migBuiyBanucs y 2 i 4 pa3wu BigmosigHo. [IpoTe
nalieHTaM i3 HUPKOBOIO HEJJOCTATHICTIO JIETKOTO ab0 MOMipHOTO CTyIeHs KOPEKIIis 03K JIiIKapChKOTO
3aco0y He moTpibHa.

ITeuinkosa HedocmamHicmb. IIpu 6araTopa3oBoMy 3acTocyBaHHI pebykcocTaTy y mo3i 80 Mr He OyIio0
Big3HaueHo cyTTeBux 3MiH C,,, Ta AUC ¢pebykcocTaty Ta #0oro MeTabOJIiTiB y MalliEHTIiB 3 J1IETKOI0
(xkmac A 3a mkamoio Yaunma-I1'10) Ta momipHOO (Kimac B 3a mkanowo Yannga-I1'10) mevyiHKoBOO
HEIOCTATHICTIO IOPIBHAHO 3 MalliEHTaM{ 3 HOPMaJIbHOI (QDYHKITIEIO NeYiHKU. [JoCIiiKeHHS
JiKapCchKOTo0 3aco0y y MAallieHTiB i3 TSIKKOI0 IeYiHKOBOIO HeflocTaTHiCcTIO (Knac C 3a mKkasnoi Yaumma-



[T’10) He IPOBOAUIIMN.

Bik. Tlpu 6aratopa3oBoMy IlepopajbHOMY 3aCTOCyBaHHI pebykcocTaTy He O6y0 Bif3HAueHO CYTTEBUX
3MmiH AUC ¢ebykcocTaTy Ta #0r0 MeTabo0IiTiB y alli€HTIB JIITHHOTO BiKYy MOPIiBHSIHO 3 MOJIOOUMU
3MOPOBUMH HOOPOBOJIBIISIMH.

Cmampy. Ilpu baraTopa3oBoMy IIepopaabHOMY 3acToCyBaHHI pebykcocTaty C,., Ta AUC
debykcocTaty y xkiHoK 6ynu Ha 24 % Ta 12 % BUIIMMU BiANOBigHO, HiX Yy YonoBikiB. OgHak C,,, Ta
AUC, ckopuroBaHi 3a Macolo Tina, 6yu cxoxi gyst 060x rpym, ToMy 3MiHa go3u ¢pebykcocTaTy
3aJ1eXHO Bif cTaTi He moTpibHa.

KriniuHi xapaKTepHUCTHKH.

IToka3auHs.

[lng go3yBanHsg 80 mMr Ta 120 mMr

JIikyBaHHSI XpOHIYHOI riepypuKeMii Ipy 3aXBOPIOBaHHSAX, 1110 CYIIPOBOIKYIOTHCS BiKIagaHHIM
KPUCTAJIiB ypaTiB, Y TOMY YHKCJIi IpX HasBHOCTI To(yciB Ta/ab0o mOJarpuyHOro apTPUTy B aHUU Yac
Yy B aHAMHe3l.

[lng go3yBanHd 120 Mr

JlikyBaHHS Ta Ipo(irlakTHKa rinepyprKeMil y JOPOCIUX MAaIliE€HTIB, AKi Miggal0ThCd XiMioTeparii 3
IIPUBOAY T€MaTOJIOTiYHUX 37I0SKiICHUX HOBOYTBOPEHD 3 IIOMIPHUM ab0 BUCOKUM PU3UKOM CUHIPOMY
nizucy nyxnuau (CJIII).

Jlikapcbkui 3acib moka3saHuM HOPOCIUM IallieHTaM.

IIpomunoka3aHHs.

linepuyyTnuBICTh N0 aKTUBHOI pe4yoBUHHU ab0 [0 OyIb-sIKOl iHIOI JOTTOMiKHOI PEYOBUHH JIIKAPCHKOTO
3aco0y.

B3aemodin 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.
MepkanmonypuH/azamionpuH

BigmosigHO m0 MexaHi3My CBOE€l [ii hebyKcocTaT IPUTHIUY€E KCAHTUHOKCHAA3y, TOMY CYITyTHE
3aCTOCYBaHHS He PeKOMeHAYeThCs. [IpUrHiueHHSI KCAHTUHOKCHUAA3U MOXKe IPU3BOAUTHU [0
IiBUIIIEHHS KOHIIEHTPallil 060X IpenapariB y Ia3Mi KpoBi, 1110 MOXKe CIPUUYUHUTYA Mi€JIOTOKCUYHY
peaxtio. Y pa3i omHOYacHOro BBefieHHs (HeOyKCOCTaTy M03U MepPKalTONyPUHY/a3aTionpuHy CIIifg
3amenmuTy 10 20 % abo MeHIne Bif paHimie mpu3HavYeHol fo3u (quB. po3nin «OcoOmuBOCTi
3aCTOCYBAHHS»).

AneKBaTHICTh 3allpOTIIOHOBAHOI KOPEKIIii 03K, SKa I'PyHTyBajlacsi Ha MOJe/II0OBaHHi Ta iMiTalliiHOMY
aHasi3i JaHuX NOKIiHIYHUX AOCTiAkKeHb Ha IIypax, 0yja migTBepaKeHa pe3yabTaTaMy KIiHI9YHOTO
IOCTiAKEeHHS B3aEMOIil JTikapChbKUX 3ac00iB y 3TOPOBUX TOOPOBOJIBLIIB, IKi OTPUMYBaJIU a3aTiONPUH Y



no3i 100 Mr okpeMo Ta 3MeHIIEeHY 03y a3aTionpuHy (25 Mr) y komOinarii 3 ¢pebykcoctatoM (40 abo
120 mr).

HocmimxeHHsT B3aemofii peOyKcocTaTy ITif Yac iHIIOI IIMTOTOKCUYHOI XiMioTepartii He TpoBOAWIN. Y
npotieci gocnipxkeHHs narierTaM i3 CJII 3 mekinbKoMa pexXuMaMHU XiMioTeparil Tpu3Hadanu
debykcocTat y mo3i 120 Mr, BK/II04al0Yyd MOHOKJIOHAJIbHI aHTUTiNa. OgHaK Mmif 9ac IboTo
OOCHIiIKEeHHS B3a€MO/Iil TikapChKUi IMpenapaTt-IiKapChbKUM IpenapaT Ta JiKapChbKUM Ipemapar-
3axXBOPIOBAHHS HE MOCTiAKyBaau. TOMy MOXKIUBICTb B3aEMOIii 3 OyIb-IKUMU LIUTOTOKCUUHUMU
IpenapaTaMy, 110 CYMiCHO TpHM3Ha4aloTh, BUKII0YAaTH HE MOXKHa.

Po3suezaima3son/cybcmpamu CYP2C8

®ebykcocTat € cnabkum inriditopom CYP2C8 in vitro. Y mpoiieci qocnigKeHs y 300pOBUX
noOpOoBOIIBLIiB MapaseibHe 3acTocyBaHHS 120 Mr ¢pebykcoctaTy 1 pa3 Ha o0y Ta OIHOPa30BOi
IepopajbHO IPUMHATOL 03U PO3UTIIiTa30HY 4 MT He BILIMBAJIO Ha (papMaKOKiHETUKY PO3UTIIiTa30HY i
mioro MeTabomity N-me3MeTUIPO3UTIITa30HY, 110 AEMOHCTPYE, 1110 heOyKCcoCTaT He MPUTHIUYE
depment CYP2C8 in vivo. TakuM 4uHOM, OOHOYACHE BBefeHHs GpebyKcocTaTy i po3uriira3ony abo
inmux cyOctpatiB CYP2C8 He BuMarae KOpeKIIil 103U [JIs IIUX IIperaparis.

Teoginin

[TpoBemeHO mOCITimXKeHHs B3aeMoil ¢eOyKCOoCTaTy 3 Y4acTiO 3TOPOBUX JOOPOBOJIBIIB IS OLIHKU
BIIJIUBY NIPUTHIYEHHS KCAHTUHOKCUOA3X Ha 36ibIeHHs PiBHS Te0odiNiHy B IIMPKYIIOI0Yil KPOBI, 1110
crocTepiranocs 3 iHIIUMY iHTi6iTOpaMu KCaHTHHOKCHUA3u. Pe3ynbTaTh OOCTigKeHHS II0Ka3aly, 110
IIpY OJHOYAaCHOMY 3acTocyBaHHi ¢pebykcocTary y no3i 80 mMr ta Teodininy y mo3i 400 mr He Oymo
JKoOHUX (hapMaKOKiHEeTUYHUX B3a€MOfiN a00 BIINBY Ha 0e3meKy Teodininy. Takum 4mHOM,
debykcocTat y mo3i 80 Mr MoxKHa 3aCTOCOBYBATH OOHOYACHO i3 TeodiniHoM 6e3 0coOMMBUX
3acTepexkeHb. [TlaHux o0 1o3u ¢pedykcocTtaty 120 Mr HEMAE.

HanpokceH ma iHwi iH2ibimopu 210KypoHizauii

MeTabori3M (ebyKcocTaTy 3aiexKUTh Bif aKTUBHOCTI hepMmeHTy Y O-TmoKypoHiNnTpaHchepasmu.
Jlikapceki 3aco6u, 110 TPUTHIYYIOTH MPOIIeC IIIOKYPOHi3allii, Hanpukian HITI33 Ta npobeHnenusn,
TEOPETUYHO MOXKYTh BIUIMBATH Ha BUBeJeHHS ¢eOykcocTaty. Y 3M0poBUX JOOPOBOJIBLIB IPH
OJHOYaCHOMY 3aCTOCYyBaHHi ¢peOyKcocTaTy Ta HanmpokceHy mo 250 Mr 2 pa3u Ha go0y crocTepiranocs
nocuneHHs gii pebykcocrarty (C,,., (MaKCcHManbHa KOHIIEHTpALlis) CTaHOBUTD 28 %, AUC (moia mif
KpuBow) - 41 %, t,, (mepion HaniBBUBeneHH) - 26 %). Y nmpolieci fOCIiAXeHb 3aCTOCYBaHHS
Harnpokceny Ta inmux HI133/inribiTopis LIOI'-2 He CynpoBOAKYyBanoCs KIIiHIYHO 3HAYYLIUM
30inbIIeHHSIM TOOIYHUX pPeakiin.

debykcocTaT MOKHA OOHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCeHOM 0e3 3MiHHU iX HOo3H.
IHOyKkmopu 2atoKypoHizauii

[TotyxHi iHgyKTOPHU pepMeHTY V] ®-TM0KypoHinTpaHcpepasyu MOKYTh IIOCUIIOBATA MeTabo1i3M Ta
3MeHIIyBaTH epeKTUBHICTh PebyKcocTaTy. Y NallieHTiB, sIKi 3aCTOCOBYIOTh MOTYKHI iHIYKTOPH
TJIIOKYPOHi3allil, peKOMEeHy€EThCS KOHTPOJIIOBAaTH PiBEHb CEYOBOI KMCIOTH Y IIa3Mi KPOBi uepe3

1-2 TuxHi ogHOYaCcHOI Teparil. [Ipu BigMiHi iHAyKTOpa TIIOKYpPOHi3allili MOXK/IMBe MifBULIEHHS PiBHS
bebykcocTaty y maa3Mi KpoBi.

KoaxiyuH/iHOomemauuH/2i0poxaopomia3ud/eappapuH

debyKcocTaT MOXKHA OTHOYACHO 3aCTOCOBYBATH 3 KOJIXIITHHOM a00 iHmoMeTanuHOM 6e3 3MiHU 03K



Ipenaparis.

Takox He OTPiOHO 3MiHIOBATH 003y (peOdyKcocTaTy pU OGHOYACHOMY 3aCTOCYBaHHI 3
TiAPOXJIOPOTia3uAOM.

OpHoyacHe 3acTocyBaHHS (heOyKcocTaTy 3 BapapruHOM He BUMara€ 3MiHU J03U OCTaHHBOTO.
3acTocyBaHHS y 30poBUX 00oOpoBobIiB hebykcoctaTy (80 mr a6o 120 mMr 1 pa3 Ha mo0y) i3
Bap(apuHOM He BINIMBAE Ha (papMaKOKiHETHKY OCTaHHBOr0. OmHOYaCHE 3aCTOCYBaHHS 3
(bebyKcocTaTOM TaKOXK He BIIMBA€E Ha MixKHapogHe HopMasizoBaHe BigHomeHHs (MHB) Tta
aKTUBHICTH (hakTopa VII.

[esunpamin/cybcmpamu CYP2D6

3a maHuUMHM, OTPUMAHUMH in Vvitro, GebykcocTat € cinabkum inriditopom CYP2D6. ¥V mporeci
MOCTiIKEeHb 3 y4acTi0 3J0OPOBUX NOOPOBOIILIIB, siKi oTpuMmyBanu 120 Mr ¢pebykcoctary 1 pa3 Ha go0y,
croctepiranocs 30insimenHs AUC pe3unpaminy (cyoctpat CYP2D6) Ha 22 %, 1110 CBITUUTH IIPO
cnabKy npurHidyBanbHy Aito pedykcoctaTy Ha pepmeHT CYP2D6 in vivo.

Takum 4MHOM, IIPU OMHOYACHOMY 3acToCyBaHHI pebykcocTaTy Ta cyOcTpaTiB CYP2D6 HeMae
HeoOXigHOCTi 3MiHIOBATH IX MO3H.

AHmauuoHi 3acobu

[Ipu ogHOYACHOMY 3aCTOCYBaHHI 3 aHTalMgaMy, 1110 MICTSATh MarHiloo riIpoKCHUz Ta ajJlloMiHi0
TiIpoOKCHf, Bif3Ha4Ya€eThCS 3aTPUMKa BCMOKTYBaHHS ¢eOyKcocTaTy (MpubnIu3Ho Ha 1 roguny) Ta
3meHmenHs C,,, Ha 32 %, ogHak AUC ¢debykcocTaTy CyTTEBO He 3MIiHIOEThCS, TOMY (eOyKcocTat
MOXHa 3aCTOCOBYBATH 3 aHTAUUIHUMU 3aC00aMHU.

Oco06.1ueocmi 3acmocy8aHHs1.
Cepuego-cyOuHHI 3aX80PHBAHHA

JIikyBaHHS XpOHIYHOI rimepypukeMii

[Tig yac po3po6ku nikapchKoro 3aco0y i B omHOMY micnsipeecTpatniinomy gocrigxkenHi (CARES) y
NIAllieHTIB 3 y2Ke HasBHUMM OCHOBHHMHU CEPIIEBO-CYIMHHUMY 3aXBOPIOBAHHSIMU (HalpPUKIIaA: iHpapKT
MioKapfa, iHCynbT abo HecTalinbHa CTeHOKap[is) MpU 3aCTOCyBaHHI ¢peOdyKcocTaTy crocTepiranacs
OinbIa KinbKiCTh CepIieBO-CyQUHHUX YCKIIAOHEHD 3 JIeTaJIbHUM HACJIiIKOM MTOPiBHSHO 3
aJIONyPUHOJIOM.

[TpoTe B momanbioMy micispeectpaniinomy mocmimxkenHi (FAST) ¢peOykcocTaT He MOCTyIaBCs
aJIONyPUHOJIY 3a YaCTOTOM SK JIeTAJIbHUX, TaK i HeJleTaJlbHUX CepleBO-CYAUHHUX YCKIIaAHEHb.

JIikyBaHHS Li€l TPyNu MallieHTiB CIIif MTpoBOAUTY 006€peXkKHO Ta 3 PETYIAPHUM HATJIAIOM.

IeTtanbHime mpo 6e3neky GpedyKkcocTaTy s CEepIeBO-CYOAUHHOI CUCTEMU OUB. po3minu «ITo0iuni
peaxtii» i «PapMaKoguHaMiKa».

[IpodinakTrKka i JiKyBaHHA Titie UKEeMil v IaIlieHTiB i3 pu3nKoM po3BUTKY CJIIIT

[MauieHTy, sKi miggarOTHCS XiMioTeparil 3 TPUBOAY reMaToIOTiYHUX 37T05KiCHUX HOBOYTBOPEHD 3
noMipHUM ab0 BucoKuM pusukoM CJIIT Ta 3aCTOCOBYIOTH (peOyKCOCTaT, IpU HasBHOCTI KITiHIYHUX



[IOKa3aHb 3HAXOASATHCA IIif HArIsgoM Kapgioora.
Asepeis/einepuymausicms Ha AiKapcbki 3acobu

Y Mexkax ITOCTMapKeTUHTOBOTO HarsaAy Oyiu pifKicHi mMOBimOMIEHHS PO CEPHO3Hi anepriyui
peaxiiil/peakiiil rinep4yyTauBOCTI, Yy TOMY YHCIIi 3arPO3JIUBOTO IJIS1 JKUTTS CUHAPOMY
CriBeHca-[]?KOHCOHa, TOKCUYHOTO eMifepMaIbHOT0 HEKPOJIi3y Ta TOCTPUX aHa(iTaKTUIHUX
peakiii/imoky. Y 6inpiIocTi BUIagKiB Taki peaklilil crocTepiraaucs NpoTsAroM MepIIoro Micsis
3acTocyBaHHS (ebyKkcocTaTy. Y KibKOX, ajie He y BCiX IallieHTiB cIlocTepiraaucs mopyeHHs
HUPKOBOI QYHKIIil Ta/abo rimepyyTnIuBiCTh 0 aJONypPHUHONY B aHaMHe3i. TSIXKKi peakiril
rinepyyTAMBOCTi, y TOMYy YHCIIi peakilil, 110 CYyIIPOBOIKYIOTHCS €03uHO(DisTi€lo i cucTeMHUMU
cumntoMamu (DRESS-cuHOpoM), y megKux Bullafikax OyJid OB’ g3aHi 3 TUXOMaHKOI0,
reMaToJIoOTi4HO0I0, HUPKOBOIO ab0 MeYiHKOBOI HENOCTATHICTIO.

[MauienTu noBUHHI OyTH NPOiH(GOPMOBaHi PO 03HAKU Ta CUMIITOMHU TillepuyyTIUBOCTi/aneprii, a
TaKOXK 3a HUMU CJIi CIIOCTEpPIraTy 040 PO3BUTKY TaKuX peaklid. [Ipu mosiBi CeprO3HUX ajlepriyHux
peaktiii/peakiiy rinepuyTauBocTi, cuaapoMmy CTiBeHca-[[?)KOHCOHA B TOMY YUCJIi, 3aCTOCYBaHHS
bebykcocraty Tpeba HeralHO IPUIIMHUTH, OCKIJIbKY PaHHE NPUNIMHEHHS 3aCTOCYBaHHS MOKPAIIyE
IIPOTHO3. fKIIO y NallieHTa PO3BUHYJIACA ajlepriyHa peaklilisg/peakiisd rinepyyTaIuBOCTi, Y TOMY YUCIIi
cuagpoM CriBeHca-[I2KOHCOHA Ta roCTPi aHa(iNnaKTUYHi peakiii/iIoK, TO MOBTOPHE MPHU3HaYeHHS
(hebyKkcocTaTy MPOTUIIOKA3aHO.

3azocmpeHHs (Hanad) nodazpu

JlikyBaHHS (pebyKCOCTaTOM CIIif] PO3MOYNHATH TibKU Y IEPIOf Micyig 3aTOCTPEHHS XBOPOOH.
debykcocTaT MOXKe CIIPOBOKYBATU Hamaf IIOfarpy Ha MOYaTKy JIiKyBaHHS 3a PaxyHOK 3MiHU PiBHSA
Ce40BO1 KHCJIOTH Y CUPOBATIi KPOBi Uepe3 BUXiA yparTiB i3 meno. Ha moyaTky nikyBaHHS
bebyKcocTaTOM PEKOMEHOYEThCS MPU3HAYUTH HECTePOinHi mpoTulananbHi 3acobu (HII33) abo
KOJIXiIIMH Ha TEePMiH He MeHIIe 6 MicsLiB o mpodilaKTUKY HallaiB MOIarpu.

[Tpu PO3BUTKY Hallafly IOJArpy Ha TJIi 3aCTOCYBaHHS (peOyKCoCTaTy JIiKyBaHHS CJIifl TPOMOBXKYBATH.
OpHoYacHO HeOoOXiTHO ITPOBOAMUTH BiATIOBIOHY iHOUBIAYyalbHY Tepariio 3aroCTpeHHs nogarpu. [Ipu
TPUBAJIOMY 3aCTOCYyBaHHi (peOyKCcoCcTaTy 4aCcTOTa Ta TAXKKICTh HalafiB Iogarpyu 3MeHIIYIOThCS.

Biokna0eHHA KcaHmuHis

Y nami€eHTiB i3 TPUCKOPEHUM YTBOPEHHSIM ypaTiB (HallpUKJIIaf, Ha TIIi 3I09KiCHUX HOBOYTBOPEHb Ta IX
nikyBaHHS abo nmpu cuHapoMi Jlema-HixaHa) MoxkuBe CyTTeBe 30inblIeHHS abCOMIOTHOI
KOHIIeHTPaIlil KCaHTHHIB y cedi, [0 y PigKiCHUX BUIafIKaX CYIPOBOIKYETHCS 1X BiIKIafleHHAM Y
CevYOoBUBIAHUX IUIAXaX. LI[pOro He CroCcTepirasocs B OIIOPHOMY KIIIHIYHOMY OOCIIIAXKEeHH]
debykcocraty mpu CJIII. Yepe3 o6MexkeHICTh MOCBiMy 3acTocyBaHHS (HeOyKCOCTaT He MOKa3aHUM
nanieHTaM npu cuHgpowmi Jlema-HixaHa.

MepkanmonypuH/azamionpuH

®ebykcocTaT He PEKOMEHIYETHCS 3aCTOCOBYBATH IAIliEHTaM, SIKi OTHOYACHO OTPUMYIOTh
MEepKaITONyPHH/a3aTiONPUH, OCKiTbKY iHTiOyBaHHS KCAaHTHHOKCHIA3u (HebyKCcoCTaToM MOXKe
CIIPUYMHUTHY iABUIIEHHS KOHIIEHTpAIlil MePKAITOMyPUHY/a3aTiONPUHY B IIJIa3Mi KPOBI, 1110 MOXe
IIPHA3BECTH 10 CUJIBHOI TOKCUYHOCTI.

fAxkmo koMmOiHallii He YHUKHYTH, PeKOMEHIYETHCS 3MEHIIUTHU 003y MEPKAIITONYPHUHY/a3aTiONPUHY 10
20 % abo MeHIIe MONIEePeIHbO MPU3HAYEHOI NO3H, 1100 3amM00irTH MOKIMBUM reMaToJIOTiYHUM
BIIJIUBAM (OUB. po3mdin «B3aeMopmis 3 iHIMMY JTiKapChbKUMK 3aC00aM¥ Ta iHIIN BUOY B3aEMOIii»).



[NamieHTiB clifg peTenbHO KOHTPOJIIOBATH, a 03y MepKalTONypPrHY/a3aTionpuHy NOTPiOHO 3rogoM
KOPUTYBaTH Ha OCHOBI OLIIHKM TEpPAINeBTHYHOI BiiIOBifi Ta HACTAHHS MOXKJIUBUX TOKCUUYHUX €(EKTIB.

ITauieHmu, AKI nepeHecaUu MPAHCNAAHMAUiH0 0pP2aHis

Hoceiny 3acTocyBaHHs (pebykcocTaTy Liii KaTeropil nalieHTiB HeMae, TOMy 3aCTOCYBaHHS IIpenapaTy
He [10Ka3aHo.

TeoiniH

OpHopa3oBe 0fHOYACHE 3acTocyBaHHS (ebykcocTaTy y mo3i 80 Mr Ta Teodininy y mo3i 400 Mr He
II0Ka3aJio XKOOHUX papMaKoKiHeTHYHUX B3aeMofii. debykcocTaT y 1o3i 80 Mr MoxkKHa 3aCTOCOBYBaTU
OOHOYACHO i3 TeodininoM 6e3 pU3MKy MiABUIIEHHS KOHIIEHTPalilk Teodininy y mna3mi kposi. [lanux
mono no3u pebykcocraty 120 Mr HEMaE.

3ax8opr8aHHA neviHKu

Y xoni kom0OiHoBaHOi (pa3u 3 KmiHiuHUX gochimxkeHb ¥ 5,0 % malfienTis, siki oTpuMyBanu ¢pebyKcocTar,
CIIOCTepiranucd He3HayHi 3MiHU MEeYiHKOBUX ITOKa3HUKIB, TOMYy PEKOMEHAYETHCS MEPEBIPATU
GbyHKITiOHATbHI TeYiHKOBI TOKa3HUKY [0 Tpu3HadyeHHs (heOyKcocTaTy Ta Iif Yac JIiKyBaHHS IPU
HasBHOCTI II0Ka3aHb.

3axeoprBaHHA W,UumMoBuUdHOI 3a103U

YV 5,5 % mnauieHTiB, sKi oTpuMyBanu pebyKcoCcTaT IPOTATOM TPHUBAJIOTO Yacy, CIIOCTepiranocs
migBuIieHHs nmokasuuka TTI (> 5,5 MkMO/Mi) mif 94ac JOBrOCTPOKOBUX BiTKPUTHUX PO3MUPEHUX
nocrimxkeHnb. ToMy nikapchkui 3acib ciifg 3 06epekHICTIO 3aCTOCOBYBATH NallieHTaM i3 OpYIIeHHIM
GYHKII MU TOBUIHOI 3a7103H.

Jlakmo3sa

JlikapceKu# 3acib MiCTUTD JTaKTO3Y, TOMY IalliEHTaM 3 TAKUMM PiTKUMHU CITafIKOBUMHU XBOpoOaMu SIK
HEeTepeHOCUMICTh rajlakTo3H, nediuuT makTasu Jlanma abo nopyieHHs MaababcopOIlil TII0K03U-
rajlakTo3u He CJIiJ 3aCTOCOBYBaTH AaHUM JIiKapChKUU 3acil.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BazimHicmb

OOmexxeHMi JOCBig 3acTOCyBaHHS GeOyKCOCTaTy y epiof BariTHOCTI CBiTYUTE PO BiACYTHICTH
HECIIPUSITIIMBOTO BIIUBY Ha mepebir BariTHOCTI Ta 3MOPOB’s MJI0a/HOBOHAPOIKEHOT0. Y mporeci
IOCIIiXKeHb Ha TBapuHax He 0yJ10 IOMidyeHO Horo mpsamMoro abo HenpsaMoro no6iyHOro BIJIUBY Ha
mepeOir BariTHOCTi, PO3BUTOK eMOpioHa/miona Ta rnepeoir monoris. ITI0TeHIINHNN PU3UK I TIOOUHA
HeBigomuii. ®ebykcocTaT He CJIifi 3aCTOCOBYBaTH Y II€PiOf BariTHOCTI.

ITepiod 200ys8aHHA 2pyd010

Hesigomo, uu mpoHuKae pebykcocTaT y IrpyaHe MOJIOKO JIOOuHU. [JoCIiiKeHHS Ha TBApHHAX
IoKa3aJy, o ¢peOyKCcocTaT MPOHUKAE V¥ TPYAHE MOJIOKO Ta Ma€ HeTaTUBHUI BIINB Ha PO3BUTOK
HOBOHAPOOXKEHUX, IKUX FOAYIOTh 1M MOJIOKOM. PU3UK MOTpaNIsHHS MpenapaTy B IPyoHE MOJIOKO He
Moxe OyTu BuKIoueHu. ®ebyKkcocTaT He CJIiff 3aCTOCOBYBATH Y IIepPiof rOfyBaHHS TPYIOIO.



depmuabHicmb

HocninxkeHHs (GepTUNBHOCTI HAa TBApXHAaX IIPY 3aCTOCYBaHHi y 7031 48 Mr/Kr/mo0y He BUSBUIH
3aJIeXHOCTI T0OIYHUX peakliu Bif no3u. [is ¢pebykcocTaTy Ha peIpOOYKTUBHY GQYHKIIO JTIONUHU
HeBigoMa.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

Bynu nosimoMieHHS PO PO3BUTOK COHJIMBOCTI, 3alaMOpPOY€EHHs, TapecTe3ii Ta MOPYLIeHHS YiTKOCTI
30py Ha T 3acTocyBaHHA dedykcocrary. ToMy naiieHTaM, gKi 3aCTOCOBYIOTh (heOyKcocCTaT,
peKoMeHyeThcs 6yTu 06epekHUM IIPU KePyBaHHI aBTOTPAHCIIOPTHUMU 3aco0aMu Ta poOoTi 3
iHImMU MexaHi3MaMU [I0 TOTO Yacy, TOKU BOHU He OyoyTh BIIEBHEHI y BiICYyTHOCTI BUIlle3a3HAYEHUX
moOiYHUX peaKiri.

Cnoci6 3acmocyeaHHs1 ma do3u.
[[03yBaHHA
ITodaepa.

PexomeHfoBaHa fio3a cTaHOBUTEL 80 Mr 1 pa3 Ha 00y mepopaibHO, He3aleXKHO Biff MIPpUUOMY ixki.
ZAKI10 KOHIIeHTPallig Ce4Y0BOl KUCJIOTH B CUPOBATII KPOBi mepeButlye 6 Mr/min (357 MKMOJIb/IT) micis
2-4 TUXKHIB KyBaHHS, CJIif PO3TISIHYTH MifBUINIEHHS 003U ¢hebykcoctaTty 0o 120 mr 1 pa3 Ha mo0y.
EdekT nmikapchkoro 3aco0y BUSIBIISIETHCS HOCUTH MIBUOKO, II0 POOUTH MOXKIUBHUM ITOBTOPHE
BM3Ha4YEHHS KOHIIEHTpAllil Ce40BO1 KUCJIOTH Yepe3 2 THKHi. MeTo10 JIiKyBaHHSA € 3MEHIIEeHHS
KOHIIEHTpAllil Ce40BOl KHCJIOTH Y CUPOBATIIi KPOBi Ta MiATPUMKa 11 Ha PiBHI MeHIIe 6

MT/mI (357 MKMOJB/M).

TpuBamicTs mpodiNnakTUKY HaIaiB MOJarpu PeKOMeHI0BaHa He MeHIIle 6 MiCSIIiB.
CuHOpom nizucy nyxaunu (CJIII).
PekoMeHpoBaHa no3a cTraHoBUTh 120 Mr 1 pa3 Ha #oOy mepopasnbHO, He3alexkHO Bifl IpUUoMY 1XKi.

3acTocyBaHHs JlikapchKoro 3aco0y [Togadeb cimig po3nmoyrHaTH 3a [IBa JHI 0 IIOYATKY
IIUTOTOKCHUYHOI Teparii i MpogoBXKyBaTH IoOHaiMeHIIe 7 1i0; OMHaK TPUBAJICThL Teparil MoXHa
IIOMOBXKUTH 10 9 mib BimIIOBIgHO MO TPMBAJIOCTI XiMioTeparil Ta KITiHIYHOI OIIiHKH.

ITayieHmu AiMHbO20 BIKY.
Ins uiei kaTeropil maiieHTiB KOpeKLis 403U He MOTPiOHA.
Hupxosa HedocmamHicmb.

Y malieHTiB i3 TSIXKUM MOPYILIEHHSIM (DyHKIII HUPOK (KiipeHC KpeaTuHiHy < 30 MJ/XB) e(eKTHBHICTh
Ta 0e3MeKy JiKapchKoro 3aco0y BUBYEHO HEOOCTATHLO. [lalieHTaM i3 mopyuieHHAM QYHKII1 HIPOK
7erKoro abo MoMipHOTO CTYTeHs KOPeKIis J03U He MOTpifHa.

ITeuyiHkosa HedocmamHicme.



HocmimxeHHsT eheKTUBHOCTI Ta Oe3neku peOyKCcoCTaTy y MaIliEHTIB i3 TAKKOIO IeUiHKOBOIO
HepocTaTHICTIO (Kimac C 3a mkanow Yaunga-I1'10) He TpOBOOUIIH.

- [Todaepa. [1pu nopyuieHHi QyHKII] IeYiHKYM IETKOT0 CTyIeHsI peKOMeHJ0BaHa go3a
CTAHOBUTH 80 mr. [locBig 3acTOCyBaHHS JiKapChKOro 3aco0y Ipu MopylIeHHi QyHKIIiI
IIeYiHKY ITOMIPHOTO CTYIIeHSI 00MeXeHU .

- CuHOpom nizucy nyxauHu (CJIII). 3 oTIOpHOTO HOCTifKeHHS 0y BUKIIOYEHI TiTbKU Cy0’ €KTH i3
IIe4iHKOBOIO HEOCTATHICTIO TAKKOTO CTyIeHs. [/ MallieHTiB, gKi Oy/X BKITIOYEHi B JOCTi?KEeHHS,
KOPEKIIid 03U y 3B’SI3KYy 3i cTaHOM (DYHKIIiM TeYiHKU He MOTpiOHa.

Cnocib 3acmocysdHHA

3aCcTOCOBYBATU IEPOPAIbHO, He3aIeKHO Bif IPUHOMY iXKi.

Himu.

Besneka Ta eeKTUBHICTb 3acTOCyBaHHS (heOyKcocTaTy HiTIM BiKoM [0 18 pokiB He BCTaHOBJIEHI.
[laHi 10710 3aCTOCYBaHHS BiICYTHI.

Ilepedo3yeanHsi.

Y pasi nnepeno3yBaHHSA IT0Ka3aHa CUMIITOMaTAYHA Ta HMiATPUMYylO4Ya Teparlid.

ITo6iuni peakuii.
Pestome npogiaiwo 6e3nexu

HaryacTimumMy nobiYHUME PeakIliaMy y KITHIYHAX JocTigKeHHIX (4072 naliesTy, 1o
3acTocoByBanu o3y Big 10 mr go 300 Mr), micisgpeecTpaliiftHuX JOCTigKeHHIX 6e3mneku
(mocmimxkenus FAST: 3001 yyacHUK, IKH{ OTPUMYBaB, TpuHaiMHi, fo3y Big 80 mr go 120 Mr) Ta B
IIpolieci TOCTMapKETHHTOBOTO HATJISAY V NallieHTiB 3 mofarpoto OyiIu: 3aroCTPeHHS (Hamaau)
noflarpy, MopyineHHs QyHKIIII Te4iHKH, Jiapesi, HY[OTa, TONOBHUM 0ilb, 3alIaMOpOYEeHHS, 3aJUIIKa,
BUCHUIIaHHS, CBepOixX, Oinib y cyrnobax, 0inb y M’'s13ax, O6i71b y KiHIiBKax, HaOpsKu Ta MigBUIeHa
BTOMJTIOBaHiCTh. LIi mo6iuni peakiiii Manu y GinbIocTi BUNagKiB jerkuit abo cepepfHiit CTymiHb
TSIKKOCTi. Tlig Yac moCTMapKeTUHTOBOT'0 HATIsALy OyJu MOBiIOMIEHHS PO PigKicHiI BUMagKu
CEepU03HUX peakiliil rimepuyTauBocTi Ha GebyKkcocTaT, fesiKi 3 HUX CYIPOBOAXKYBAJIUCS CUCTEMHUMU
peaxiIlisiMu, Ta PO PifKicHi SBHUIA PANITOBOI CEPIIEBOI CMEPTI.

Y HUK4YeHaBefeHil TabuIli 3a3HaYeHo N00iYHi peakilii, SKi BUHMKAIOTh IIPU 3aCTOCYBaHHi
debykcocTaTy Ta KinacudikoBaHi TakuM 4yuHOM: 4acTo (Big = 1/100 go < 1/10), HeuyacTo (Big =
1/1000 go < 1/100) Ta pigko (Big = 1/10000 mo < 1/1000). YacToTa po3BUTKY I'DYHTYETHCS Ha
OOCHIAXKEHHAX Ta MOCTMapPKEeTHHTOBOMY [OCBIifi 100 MallieHTiB i3 IoAarpoxo.

Y KOXHiil TpyTIi 3a YaCTOTOI0 PO3BUTKY MOGIUHI peakilil IpefCTaBIeHO y MOPSAIKY 3MEHIIEeHHS
CTyIEeHS TAKKOCTI.



Tabauus 2. ITobiuHi peakuii, u,0 cnocmepizaaucs y ¢pasi 3 kKomb6iHOBAHUX PO3WUPEHUX
dosz2ocmpoKosux 00caidxHceHb, nicasapeecmpauiliHux docaidxiceHHsax 6e3neku ma 8 nepiod
nocmmapkemuH208020 CNOCMeEPeNCeHHA Yy nauieHmia i3 nodazpor.

3 00Ky KpOBi Ta
miMdaTryHOI cucTEMHU

Pigko
[TaHIMTONEHIsT, TPOMOOIMTOIEHis, arPaHyIoIUTO3¥, aHemis”

3 00Ky iMyHHOI CUCTEMHU

Pigko
AHadinakTH4HI peakuil*, rinepyyTauBiCTh 0 Ipenapary*

3 00Ky eHIOKPUHHOI
CUCTEMU

HeuacTo
[TifBUINEHHS PiBHA THPEOCTUMYJIIOIYOr0 FOPMOHY KPOBI, TinoTupeos”

3 60Ky OpraHiB 30py

HeuacTo

3aTyMaHeHU! 3ip

Pigko

Okr03is aprepii citkiBku”

3 00Ky Xxap4yyBaHHS Ta
00MiHy pe40BUH

[HacTo***

3arocTpeHHd (Hamagu) mogarpu

HeuacTo

[lykpoBuii miabeT, rimepinigemisi, 3HUKEHHS aleTUTy, 30iIbIIeHHS
MacH Tina

Pigxo

3HUXKEHHS MacH Tijla, MiIBUIIEHHS alleTUTY, aHOPEKCid

3 OOKY ICUXiKH

HeuacTo

3HUXKeHHA N1ibino, 6e3COHHA

Pigko

HepBo3HiCTh, IPUrHiYeHWH HacTpil’, posnan cay”

3 00Ky HEPBOBOI CHCTEMU

YacTo

[ConoBHUY 0iftb, 3aIaMOPOYEHHS

Heuacto

napecTesii, reMinapes, COHIMBICTS, IeTaprisa’, 3MiHa CMaKOBOTO
CIPUMHSTTS, TillecTesisi, mocnabieHHs HIOXY

Pigko

Ares3isi”, BimuyTTa neuinaa”

3 00Ky OpraHy CIIyXy Ta
mabipuHTY

HeuacTo
[Ilym y Byxax
Pigxo
Bepruro”®

3 00Ky cepIieBol
CUCTEMU

HeuacTo

Dibpunsiis mepencepnb, BiMUyTTs CepleOUTTs, BiIXuneHHs Bif HOpMU
Ha EKI, 61mokama miBoi HikKuY ny4ka ['ica (gus. po3mgin «CurapoM
Ti3uCy MyXJIMHU»), CUHYCOBa Taxikapzid (ZuB. po3min « CHHOPOM i3ucy
MyXJIMHW»), apATMisa”

Pinko

PamToBa cepiieBa cMepTh*

3 60Ky CyOMHHOI
CUCTEMHU

HeyacTo

ApTepianibHa rinepTeH3is, NPUIJINBY, IPUILIUBU 3 BiQUYTTSAM XKapy,
KPOBOTeYi (IUB. po3ain «CUHAPOM JIi3UCY MyXJIUHU»)

Pinko

[upKyIATOPHUH Konanc’




3 00Ky muXabHOI CHCTEMU

YHacTo

Samuika

HeuacTo

BpoHXiT, iHdeKIil BepxHiX guXanbHUX IIISIXiB, iHGQEKIisT HUXKHIX
nuxanpHYX IUIAXIB® , Kammens, puHopes”

Pigko

[THeBMOHisT"

3 00Ky LIIYHKOBO-
KHUIITKOBOTO TPAKTY

[Hacto

[liapes**, HymoTa

HeuyacTo

Binb y XKUBOTI, Gi/ib y BEPXHIX BifIilax KKUBOTA®, 3MyTTs XKUBOTA,
racTpoe3odareanbHa pedIroKCHa XBopoOa, 6110BaHHS, CYXiCTh Y POTI,
MICIENCisl, 3a0p, YacTi BUIIOPOXKHEHHS, METEOPU3M, TUCKOMMOPT y
ITYHKY a00 KMIIeYHKKY, BUPA3KH B AiAHII poTa, HaOpsK ry6”,
[MaHKpeaTUuT

Pinko

[Tepdopalis NITyHKOBO-KAIIKOBOIO TPAKTy', CTOMATHT"

3 00Ky MeviHKu Ta
PKOBYOBUBIMHUX HIJISIXiB

YacTo

[lopyumeHHS PYyHKII MegiHKu**

HeuacTto

2KoBuHOKaM' sTHA XxBopoOa

Pinko

[enaTUT, XKOBTIHULAY, TeYiHKOBa HEIOCTATHICTH*, XOJIEIUCTUT"

3 00Ky LIKipu Ta MifIIKipHO-
DKM POBOI TKAaHUHU

[HacTo

Bucunanus (y TOMY YKCIIi BUCUIIAHHS 3 Oi/IbIII HU3BKOI0 YaCTOTOIO
BUHUKHEHHS, TUB. HUXKYe), CBepOixK

HeuacTo

[lepMaTUT, KPOIIUB THKA, 3MiHa 3a0apB/IeHHS IIKipH, MOITKOIXKEHHS

[IKipH, TIeTexil, MISMUCTI BUCUIIM, MaKyJIOaly/Ib03Hi BUCUIIH,
Many/Ib03Hi BUCKIIH, HifBHIIEHA MiT/IMBICTh, aJoNelis, eKk3eMa’,
epuTeMa, HiuHa miTnusicTs’, ncopias®, ceep6nsayi Bucunu®

Pinko

TOKCUYHMY emifepManbHUU HEKPOi3*, cuagpoM CtiBeHca-[IKOHCOHA*,
aHrioHaOPSK*, peakilil Ha IIpemapar, 10 CYIPOBOAXKYIOThCS
e031HOQINi€I0 Ta CHCTEMHUMU CUMIITOMaMu*, reHepasi3oBaHi BUCUIIN
(cepiio3Hi)*, ekcdonmiaTuBHI BUCUIIH, POJTIKYISPHI BUCUIIH,

BE3UKYJIbO3HI BUCUIIH, IIyCTYJIbO3HI BUCUIIUA, EPUTEMATO3HI BUCUIIY,
KOPOIOMiOHI BUCUTIH

3 60Ky OIIOpHO-PyX0BOro  [dacTo
amapaTy Ta CIIOJTy4YHOl Binb y cyrnobax, 6inb y M’sg3ax, Oinb y KiHniBkax”
TKaHUHU HeuacTo

APTPHUT, CKEJIeTHO-M s130BUH 0inb, C71a0KiCTh Y M's13aX, CyIoMu M’s3iB,
CKyTiCTh M’513iB, 6ypcut, Habpsk cyrno6is®, 6ims y cnuni’, ckenetro-
M’s130Ba CKyTiCTh’, CKYTiCTh CyrI00iB

Pinko

Pabmomionis*, cMHIPOM 37IaBJIEHHS PoTaToOpa meua”, peBMaTUyYHa
nomimianris®

3 60Ky HUPOK Ta
CEeUOBUBIOHUX HIISAXIB

HeyacTo

HupKoBa HEOOCTATHICTh, CEYOKaM siHa XBopoba, reMatypis,
[0J1aKiypisi, MPOTeIHypisi, HECTPUMHI ITO3KUBU 10 CEYOBUITYCKAHHS,
indexkiIrii ceuoBUBIgHUX msxis®

Pinko

[TyOynoinTepcTuilianbHul HeQpuT*




3 00Ky penponoyKTHBHOI HedacTo

CICTEMHU Ta MOJIOYUHUX EpekTunbHa OUCHYHKIIS
3aJ103
3 60Ky opraHiaMmy 3arajgoMm [JacTo

Habpsiky, migBUIlleHa BTOMJTIOBAHICTh

HeuacTo

Binb y Tpynax, BiguyTTs guckoM$OopTy y Ipyasax, 6ine’, Hesgyxanaa”
Pinko

Cnpara, BiguyTTs XKapy’

ITomaTKOBi MeToou HeuacTo

IOCJIiIKeHb [ligBUIlleHHS PiBHS aMina3u y KpPOBi, 3MEHILEHHS KiTbKOCTI
TPOMOOIIUTIB, 3MEHIIIEHHS KilTbKOCTi TEUKOIUTIB ¥ KPOBi, 3MEHIIIEHHS
KiTbKOCTIi TiM(OIUTIB Y KPOBi, MiABUINIEHHS PiBHSA KpeaTUHY B KPOB,
MiOBUILIEHHS PiBHS KpeaTHHIHY Y KPOBi, 3HUKEHHS PiBHSA reMoriobiny
KPOBI, IIiIBUIIEHHS PiBHS CEYOBMHM B KPOBI, MiTBUIIEHHS PIBHS
TPUTJIILEPUAIB Y KPOBI, MiABUIIEHHS PiBHS X0JIECTEPHUHY B KPOBI,
SHUKEHHSI TeMaTOKPUTY, IiABUILIEHHS PiBHS JaKTaTHerigporeHasu
(JIOT') y KpoBi, MiBUINEHHS PiBHS KaJIil0 Y KPOBi, MigBUILIEHHS
MiKHapOIHOT0 HOpMasi3oBaHoro BigHomenHs (MHB)*

Pinko

[TigBUIIEHHS PiBHS T'TIOKO3H y KPOBI, TOOOBXKEHHS aKTHBOBAHOTO
YaCTKOBOTO TPOMOOIIIAaCTUHOBOTO Yacy, 3HUKEHHS KiJTbKOCTi
EPUTPOLUTIB ¥ KPOBi, MiABUIIEHHS PiBHS JIyKHOI ocdaTasn y KpOBi,
MigBUIIEHHS PiBHSA KpeaTHH(OC()OKiHA3U y KpoBi*

TpaBMu, iHTOKCUKaIl Ta HeuacTto

VCKITafHeHHS [IPOLeyp 3abutTa”

* T1oGiuHi peakilil, 110 CIIOCTepiranucs B Mexkax IOCTMapKeTUHTOBOT'O CIIOCTePeKEeHHS.

** [liapes Ta BimxusieHHS pe3yJIbTaTiB QYHKI[iOHaIbHUX P00 MEeYiHKY Bifl HOPMHU, SIKi BUMaraju
Tepartil, [0 CIocTepiranucs B HOCTiAKeHHAX pa3u 3, pO3BUBaINCS YacTillle y MaIli€HTiB, IKi
OTPHMYBAJIA CyIyTHIO TePaIil0 KONIXiIHHOM.

***k TTus. po3pin «dapmMakogrHaMiKa» 1100 YaCTOTH 3aroCTpPeHb (HamapiB) momarpu, 1o
crioctepiranucs y ¢hasi 3 iHguBigyaabHUX PaHIOMi30BaHUX KOHTPOIbOBAHUX NOCITiIXKEHb.

# [To6igHi peaxiiii, Ipo sIKi MOBIHOMIISIETHCS B XOM1 MiCASIpEECTPALiiHUX JOCTIIXKEHb Oe3MeKH.

Onuc okpemux nobivHUX peakuit.

Y Mezkax ITOCTMapKeTUHTOBOTO HATJISAy Oy/Iu IOBiMOMIEHHS IIPO PigKiCHI BUNIAJKU CEPHO3HUX
peakxiiiii rimepuyTauBocTi Ha pebykcocTaT, y ToMy uucii cuHgpoM CtiBeHca-[IKOHCOHA, TOKCUYHUMN
elnigepMaIbHUN HEKPOJIi3 Ta aHadinakTuyHi peakuii/mok. Cuaapom CriBeHca-[[2KOHCOHa Ta
TOKCUYHUMU ellilepMaJibHUY HEKPOJIi3 XapaKTepU3y€eThCs IPOTPECYIOYUM WIKIPHUM BUCUIIAHHAM 3
Oy/IbO3HUM YPazKeHHSIM IIKipu abo cM30BUX 000JI0OHOK Ta IMOJPAa3HEHHSIM CIIM30BOi 000JIOHKY OYeH.
Peakiii rimepuyTnuBocTi Ha pebyKCcoCTaT MOKYThb MIPOSIBIISITACS TaKUMHM CUMIITOMaMHU: IIKiPHUMUI
PeaxIisiMy, 110 XapaKTepU3YIOThCSA iHQIIBTPOBAaHUMY MaKyI0-[1allyJIbO3HUMY BUCUIIAHHIMY,
reHepajsizoBaHuMU ab0 eKCc(homiaTHBHUMY BUCUIIaHHIME, @ TaKOXK YpaXKeHHIMH IIKipH, HabpsaKoM
001MyYs, TapsuKol0, TeMaToI0TiYHUMY IOPYIIeHHSIMY, TAKUMU SK TPOMOOIIUTOIEHId Ta
€03uHOGITis, Ta ypaxKeHHIM OKpPeMHUX OpraHiB a0 KiJTbKOX OpraHiB (Me4iHKa Ta HUPKH, Y TOMY YHCIIi
TyOyIoiHTepCTULiaNbHUN HeQpUT).



3arocTpeHHs (Hamaay) mogarpy 3a3BUday CIIOCTEPIraaucs HeBOOB31 MMiC/Is MOYaTKy JIiIKyBaHHS Ta
IPOTATOM IEepIINX MiCALIB JIiKyBaHHSA. YacTOTa HamnaziB Iogarpy 3HUXKyBanacs 3 4acoM. [Ipu
3acTocyBaHHI (heOyKcoCTaTy PEKOMEHOYETLCA podinakTUKa rOCTPUX HalafiB MOJarpu.

Cunpapom misucy nyxnauH (CJIIT)
Pe3stome npoginio 6esnexu.

B xopi pangomizoBaHOr0, MOABIMHOTO CIIiTIOro omopHOro nocuimxkenHs ¢a3u 3 FLORENCE (FLO-01),
y sSIKoMy IopiBHIOBasu (eOyKcocTaT Ta ajonypuHon (346 malieHTiB, SKi HifgamThCsa XiMioTeparil 3
IIPUBOAY T€MATOJIOTIYHUX 3I0SIKiCHUX HOBOYTBOPEHD 3 IIOMipHUM ab0 BucokuM pusukom CJIII),
Tinbku y 22 (6,4 %) nallieHTiB crioctepiranucs nobiuni peaxkirii, a came y 11 (6,4 %) marieHTiB y
KOXKHiM rpymi nikyBaHHS. BinburicTs mo6iyHuUX peakirii 6ynu 1erkoro abo moMipHOTO CTYTIEHS.

Y ninomy B xomi mocnimxkenus FLORENCE Oymp-IKUX JOJaTKOBUX IMig03p LI00 Oe3MmeKu
3acTocyBaHHS (peGyKcocTaTy malieHTaM i3 moparpoio He 0yJ10, 3a BUHATKOM HUXK4Ye3a3HaueHUX
TPbOX MOOIYHUX peakiii (quB. Tabm. 2).

[TopyuieHHs 3 60Ky CeplieBol CUCTEMH.

Heuacro: 6710Kafa niBoi Hi>kKKY Iy4Ka ['ica, CMHyCcOBa TaxikKapmis.
[TopymreHHs 3 60Ky CYOUHHOI CUCTEMH.

HeuacTo: KpoBoTeui

[ToBigoMIIeHHS PO Migo3pioBaHi no6ivHi peakiii

[ToBimomneHHS mpo Mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaYEHHS.
Lle nae 3MOry IpOBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI ILOTO
niKapchbKOro 3acoby. MeguyHuM Ta ¢apMalleBTUYHUM IIpalliBHUKAM, a TAKOXK MallieHTaMm abo ix
3aKOHHUM ITpe[CTaBHUKAM CJIif] TIOBiOMJISITH TIPO YCi BUMTAAKHU IiI03PI0OBaHUX IMOOIYHUX Peakilii Ta
BificyTHOCTI e(peKTHUBHOCTI TiKapchKOro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMalliliHy cUCTEMY 3
(dapMakoHarisAgy 3a nocunaHHAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epirannsi.

30epiraTtu B OpuriHasibHi{ yIaKOBIi IpU TeMIepaTypi He Buile 25 °C.

30epiratu y HEJOCTYIIHOMY IJISI OiTe# MicCIi.

VYnaxoBka.

[To 10 TabneTtoxk y 6iicTepi; mo 3 6yicTepu y mayiii.


https://aisf.dec.gov.ua

Kareropis Bignycky. 3a pelemnToM.

Bupo6uuk. AT «KUIBCbKUM BITAMIHHUK 3ABO/I».

Micue3HaxokKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.
04073, Ykpaina, M. KuiB, Byn. KonumniBceka, 38.

Web-caliT: www.vitamin.com.ua
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