[HCTPYKIIIA

IJIs1 METUIHOT 0 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aC00y

INOJA®ED
(PODAFEB)
Cknao:
ditoua pevosuHa: ¢pebyKCOCTaT;
1 Tabnetka mictTuth pebdykcocraty 80 mMr abo 120 mr;
0ONOMIdCHI peYOBUHU: TTAaKTO3a, MOHOTIOpAT; LEeJI0JI03a MiKPOKPUCTATiYHa; TiIPOKCHUIIPOITi-
I1eJ110J103a; HATPilo KPOCKapMeno3a; KpeMHil0 mioKcup Konoiguui 6e3BOMHUMN; MarHil0 cTeapar;

0bos0HKa: cyminr st miiBkoBoro nmokputts Opadry II Yellow (85F42129): ciupT moniBiHinoBui;
tuTany miokcup (E 171); momieTUNeHTTiKONb (MaKpOToJ); TalbK; 3ajlida okcup xkoBTuil (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 s mikyBaHHs nmogarpu. JIlikapchkki 3acobwu, 110
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 CTaHOBUTH 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»).

Locnioxncenns APEX: nocninxeHHs ebeKTUBHOCTI (heOyKcocTaTy 3 KOHTpoOJeM Iianebo Ta
anmonypuHony ¢as3u 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) 6ymno
paHaoMi30BaHUM, MTOMBIMHUM CIinuM, 6araTolleHTPOBUM TPHUBaicTIO 28 THXKHIB. Bchoro 0yio
panpgomizoBaHo 1072 namienTu: muanedo (n=134), debykcoctaT 80 Mr 1 pa3 Ha m0o0y

(n=267 debykcocraT 120 Mr 1 pa3 Ha 700y (n=269), pebykcoctaT 240 Mr 1 pa3 Ha m0o6y (n=134) abo
anonypuHoin (300 mr 1 pa3 Ha moby (n=258) Ans malfieHTiB i3 TOYaTKOBOIO CUPOBATKOBOIO
KOHIIEHTpalli€lo KpeaTuHiny < 1,5 mr/mm abo 100 mr 1 pa3 Ha goOy (n=10) ams maIfieHTiB i3
II0YaTKOBOIO CHPOBATKOBOIO KOHIIEHTpAIli€l0 KpeaTuHiny > 1,5 mr/oni < 2,0 mr/g). [I7151 OIliHKHU
Oe3meku ¢pebykcocTaT Mpu3Haydasay B f03i 240 Mr (y 2 pa3u Bullle MaKCUMalbHOI
PEKOMEHIOBAHOI f03H).

HocninxenHs APEX moka3ano CTaTUCTUYHO JOCTOBIPHY IlepeBary 060X peXuMiB JTiKyBaHHS:
debykcocrat 80 Mr 1 pa3 Ha goOy i pebykcoctaT 120 Mr 1 pa3 Ha 700y MOPIBHIHO 3 aJI0NyPUHOJIOM Y
3BuyanHii 1o3i 300 mMr (n = 258)/100 mr (n=10) y 3MeHIIeHHI CUPOBAaTKOBOl KOHI[EHTPAIlil CEY0BO1
KHCJIOTH HUXKYe 6 Mr/moi (357 MKMouIb/n) (muB. Tabm. 1).

Hocnioxncenns FACT: gocnipxeHHs edeKTUBHOCTI heOyKcocTaTy 3 anonypuHoin-kKoHTponeM (The
Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6y0 paHqoMi30BaHUM, TIOOBIMHUM CIIIITUM,
OaraTolleHTPOBUM TPHUBAiCTIO 52 THXKHi. Bchoro Oymo panmomizoBano 760 marieHTiB: ¢pebykcocTat
80 mr 1 pa3 Ha 106y (n = 256), pebykcoctaTt 120 Mr 1 pa3 Ha fo6y (n = 251) Ta anonypuxon 300 Mr
1 pa3 Ha o6y (n = 253).

Hocnipxenns FACT moka3aso CTaTUCTUYHO JOCTOBIpHY IepeBary 060x pexumis - pebykcoctat 80
mr 1 pa3 Ha o0y i pebykcoctaTt 120 mMr 1 pa3 Ha £o0y - IOPIBHAHO 3 aJIONyPUHOJIOM Y 3BUYAUHIN
no3i 300 Mr y 3MeHIIIeHHi i MATpUMIli CHPOBAaTKOBOI KOHIIEHTPAllil CEY0BOI KMCIOTH HUXKYe 6 MT/m
(357 MKMOJIB/1T).



Y Tabn. 1 mpefcTaBieHi pe3yabTaTy OL[iHKY IEPBHHHOI KiHIIEBOI TOYKY e(PEeKTHUBHOCTI.

YacTKa TIalli€eHTiB 3 KOHILIEHTPAIIi€I0 CeY0BOl KUCIIOTH B CUPOBATII KPoBi < 6,0 Mr/mi (357 MKMOIIb/1T)
ITil Yac TPhOX OCTAHHIX IOMiCAYHUX Bi3UTIB

Tabmuns 1
bebykcocrat 80 Mr bebykcocrat 120 mr 1|AnomypuHon
TocmimXxeHHs 1 pa3 Ha o6y pas Ha o0y 300/100 mr 1 pa3 Ha
o6y '
APEX 48 %" 65 % ¥ (n=269) 22 %
(28 TUXKHIB) (n=262) (n=268)
FACT 53 % 62 % 21 %
(52 TuXHI) (n=255) (n=250) (n=251)
O6’egHani pe3ynbTatd |51 % 63 %" * 22 %
(n=517) (n=519) (n=519)
1pe3yJ15TaT1/1 cepeq maiieHTiB, ski orpuMyBanu 100 mMr 1 pa3 Ha 700y (n = 10: mamienTH 3
M04YaTKOBOIO CHPOBATKOBOIO KOHIIEHTpalli€lo KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/am) a6o 300 mr
1 pa3 Ha o6y (n=509), B xofi aHamnizy Oynu 00’ emHaHi.
*p < 0,001 mopiBHAHO 3 anomypuHonoM, * p < 0,001 mopiBHAHO 3 703010 80 Mr

3pmaTHicTh GpebyKcocTaTy MIBUAKO 3MEHIIYBATH CUPOBAaTKOBY KOHIIEHTpAIlil0 CEY0BOi KMUCIOTH OyIla
IIBUIKOIO Ta MOBrOTPHUBAJION. 3MEHIIIEHHST KOHIIEHTpAIlil CeY0BOi KMCIIOTH B CHPOBATII KPOBi

< 6,0 mr/on (357 MKMOTIB/TT) Bif3Ha4asocs BXkKe Ha APYroMy THXKHI HOCTigKeHHs i 30epiranocs
HafaJli MPOTATrOM JIiKyBaHHS.

Hocaiooxcenns CONFIRMS: nocnigxxernHs CONFIRMS 6yno paHgoMi30BaHUM, KOHTPOJILOBAHUM
OOoCIimKeHHAM (a3u 3 TPHUBAJIICTIO 26 THXKHIB, SIKe IIPOBOAUIIOCS I OLIiHKY Oe3IMeKH Ta
edextuBHOCTI pebykcocTaTy B mo3ax 40 mr i 80 Mr nopiBHSAHO 3 anonypuHooM y fo3ax 300 mr i 200
MT [I7Ig TIAIli€HTIB 3 MOAarpoio i rimepypukemiero. Bcroro 6ymo pangoMizoBano 2269 marfieHTis:
debykcocrat 40 Mr 1 pa3 Ha go0y (n=757), pebykcoctaTt 80 mMr 1 pas3 Ha moby (n=756) Ta
anonypuHon 300/200 mr 1 pa3 Ha mob6y (n=756). [lloHaiimeHIe 65 % mallieHTiB Maiu MOPYIIEHHS
(GYHKIIII HUPOK Bif I€TKOT0 [0 IIOMipHOTO CTyTeHd (3 KiipeHcoM KpeatuHiny 30-89 mn/xB).
[TpodinakTuka HamafiB nmoparpu O6yna 060B I3KOBOIO IIPOTATOM 26 THXKHIB.

YacTKa MalieHTiB 3 KOHIIEHTPAIIi€I0 CEYOBOi KUCIIOTHA B CUPOBATIN KpoBi < 6,0 Mr/on (357 MKMOJIb/1)
B OCTaHHI# Bi3uT cTaHoBuIa 45 % mns ¢pedykcoctaty 40 mr, 67 % st pebykcocraty 80 mri 42 %
mis anonypurony 300/200 Mr BifmoBigHO.

ITepsuHHa KiHUesa moyka y nidepyni nayieHmis 3 NoOpyweHHAM (PYHKUiIl HUPOK

Y mocnipxenHi APEX orintoBanu eeKTUBHICTH IpenapaTy 3 ydacTio 40 maIfieHTiB i3 mopyIeHHIM
GbyHKIi1 HUpOoK (TOOTO 3 MOYAaTKOBOIO CHPOBATKOBOIO KOHIIEHTpALli€l0 KpeaTuHiny > 1,5 mMr/mn i

< 2,0 mr/gm). TakuMm naifieHTaMm, paHAOMi30BaHUM y T'PYILY aJONypPHUHOIY, 03y Ipenapary
3meHIyBanu go 100 mr 1 pa3 Ha mo0y. IlepBuHHa KiHIIeBa ToYKa epeKTUBHOCTI Oyia MOCATHYTa B
rpymax mpuiiomy hebykcoctaty y 44 % martienTiB (80 mr 1 pa3 Ha moby), 45 % (120 Mr pa3 Ha
no0y) i 60 % (240 mr 1 pa3 Ha go0y) mopiBHSHO 3 0 % y rpymnax anonypurony 100 mr 1 pas
Ha o0y i mnanebo.



[Tpu 1bOMY KITiHIYHO 3HAUYIIUX BiIMiHHOCTEH Y 3HMKEHHI CHPOBATKOBOI KOHIIEHTpAIlil Ce40BOi
KHCJIOTH y BiICOTKaX y 3[I0POBUX MOOPOBOJIBLIIIB Bif3HAUYEHO He OyJI0 He3aIeKHO Bif
(GyHKITIOHATBHOT'O CTaHy HUPOK (58 % y rpyIi 3 HopMabHOI0 QYHKIIEI0 HUPOK i 55 % y rpymi 3
TSIKKHUM IOPYILIEHHAM (QYHKIIIl HUPOK).

[IpocieKTUBHUM aHaJi3, IPOBeeHN 3 YYacTIO Malli€HTiB 3 ITOAArpoio i MOPYIIeHHSAM (YHKIII HUPOK
3a gonomoroio pocruimxkenass CONFIRMS, nokasas, mo ¢edykcocTaT OyB 3HaYHO e(peKTHBHILINM:
PiBEHb CEYOBOI KMCJIOTH B CUPOBATIIi KPOBi 3HMKYBABCS [0 PiBHA < 6,0 Mr/mj MOPiBHSIHO 3 TAaKUM IIpU
3actocyBaHHi anonyputnosy 300 mr/200 Mr y maIjieHTiB 3 Iofarpoio i mopyureHHsAM QyHKIII HUPOK Bif
JIETKOTO [I0 CePeIHbOr0 CTymneHs (65 % BUIPOOOBYBAHUX).

ITepguHHa KiHuesa moyka y nid2pyni nauieHmis i3 CUpOBAMKOB0K KOHUEHMPAUi€ ce1osoi
kucaomu = 10 me2/0a

[TouaTKOBa CHPOBATKOBA KOHIIEHTPAIlig Ce40BOi KUCTOTH = 10 Mr/mi Big3Havasacs NpubIu3Ho y
40 % namienTiB (kombiHoBaHi gocnimxkenus APEX i FACT). Cepeqn nux malli€HTiB IepBUHHA
KiHIleBa TOYKa e(peKTUBHOCTI (CHPOBAaTKOBA KOHIIEHTPAIiS Ce40BOi KUCIIOTH < 6,0 MI/mjI B OCTaHHI

3 BisuTH) Oy71a JOCsTHYTa y migrpymnax ¢edykcocrtary y 41 % marienTiB (80 mr 1 pa3 Ha go0y), y
48 % narienTis (120 mr 1 pa3 Ha go0y) i y 66 % nauienTiB (240 mr 1 pa3 Ha 100y) IOPiBHSAHO
39 % y rpymi anonypunosny 300 mr/100 mr 1 pa3 Ha {06y i 0 % y rpymi mname6o.

3a ganumu gocnimxkenHs CONFIRMS, yacTka malieHTiB, SKi JOCSTIN TePBUHHOI KiHIIEBOl TOYKH
e(eKTUBHOCTI (CHpOBATKOBa KOHIIEHTPALlid Ce40BOl KUCNIOTH < 6,0 MI/OjI B OCTaHHIX Bi3UT), ¥ TPy
TAIiEHTIB 3 TOYAaTKOBOIO CHPOBATKOBOI KOHIIEHTPAIIi€I0 Ce40BOi KUCIoTH = 10 Mr/mm, ski
orpumyBanu pedbykcoctaT 40 mMr 1 pa3 Ha mo0Oy, cTaHOBUIIA BiANmoOBiAHO 27 % (66/249), pebykcocTaT
80 mr 1 pa3 Ha mo0y 49 % (125/254) i anonmypuron 300 mr/200 mr 1 pa3 Ha noby 31 % (72/230).

KniHiuHi pe3ysbmamu: 8idcomok nayieHmis, siki nompebyrome mepanii Hanadis nodazpu

Hocnipxenus APEX: mpoTsroM 8-TUKHEBOTO ITPOo(]ilaKTUYHOTO TePiofy MallieHTH 3 TepaleBTUYHOI
rpynu pebykcoctaty 120 mr (36 %), sKi moTpeOyBanu Teparii HanagiB Iofarpy, MOPiBHIOBAIUCS 3
malieHTaMu, sKi 3actocoByBanu pedykcoctat 80 mr (28 %), anomypunoin 300 mr (23 %) Ta mmamne6o
(20 %). HacToTa Hanazis Oyia BUILIOIO Micisg NPodiakKTUYHOTO Iepioay i 3 4acoM mOCTYIIOBO
3HMXKYyBasacs. Big 46 % mo 55 % malieHTiB IPOBOAUIIOCS JIIKyBaHHS HalafiB ogarpu 3 8 TUXHA 1 3
28 TuxHs. Hamagu nomarpw, 10 BUHUKIIM IPOTSATOM OCTaHHIX 4-X TUXKHIB BUIIPOOYyBaHb

(24-28 TuxHi), cnocrepiranucs y 15 % martienTiB (pedykcoctaTt 80, 120 Mr), 14 % maltieHTiB
(anmomypunon 300 mr) i 20 % namieHTiB (mmame6o).

Hocnipxenus FACT: npoTsarom 8-TuKHEBOTO IPO(iTaKTUYHOTO EPiofy MalliEeHTH 3 TepaleBTUYHO1
rpynu ¢pebykcocrary 120 mr (36 %), siki moTpeOyBasnu Teparllii HamafiB Iogarpy, MOPiBHIOBAIUCS 3
naiieHTaMu 060X TepaleBTUYHUX I'PYII, e 3acTocoByBanu ¢ebdykcoctat 80 Mr (22 %) Ta anomypuHoI
300 mr (21 %). ITicnsg 8-TuKHeBOro MPOodiTaKTUYHOTO Mepiofy YacToTa HamafiB 36inbmuiacs i 3
yacoM nocTynoBo 3Hu3unacs (64 % i 70 % nauieHTiB, SKi OTpUMYBaJIX JIIKyBaHHS 3 IPUBOAY HalafiB
noparpu 3 8-52 tuxHsA). Hanmagy nogarpy NpoTATroM OCTaHHIX 4-X TUXKHIB BUNIpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % marienTis (bebykcoctat 80 mr, 120 mr), iy 11 % marienTis
(amommypunon 300 wmr).

YacTka mamieHTiB, siki moTpeOyBany JTiKyBaHHS 3arocTpeHs momarpu (mocmimxkenust APEX i FACT),
Oy/a HUXKYOIO B IPyIIax, e CepeaHs KOHIIeHTpPalliss Ce40BOi KUCJIOTH B CUPOBATII KPOBI IiCyIs
JiKyBaHHS 3MeHIyBanacs fo < 6,0 mr/mi, < 5,0 Mr/gn a6o < 4,0 Mr/OJ1 MOPiBHSHO 3 TPYIIaMH, B SKUX



cepenHil piBeHb CEY0OBOI KMCJIOTH CTAaHOBUB = 6,0 MT/my B ocTaHHi 32 TUXHI JTiIKyBaHHS (3
20-24 tuxHA 1m0 49-52 TUXKIOEHD).

[Tig yac pocmipxenass CONFIRMS uacTka maijieHTiB, sKi motpeOyBaiu JTiKyBaHHS HamadiB Iofgarpu
(1 menb KoXkHi 6 MicsiniB), cranoBuina 31 % i 25 % y rpymnax, SKi oTpuMyBaIu BifnoigHo pebykcocTaT
80 mr i anonypuHon. BigMiHHOCTEY y CHiBBiAHOIIEHH] MAIiEHTIB, AKi MOTPeOyBaIn TiKyBaHHS HamamiB
Tofarpy, Mix rpymamu, ski 3acrocoByBanu ¢edykcocrat 80 mr i 40 Mr, He Bif3Haydanocs.

ITos2ocmpokoei po3wupeHi 8i0kpumi 0oCcAiOHCeHHA

Hocnipxenns EXCEL (C02-021): gocnigxenus EXCEL 6yno TpupiyHUM, BiDKPUTHM,
MYJIbTULIEHTPOBUM, paHJIOMiSOBaHI/IM, PO3MINPEHUM, AJIOIIYPHUHOJI-KOHTPOJIbOBAHUM ,E[OCJ'IiJI}KeHHHM
6e3neku Ba3u 3, AKe MPOBOAUIU OJIS OLIiHKY 0€3MEeKHU 3 YYaCTIo MAalli€HTiB, SKi ITPOMIIIN OCHOBHI
nocrimxkenns ¢hasu 3 (APEX a6o FACT). Bcboro B mocrigxkeHHs 6y1o BkmoueHo 1086 marieHTiB, SKi
npuManu: pedykcoctat 80 mr 1 pa3 Ha noOy (n=649), hebykcoctaT 120 mMr 1 pa3 Ha {00y
(n=292) ta anomypunon 300/100 mr 1 pa3 Ha goby (n=145). [Tpubnusno gnsa 69 % mallieHTiB
KOPEKIIisl Tepartil [jist JOCATHEHHST 0CTAaTOYHOT0 CTa0iIbHOTO iKyBaHHS He Oyia moTpidHa.
[TauienTy, piBHI CUPOBAaTKOBOI KOHIIEHTPALlil CEY0BO1 KUCJIOTH ¥ SKUX IIPU TPUPA30BOMY
IIOCJIiIOBHOMY BHMipIOBaHHi cTaHOBUAYU > 6,0 Mr/mi1, Oynu BUKIIOYEHI 3 TOCITimXKEeHHS.

PiBHi cpOBaTKOBOI KOHIIEHTpALlil Ce40BO1 KUCJIOTH 3 IIJINHOM 4acy He 3MiHUKCS (HalpuKiag, ¥
91 % i 93 % narieHTiB, SKi coyaTKy 3acTocoByBanu ¢pebykcocTaT y go3ax BigmosigHo 80 mr i
120 Mr, piBHiI CHPOBAaTKOBOI KOHIIEHTpPAIlil Ce40BOl KUCIIOTHA CTaHOBUIM < 6,0 Mr/mn Ha 36-My
Micsiri).

3a MaHUMHU TPUPIYHOTO CIIOCTEPEXKEHHS V MeHII HiX 4 % mallieHTiB, SKi moTpebyBanyu IiKyBaHHS
HalafiB, Bif3HAYeHO 3MEHIIeHHST YaCTOTH HalafgiB mogarpu Ha 16-24 micsiri i 30-36 micsri (To6To
6inbin HiXK y 96 % mallieHTiB HeoOXimHICTE Y JMiKyBaHHI HallafiB BifiCyTHS).

Y 46 % i 38 % natieHTiB, SIKi OTpUMyBaJii OCTaTOYHe cTabinbHe nikyBaHHS PebykcocTaToM
BigmoBigHO B 1031 80 a6o 120 Mr 1 pa3 Ha go0y, criocTepiranocs noBHE 3HUKHEHHS IIEPBUHHOTO
IaJIbII0BaHOT0 TO(GYCY Biff TOYATKy A0 OCTAHHBOT'O Bi3UTY.

Hocnipxenus FOCUS (TMX-01-005) Oyso ' ITUPiYHUM, BiIKPUTUM, MyJIbTUIIEHTPOBUM,
PO3IIMPEHUM AOCIiIXKEeHHAM 6e3meku ¢a3u 2, 10 MPOBOAUIOCS 3 YYaCTIO MAIliEHTIB, AKi 3aKiHUUIK
4-TxHeBUi npuioM GebykcocTaTy 3 IOABIMHUM ClinuM fo3yBaHHSAM y BunpobyBanHi TMX-00-004.
HocnigxeHHs BKmo4yano 116 maiienTis, gki oTpuMyBanu cno4datky ¢pebdykcoctaT 80 mr 1 pa3 Ha
no0y. s 62 % maiieHTiB Ang DifTPUMKY PiBHS CUPOBATKOBOI KOHIIEHTpAllil Ce40BOl KMCIOTH MEHIIIe
6,0 Mr/o Kopekiiisi go3u He Oyna moTpidHa, a 38 % manieHTiB moTpebyBaau KOpPeKIii f03u O
IOOCSITHEHHST 0CTAaTOYHOI cTabiTbHOI KOHIIEHTPallii.

YacTKa MalieHTiB 3 piBHEM CUPOBATKOBOI KOHIIEHTPAIlil Ce40BOi KUCIOTH MeHIe 6,0 Mr/mi
(357 MKMOJIB/TT) HAa MOMEHT OCTAaHHBOTO Bi3UTY cTaHOBHUIa Oinbie 80 % (81-100 %) mns
KOXKHOI 3 I'PYII 3a 103010 (hebyKcocTaTy.

Y ¢aszi 3 kniHiYHUX HOCTiAXKEeHb Y Mali€HTiB, IKi oTpuMyBanu pebykcocTaT, cocTepiramucs
He3HayHi 3MiHU NeyiHKoBUX MOKa3HUKIB (5,0 %). YacToTa ganux 3MiH Gya cxoxa 3 Takow IIpu
3aCTOCyBaHHi anomypuHomny (4,2 %) (ouB. po3gin «OcoO6IuMBOCTi 3aCTOCYBaHHS»). Y JOBrOCTPOKOBUX
BiIKpUTUX POIIMMPEHUX OOCIIIKEeHHIX Y MallieHTiB, sSKi oTpuMyBanu ¢pedykcoctart (5,5 %) abo
anonypuHoi (5,8 %) IpoTAroM TpUBAJIOrO Yacy, Big3Havasnocs migsuileHHs piBHA TTT (> 5,5
MKMO/mn) (guB. po3ain «Ocob6IuBOCTI 3aCTOCYBaHHS»).



ITicaapeecmpauiliHi 00820CcMpOK0B8i 00CAIOHCEHHA

Hocmimxenust CARES siBnsinio co6oio OaraToeHTPOBe PaHI0Mi30BaHe MOABIMHO CIIine JOoCTimXKeHHs
BiICyTHOCTiI MeHIII0i e()eKTUBHOCTI, ITiJl YaC SKOT0 ITOPiBHIOBAJIK Pe3yIbTaTH CEPIIEBO-CYIUHHUX
3aXBOPIOBAHb IIPH 3aCTOCYBaHHiI (heOyKCOCTATy Ta aJOMypPUHOITY V HAlli€EHTIiB 3 MOAArpoo Ta
OCHOBHHMM CEPIIEBO-CYAIMHHUMY 3aXBOPIOBAaHHSIMHU B aHaMHe3i, BKJTII0Yalo4ud iH(papKT MioKappaa,
rocriTaisalliio 3 ITpuBOaYy HecTabibHOI CTEHOKAPAil, mpoienypy KopoHapHol abo 1epebpaibHoOl
peBacKygpH3allii, iHCyNbT, rocImiTai3alliio 3 IPUBOAY TPAaH3UTOPHOI illleMiYyHOI aTakH,
3axBOpIOBaHHSA nepudepudyHNX CyaruH abo IyKpoBuii fiabeT 3 03HaKaMu MikKpoaHrionarii abo
MakpoaHrionarii. [Insg mocsraenHs piBusg SUA mMeHmIe 6 Mr/mi qo3y ¢hebyKcocTaTy TUTPYBaIH 3

40 mr go 80 Mr (He3arnexXHO Bif QyHKIIiI HUPOK), @ A03Y aJIONyPUHOIY TUTPYBAJIX 3 KPOKOM
100 mr 3 300 mo 600 Mr gys nami€eHTiB i3 HOpMaabHOI (QYHKIIEI0 HUPOK Ta HUPKOBOIO HEJOCTATHICTIO
sierkoro cryness ta 3 200 go 400 Mr fjig nauieHTiB i3 HUPKOBOIO HEAOCTATHICTIO IIOMIPHOI'0 CTYIIEHS
TSIKKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOIO B fochimxkeHHi CARES 0yB uac mepioi nossu MACE (BaxiuBi
no0iyHi ceplieBO-CYyAMHHI SBUINA), CKIIaf0BOi HeJleTalbHOTo iHhapKTy MioKapaa, HeJlleTalbHOT0
iHCYNIbTY, JIeTAaIbHOTO HACIIgKY Biff CeplieBO-CYIUMHHMX IIATOJIOTiN Ta HeCTabiIbHOI CTEeHOKapHil 3
HEeBIKJIaAHOI KOPOHAPHOK PEeBaCKYJIIpU3alli€o.

Kin1eBi moka3HuKHY (IEepBUHHI Ta BTOPUHHI) aHasIi3yBaIu BiiTIOBIAHO A0 aHasli3y HaLlIEHHS Ha
nikyBauH (ITT), Bktoyaouu BCix cy0'eKTiB, siKi OyIM paHmOMi30BaHi Ta OTpUMay NPUHANMHI OIHY
103y [Ipenapary y XOAi IOABIMHOTO CIIIIOT0 JOCIiAXKEeHHS.

3aranom 56,6 % nauieHTiB TpUNuHUIM Ipo0He TiKyBaHHS IepefyacHo, a 45 % mallieHTiB 3aBepIIuiIu
He BCi Bi3UTH OOCIiOXKEeHHS.

3aranoM, 6190 narieHTiB 3HaXOOUIIUCH IIifi CIIOCTePEeXKEeHHSAM IIPOTATOM 32 MiCALIB, cepenHs
TPUBAJIICTh BIUIMBY CTaHOBWUIIA 728 OHIiB mns marieHTiB rpynu ¢pebykcocraty (n=3098) ta 719 nHiB
[JIS MALlieHTiB rpynu anonypuHony (n=3092).

[IepBunHa KiHLeBa Touka MACE cnocrepiranacs 3 aHaJIOTIYHUMU ITIOKa3HUKaMU y Ipylax JIiKyBaHHSA
debykcocraToM Ta anonypuHoioM (10,8 % npotu 10,4 % naiieHTiB BifMOBIAHO; CIIiBBiIHOIIEHHS
pusuky [HR] 1,03; mBocTopoHHi# moBTOpHUM 95 % mOBipunil iHTEpBas [CI] 0,89-1,21).

[Tpu ananisi okpemux komnoHeHTiB MACE 4dacToTa 1€eTanbHHOCTI Bifi CEPLIEBO-CYOUHHUX I1aTOJIOTIN
Oyna BuUIIOI0 y rpymi pedykcocTaTy, HiXK amonypunony (4,3 % npotu 3,2 % namienTis; YCC 1,34; 95
% M1 1,03-1,73). YacroTa inmmx nomizt MACE 6yia cxoxa y rpynax ¢pebykcocTaTy Ta ajJoIypHUHOIY,
TOOTO HeJeTaIbHOTro iHpapKTy Miokapaa (3,6 % mpotu 3,8 % marientis; YCC 0,93; 95 % I
0,72-1,21), neneranbHoro 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 % M1 0,59-1,26).

YacToTa NeTaNbHOCTI 3 YCiX MPUYHMH TaKoXk Oyya BUIIO0W0 y Tpymi ¢pedyKcocTaTy, Hixk aonypHuHOIY
(7,8 % npotu 6,4 % nanienTis; YCC 1,22; 95 % 11 1,01-1,47), 1110 B 0OCHOBHOMY 3YMOBJIIOBAJIOCS
OiNbIII BUCOKMM PiBHEM JIETAJILHOCTI Bifl CEPIIEBO-CYOIUHHUX MATOJIOTIN V ITil TPy (OUB. pO3Mdin
«OCc06IUBOCTi 3aCTOCYBAHHS»).

Temnu npuiHATOI rocmiTanisariil 3 IPUBOAY CepLieBOl HeNOCTATHOCTI, rocIiTasni3anil 3 IpUBOAY
apuTMil, 1110 He MOB’sI3aHa i3 imeMi€lo, BeHO3HUMHU TPOMOOeMOOIiYHUMY TOAIsIMY, i TociTanizartii 3
IIPUBOJY MEPEXiTHUX illleMiyHuX HamafdiB Oynu mopiBHIHHUMY 01t PeOyKCcoCcTaTy Ta ajJoImypPUHOIY.

CunOpom niszucy nyxauHu (CJIII)



EdekTuBHiCTh Ta 6e3neKa 3acTocyBaHHA (pedyKcocTaTy Asd npodinakTuky i mikyBanus npu CJIII
ouintoBanu B pocnigxenHi FLORENCE (FLO-01). ®ebykcocTaT IpogeMOHCTPYBaB HakKpaly i OisbIm
IIBUAKY Ai0 BiTHOCHO 3HUKEHHS PiBHA ypaTiB IIOPIBHAHO 3 aJ0IyPUHOJIOM.

FLORENCE sBnsno co6o panmomizoBate (1:1), mopaBiiiHe criine, omopHe mociimxkenHs ¢asu II1,
IIpoBefieHe [y MOPiBHSIHHS (HebyKcocTaTy B o3yBaHHI 120 Mr oguH pa3 Ha m00y i anomypuHOIy B
no3yBauHi 200-600 Mr Ha mo0Oy (cepengHs moboBa J03a anoIypHUHOIY + CTaHOAPTHE BiIXMIEHHS:
349,7 £ 112,90 Mr) B yMoBax KOHTPOJII0 KOHIIEHTpallii Ce40BOl KMCJIOTH B CUPOBATIi KPoBi. Bubpani
NalieHTH MOBUHHI Oynu OyTu KaHAUAaTaMHU OJ1s JIiKyBaHHS ajIONypHHOIOM ab0 He MaTH JOCTYIY [0
pacbypuka3su. [lepBrUHHI KiHIIEBI TOYKH SBISIHA COOO0IO IJIOIIY IIiff KPUBOIO KOHIIEHTPAIlil CeY0BOI
Kucnotu B cupoBatii KpoBi (AUC sUA, ;) i 3MiHy piBHSI KpeaTUHIHY B CUPOBaTIi KpoBi (sC), 3 mepmoro
110 BOCLMHUH JEeHb KOXKHA.

o mocmimkeHHS 0yJ10 BKITI0OYeHO 346 TMaIlieHTiB i3 reMaTOIOTiYHUMU 3710SKiCHUMHA
HOBOYTBOPEHHSMH, SIKi OTPUMYBaIM XiMiOTepalliloo i Majiyu CepenHilil/BUCOKUN CTYIiHb PU3UKY
po3Butky CJIII. Cepenne 3HaueHHs AUC sUA, ; (Mr X 4/mm) Oy710 3HaYHO HUXKYUM IIPU IPUMOMI
debykcocraty (514,0 = 225,71 mopiasiHo 3 708,0 £ 234,42; cepeqilHe HaUMEHIIIMX KBafIpaTiB M7
pisuumi: -196,794 [95 % mosipuoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHiu
CHPOBATKOBHUY pPiBeHb CEYOBOI KMCIOTH OYB 3HAYHO HUXKYWM IIPU 3aCTOCYBaHHI ¢pebyKcocTary,
TIOYMHAIOYX 3 MepIux 24 TOOUH JTiKyBaHHS i B OyIb-IKUM HAaCTYIHUNM MOMEHT 4acy. CTaTUCTUYHO
3HAUYIIMX BiIMiHHOCTEH 3a cepedHiM BMiCTOM CHPOBATKOBOI0 KpeaTuHiny (%) Mix ¢pedykcocTaToM i
anonypuHoioM He 6y1o (-0,83 + 26,98 mopiBusgHO 3 -4,92 + 16,70 BiAmoBigHO; cepeqHE HaMEHIITNX
KBafpartiB gy pizHuui: 4,0970 [95 % mosipyoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3
ypaxXyBaHHSM BTOPMHHUX KiHI[€BUX TOYOK, CTAaTUCTUYHO 3HAYYIINX BiAMiHHOCTE! 3a 4aCTOTOIO
PO3BUTKY nabopaTopHO migTBepaxkenoro CJIIT He Oyno (8,1 % i 9,2 % nnst pebykcocrarty i
aJIoIypUHOIY BiAOBigHO; BitHOCHUY pusuk: 0,875 [95 % mosipyoro inTepsany: 0,4408; 1,7369];
p=0,8488) i kniniku curmpoMy po3mnany myxauHu He 0yio (1,7 % i 1,2 % nns pebykcocraty i
aJIONyPUHOIY BiANOBigHO; BigHOCHUM pu3uk: 0,994 [95 % mosipyoro intepBany: 0,9691; 1,0199];
p=1,0000). HYacToTa BCiX 03HaK i CAMIITOMIB, 1110 BUHUKIIH IIifl Yac JiKyBaHHS, a TaKOXK M00igYHUX
peaxtiiii, craHoBuna 67,6 % mopiBHSAHO 3 64,7 % i 6,4 % nopiBHSHO 3 6,4 % mna ¢pebykcocTaty i
anmonypunony BipmoBigHo. Y mocnigxkenHi FLORENCE ¢ebykcocTaT IpofeMOHCTPYBaB HalKpany i
OiNTbIN MBUIKY MHif0 100 3HUKEHHS PiBHS CEYOBOI KMCJIOTH B CUPOBATII KPOBi IMOPIBHSHO 3
anonypuHonoM. [TaHi mopmo mopiBHsAHHSA PebykcocTaTy i pacOypuKa3u Ha OaHUi 4ac BigCyTHI.
EdekTuBHicTh Ta 6e3neka pebykcocTtaTy He Oynu BCTAHOBJIEHI IS MAI[iEHTIB 3 TOCTPUM TSAXKKUM
CJITI, HanpuKJIaf Mali€eHTiB, y IKUX iHII BUAM Teparii Oy 3HUKEeHHS ypaTiB He [iloTh.

dapmMaKoKiHemuxka.

Y 3mopoBux M06GPOBOJIBIIIB MaKCUMaJjbHa KOHIIEHTpalis y mia3mi kposi (C,,,,) Ta oA mij KpuBOIo
(AUC) 306inplryBaiucs ITPOMOPIIMHO H03i MicIsg 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 MpomopIiKHo [03i. [Tpu 3acTtocyBanHi 103 10-240 Mr KOXKHi 24 TOOWMHY HAKOIUYEHHS
¢debykcocTaty He BigMiuanocs. [lepegbayyBaHuil cepeqHill TepMiHaIbHUY IIePiof HalliBBUBENEHHS
(t,) bebykcocTaTy cTaHOBUB NPUOIU3HO 5-8 ronuH. ByB mpoBeneHNY NONyNIAIINHIN aHai3
(dbapmakoKiHeTHKY/PapMaKOgUHaMIK{ 3a JaHUMHU, OTPEMaHUMU 3 y4aCTIO Talli€eHTiB 3
rinepypukemielo i mogarpoio, siki 3acrocoByBanu ¢pedykcocTaT B fo3ax 40-240 mr 1 pa3 Ha moby. B
I[i/IOMY OTPHMaHi 3HaYeHHS (papMaKOKIiHEeTHYHHX [TapaMeTpiB BiANIOBiIalOTh TAKUM Y 3MOPOBUX
noOpPOBOJIBLIB, SIKi, OTKE, € XOPOIIOK MOJEIIIIO IS OLliHKY (papMaKoKiHeTHKY/ (hapMaKOogUHaMIKU
mpernapary y Malli€eHTiB 3 TOAarpow.

BemokmyeaHHA



debykcocTaT mMBUOKO (t,., (Yac JOCATHEHHS MaKCUMabHOI KoHLeHTpalii) 1,0-1,5 roguuu) i gobpe
(mpunaiiMHi 84 %) BCMOKTYEeThCS. [Ipu oqHOPa30BOMY Ta HaraTopa3oBOMY 3aCTOCYBaHHIi
¢debykcocTaTy nepopanbHo y fo3ax 80 mr abo 120 mr 1 pa3s Ha o6y C,,., BIIIIOBIIHO CTaHOBUTH
2,8-3,2 Mxr/mn ta 5,0-5,3 Mkr/mn. A6comoTHy 6iomocTymHiCcTh TabneTok pedykcocTaTy He
aHanizyBanu. [Ipu 6araTopa3oBoMy 3acTocyBaHHi y mo3i 80 mMr 1 pa3 Ha mo6y abo Impu 0IHOPA30BOMY
3aCTOoCyBaHHi y 103i 120 Mr y moefnHaHHi 3 XKuUpHOIo ikelo C, ., 3MeHmIyBanacs Ha 49 % ta 38 %, a
AUC - 1a 18 % 1a 16 % BignosigHO. OfHAaK Lie He CYIIPOBOAXKYBAJIOCS KIIIHIYHO 3HAYYIIUMU 3MiHAMU
CTyTIeHs 3MEeHIIEeHHS PiBHS Ce40BOI1 KMCJIOTH Yy CUPOBATII KPOBi (ITpu 6araTropa3oBOMYy 3aCTOCYBaHHi y
no3i 80 mr). TakuM YMHOM JIiKapChKUM 3aci0 MOXKHA 3aCTOCOBYBaTU He3aJIeXKHO Bifl BXKMBaHHS 1Xi.

Po3nodin

[TepenbauyBanuit 00'eM pO3MOAiNy y piBHOBaxHOMY cTaHi (V/F) nns ¢pebykcocTaTy 3MiHIOETHCS Bif
29 pgo 75 n micns nepopanbHOro 3acrocysaHHs y o3l 10-300 mr. Ctynins 3B'13yBaHHA
(bebykcocTaty 3 Ginkamu I11a3Mu KPOBi (TOJIOBHUM YMHOM 3 anb0yMiHOM) CTaHOBUTH 99,2 % i He
3MIiHIOETHCS IpH migBuIeHHi fo3u 3 80 mMr mo 120 Mr. [ akTUBHUX MeTaboiTiB pebykcocTaTy
CTYIIiHb 3B’sI3yBaHHA 3 OiNlKamu nj1a3Mu KpoBi KonuBaeThcs Big 82 mo 91 %.

Memab6oaizm

®ebykcocTaT akTHBHO MeTabo0JIi3yeThCs IUIIXOM KOH'foraliii 3 yyacTio ypupuaarudocdat-
TIIOKypoHinTpaHcdepasu (VI O-rmokypoHin-Tpancdepasn) Ta OKUCHEHHS 3 y4acTio (epMEeHTIB
cuctemu muroxpomy P 450 (CYP). Ycworo imenTudikoano 4 papMakonorigyHo akTUBHUX
rigpokcunbHUX MeTabomiTu GpebykcocTaty; 3 3 HUX OyIU BUSBIIEH] y m1a3Mi mogunu. [JoCimKeHHS
in vitro Ha MiKpocoMax MeYiHKM JIIOUHY 3aCBiMYMIIM, 110 1Ii OKMCHEHi MeTa0OoJIiTH YTBOPIOIOTHCS
nepeBaxHo mig miero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sik pebyKkcocTaTy I'IIOKYPOHIL
YTBOPIOETLCS TOJIOBHUM 4YMHOM IIifg miero Y @-rntokypoHin-Tpancdepasu 1A1, 1A8 Ta 1A9.

BusedeHHs

debykcocTaT BUBOOUTHCS 3 OpraHi3aMy yepes MediHKy Ta HupKaMu. [licyis nepopanbHOro
3acTocyBaHHs ‘C-pebykcocTaty y go3i 80 Mr mpubnusHo 49 % BUBOGHUIOCA i3 cedelo y BUTTIAMI
He3MiHeHOTo ¢ebykcocTaty (3 %), amunrIoKypoHiny mitouol peyoBunu (30 %), BinoMUX OKMCHEHUX
MeTabomiTiB Ta ix KoH'toraTiB (13 %) Ta iHmux HeBimoMux MeTaboriTiB (3 %). KpiM HUpKOBOI
eKcKpeltil, mnpubnau3Ho0 45 % [03u BUBOAUIIOCS 3 KaJIOM V BUTTISIAI He3MiHeHOTro dhebykcocTtaTy (12 %),
ALUITIIOKYPOHIDY mitouoi pedyoBun# (1 %), BimoMux oKMCHEHUX MeTaboIiTiB Ta ix KOH'IoraTiB (25 %)
Ta iHIUX HeBimoMux MetabosiTiB (7 %).

Oco06nuBi TPYIIY NALliEHTIB

Hupkosa Hedocmamticmy. [Ipu 6araTtopa3oBoMy 3acTocyBaHHI pebykcocTaTy y mo3i 80 Mr He Oyrio
Bim3HaueHo 3MiH C,,, hebykcocTaTy y HallieHTiB 3 JIETKOI0, TOMiPHOI0 a00 TAXKKOI0 HUPKOBOIO
HeIOCTaTHICTIO IOPIBHAHO 3 IallieHTaMU 3 HOpMaJIbHOI (QYHKIIi€l0 HUPOK. CepenHs 3aranbHa AUC
bebykcocraty 36inblinyBanaca npubnusHo y 1,8 pa3a: Big 7,5 MKr X roguHa/MII y Hali€HTIB i3
HOPMaJbHOI (PYHKITi€I0 HUPOK [0 13,2 MKT X romuHa/MII y Mali€HTiB i3 TAKKO0I0 HUPKOBOIO
HemgocTaTHicTO. C,,, Ta AUC akTuBHUX MeTaboiTiB migBuiryBanucs y 2 i 4 pa3u BigmnosigHo. [IpoTe
nalieHTaM i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO ab0 MOMIPHOTO CTyIeHs KOPEKIIisl 03U JiIKapChKOTO
3aco0y He moTpibHa.

ITeuinkosa HedocmamHicmb. IIpu 6araTopa3oBoMy 3acTocyBaHHi pebykcocTaTy y mo3i 80 Mr He OyIio
Big3HaueHo cyTTeBux 3MiH C,, Ta AUC ¢pebykcocTaty Ta 10ro MeTabOJIiTiB y MaIli€HTIiB 3 JIETKOI0
(xkmac A 3a mkamoio Yaurnma-I1'10) Ta momipHOO (Kimac B 3a mikanowo Yaunga-I1'10) medyiHKoBOIO



HEeJOCTaTHICTIO MIOPiBHSHO 3 MAal[ieHTaM¥ 3 HOpMaJIbHOI0 QYHKIII€0 eYiHKu. [J0CTigKeHHS
niKapchKOTo 3aco0y y MalieHTIB i3 TSIKKOI0 MEeYiHKOBOIO HefocTaTHICTIO (knac C 3a mKanoio Yannma-
[T'10) He IPOBOTIUIIHN.

Bik. Tlpu GaraTopa3oBOMy IepOpaJbHOMY 3acTOCyBaHHI GpebykcocTaTy He 0YJ10 Bif3HAYEHO CYTTEBUX
3min AUC ¢ebykcocTaTy Ta #oro MeTaboliTiB y allieHTiB JIITHHOTO BiKYy MOPIiBHSHO 3 MOJIOOUMHU
3[0POBUMU NOOPOBOJIBIISIMU.

Cmamo. Ilpu 6araTopa3oBoMy ITlepopasbHOMY 3acTocyBaHHi ¢pedykcoctaty C,,, Ta AUC
dhebykcocTaTy y kiHOK Oynu Ha 24 % Ta 12 % BuLIMMU BiATIOBIIHO, HiX y 4omnoBikiB. OgHak C,,, Ta
AUC, ckopuroBati 3a Macoto Tina, Oy/u cxoxi gyst 060X IpyI, ToMy 3MiHa 103U ¢ebyKcocTaTy
3aJIeKHO Bifl cTaTi He mMoTpidHa.

KrinigHi XxapaKTepHCTHKH.

IToka3auns.

s go3yBaHHA 80 Mr Ta 120 Mr

JIikyBaHHSI XPOHI4HOI rinepypuKeMii Ipyu 3aXBOPIOBAHHSAX, III0 CYIIPOBOAXKYIOTHCS BigKIagaHHIM
KPUCTAJIiB ypaTiB, Y TOMY YHCIIi TPX HAsIBHOCTi TodyciB Ta/abo MOogarpuyHOIo apTPUTY B MAaHUU Yac
YY B aHAMHeE3I.

g go3yBaHHA 120 Mr

JlixyBaHHS Ta npo(irlakTHKa rinepypruKeMil y JOPOCIUX MAali€HTiB, AKi NigHa0ThCA XiMioTepamil 3
IIPUBOAY T€MaTOJIOTiYHUX 3JI0KiCHUX HOBOYTBOPEHD 3 IIOMIpHUM ab60 BUCOKUM PU3UKOM CUHIPOMY
nizucy nyxnaunau (CJITI).

Jlikapchkui 3acib Moka3aHWH OOPOCIHUM MalliEHTaM.

IIpomunoka3aHHsA.

linepdyTnuBICTh A0 aKTUBHOI Pe4YOBUHHU ab0 0 Oy/Ib-sIKOl iHIIO0I 4OTIOMiKHOI PEYOBUHY JIIKaPCHKOTO
3aco0y.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
MepkanmonypuH/azamionpuH

BigmoBigHO Mo MexaHi3My cBOE€I fii hebyKcocTaT MPUTHIUYE KCAHTUHOKCHUIA3Y, TOMY CYITyTHE
3aCTOCYBaHHSI HE peKOMeHOY€EThCs. [IpUTrHiYeHHST KCAHTUHOKCHUAA3U MOXKe TPU3BOAUTH IO
IiABUINEHHS KOHI[eHTpallil 000X IpemnaparTiB y Ija3Mi KPOBi, 1[0 MOXKe CIPUYUHUTHA TOKCUYHY
peaktiio. [TocrmigxkeHnHs B3aeMopii pebykcocTaTy 3 mpemnapataMu (KpiM Teodininy), mo
MeTab0Mmi3yI0ThCSI KCAHTUHOKCUA3010, He ITPOBOUIIMCS 3 YUaCTIO JTIOMIEH.

Mopenowuni Ta iMiTal[iiHAN aHaIi3 JaHUX AOCIIIXKEeHb BKa3ye Ha Te, 110 ¥ pa3i 0qHOYaCHOTO
BBeleHHsT peOyKCOoCTaTy 031 MEPKANTONYPUH/a3aTionpuHy ciifg 3MeHIHUTH 00 20 % abo MeHIe Bif



paHille MpU3HaYeHol f03HU (AUB. po3aisn «OcobIUBOCTI 3aCTOCYBAHHS»).

HocnimxeHHS B3aeMoii heOyKcocTaTy Iif dyac iHInoi MTOTOKCHYHOI XiMioTepariii He TpoBofuIu. Y
mpolieci mocigKeHHs marienTaM i3 CJITI 3 mekinbkKoMa pexXuMaMu XiMioTepartii mpu3Hadaau
dbebykcocTat y mo3i 120 Mr, BKII09al0Yd MOHOKJIOHAJIbHI aHTHTiMa. OgHaK Mmif 9ac IboTo
OOCIi?KeHHS B3a€EMO[Iil JTikapChKUU MpenapaT-TiKapChbKUi IpemnaparT Ta JlikapChbKUU Ipenapar-
3aXBOPIOBAHHS He AOCTiMKyBaau. ToMy MOXKIUBICTb B3aEMOIii 3 OyIb-IKUMU IUTOTOKCUYHUMU
IpernapaTaMy, 10 CYMiCHO IPU3Ha4YalTh, BUKIIOYATHA HE MOXKHa.

Posuzaima3son/cy6cmpamu CYP2C8

debykcocTat € cnabkum inribitopom CYP2C8 in vitro. Y npolieci qocnigkeHs y 300pOBUX
noOpOoBOIIBLIiB MapasenbHe 3acTocyBanHs 120 Mr ¢pebykcoctaTy 1 pa3 Ha 106y Ta OIHOPa30BOi
IIepopajbHO MIPUMHATOI 03K PO3UTIIiTa30HY 4 MT He BILIMBAJIO Ha (papMaKOKiHETUKY PO3UTTIiTa30HY i
1ioro MeTtabomiTy N-Ie3MeTUIpo3UrIiTa30Hy, 10 IeMOHCTPYE, 1110 peOyKcocTaT He MPUTHIUYE
depment CYP2C8 in vivo. TakuM 4MHOM, OOHOYACHE BBeeHHs GpebyKcocTaTy i po3uriita3ony abo
inmmx cyOctpatiB CYP2C8 He BuMarae KOpeKIIil 103u [JIs IIUX IIperaparis.

Teoginin

[TpoBenmeHO HOCTiAXKEeHHS B3aeMOLil peOdyKcocTaTy 3 y4acTiO 30POBUX JOOPOBOJIBIIB AJIS OLIHKU
BIUIMBY IPUTHIYEHHS KCAHTUHOKCHA3! Ha 30iIbIIeHHS PiBHS TeoGiniHy B IUPKYIIOI0Yii KPOBI, 1110
crocTepiranocs 3 iHIIUMY iHTi6iTOpaMyu KCAaHTHHOKCHUIA3U. Pe3ynbTaTH OOCTigXKeHHS II0Ka3alH, 110
IIPpY OJHOYACHOMY 3acTOCyBaHHi ¢pebykcocTaty y no3i 80 mMr Ta Teodininy y mo3i 400 mr He Oyio
KoOoHUX (hapMaKOKiHEeTUYHUX B3a€MOfiN ab0 BIIMBY Ha 0e3meKy Teodininy. Takum 4uHOM,
¢debykcocTat y mo3i 80 Mr MoxKHa 3aCTOCOBYBaTH OOHOYACHO i3 TeodiniHoM 6e3 0coOMuBUX
3acTepexeHb. [JaHux mono no3u ¢pedykcocrary 120 Mr HeMae.

HanpoxceH ma iHwi iHeibimopu 2110KypoHi3auii

MeTabori3M ebyKcocTaTy 3aiexkuTh Biff akTUBHOCTI hepmeHTy Y O-rmoKypoHinTpaHchepaswu.
JlikapceKi 3aco0u, 110 IPUTHIYYIOTH NIPOIiecC III0KYPOHi3aliil, Hanpukiag HII33 Ta npobenenusn,
TEOPETUYHO MOXKYTh BIUIMBATH Ha BUBeHeHHS GeOyKkcocTaTty. Y 3M0poBUX JOOPOBOJIBLIB IPH
OHOYAaCHOMY 3aCTOCYBaHHi ¢peOyKcocTaTy Ta HampokceHy mo 250 Mr 2 pa3u Ha go0y crocTepiranocs
nocunenHs aii pebykcocrarty (C,., (MakCcHManbHa KOHIIEHTpAllis) CTaHOBUTD 28 %, AUC (moia mif
Kpusow) - 41 %, t,, (mepiox HamiBBUBeneHH:) - 26 %). Y npoueci foCIifiXKeHb 3aCTOCYBaHHSA
Hanpokceny Ta inmux HI133/inri6iTopi LJOI'-2 He CymnpOBOMXKYBaNIOCS KIiHIYHO 3HAUYIITUM
30inbIIeHHSIM MTOOIYHUX pPeakiiili.

®ebykcocTaT MOXKHA OOHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCEHOM 0e3 3MiHHM IX [I03H.
IHOyKkmopu 2a10KypoHi3auil

[MTotyxHi iHOyKTOPH pepMenTy VI ®-TMoKypoHinTpaHchepasu MOKYTh IIOCUITIOBATA MeTabo1i3M Ta
3MeHIyBaTH ePpeKTUBHICTh PeOyKcocTaTy. Y NallieHTiB, sIKi 3aCTOCOBYIOTh MOTYKHi iHIYKTOPH
TJIIOKYPOHi3allil, peKOMEeHyEeTHCS KOHTPOJIIOBAaTH PiBEHb CEYOBOI KMCJIOTH y IJIa3Mi KPOBi yepe3

1-2 tuxHi ogHOYacHOI Teparil. [Ipu BigMiHi iHAyKTOpa TMTIOKYpPOHi3allii MOXK/IMBe MifBULIEHHS
piBHS pebykcocTaTy y maa3Mmi KpoBi.

KoaxiyuH/iHOomemauuH/2i0poxaopomia3ud/eappapuH

debykcocTaT MOKHA OGHOYACHO 3aCTOCOBYBATH 3 KONXiIMHOM abo iHmoMeTalmHOM 6e3 3MiHU 103U
nmpenaparis.



Takoxk He TOTPiOHO 3MiHIOBATH 403y (pedyKcocTaTy IpU OGHOYaCHOMY 3aCTOCYBaHHI 3
TiAPOXJIOPOTia3uAOM.

OmHOYacHe 3aCTOCyBaHHS GeGyKcocTaTy 3 BappaprHOM He BUMAra€ 3MiHU T03W OCTaHHBOTO.
3acTtocyBanHs ¢pedykcocTaty (80 mr ab6o 120 mr 1 pa3 Ha mo0y) i3 BapdaprHOM He BIJIMBAE Ha
bapMaKOKiHETHKY OCTaHHBOT0. OfHOYACHE 3aCTOCYBaHHS 3 (GeOyKCOCTAaTOM TaKOXK He BIIIMBAE Ha
MiXHapogHe HopMaJi3oBaHe BimHomeHHs (MHB) Ta akTuBHIiCTE hakTopa VII.

[e3sunpamin/cybcmpamu CYP2D6

3a maHUMHU, OTPUMAHUMM in Vvitro, GebykcocTat € cinabkum inribitopom CYP2D6. ¥V mporeci
MOCTiAKEeHb 3 y4acTi0 3OPOBUX NOOPOBOLIIB, siKi oTpuMmyBanu 120 Mr ¢pebykcoctary 1 pa3 Ha go0y,
croctepiranocs 36insienHs 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 aHTal[gaMy, 1110 MICTSATh MarHiloo riIpoKCHUJ Ta ajlloMiHit0
TiIpoKcHp, Bif3Ha4a€eThCs 3aTPUMKa BCMOKTYBaHHS ¢eOyKkcocTaTy (Mpubnu3Ho Ha 1 romuny) Ta
3meHmenHs C,,, Ha 32 %, ogHak AUC ¢debykcocTaTy CyTTEBO He 3MIiHIOEThCS, TOMY (eOyKcocTat
MOXKHa 3aCTOCOBYBATH 3 aHTALUTHUMU 3aC00aMHU.

Oco6.1ueocmi 3acmocyeaHHsi.

Cepuego-cyOuHHi 3aX80PHBAHHA

JIikyBaHHS XpPOHIYHOI rimepypukeMii

[TanmieHTaM i3 nonepegHbO HAIBHUMY OCHOBHUMU CEPIEBO-CYOUHHUMHU 3aXBOPIOBAHHIMY (HalpUKIIan
indapkToM MioKkappa, iHCynbTOM ab0 HecTabiIbHOIO CTEeHOKAPZI€I0) CIliff YHUKATH JTiKyBaHHS
¢bebykcocTaToM, KpiM BUIIAAKiB, KOJIU HeMa€E iHIINX HajleXKHUX BapiaHTiB Teparrii.

Y mocnipxennsx APEX ta FACT y 3aranbHii rpymi ¢peOdyKkcocTaTy IOPiBHSIHO 3 TPYIIO0 aJIONyPHUHOILY
TIOBIIOMIISINIM TIPO 30iNbIIEHHS KiJIbKOCTI MOpyIIeHb 3 00Ky CeplieBo-CyauHHOI cucTteMu (Anti-Platelet
Trialists’ Collaboration (APTC)) (Bu3HaueHHS KiHIIEBUX TOYOK Yy TPYyIi CyMIiCHOTO aHami3y
aHtutpoMOboruTapHoi Tepamnii (APTC), y T. 4. 3 TeTaTbHUM HACIiIKOM Yy 3B’43KY 3 CepLEeBO-CyOUHHUM
3aXBOPIOBAHHSAM, iHpapKTy Miokapaa 6e3 neTasbHOr0 HACHiKYy, iHCynbTy 6€3 NeTalbHOr0 HaCIiKy)
(1,3 mopiBHsHO i3 0,3 BunagkiB Ha 100 mauieHTo-poKiB), Ha BigMiHy Bif mocmigxeHHsT CONFIRMS.
YacToTa nopyiieHs 3 60Ky ceplieBo-cynuHHoi cucteMu (APTC), mpo sKi moBigoMising y KoMOiHOBaHUX
nocnimxkenHsax ¢asu 3 (mocmimxkenus APEX, FACT ta CONFIRMS) cranosuna 0,7 mopiBasiHO 3 0,6
Bunankis Ha 100 ma1lieHTO-poKiB. Y paMKaXx JOBrOCTPOKOBUX ITMPOKOMACIITaOHUX OOCTiIKEHb
YacTOoTa CepLEeBO-CYOUHHUX IIOPYIIEeHb CTaHOBUIA 1,2 Ta 0,6 Bunapgky Ha 100 mauieHTo-
POKiB o5t pebykcocTaTy Ta ajJoONypUHOINY BifmoBigHo. BinMiHHOCTI He 6y CTaTUCTUYHO JOCTOBIpHI,
IPUYMHHO-HACIIIAKOBUH 3B’s130K MiXK BKa3aHUMU IIOPYLUIEHHIMU Ta 3aCTOCYBaHHAM (GebdyKcocTaty
OyB BigcyTHiK. PakTOpaMu ineHTH()IKOBAHOTO PU3UKY Y TaKUX Malli€HTiB Oyn1u BUSBIEHI
3aXBOPIOBaHHS, 1110 BUHUKIIU B PE3YJIbTATi aTepOCKIIepo3y Ta/abo indapKTy Miokapma abo 3acTifiHoi
CepIIeBOl HEIOCTATHOCTI B aHaMHE3I.



Y nmicnsipeectpauiinomy gocnigxkeHHi CARES (gactora siBumi MACE Gyna cxoXka y rpynax
debykcocraty Ta anomypurony (HR 1,03; 95 % [II 0,89-1,21), ane cnocTepiraBcst BULITUY PiBEHb
YaCTOTH JIeTaJlbHUX HACJIIAKIB Bif CEpLieBO-CyIUHHUX 3axBopioBaHb (4,3 % npoTu 3,2 % mali€eHTiB;
YCC 1,34; 95 % [OI 1,03-1,73).

[TpodinakTrKa i NiKyBaHHA Time MKeMil v TTaItieHTiB i3 pu3uKOM Po3BUTKY CJIIT

[NauieHTy, sKi miggar0THCS XiMioTeparil 3 IPUBOLY reMaTOIOTiYHUX 37I05KiCHUX HOBOYTBOPEHD 3
noMipHuM abo BucokuM pusukom CJIII Ta 3acToCOBYIOTE heOyKcocTaT, Ipu HasgBHOCTI KITiIHIYHUX
ITIOKa3aHb 3HAXOOAThCS Mif HATNIAMOM Kapaiosora.

Asepeisi/einepuymaugicmbs Ha AikapcovKi 3acobu

Y Mexkax MoCTMapKeTUHTOBOTO HaTNgAy OyJu PigKicHI MOBiIOMIIEHHS PO Cepio3Hi anepriuHi
peaxiiil/peakiiil Timep4YyTIUBOCTI, Y TOMYy YHUCJIi 3aTPO3JIUBOTO AJISI KUTTS CUHOPOMY
CriBeHca-[]2KOHCOHA, TOKCHUYHOTO ellilepMaJbHOT0 HEKPOJIi3y Ta FOCTPUX aHa(DiTaKTUYHUX
peaxtiii/moky. Y O6inbIIoCcTi BUNAagKiB TaKi peakiiil CliocTepiraanucs MpoTSATroM IepIIoro MicsAIs
3acTtocyBaHHS (pebyKkcocTaTy. Y KiNIbKOX, ajie He y BCiX IallieHTiB CIIOCTepiraaucs nopylmeHHs
HUPKOBOI QYHKIII Ta/abo rimepuyTnuBiCTh OO aJONyPUHOIY B aHaMHe3i. TsaxKi peakii
Timep4YyTNIUBOCTI, Y TOMY YHCIIi peakiiii, [0 CYIPOBOAXKYIOThCS €03UHOMIIIEI0 i CUCTEMHUMHU
cumrntoMamu (DRESS-cuHopoM), vy messKux BUIafKax Oy/y OB’ sg3aHi 3 rapsyKoio, reMaTOoJIOTiuHO}IO,
HHUPKOBOIO a00 MEeYiHKOBOIO HENOCTATHICTIO.

[MTauieHTu MoBUHHI 0yTH MPoiHGOPMOBaHi IPO 03HAKHU Ta CUMIITOMMU TillepuyyTIUBOCTi/aneprii, a
TaAKOXK 3a HUMHU CJIif CIIOCTepiraTyl o040 PO3BUTKY TaKuX peakiid. [Ipu mosiBi CEprO3HUX aepridHux
peakliiii/peakuiil rinepyyTiauBoCTi, cuHAPOoMYy CTiBeHCa-[[:K0HCOHA B TOMY YMCJIi, 3aCTOCYBaHHS
dbebykcocTaty Tpeba HeralHO IPUIIMHUTH, OCKIJIbKY PaHHE MIPUIMHEHHS 3aCTOCYBAHHS MOKPAIIYE
IIPOTHO3. fKINO y nalieHTa po3BUHYJIacs ajlepriyHa peakiisi/peakiis rinepyyTauBOCTi, y TOMY YUCIIi
curapoM CriBeHca-/I2KOHCOHA Ta rOCTPi aHadiTaKTAYHI pPeakIlil/IIoK, TO MOBTOPHE IPU3HAYEHHS
¢bebyKcocTaTy IPOTUIIOKA3aHO.

3azocmpeHHs (Hanad) nodazpu

JlikyBanHST peOyKCcoCTaTOM CIIiJ] PO3MOYNHATH TilbKK Y IEPIiof MicyIsg 3aT0CTPEHHS XBOPOOH.
®ebykcocTaT MOXKe CIIPOBOKYBATU HaIlaf IOflarpy Ha MOYaTKY JIiKyBaHHS 3a PaxyHOK 3MiHU PiBHS
CedY0BOI KHCJIOTH Y CUPOBATIIi KPOBi Uepe3 BUXifl ypaTiB i3 meno. Ha moyaTKy nikKyBaHHS
(bebyKkcocTaTOM PEKOMEHOYEThCS MPU3HAYUTH HECTEPOIfHI npoTu3ananbHi 3acobu (HII33) abo
KOJIXII[VH Ha TEPMiH He MeHIIe 6 MicAIiB And nTpodilakTUKY HanafiB MoJarpu.

[Tpu pO3BUTKY Hallafly OJarpy Ha TJIi 3aCTOCyBaHHA (peOdyKcoCcTaTy JIiKyBaHHS CJIifl TPOMOBXKYBaTH.
OpHovyacHO HeOOXiIHO ITPOBOJUTH BiMOBIAHY iHAWBIyaIbHY TEPAIilo 3ar0CTPEHHS nogarpu. [1pu
TPUBAJIOMY 3aCTOCyBaHHi pebyKCcoCcTaTy YacTOTa Ta TSIXKKIiCTh HalladiB ofarpyu 3MEHIIYIOThCS.

Biokia0eHHA KCcaHmMuHis

Y malieHTiB i3 IPUCKOPEHUM yTBOPEHHSAM ypaTiB (HalpHUKJIaj, Ha TIi 3JI0KiCHUX HOBOYTBOPEHb Ta IX
nikyBaHHS abo mpu cuHgpoMi Jlema-HixaHa) MoxkuBe CyTTEBe 30iblIeHHST abCOMIOTHOI
KOHILIEHTPAIlil KCAaHTHHIB y Cedi, 10 y PifKICHUX BUIIafKaX CYIIPOBOOKYETHCS 1X BiIKIIafeHHAM Y
CevYOoBUBIAHUX IIIAXaX. LIbOro He crocTepirasocs B OIIOPHOMY KJIIHIYHOMY OOCTIAXKEHH]
debykcocraty npu CJIII. Yepe3 oOMexkeHiCTh IOCBiAy 3acTocyBaHHS (hebyKcocTaT He TOKa3aHUM
narieHTaM npu curapoMi Jlema-HixaHa.

MepkanmonypuH/azamionpuH



debykcocTaT He PEKOMEHIYETHCS 3aCTOCOBYBATH IAIliEHTaM, SIKi OTHOYACHO OTPUMYIOTh
MEepKaITONyPHH/a3aTiONPUH, OCKiTbKY iHTiOyBaHHS KCAaHTHHOKCHIAa3u (HebyKCcoCTaToM MOXKe
CIIPUYMHUTHY IiABUIIEHHSA KOHIIEHTpAIlil MePKAITOyPUHY/a3aTiONPUHY Y IJIa3Mi KPOBI, III0 MOXKe
IIPHU3BECTH [0 CUJIBHOI TOKCUYHOCTI. HigKux mocmifkeHb B3a€EMOZI1 ¥ MAI[iEHTIB He TPOBOOUIIHU. AKIIO
KoMOiHallii He YHUKHYTH, PeKOMEHYEThCS 3MEHIINTH 103y MEPKANTONypHHy/a3aTionpuny. Ha
OCHOBI MOJIe/IIOBaHHS Ta iMITAI[IMHOI0 aHali3y JaHUX OOCIIiAXKeHb IIPX OAHOYAaCHOMY 3aCTOCYBaHHI1
(dhebykcocTaTy 003y MepKaITONypruHYy/a3aTionpuHy ciig 3MeHIUTH 10 20 % abo MeHIIe monepeaHbo
IPU3HAYEHO]I 03], 11100 YHUKHYTH MOXKJIUBUX FeMaTOJIOTiYHUX BIIUBIB (OUB. po3min «B3aemopmis 3
iHIITIMM JTiIKapCbKUMM 3aco0aMu Ta iHIM BUOYM B3aEMOMid»). [TaIlieHTiB I peTebHO KOHTPOIIOBATH,
a J03y MepKaITOoMypUHYy/a3aTiONpUHY MOTPiOHO 3ro0oM KOPUTYBATH Ha OCHOBI OLIHKH
TepaIreBTUYHOI BiITIOBili Ta HACTaHHS MOXKJIMBUX TOKCUYHUX e(eKTiB.

Ilauienmu, AKi nepeHecau MpPAaHCNAAHMAyio op2aHis

Iocsiny 3acTocyBaHHs (pebyKkcocTaTy 1iif KaTeropil naiieHTiB HEMae, TOMy 3aCTOCYBaHHS IIperapaTy
He [10Ka3aHo.

Teocinin

OmHOpa30Be OJHOYACHE 3acTocyBaHHS (ebykcocTaTy y mo3i 80 mr ta Teodininy y mo3i 400 mr He
II0Ka3aJIo XKOogHUX (papMaKoKiHeTUYHUX B3aeMopiit. PebykcocTat y f03i 80 Mr MOXKHa 3aCTOCOBYBATH
OJHOYaCHO i3 TeodiniHoM 6e3 pu3UKY MigBUINEHHS KOHIIEHTpalil Teodiiny y mna3Mi Kposi. [laHUX
mopo no3u pebykcoctaTty 120 Mr HEMaE.

3axe8oprB8aHHA neviHKU

Y nporeci kniniyHux gocnigxkeHs y 5,0 % malfieHTiB, gKki oTpuMyBanu ¢heOyKCoCTaT, CIIoCTepiraaucs
He3HayHi 3MiHU IE€YiHKOBUX ITIOKA3HUKIB, TOMY PEKOMEHIYETHCS MTepeBipsATH QyHKI[IOHATIbHI
MEeYiHKOBI ITOKA3HUKHU [I0 TpHU3HaueHHs PeOyKCcocTaTy Ta IIif Yac JiKyBaHHS MPU HAsIBHOCTI
ITOKa3aHbk.

3axeoptBaHHA WUMoBUOHOI 3a/103U

Y 5,5 % natuieHTiB, sKi oTpuMyBanu GpebykcocTaT IPOTSATOM TPUBAJIOTO Yacy, CIIOCTepiramocs
migBUIeHHS moKa3HuKa TIT (> 5,5 MKMO/Mn) mig yac gocnmimxkeHnb. ToMy JiKapchbKui 3acio ciim 3
00epeXHICTIO 3aCTOCOBYBATH TAIliEHTaM i3 MOPYIIeHHAM (QYHKIIl IIUTOBUIHOL 3aJI03M.

Jlakmo3sa

JlikapceKu# 3acib MiCTUTD JTaKTO3y, TOMY IallieHTaM 3 TaKUMU PifKUMU CIIafiKOBUMHU XBOpoOaMu SiK
HeIePeHOCUMICTh rajlakTo3u, nedinut makTasu Jlanma abo mopylieHHs MaababcopOIril TTIoK031-
rajlakTo3H He CJIiJ 3aCTOCOBYBATHU MAHUMU JIiIKapChKUH 3acib.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.

BazimHicmb



OOMexeHUM [OCBiA 3aCTOCyBaHHS (eOyKCoCTaTy y Iepiof BariTHOCTI CBITUUTH PO BiACYTHICTH
HECIIPUSTIMBOTO BIJIMBY Ha mepebir BariTHOCTI Ta 3MOPOB’s MI04a/HOBOHAPOAXKEHOT0. Y mpoteci
IOCTiIKeHb Ha TBAapUHaX He OyJI0 IOMiueHO #oro mpsiMoro abo HempsMoro Mo0iYHOro BIIMBY Ha
mepeOir BariTHOCTi, PO3BUTOK eMOpioHa/mIomga Ta nepeoir mooris. IT0TeHIIHHNN PU3KK I TIOOUHN
HeBimomuii. ®ebykcocTaT He CJIiff 3aCTOCOBYBaTH Y IIE€Piof BariTHOCTI.

ITepiod 200ys8aHHA 2py0010

Hesigomo, uu mpoHuKae pebykcocTaT y IrpyaHe MOJIOKO JIIOOUHU. [oCIiiKeHHS Ha TBApUHAX
moKa3aJy, 1o ¢ebyKcocTaT MPOHUKAE V TPYIHE MOJIOKO Ta Ma€ HeTaTUBHUIM BIIMB Ha PO3BUTOK
HOBOHAPOIXKEHUX, SKUX TOAYIOTh IIUM MOJIOKOM. PU3UK MOTpaIIgHHS IIpeliapaTy B TpyiHe MOJIOKO He
Moxke OyTu BukmoueHui. ®ebykcocTaT He CJIifi 3aCTOCOBYBaTH Y II€piof TONyBaHHS TPYLAIO.

depmuabHicmb

HocnimxeHHS GepTUIHHOCTI Ha TBApUHAX IIPX 3aCTOCYBaHHi y [103i 48 Mr/Kr/0o0y He BUSBUIH
3as1exHOCTi Mo0iYHUX peakiii Bix go3u. [lis pebykcocTaTy Ha penPOOYKTHBHY GYHKIIIIO JTIONUHY
HeBigoMa.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

Bynu nosimoMieHHS PO PO3BUTOK COHJIMBOCTI, 3allaMOpPOY€EHHs, TapecTe3ii Ta MOPYLIeHHS YiTKOCTI
30py Ha TJIi 3acTocyBaHHS (ebykcocTaTy. ToMy naiieHTaM, SKi 3aCTOCOBYIOThH (peOyKCOoCTar,
PeKOMeHOyeThCs OyT 00epekHUM IIPU KepyBaHHI aBTOTPAHCIOPTHUMHU 3acobamu Ta poboTi 3
iHIIMMU MexaHi3MaMu 10 TOTO Yacy, TOKU BOHU He OyayTh BIIEBHEHI Y BiICYyTHOCTI BUIlle3a3HAYEHUX
00IYHUX peakIri.

Cnocib 3acmocyeaHHsi ma do3u.

Hos3 YBAHHA

ITodaepa.

PexomeHoBaHa fio3a cTaHOBUTHL 80 Mr 1 pa3 Ha 00y mepopanbHO, He3aIeXKHO Biff MPUUOMY ixki.
SKI110 KOHLIEHTpAallisl Ce40BOl KMCJIOTH B CUPOBATILi KPOBi epeBuinye 6 Mr/gi (357 MKMOJIb/JT) Micns
2-4 TUXHIB JTIKyBaHHS, CJIi[l pO3TNISHYTH MifBUILIeHHS [03U debdykcocTaty mo 120 mr 1 pa3 Ha go0y.
EdexT nikapcbkoro 3aco0y BUSBISETHCSA JOCUTH IIBUAKO, III0 POOUTH MOXKIIMBUM ITIOBTOPHE
BM3HAYEHHS KOHI[EHTPallil CE40BO1 KMCJIOTY Yepe3 2 TUXKHi. MeTo1o NTiKyBaHHS € 3MEHIIEHHS
KOHIIEHTpAallil Ce40BOl KUCIOTH Y CUPOBATIIi KPOBi Ta MiATPUMKa 11 Ha piBHI MeHIe 6 Mr/a

(357 MKMOIIB/M).

TpuBanicTe TpodinakTUKK HaMagiB IOgarpu peKoOMeH0BaHa He MeHIle 6 MiCsIiB.
CuHOpom niszucy nyxauHu (CJIII).
PexomeHpoBaHa fo3a cTaHOBUTEL 120 Mr 1 pa3 Ha go0y nepopaibHO, He3aleKHO Biff IPUNOMY 1XKi.

3acTocyBaHHS JTiKapCchKoro 3acoby [Tomadeb ciim po3moynHaTy 3a OBa [AHI 10 TOYATKY



IIMTOTOKCUYHOI Teparil i TpooBXKyBaTH 1[oHalMeHIe 7 i0; ogHaK TPUBAJiCTh Tepallii MoXKHa
TIOJOBXKUTH [0 9 Mi0 BimMOBigHO OO TPUBAJIOCTI XiMioTeparii Ta KITiHiYHOI OLiHKH.

ITauieHmu AimHb020 BIKY.
Ilnst miel KaTeropii maIfieHTiB KOPeKIis 703U He OTPiOHa.
Hupkxosa HedocmamHicme.

Y nami€eHTiB i3 TAXKKUM NOPYIIEHHAM (QYHKIIl HUPOK (KiipeHC KpeaTuHiHy < 30 Mi1/xB) e(eKTHUBHICTD
Ta 0e3MeKy JiKapchKoro 3aco0y BUBYEHO HENOCTATHLO. [lallieHTaM i3 mopyueHHAM QYyHKIII HIPOK
7erkoro abo MOMIpPHOTO CTYIIeHS KOPEKIIis 03U He ToTpidHa.

ITeviHKosa HedocmamHicme.

HocnimxeHHS epeKTUBHOCTI Ta Oe3neku pedyKcoCTaTy y NallieHTiB i3 TSIXKKOI0 II€YiHKOBOIO
HepocTaTHiCcTIO (Kimac C 3a mkanow Yaunga-I1'10) He TpoBOOUIIH.

- I[Todaepa. Tlpu nopyieHHi QyHKIII MeYiHKY Terkoro CTyneHs peKoMeHj0BaHa /103a CTaHOBUTh
80 mr. [TocBig 3acTOCyBaHHS JTiKapChKOT0 3aco0y MpH MOpyIleHHI GyHKIl TeYiHKY ITOMipHOTO
CTyTIeHS 00MeXKEeHUN.

- CuHOpom nizucy nyxauHu (CJIII). 3 oTIOpHOTO HOCHTifXKEeHHS 0yIu BUKIIOYEHI TiTbKU Cy0’ €KTH i3
MIeYiHKOBOI HEJOCTATHICTIO TSXKKOTO CTymeHs. [ mallieHTiB, SKi Oynu BKIIOYEH] B MOCIiIXKEHHS,
KOPEKIIis 103U Y 3B’s13KY 3i cTaHOM (YHKIIIN eyiHKu He OTpiOHA.

Cnocib 3acmocysdaHHA

3acTOCOBYBATU IEPOPAIbHO, He3aeXKHO Bif IPUHOMY 1XKi.

Himu.

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

Ilepedo3yeanHsi.

Y pasi mepemo3yBaHHS IOKa3aHa CUMIITOMAaTUYHA Ta IMiATPUMYO4a Teparris.

ITo6iuni peakuii.

HaituacTimumy mo6iYHUMY peakIlissMu Y X0[i KIiHIYHUX OOCTigXKeHb Ta y MpoIeci
IIOCTMApKETUHTOBOTO HAarJIAAy V MallieHTiB 3 ogarpoo 0y 3aroCTpeHHs (Hamagu) mofarpH,
NOopylIeHHs QYHKIN] IeYiHKH, fiapes, HyJoTa, ToJIOBHUY 0ifib, BUCUNaHHS Ta HaOpsaku. LIi mobiuni
peaxirii Manu y OinbIIOCTi BUMlaAKiB nerkui abo cepemHii CTYIiHb TSXKKOCTI. ITig yac
TIOCTMapKeTUHTOBOTO HArisAny Oy/iu MOBiIOMIIEHHS PO PiAKiCHI BUAOKKU CEePHO3HUX peakIlii
rinepuyTnauBocTi Ha pebyKcocTaT, gesKi 3 HUX CYyIPOBOAXKYBaIUCSI CUCTEMHUMU PeakIlisiMU, Ta IIpo
PIIKiCHIi sBUIIlA PAIITOBOI CEPIIEBOI CMEPTI.



Huxue 3a3HaveHi mobiuHi peakilil, SIKi BAHUKAIOTh IIPU 3aCTOCYyBaHHi (pebyKcocTaTy Ta
KnacudikoBaHi TaKUM YMHOM: YacTo (Big = 1/100 go < 1/10), HeuacTo (Big = 1/1000 mo < 1/100) Ta
pigko (Big = 1/10000 mo < 1/1000). YacToTa po3BUTKY I'DYHTYETLCS Ha AOCIIIXKEHHSX Ta
IIOCTMapKETUHI0BOMY OOCBIfi IIOA0 MALiE€HTIB i3 MoJarpolo.

3 60Ky kpogi ma aim¢pamuyHoi cucmemu: PIIKO - MAHIUTONEHiS, TPOMOOLUTOIIEHIS,
arpaHyJIouuTO3%;

3 60Ky iMyHHOI cucmemu: pigko - aHabimakKTUYHI peakiil*, rinepuyTnuBicTh OO mpemapatTy*;
3 60Ky eHOOKPUHHOI cucmemu: He4acCTo - iIBUIIEHHS PiBHS THPEOCTUMYITIOI0YOT0 TOPMOHY KPOBI;
3 60Ky opaaHie 30py: pidKo - 3aTyMaHEHHS 30DY;

3 60Ky xapuyeaHHA ma 0O6MiHy peuo8uH: 4acTO*** - 3ar0CTpeHHS (Hanagy) mofarpy; HevacTo -
IIyKpoBuUii miabeT, rimepiimigemisi, 3HUKEHHS aneTUTy, 30iIbIlIeHHs MacH Tifla, PigKo - 3HUKEHHS
MacCH Tija, MiABUILEHHA alleTUTy, aHOPEKCid;

3 60Ky ncuxiku: He4acTo - 3HUKEeHH J1i0ifo, 6e3COHHS; PidKO - HEPBO3HICTH;

3 60Ky Hepeosoi cucmemu: 4acCTo - TOJIOBHUY 0ifib; HEYACTO - 3allaMOPOYEHHSI, ITapecTesii,
reMimnapes, COHIUBICT, 3MiHa CMaKOBOT'O CIIPUMHSATTS, TinmecTe3is, mocnabaeHHs HIOXY;

3 60Ky opeaaHie cayxy ma nabipuHmy: pifgKo - IMIyM y ByXax;

3 60Ky cepu: HeYacTo - GiOpussilis nepeacepab, BigUyTTs cepuedUTTs, BIGXUIEHHS Bil HOPMU Ha
EKT, 6;0Kafia niBoi HixkKKY mmy4ka ['ica (muB. po3min «CHHOPOM JTi3UCy MyXJIMHU»), CHHYCOBa
Taxikapgid (muB. po3min « CHHOPOM JIi3UCy NYXJIMHU»); PIIKO - paliToBa CeplieBa CMePTh*.

3 60Ky cyOuHHOI cucmeMu: He4acCTO - apTepiasibHa TinepTeH3is, MPUIUBY, IPUILIUBY 3 BiIUYTTAM
JKapy, KpoBoTedi (auB. po3fin «CHHOPOM JIi3UCY IyXIUHU);

3 60Ky OuxasnvHOi cucmeMu: He4acTo - 3aiuIIKa, OpPOHXIT, iHdeK1ii BepxXHiX AUXaTbHUX LIISAXIB,
KallleJlb;

3 60Ky W/AYHKO0BO-KUWKO0B020 MPpAakmy: 4acTo - fiapes**, HygoTa; He4acTo - Oinb y XKUBOTI, 3AYTTA
JKUBOTA, racTpoe3odareanbHa pedokcHa XxBopoba, 0/10BaHHS, CyXiCTh y POTi, AUCIEICis, 3a1op,
YacTi BUTIOPOKHEHHS, METEOPU3M, AUCKOMMOPT ¥ MUIYHKY a00 KUIIEYHUKY; PigKO - TaHKPeaTuT,
BUpAa3KU B OUIAHII POTa;

3 60Ky neviHKu ma 2#coe8yo8uBiOHUX W/15Xi8: YaCcTo - MOPYyIIeHHsS GYHKIII meuiHku**; HeyacTo -
JKOBYOKaM’sTHA XBOpP00a; PigKo - TeIaTUT, XKOBTSHUIIA*, IIeUiHKOBA HEIOCTATHICTDY;

3 60Ky WKipu ma niOwKipHO-HCUPOBOT MKAHUHU: YACTO - BUCUIIAHHS (Y TOMY YKCITi BUCUIIAHHS 3
Oi7TbII HU3BKOIO YACTOTOI0 BUHMKHEHHS); HEYaCTO - JePMaTHUT, KPOIIUB SHKa, CBepbixk, 3MiHa
3a0apBiieHHs MIKipH, TOMIKOIXKEeHHS IKipH, TeTeXil, II'ITHUCTI BUCUIIAHHS, MaKYyJIONalyIbo3Hi
BHCHUIIaHHS, IIally/IbO3Hi BUCUIIAHHS; PiIKO - TOKCUYHUY ellifjlepMaJIbHUM HEKPOJIi3*, CHHOPOM
CriBeHca-[];kOHCOHa*, aHTi0OHAOPSK*, peakilil Ha Ipemapar, 1[0 CYIPOBOAXKYIOThCS €03UHOMDITTIE0 Ta
CUCTEMHUMHU CUMIITOMaMu*, reHepai3oBaHi BUCUIIAHHS (Cepio3Hi)*, eputeMa, ekcdomiaTuBHi
BUCHUIIAHHS, QOJKYISIPHI BUCUITAHHS, Be3UKYJIbO3Hi BUCHUIIAHHS, IIYCTY/IO3Hi BUCUIIAHHS, CBePOIsTUi
BUCUIIAHHS*, ePUTEMATO3Hi BUCUTIIAHHS, KOPEeNOoaiOHi BUCUIIAHHS, aJIOMellis, MigBUIeHa MiTIUBICTS;

3 OOKY 0NOPHO-PYX08020 anapamy ma cnoAy4YHOI MKAHUHU : HevacTo - 6inb y cyrnobax,



apTpur, 0ib y M’s13aX, CKeJIeTHO-M s130BUH 6ifb, CJ1a0KIiCTh ¥ M'g3aX, CyIOMHU M’93iB, CKYTiCTh M’3iB,
Oypcut; pigko - pabmomionis*, cKyTicTh cyrio6iB, CKeIeTHO-M 130Ba CKYTiCTh;

3 60Ky HUPOK ma cevyo8usiOHUX W5Xi8: He4aCTO - HUPKOBAa HENOCTATHICTh, CEY0KaM'siHa XBopoba,
reMaTypis, IoJaKiypis, mpoTeinypis; pigko - TyOynoiHTepcTUllianbHUN HePPUT*, HAIOIEeTTHUBI
IIO3UBU O CEYOBUIYCKAHHS;

3 60Ky penpodyKmueHoi cucmemu ma MO/0YHUX 3d/103: HEYACTO - ePEKTUIbHA AUCHYHKIIIS;

3 OOKY Op2aHiamMy 3a2as0M: 9aCTO - HAOPSIKHU; HEYaCTO - MigBUINleHA BTOMITIOBAHICTE, OiNb y TPyOsX,
BiI4yTTS IUCKOM(DOPTY y TPYHIX; PiIKO - CIIpara;

1abopamopHi NOKA3HUKU: He4acTo - MigBUIIEHHS PiBHS aMila3u y KPOBi, 3MEHIIIEHHS KiTbKOCTi
TPOMOOIUTIB, 3MEHIIIEHHS KiJTbKOCTI JIEMKOIUTIB y KPOBi, 3MEHIIIEHHS KilTbKOCTi JTiMGOLUHUTIB Y KPOBI,
MiJBUIIIEHHS PiBHA KpeaTUHY Y KPOBi, MiABUILEHHS PiBHS KpPeaTUHIHY Yy KPOBi, 3HUKEHHS PiBHSA
reMorno0iHy KpoBi, MiABUINEHHS PiBHS CEYOBMHU B KPOBi, MigBUINIEHHS PiBHS TPUTJIiLIEPUIiB Y KPOBI,
IIIBUIIIEHHS PIBHA X0JIECTEPUHY B KPOBI, 3HUKEHHS IeMaTOKPUTY, IiIBUIIIEHHS PIBHSA
nmakTtaTtaerigporeHasu (JI[II') y KpoBi, migBUIlleHHS PiBHS Kallil0 ¥ KPOBi; PiAKO - MiABUIIEHHS PiBHS
TJIIOKO3Y Y KPOBi, TIONOBXKEHHS aKTUBOBAHOTO YaCTKOBOTO TPOMOOIIJIACTUHOBOTO Yacy, 3HUKEHHS
KiTbKOCTi epUTPOLIUTIB ¥ KPOBI, MiABUIIIEHHS PiBHS TykHO1 (ochaTa3u y KpOBi, MigBUILIEHHS PiBHS
KpeaTHH(OCPOKiHA3U y KPOBi*.

* TToOiuHi peaxkiril, 110 criocTepiramucs y Mexkax II0CTMapPKETHHTOBOTO CIIOCTEPEKEHHS.

** Tliapes Ta BigXujeHHs pe3ynbTaTiB QyHKLIiOHATBHUX P00 NeYiHKY Biff HOPMHU, SIKi BUMarasiu
Tepallil, 1[0 CIIOCTePiraaucs B JOCTIAXKEHHSIX, PO3BUBAJIACS YacCTillle Y MallieHTiB, AKi OTpUMYBaIx
CYIIyTHIO Tepalilo KOJIXiIUHOM.

*** JacToTa 3arocTpeHs (HamapiB) IOfarpH, o CIocTepiranacs y AOCHigXKeHHSX.
Onuc okpemux nobiyHUX peakuyil.

Y Mexkax MoCTMapKeTUHTOBOTO HaTJgAy OyJu IOBiDOMJIEHHS IIPO PigKiCHI BUMTaikKu CEPHO3HUX
peaxiiiit rimepuyTauBocTi Ha pebykcocTaT, y ToMy uucii cuHgpoM CtiBeHca-[[2KOHCOHA, TOKCUYHUMN
emigepManbHUM HEKpOi3 Ta aHadimakTuuHi peaknii/mok. CungpoM CriBeHca-[I;KOHCOHA Ta
TOKCUYHUM elliflepMaJbHUY HEKPOJIi3 XapaKTepPU3y€eThCA IIPOTPECYI0YUM IIKIDHUM BUCUIIAHHAM 3
Oy/IbO3HUM ypazkeHHSIM IMIKipu abo CI130BHAX 000JI0HOK Ta IMOApa3HEeHHSIM CIIH30B01 000I0HKY OUYel.
Peakiii rimepuyTnuBocTi Ha (peOyKCOCTaT MOXKYTh IPOSIBISATUACS TaKUMU CUMITOMaMU: IIKiDHUMUI
peaxIisiMy, 110 XapaKTepU3yIOThCA iHPIIbTPOBAaHUMYU MaKy/10-alyIb03HIMYU BUCUIIAHHIMY,
reHepajizoBaHuMu ab6o ekchomiaTHBHUMH BUCHUIIAHHSIMY, @ TaKOXK YpPaxKeHHSIMH IKipu, HabpskKoM
00144, TapsTYKO0I0, TeMATOJIOTiYHUMHU TTIOPYIIEHHSIMU, TAKUMU SK TPOMOOIIUTOIIEHIS Ta
€03uHODITis, Ta ypaxkeHHIM OKpeMHUX opraHiB a0o KilbKOX OpraHiB (MediHKa Ta HUPKH, Y TOMY YHUCIIi
TyOyJoiHTEpCTHLiaTbHUM HeQPUT).

3arocTpeHHs (Hamaay) mofarpy 3a3BUday CIIOCTEpiraaucs HeBOOB31 MMiC/Is M0YaTKy JTiKyBaHHS Ta
MIPOTSATOM MEPIINX MiCAIIB NTiKyBaHHSA. YacTOTa HalafiB MoJarpy 3HKMXKyBanacsa 3 4acoM. [1pu
3acTocyBaHHi (pebykcocTaTy peKOMEHIY€EThCS MPo¢iTakKTHKA TOCTPUX HaIaMdiB IOJarpH.

Cunpgpowm misucy nyxaus (CJIIT)

Pe3stome npoginio 6esnexu.

Bimomo, 110 y mporieci gocnigkeHs, ¥ SKOMY IopiBHIOBaIHM (peOyKCoCTaT Ta aJIoypPruHOII



(346 marieHTiB, Ki MiAKaTHCS XiMioTeparil 3 TPUBOAY reMaTOIOTiYHUX 3I0SIKICHUX
HOBOYTBOPEHb 3 MOMipHUM abo BucOKUM pusukoM CJIII), Tineku y 22 (6,4 %) mauieHTiB
cnoctepiranucs nobiuHi peakiiii, a came y 11 (6,4 %) malieHTiB y KOXHil rpymi nikyBaHHSA. BinbuiicTs
no0iYHUX peakilidt 6ynu 1erkoro abo MoMipHOTO CTYTIEHS.

Y minomy B Xomi IMX JOCHiAXKeHb Oyob-IKUX JOJATKOBUX Mig03p 00 0€3MeKH 3aCTOCYBaHHS
¢debykcocTaTy nallieHTaM i3 mogarpoio He 0yy0, 3a BUHATKOM HUXKYe3a3HaueHUX TPHOX MOOIYHUX
peaxiii.

ITopyweHHs 3 60Ky cepuesoi cucmemu: HedacTo - 6710Kafa iBoi HixkKM my4ka [ica, cuHycoBa
Taxikapmis.

ITopyweHHs 3 60Ky CyOUHHOI cucmemu: He4acTo - KpOBOTeYi.

ITosidomaeHHA Npo ni0o3preaHi nobiuHi peakuii.

[ToBimomeHHs PO Mimo3pioBaHi MOGiYHI peakiii micyisg cxBaJeHHs JTiKapchKOro 3aco0y HO3BiTbHUMHU
OpraHaMu € BaXJIMBOIO IIPoLenypor. Lle mo3Bosise 30iMCHIOBATH ITOCTIMHUN MOHITOPUHT
CIIiBBiTHOIIEHHST «KOPHCTH/PU3UK» 3aCTOCYBaHHS 1IbOTO JIiIKapChKOro 3aco0y. Megu4yHuUX MpalliBHUKIB
IIPOCSITH MTOBIAOMIISTH IIPO yCi Iifo3pioBaHi mobiuHi peakilil yepes3 HallioOHaIbHI CUCTEMU
MIOBiOMIIEHB.

Tepmin npudamHocmi. 3 POKH.

YmMmoBH 30epiranssi.

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

30epiratu y HEJOCTYIIHOMY OJISl OiTel MiCIi.

YnakosBka.

[To 10 TabneTox y 6iicTepi; mo 3 6iicTepu y maylii.

Kareropisi Bignmycky. 3a pelemnToM.

Bupo6uuk. AT «<KUIBCbKUI BITAMIHHUI 3ABOI».

Micue3HaxoaKeHHsI BUPOOHHKA Ta ajfipeca Micls MpoBaIXKeHHS HOT0 Tis/TbHOCTI.

04073, YkpaiHa, M. KuiB, Byn. KonuniBcekka, 38.
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