[HCTPYKIIIA

IJIs1 METUIHOT 0 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aC00y

IIOJA®EB
(PODAFEB)
Cknao:
ditoua pevosuHa: hebyKcocTart;
1 TabneTtka mictuth pebdykcoctaty 80 mr a6o 120 mr;

0onoMidCHI peuoBUHU: TAaKTO3a, MOHOTIAPAT; 1IeJlf0jI03a MiKPOKPHUCTaliyHa; TiIpOKCHUIIPOIIif-
I1eJII0JI03a; HATPilo KPOCKapMeno3a; KPeMHIil0 MioKCcHU[ KOonoiguui 6e3BONHUMN; MarHilo cTeapar;
0bos0HKa: cymimt s miBkoBoro nokputts Opadry II Yellow (85F42129): ciupT noniBiHinoBu;
TUTaHy piokcup (E 171); momieTHneHr Kok (MaKporo); TalbkK; 3ajlida okcup xkoBTuii (E 172).

Jlikapcbka ¢popma. TabmeTKy, BKPUTI MTiIBKOBOIO 000JI0HKOIO.
OcHoO8HI (pi3uKko-XiMiyHI 81acMUBOCMI:

tabnetku mo 80 Mr: TabmeTKy KPyriaoi GopMu 3 IBOOMIYKIIOK ITOBEPXHEI0, BKPUTI MJTiBKOBOIO
000JIOHKOIO Bifl CBiT/I0-2KOBTOT'0 [0 KOBTOT'0 KOJIbOPY;

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

dapMmakoTepaneBTHYHA rpyna. Jlikapceki 3acobu mis mikyBaHHs nmogarpu. JIlikapchki 3acobwu, 1110
IPUTHIYYIOTh yTBOPEeHHS ceuoBoi KucmoTu. Kog ATX M04A A03.

dPapmako102iuHi 8 1acmueocmi.
®apmakoduHamika.
Mexanism 0ii.

CeuoBa KHCJIOTa € KiHI[€BUM IIPOOYKTOM MeTaboJ1i3My IIypHHIB Y JIIONUHY i YTBOPIOETHCA TIif] Yac
TAKOl peakxilil: TiMOKCAaHTUH — KCAaHTHH — Ce4Y0Ba KKcjIoTa. KcaHTMHOKCHIAa3a € KaTaai3aTopoM 000X
eTamniB 11iel peakiii. ®ebykcocTaT € IOXiTHUM 2-apHUITia30ily, TepalneBTAYHA [Iis SKOTr0 MOB’g3aHa 3i
3MEHIIEHHSIM KOHIIEHTpAIllil CeY0BOl KMCIIOTH B CHPOBATII KPOBi IIJITXOM CEIEKTUBHOTO IIPUTHIYEHHS
KCaHTUHOKCcHuma3u. PeOyKcocTar - 1ie MOTYXKHUM i CeIeKTUBHUN HETyPUHOBUH iHTiIOiTOD
KcauTuHOKcuma3u (NP-SIXO), #ioro Ki (KoHCTaHTa MPUTHIYEHHS) in Vitro CTaHOBUTDL MeHIe 1
HaHoMoJs1. Byro mokasaHo, 110 pebykcocTaT 3Ha4YHOIO MipOi0 MPUTHIYYE aKTUBHICTh SIK OKHCHEHOI,
Tak i BigHOBNEeHOI (OpMU KCaHTUHOKCUAA3U. Y TepaneBTUUYHUX KOHI[EHTpallisx ¢pedyKcocTaT He



IpurHivye i ¢pepMeHTH, 10 6epyTh y4acTh y MeTabos1i3Mi MypuHiB a00 MipUMiguHIB, TAKUX K
TyaHiHme3aMiHa3a, rimokcaHTUH-TyaHiHpochopubosunTpanchepasa,
opotardochopubdosuntpanchepasa, opoTunuHMOHOGOChaTHeKapOoKcHuia3a, abo MypuHHYKIIE03U -
dbochopumnasa.

KniniyHa epexkmueHicmb ma 6e3nekxa.
ITodazpa

EdekTuBHicTh PebykcocTaTy Oyia migTBepaXkeHa y ¢as3i 3 TphoX OCHOBHUX JOCIiXKeHb (IBa
ocHoBHux nocaimxennsa APEX i FACT i mogatkoBe gociimxkenuss CONFIRMS, omucaHi HUX4e), SKi
BKkmoyanu 4101 mauiesTa i3 rinepyprukeMi€eto i mogarpo0. ¥ KOXKHOMY 3 [IUX OCHOBHUX AOCIIAXKEHb
das3u 3 pebykcocTaT Ginbin eheKTUBHO 3HKUKYBAB CUPOBATKOBY KOHIIEHTPAIiI0 CEY0BOI KUCIIOTH i
IiATPUMYyBaB 11 Ha HaJle’kHOMY PiBHIi MOPIiBHSHO 3 alI0NypUHOJIOM. [IepBUHHOIO KiHIIEBOIO TOYKOIO
eexTuBHOCTI B mocnimxkeHHsIXx APEX i FACT Oyna dacTka Ialli€eHTiB, ¥ SKUX IPOTITOM OCTaHHIX
TPHOX MiCSILIiB KOHIIEHTpAallisl Ce40BOl KUCJIOTH B CUPOBATIi KPOBi He nepeBunyBana 6,0 mr/on (357
MKMOJIB/1). Y gomaTtkoBoMy gocaimxkenHi CONFIRMS ¢a3u 3, pe3ynbTaTé SKOTO CTalIu OOCTYIIHI
micys mepIol peectpaiiii pedykcocTaTy, TePBUHHOIO KiHIIEBOIO TOYKOI0 e(peKTUBHOCTI Oyia YacTKa
TIAllieHTIB, V AKUX KOHIIEHTpPAIlisl Ce40BOl KMCJIOTH B CUPOBATIIi KPOBi He mepeBuiyBaa 6,0 Mr/on Ha
MOMEHT OCTaHHBOT'O Bi3UTY. Y Iii HOCIIIAXKEHHS He BKIII0YaJIH ITallleHTiB, AKi [IepeHeCcIn
TPaHCIIaHTAallil0 OpraHiB (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

Hocaiooxcenns APEX: gocnigxkeHHs edheKTUBHOCTI pebykcocTaTy 3 KOHTpoIeM Iianebo Ta
amonypunony ¢asu 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat, APEX) Gymno
paHOoMi30BaHUM, MOABIMHUM CJinuM, 6araToleHTPOBUM TPUBAJIICTIO 28 TUXKHIB. Bchoro 6yro
panpomizoBano 1072 mamuienTu: mianedo (n=134), debykcoctaT 80 Mr 1 pa3 Ha {06y

(n=267 debykcoctaT 120 Mr 1 pa3 Ha 706y (n=269), pebykcoctaTt 240 Mr 1 pa3 Ha moby (n=134) abo
anmonypuHoin (300 mr 1 pa3 Ha mo0y (n=258) mist maIfieHTiB i3 TOYaTKOBOIO CUPOBATKOBOIO
KOHIIeHTpalli€lo KpeatuHiny < 1,5 mr/on a6o 100 mr 1 pa3 Ha mo6y (n=10) as mamieHTis i3
TI0YATKOBOIO CHPOBATKOBOIO KOHIIEHTpAIli€lo KpeatuHiny > 1,5 mr/mn i < 2,0 mr/mon). [ OLiHKY
6e3meku ¢ebykcocTaT nmpu3Hadaay B {03i 240 Mr (y 2 pa3u BUllle MaKCUMaJIbHOI
PEKOMEH[I0BAHOI HO3M).

Hocnimxenns APEX moka3aso CTaTUCTUYHO JOCTOBIpHY IepeBary 060X pekUMiB JTiKyBaHHS:
debykcocrat 80 Mr 1 pa3 Ha go0y i pebykcoctaT 120 Mr 1 pa3 Ha 700y MOPIBHSIHO 3 aJIONMyPUHOJIOM Y
3BuyaiHii no3i 300 mMr (n = 258)/100 mr (n=10) y 3MeHIIeHHI CUPOBAaTKOBO1 KOHI[EHTPAIlil CE40BO1
KHUCJIOTH HUXK4e 6 Mr/oi (357 MKMOJB/1) (muB. Tadm. 1).

Hocnioxncennsa FACT: gocnipxeHHs edeKTUBHOCTI heOyKcocTaTy 3 anonypuHon-KoHTponeM (The
Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 0ysio paHgoMi30BaHUM, IOOBIMHUM CIIIIIUM,
faraToleHTPOBUM TPUBAJIICTIO 52 THXKHi. Bchoro 6ynno panmomizoBaHo 760 martienTis: pebykcocTtaT
80 mr 1 pa3 Ha moby (n = 256), pebykcoctaTt 120 Mr 1 pa3 Ha moby (n = 251) Ta amonypunon 300 Mr
1 pa3 Ha o6y (n = 253).

Hocnimxennss FACT moka3aso CTaTUCTUYHO JOCTOBIpHY IepeBary 060x pexumis - pedykcoctat 80
Mmr 1 pa3 Ha go0y i pebykcoctaT 120 Mr 1 pa3 Ha go0y - IOPiBHSIHO 3 aJIONIYPUHOJIOM Y 3BUYaANHIN
no3i 300 Mr y 3MeHIIIeHHi i migTpUMIli CHPOBaTKOBOI KOHIIEHTPAIlil CEY0BOi KUCTIOTH HUXKYe 6 MT/mi
(357 MKMOJIB/N).

Y Tabn. 1 mpeacTaBieHi pe3ynbTaTH OILiHKY IIEPBUHHOI KiHIIEBOI TOYKY e(PeKTHUBHOCTI.



YacTKa Ialli€eHTiB 3 KOHIIEHTPAIli€EI0 CeYOBOI KMCIIOTH B CHPOBATII KPoBi < 6,0 Mr/mi (357 MKMOIIb/1T)
Il Yac TPhOX OCTaHHIX IIOMICAYHUX Bi3UTIB

Tabmuis 1
bebykcoctat 80 Mr bebykcoctat 120 mr 1|AnomypuHon
IocmimKeHHs 1 pa3 Ha moby pas Ha o0y 300/100 mr 1 pa3 Ha
no6y '
APEX 48 %" 65 %" * (n=269) 22 %
(28 TuXHIB) (n=262) (n=268)
FACT 53 % 62 % 21 %
(52 THXKHI) (n=255) (n=250) (n=251)
O6’enHaHi pe3ymbTatd |51 % 63 % * 22 %
(n=517) (n=519) (n=519)
' pesynbTaTH cepef MalieHTiB, aKi oTpuMmyBanu 100 Mr 1 pa3 Ha go6y (n = 10: mamieHTy 3
MOYaTKOBOIO CHPOBATKOBOIO KOHIIEHTpalli€lo KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/mm) a6o 300 mr
1 pa3 Ha moby (n=509), B xoxi aHamnizy 6ynu 00’ enHaH].
*p < 0,001 mopiBHAHO 3 anomypuHonoM, * p < 0,001 nmopiBHAHO 3 703010 80 Mr

3maTHicTh GpebdyKcocTaTy MBUIKO 3MEHIIYBATH CUPOBAaTKOBY KOHIIEHTPAIIil0 CEY0BOi KUCTIOTH OyIa
IIIBUAKOIO Ta JOBIOTPUBAJION. SMEHIIEHHST KOHIIEHTPAIlil CEY0BO1 KMCJIOTH B CHPOBATII KPOBi

< 6,0 mr/om (357 MKMOTIB/TT) Bifl3HaA4asoCcs BXKe Ha APYroMy THXKHI HOCIigXKeHHs i 30epiranocs
HaflaJli IpoTAroM JIIKyBaHHS.

Hocaidaxcenuss CONFIRMS: nocnigxxenHas CONFIRMS 6yrio paHooMi30BaHUM, KOHTPOJILOBAHUM
OOoCITimKeHHIM (a3u 3 TPHUBAJIICTIO 26 THXKHIB, SIKe IIPOBOMUIIOCS It OLIiHKY Oe3MeKH Ta
eekTuBHOCTI PpebdykcocTaty B mo3ax 40 mr i 80 Mr mopiBHSAHO 3 anonyprHonoM y mo3ax 300 mri 200
MT [I71 TIallieHTiB 3 IOAArpoio i rinepypukemieio. Bcroro 0yno paHnoMizoBaHo 2269 maliieHTis:
debykcocrat 40 mr 1 pa3 Ha goby (n=757), pebykcoctat 80 mMr 1 pas3 Ha moby (n=756) Ta
anmonypuron 300/200 mr 1 pa3 Ha mo6y (n=756). [lloHaiimeHIe 65 % mallieHTiB Manu MOPYILIIEHHS
(GyHKIII HEUPOK Bif IETKOT0 A0 ITOMIPHOTO CTyNeHs (3 KiipeHcoM KpeaTuHiny 30-89 mi/xB).
[TpodinakTuka Hamapis nogarpyu 6yna 000B’I3KOBOIO MIPOTATOM 26 TUXKHIB.

YacTKa HalieHTiB 3 KOHIIEHTPAIIi€I0 CEY0BOi KUCIIOTH B CHUPOBATIN KPoBi < 6,0 Mr/mn (357 MKMOJIb/1)
B OCTaHHIll Bi3uT cTtaHoBumna 45 % mmnsa ¢pedykcoctaty 40 Mr, 67 % nns pebykcoctaTty 80 mr i 42 %
s anonypunosny 300/200 Mr BifmoBigHO.

ITepguHHa KiHue8a moyka y nidepyni nauieHmis 3 nopyweHHAM PYHKUYii HUPOK

Y mocnigxenni APEX o1iHioBanu e(peKTUBHICTh penapaTy 3 y4acTio 40 nalfi€HTiB i3 OpyIIeHHAM
GyHK1il HEPOK (TOOTO 3 MOYATKOBOIO CUPOBATKOBOIO KOHIIEHTpAIli€lo KpeaTHHiHy > 1,5 mr/mn i

< 2,0 mr/gm). TakuM nanieHTaM, paHIOMi30BaHUM Y I'PYIy alONypPUHOILY, O3y Iipenapary
3meHmyBanu 1o 100 mr 1 pa3 Ha mo0y. [lepBuHHa KiHIleBa TOYKa e(peKTUBHOCTI Oyia HOCATHyTa B
rpynax npuiiomy debykcoctaty ¥ 44 % martrienTiB (80 mr 1 pa3 Ha 0o0y), 45 % (120 mr pa3 Ha
no0y) i 60 % (240 mr 1 pa3 Ha go0y) mopiBHSHO 3 0 % y rpymax anonypurony 100 mr 1 pas
Ha o0y i mmane6o.

[Tpu 11bOMY KJTiHIYHO 3HAUYIIKX BiIMiHHOCTeH Y 3HMKEHHI CUPOBATKOBOI KOHIIEHTpallii ce40Boil
KHCJIOTH y BiICOTKaXx y 3[0POBUX JOOPOBOJIBIIIB Bif3HaUeHO He OyJI0 He3alekHOo Bif



(GYHKIIOHATBHOTO CTaHy HUPOK (58 % y rpymi 3 HOpMasnbHOIO (QYHKITEI HUPOK i 55 % y rpymi 3
TSAKKUM [OPYIIEHHIM (yHKIIil HUPOK).

[TpocnieKTUBHUY aHAai3, IPOBEAEHU] 3 y4acCTIO Malli€HTiB 3 IOJarpoio i MopyueHHsIM QyHKITI HUPOK
3a gonomoroio pocnigxkenuss CONFIRMS, nokazas, 1m0 ¢pebykcocrat OyB 3HaYHO ePEeKTUBHILINM:
piBeHb Ce4Y0BOI KUCJIOTH B CHPOBATIIi KPOBi 3HMKYBABCS [0 PiBHSA < 6,0 MI/mj MOPiBHAHO 3 TAKUM IIPU
3acrtocyBaHHi amonypunoiy 300 mr/200 Mr y maiieHTiB 3 OAArpoio i HOpyIeHHAM QYHKII HUPOK Bif
JIETKOTO [I0 CEPEHbOT0 CTyNeHs (65 % BUIPOOOBYBaHUX).

ITepsuHHa KiHUeB8a moyka y nidepyni nayieHmis i3 cupo8amko8010 KOHUEHMpPAuiew cevyosol
Kucaomu = 10 me/on

[TouaTKOBa CHPOBATKOBA KOHIIEHTPAIlis CeY0BOi KUCIOTH = 10 Mr/m Big3Havasacs MpuOIu3HO y
40 % nauienTiB (komOinoBaHi gocmimxkenns APEX i FACT). Cepeq 1ux nallieHTiB IepBUHHA
KiHI[eBa TOYKa e(peKTHBHOCTI (CMpOBaTKOBa KOHIIEHTpAIlis Ce40BOi KUCNIOTH < 6,0 MI/mi B oCTaHHI

3 Bi3uTH) Oysa gocsrHyTa y migrpymnax ¢edykcocrary y 41 % maiienTiB (80 mr 1 pa3 Ha go0y), y
48 % mamienTis (120 mr 1 pa3 Ha 000y) i y 66 % nanienTis (240 mr 1 pa3 Ha 1o0y) IOPIBHIHO
39 % y rpymi anonypunosny 300 mr/100 Mr 1 pa3 Ha mo6y i 0 % y rpymi mname6o.

3a manumu gocnimxkenHs CONFIRMS, yacTka malieHTiB, SKi JOCSTIH TEPBUHHOI KiHIIEBOI TOYKHU
e(peKTUBHOCTI (CUpOBaTKOBA KOHIIEHTpAllisl Ce40BO1 KUCIOTU < 6,0 MTI/Oj1 B OCTaHHIM Bi3UT), y IpyImi
MAIiEHTIB 3 TOYaTKOBOIO CHPOBATKOBOIO KOHIIEHTPAIIi€I0 Ce40BOl KUCNIOTH = 10 Mr/mi, gki
orpumyBanu pedykcoctaT 40 mMr 1 pa3 Ha mo0Oy, cTaHOBUIIA BifmoBigHO 27 % (66/249), pebykcocTaT
80 mr 1 pa3 Ha 106y 49 % (125/254) i anmonypunon 300 mr/200 mr 1 pa3 Ha goby 31 % (72/230).

KiHiyHi pe3ysbmamu: 8i0cOmok nauieHmis, siki nompebyroms mepanii Hanadie nodazpu

HocnigxenHss APEX: mpoTarom 8-TuKHeBOT0 IpoGiTaKTUYHOTO MEPioAy MalliEHTH 3 TEPaleBTUYHOI
rpymnu pebykcoctaty 120 Mr (36 %), siki moTpeOyBanu Teparii HamagiB mofarpu, MOPiBHIOBAIUCS 3
nalieHTaMu, gKi 3acTocoByBanu pebykcoctaTt 80 Mr (28 %), anonypunon 300 mr (23 %) Ta nnane6o
(20 %). YacToTa Hamapis Oysa BUIIOO MHic/is NPodinakKTUYHOTO Iepiofy i 3 4acoM IIOCTYIIOBO
3HMXKyBasnacs. Big 46 % mo 55 % mallieHTiB IPOBOAUIIOCS JTiIKyBaHHS HamlafiB mogarpu 3 8 TUXHA i 3
28 tuxHsA. Hanagu mopmarpu, 10 BUHUKIIU IIPOTSATOM OCTaHHIX 4-X TUXKHIB BUNTPOOyBaHb

(24-28 tuxHi), cioctepiranucs y 15 % nauienTis (pebykcocrat 80, 120 mr), 14 % matieHTiB
(anomypunon 300 mr) i 20 % nauieHTiB (mmane6o).

Hocnimxenus FACT: npoTsarom 8-TuKHEBOTO IPO(iTaKTUYHOTO TePioAy MaIliEHTH 3 TepaleBTUYHOI
rpynu dpedykcocraty 120 mr (36 %), ki noTpeOyBanu Tepallil HallafiB Iogarpy, MOPiBHIOBAIUCS 3
malfienTaMu 000X TepaneBTUYHUX I'PYII, e 3acTocoByBanu ¢pebykcoctat 80 Mr (22 %) Ta anomnypruHOI
300 mr (21 %). ITicas 8-TuKHEeBOro MPODITAKTUYHOTO MepPiogy YacToTa HamamiB 36imbpImmiiacs i 3
yacoM IocTynoBo 3Hu3umnacs (64 % i 70 % naiieHTiB, SKi OTpUMYBasu JIiKyBaHHS 3 IPHUBOAY HalafdiB
noparpu 3 8-52 TuxHs). Hanmagu nogarpy mpoTsATroM OCTaHHIX 4-X TUXKHIB BUNpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % maiienTiB (pedykcoctat 80 mr, 120 mr), iy 11 % marrieHTiB
(anonypunon 300 mr).

YacTka matieHTiB, ki moTpebyBany JTiKyBaHHS 3arocTpeHb noparpu (mocmimxkenns APEX i FACT),
Oya HUXKYOIO B IpyIlax, e CepelHs KOHIeHTpallid Ce40BOl KMCJIOTH B CUPOBATIIi KPOBi MiCys
nmiKyBaHHS 3MeHITyBanacs f0 < 6,0 mr/om, < 5,0 mr/mn a6o < 4,0 Mr/oi MOPiBHSHO 3 TPYIaMu, B SKUX
CcepenHil piBeHb CEY0BOI KMCJIOTH CTaHOBUB = 6,0 Mr/my B oCTaHHiI 32 TUXKHi JIiKyBaHHS (3



20-24 tuxHA 110 49-52 TUXKIEHD).

[Tig yac pocnipxenass CONFIRMS uacTka malji€eHTiB, sKi moTpeOyBaiu TiKyBaHHS HamladiB Iofgarpu
(1 menn KoxkHi 6 Mics1iB), ctaHoBuMa 31 % i 25 % y rpymnax, sKi oTpuMyBajH BifmoBigHO ¢hebykcocTaT
80 mr i anonypuHoi. BigmMiHHOCTEM y cliBBigHOIIEHH] NAIiEHTIB, sIKi mOTpeOyBany JTiKyBaHHS HalafiB
nojarpu, Mix rpymnami, ki 3acrocoByBanu ¢edykcocrat 80 mr i 40 Mr, He Bif3Ha4Yanocs.

Ilos2ocmpokoei po3wupeHi 8i0kpumi 0oCAi0HCeHHA

Hocmigxennst EXCEL (C02-021): mocnigxenuss EXCEL 6yno TpupiYHUM, BiIKPUTHUM,
MYJIBTUIIEHTPOBUM, paHJIOMiBOBaHI/IM, PO3UIMPEHUM, aJIONYPUHOJI-KOHTPOJIbOBAHUM JIOCJ'IiJI}KeHHSIM
6e3neku $Ha3u 3, siKe MPOBOIUIIU IJIS OIiHKM O€3MeKM 3 Y4acTIO MAIli€HTiB, SKi IMPOUIIIM OCHOBHI
nocrimxenns ¢hasu 3 (APEX a6o FACT). Beboro B mocrigxkeHHs 6yno BkmoyeHo 1086 marieHTiB, SKi
npunManu: pedykcoctat 80 mr 1 pa3 Ha noOy (n=649), hebykcoctaT 120 mMr 1 pa3 Ha m00y
(n=292) ta anonmypunon 300/100 mr 1 pa3 Ha o0y (n=145). [Tpubnusno gnsa 69 % mallieHTiB
KOPEKIIisl Tepartil [yist OCATHEHHST 0CTAaTOYHOT0 CTabiNbHOTO NiKyBaHHS He Oynia moTpidHa.
[TamieHTH, PiBHI CHPOBATKOBOI KOHIIEHTpPAIlil CEY0BOl KUCIIOTH Y IKUX IIPU TPHPA30BOMY
IIOCJTiIOBHOMY BHMMipIOBaHHi cTaHOBUAYU > 6,0 Mr/mi1, Oynu BUK/IIOYEHI 3 HOCTiIKEeHHS.

PiBHi cupOBaTKOBOI KOHIIEHTPAllii CEY0BOI KUCIOTH 3 IIJIMHOM 4YacCy He 3MIiHUKCS (HalpuKiafm, y
91 % i 93 % manieHTiB, SIKi CIIOYaTKy 3acToCcoByBanu (pebykcocTaT y mo3ax BiamoBigHo 80 Mmr i
120 Mr, piBHI CHPOBAaTKOBOI KOHILIEHTpPAIlil CE40BO1 KUCIIOTHA CTaHOBUIM < 6,0 Mr/mn Ha 36-My
Micsii).

3a MaHUMU TPUPIYHOTO CIIOCTEPEeXKEHHS V MeHII HiX 4 % mallieHTiB, gKi moTpebyBanyu IiKyBaHHS
HamafiB, Bil3HauYeHO 3MEHIIIEeHHST YaCTOTH HallafdiB mogarpu Ha 16-24 wmicsiri i 30-36 micsi (To6To
6inbin HiK y 96 % mallieHTiB HeoOXiAHICTE Yy JIiKyBaHHI HallafiB BifCyTHS).

Y 46 % i 38 % natieHTiB, SIKi OTpUMyBaJii OCTaTOYHe cTabinbHe niKyBaHHS PebykcocTaToM
BigmoBigHO B mo3i 80 abo 120 mr 1 pa3 Ha go0y, cocTepiranocst MOBHE 3HUKHEHHS IIEPBUHHOTO
IIaIbIIOBAHOT0 TOQPYCY Bif TOYATKY OO OCTAaHHBOT'O Bi3UTY.

Hocnipxernuss FOCUS (TMX-01-005) Oyyo i’ ITUPiYHUM, BIIKPUTUM, MyJIbTUIIEHTPOBUM,
PO3MIMPEHUM [IOCTIIXKeHHIM Oe3meku Ga3u 2, 10 ITPOBOAMIIOCS 3 YYACTIO MAlli€HTIB, SKi 3aKiHYUIN
4-tuxkHeBUM nmpuiioM pebykcocTaTy 3 MOABIMHUM CIiTUM Ho3yBaHHSIM y BunpoOyBanHi TMX-00-004.
HocmimxeHHs BKIo4asno 116 marmieHTis, sKi oTpuMyBanu crodaTtky ¢pebykcocraT 80 mMr 1 pa3 Ha
noOy. [ns 62 % malieHTiB Ag DiATPUMKU PiBHS CUPOBATKOBOI KOHIIEHTpAllil Ce90BOl KMCIOTH MEHIIIe
6,0 Mr/oy Kopekiiisi go3u He Oyna moTpiOHa, a 38 % manieHTiB moTpebyBaau KOpPeKIii f03u s
MOCSTHEHHST 0CTATOYHOI CTa0iIbHOI KOHIIEHTPAIIil.

YacTKa MallieHTiB 3 piBHEM CUPOBATKOBOI KOHIIEHTPAIlil Ce40BOl KUCIOTHU MeHIIe 6,0 Mr/mi
(357 MKMOJIB/TT) HA MOMEHT OCTAHHBOT'O Bi3uTy cTaHoBuIIa Ginbire 80 % (81-100 %) mns
KOXKHOI 3 I'PYII 3a 103010 (hebyKcocTaTy.

Y dasi 3 kniHIYHUX OOCTIAXKEHb V MaIl€eHTIB, sKi oTpuMyBanu ¢eO0yKCcoCcTaT, CIIoCcTepiranucs
He3HauHi 3MiHU Ne4YiHKOBUX MOKa3HUKIB (5,0 %). YacToTa ganux 3MiH Oya cxoxka 3 Tako IIpu
3aCTOoCyBaHHi anomyputony (4,2 %) (ouB. po3gin «OcoO6IuBOCTI 3aCTOCYBaHHS»). Y JOBrOCTPOKOBUX
BiIKpUTUX PO3IMMPEHUX OOCIIKEeHHAX Y MallieHTiB, SKi oTpuMyBanu ¢pedykcoctart (5,5 %) abo
anonypuHoi (5,8 %) IpoTAroM TpUBAJIOro Yacy, Bif3Havanocs migsuitesHs piBHAa TTT (> 5,5
MKMO/mn) (ouB. po3min «OcoOGIUBOCTiI 3aCTOCYBAHHS»).

ITicasapeecmpauitiHi 0o820CcMpoOK08i 00CAI0HCEHHA



Hocmimxennst CARES siBnsinio co60io OaraToeHTPOBE PaHIOMi30BaHe MOABIMHO CIIire JOCTimXKeHHSs
BiICyTHOCTiI MeHIII0l e(eKTUBHOCTI, ITiJl YacC SKOTO ITOPiBHIOBAJIM pPe3yIbTaTU CEPLIEBO-CYAUHHUX
3aXBOPIOBAHb IIPH 3aCTOCYBaHHiI (heOyKCOCTATy Ta aJOMypPUHOITY V HAlli€eHTIB 3 MOAArpoo Ta
OCHOBHHMM CEPIIEBO-CYIMHHUMY 3aXBOPIOBAaHHSIMHU B aHaMHe3i, BKJII0Yalo4yd iH(papKT MioKappaa,
rocriTaisalliio 3 ITpuBOAYy HecTabibHOI CTEHOKaPAil, mpolenypy KopoHapHol abo iepebpaibHOl
peBacKyngapH3allii, iHCy/bT, TOCHiTai3allilo 3 IPUBOAY TPAaH3UTOPHOI illIeMidyHOl aTakH,
3aXBOPIOBaAHHA IepuhepUyYHUX CyaIuH a00 yKpPOoBUl AiabeT 3 03HaKaMu MiKpoaHTiomaTii abo
MakpoaHrionarii. [Insg mocsaraenHs piBHg SUA MeHIIe 6 Mr/mt 1o3y ¢hebyKcocTaTy TUTPYBaIH 3

40 mr go 80 Mr (He3anexXHO Bif QyHKIIil HUPOK), @ f03Y aJllONyPHUHOIY TUTPYBAJIX 3 KPOKOM
100 mr 3 300 go 600 Mr gys nami€eHTiB i3 HOpMaIbHOK (QYHKIIEI0 HUPOK Ta HUPKOBOI HEJOCTATHICTIO
serkoro ctyneHs Ta 3 200 mo 400 Mr aJ1s nmalieHTiB i3 HUPKOBOK HENOCTATHICTIO IIOMIPpHOTO CTYIIEHS
TSI2KKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOIO B fochifxkeHHi CARES 0yB uac mepioi nossu MACE (BaxmuBi
mo6iuHi ceplieBO-CyIUHHI SIBUIIA), CKITa[l0BOI HelIeTaabHOTO iHPapKTy MioKapaa, HeJIeTaabHOT0
iHCYTIBTY, NIeTanbHOT'0 HACIIAKY Bif CEplIeBO-CYAUHHUX MTaTOJIOTiHM Ta HecTabinbHOI CTeHOKAapAii 3
HEBIOKJIafHO KOPOHAPHOIO pPeBaCKyIApU3ali€lo.

KinIesi noka3HUKY (II€pBUHHI Ta BTOPUHHI) aHaJi3yBaau BiATIOBIGHO [0 aHali3y HalliIeHHS Ha
nikyBaHHs (ITT), BKiTIoYarouu BCix cy0'eKTiB, sKi Oy1u paHmoMi30oBaHi Ta OTpUMay IPUHAWMHI OIHY
103y [Ipenapary y XOAi IOABIMHOTO CIIIOT0 JOCTiAXKEeHH.

3aranom 56,6 % mallieHTiB MpUIUHUIK IPOOHE TiKyBaHHS MependacHo, a 45 % MmallieHTiB 3aBepIIuIn
He BCi Bi3UTH OOCIiIXKEeHHS.

3aranom, 6190 mami€eHTiB 3HaXOOUIKCE ITif CIIOCTEPEXKEHHSAM HPOTATOM 32 MIiCSIliB, cepenqHs
TPUBAJIiCTh BIUIMBY CTaHOBWIIa 728 OHIB ms marieHTiB rpynu ¢pebykcocraty (n=3098) ta 719 nHiB
[J1S TAllieHTiB rpynu anonypuHony (n=3092).

[lepBunHa KiHneBa Touka MACE cnocrepiranacs 3 aHaJIOTIYHUMU [TIOKa3HUKaMU y Ipyliax JIiKyBaHHSA
¢debykcocratoM Ta anonypuHosioM (10,8 % npotu 10,4 % naiieHTiB BiAMOBIAHO; CIiBBiIHOIIEHHS
pusuky [HR] 1,03; nBocTopoHHil moBTOPHUM 95 % moBipuuii iHTEpBA [CI] 0,89-1,21).

[Tpu ananisi okpemux komnoHeHTiB MACE yacToTa 1eTalbHHOCTI Bifl CEPLIEBO-CYOUHHUX IaTOJIOTIX
Oymna BuIiow y rpymi pedykcocTtaTy, HixXK anonypunomny (4,3 % npotu 3,2 % nanienTis; YCC 1,34; 95
% I 1,03-1,73). YacroTa inmmx nomizt MACE 6yia cxoxa y rpymnax ¢pebykcocTaTy Ta ajJoIyprUHOIY,
TOOTO HeJeTanbHOTro iHpapKTy Miokapaa (3,6 % mpotu 3,8 % marienTis; YCC 0,93; 95 % I
0,72-1,21), menetanbHoro iHCynbTy (2,3 % npotu 2,3 % nauienTis; YCC 1,01; 95 % M1 0,73-1,41) ta
TEPMiHOBOI peBacKysipu3aliil uepe3 HecTabinbHY cTeHoKapmiio (1,6 % npotu 1,8 % marienTis; YCC
0,86; 95 % [II 0,59-1,26).

YacToTa 1eTanbHOCTI 3 yCiX MPUYMH TaKoXK Oyra BUIIO00 y TPymHi pedyKcocTaTy, HixkK aronypHuHOILY
(7,8 % npotu 6,4 % namienTtis; YCC 1,22; 95 % 11 1,01-1,47), 1110 B 0OCHOBHOMY 3yMOBITIOBAIOCS
OinbII BUCOKMM pPiBHEM JIeTaIbHOCTI Biff CEpPIIeBO-CYIMHHUX MATOJIOTIH Y Wik TPy (AUB. PO3Mis
«0Oc06IUBOCTI 3aCTOCYBaHHS»).

Temnu npuiHATOI rocmiTanisaril 3 IPUBOAY CepLieBOl HeIOCTaTHOCTI, rocIiTani3anil 3 IpUBOAY
apuTMii, 1110 He TOB’sI3aHa i3 ilmemielo, BeHO3HUMHU TPoMO0eMOOTiYHUMHE TOIiAMHY, i TocmiTanizarii 3
IIPUBOJY MEPEXiTHUX illleMiYHUX HamafiB Oynu MopiBHAHHUMY 015 PeOyKCcoCcTaTy Ta ajJoIlypruHOIY.

CunOpowm nizucy nyxauHu (CJIII)

EdekTuBHicTh Ta 6e3meka 3acTocyBaHHs hebykcocTaTy Ansg npodinakTuky i nikyBauus mpu CJITT



ouintoBanu B pociipxkenHi FLORENCE (FLO-01). ®ebOykcocTat npogeMOHCTPYBaB HalKpally i Oinbi
IIBUAKY Ai0 BITHOCHO 3HUXKEHHS PIBHS ypaTiB MOPIBHSHO 3 aJIOIyPUHOJIOM.

FLORENCE saBnsinmo co6oio panmoMizoBaHe (1:1), momBiiiHe ciine, omopHe mociigkeHHs (asu III,
IIpoBefieHe s MOPiBHSIHHS (hebyKcocTaTy B fo3yBaHHI 120 Mr oguH pa3 Ha {00y i alomyprHOIy B
no3dyBauHi 200-600 Mr Ha mo0y (cepenHs mo6oBa m03a alOIYPHUHOIY + CTaHOAPTHE BiIXWIEHHS:
349,7 £ 112,90 Mr) B yMoBax KOHTPOJII0 KOHIIEHTpallii Ce40BOIl KMCJIOTH B CUPOBATIi KpoBi. Bubpawni
TallieHTH TOBUHHI Oynu OyTu KaHAUAaTaMHU OJIs JIiKyBaHHS aJIONypPHHOIOM ab0 He MaTH JOCTYILY [0
pacOypuka3su. [lepBUHHI KiHIIeBI TOYKM SBISAIN COO0I0 IJIOIIY IIifi KPXBOI KOHILIEHTPAIlil Ce40BO1
KuCJoTu B cupoBatli KpoBi (AUC sUA, ) i 3MiHy piBHA KpeaTUHIHY B cupoBaTLi KpoBi (sC), 3 mepIioro
II0 BOCBMUH MeHb KOXKHA.

o mocmimxeHHS 0yJ10 BKITI0OYeHO 346 TMaIlieHTiB i3 reMaTOIOTiYHUMU 3710SKiCHUMHU
HOBOYTBOPEHHSMH, SIKi OTPHMYyBaIM XiMiOTepallilo i Manu CepenHili/BUCOKUN CTYIiHb PU3UKY
po3Butky CJIII. Cepenne 3HauenHs AUC sUA, ; (Mr X 4/m) 6yn0 3HaYHO HUKYUM TIPU NIpUAAOMi
debykcocraty (514,0 = 225,71 mopisasiHo 3 708,0 £ 234,42; cepeiHe HaUMEHINIMX KBafIpaTiB A7
pisHumi: -196,794 [95 % mosipuoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHiu
CUPOBaTKOBUH PiBeHb Ce40BOI KUCIOTH OyB 3HAYHO HUXKYUY IIPU 3aCTOCYyBaHHi ¢pedyKkcocTary,
MTOYMHAIOYHY 3 ePIUIuX 24 TOOUH IiKyBaHHS i B OyIb-IKUM HACTYITHUNM MOMEHT 4Yacy. CTaTUCTUYHO
3HAYYLIUX BiIMiHHOCTEH 3a cepeqHiM BMiCTOM CHPOBATKOBOI0 KpeaTuHiHy (%) Mix debykcocTaToM i
anmonypuHosoM He 6yio (-0,83 + 26,98 mopiBusHO 3 -4,92 + 16,70 BiOmoBigHO; cepeqHE HAWMEHIITNX
KBafpaTiB gy pizuuui: 4,0970 [95 % mosipyoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3
ypaxyBaHHSIM BTOPUHHUX KiHIIEBUX TOYOK, CTAaTUCTUYHO 3HAYYIIUX BiGMIHHOCTEHX 3@ YaCTOTOO
po3BUTKY nabopaTopHo miaTBepaxeHnoro CJIIT #e 6ymo (8,1 % 19,2 % mns debykcocraty i
aJIoNypUHOIY BiAmoBigHO; BitHOCHUY pusuk: 0,875 [95 % mosipuoro inTepsany: 0,4408; 1,7369];
p=0,8488) i kminiku cuHOpOMYy po3many myxiauHu He 0yio (1,7 % i 1,2 % mons pebykcocraty i
aJIONyPUHOIY BifNOBigHO; BigHOCHUM pu3uk: 0,994 [95 % mosipyoro intepBany: 0,9691; 1,0199];
p=1,0000). YacToTa BCiX 03HaK i CAMIITOMIB, 1110 BUHUKIIH IIifl Yac JiKyBaHHS, a TaKOXK M00iYHUX
peakxtiiii, craHoBuna 67,6 % mopiBHsHO 3 64,7 % i 6,4 % nopiBHSAHO 3 6,4 % mng ¢pebykcocTaty i
anonypuHoiy BignosigHo. Y pocnigxenHi FLORENCE ¢eOykcocTaT npogeMoHCTPYBaB HalKpaly i
OiNTbIN IIBUIKY MHif0 MO0 3HUKEHHS PiBHS CEYOBOI KMCJIOTH B CHPOBATII KPOBi IMOPIBHSHO 3
anmonypuHosioM. [TaHi mopmo mopiBHsAHHS PebykcocTaTy i pacOypuKa3u Ha OaHUM Yac BigCyTHI.
EdekTuHicTh Ta 6e3neka pedykcoctaTy He Oynu BCTAHOBJIEHI IJIs MAI[iEHTIB 3 TOCTPUM TSXKKUM
CJITI, HanpuK/Iaf Malie€HTiB, y IKUX iHII BUAM Teparii oy 3HUKEHHS ypaTiB He [iloTh.

dapmaxkoKiHemuxka.

Y 3mopoBux m06GPOBOJIBINIB MaKCUMajIbHA KOHIIEHTpalis y mi1a3mi kposi (C,,,,) Ta oA i KPHUBOIO
(AUC) 306inpiryBanucst IPOIOPLIiHHO M03i Iicisg 0MHOPa30BOro Ta 6araTopa3oBOro 3aCTOCYBaHHS
debykcocTaty y go3ax Bimg 10 mr mo 120 mr. [Tpu mo3sax Big 120 mr mo 300 mr 36inbimenHs AUC 6yio
OinmbIiM, HiXK MpomopIifHo m03i. ITpu 3acTtocyBanHi 103 10-240 Mr KOXKHi 24 TOOWHY HAaKOIUYEHHS
debykcocTaty He BimMiuanocs. [lepegbayyBaHuil cepeqHill TepMiHaIbHUM IepPiof HaliBBUBENEHHS
(t,) bebykcocTaTy cTaHOBUB NpUOIU3HO 5-8 ronuH. ByB mpoBeneHuY NONyIALINHIN aHai3
(dhapmakokineTuKu/papMaKogUHaMIK{ 3a JAaHUMHU, OTPUMAHUMU 3 y4aCTI0 Talli€eHTiB 3
rinepypukemiero i mogarpozo, siki 3actocoByBanu ¢pedykcocTaT B fo3ax 40-240 mr 1 pa3 Ha moby. B
I[iIOMY OTPHMaHi 3HaUYeHHS (papMaKOKiHEeTHYHHX [TapaMeTpiB BiATIOBiIalOTh TAKUM y 3MOPOBUX
noOPOBOJIBIIB, 5IKi, OTKE, € XOPOIIIOI0 MOAEIIIIO s OLiHKY (hapMaKOKiHEeTHKY/ hapMaKOOuHAMiKU
mperapary y Malli€HTiB 3 TOAarpoiw.

BcmoxkmyeaHHA

®ebykcocTaT mMBUAKO (t,,., (JaC MOCATHEHHS MaKCHManbHOI KoHIeHTpatii) 1,0-1,5 rogunau) i mobpe



(mpunatiMHi 84 %) BCMOKTYeThCS. [Ipu ogHOpPa30BOMy Ta HaraTopa3oBOMY 3aCTOCyBaHHI
dbebykcocTaTy nepopanbHo v mo3ax 80 mr a6o 120 mr 1 pa3s Ha moby C,,,, BiIIIOBIIHO CTAHOBUTH
2,8-3,2 Mxr/mn ta 5,0-5,3 MKr/mn. AGcomoTHy 6iomocTynHiCcTh TabneTok pedyKkcocTaTy He
aHanizyBanu. [Ipu 6araTopa3oBomy 3acTocyBaHHi y mo3i 80 Mr 1 pa3 Ha o6y abo IIpu 0HHOPA30BOMY
3acTocyBaHHi y 0o3i 120 Mr y moemgHaHHi 3 XXKupHOWO 1Xkeio C, . 3MeHmIyBanacs Ha 49 % ta 38 %, a
AUC - Ha 18 % Ta 16 % BignoBigHO. OfHAK 1Lie He CYNPOBOAXKYBAIOCS KIIiHIYHO 3HAYYIIUMU 3MiHAMHU
CTyTIeHs 3MeHIIeHHS PiBHS Ce40BOl KUCJIOTH y CUPOBATIIi KPOBi (IIpy 6araTopa3oBOMy 3aCTOCYBaHHi y
no3i 80 mr). TakuM YMHOM JTiKapChKUM 3aCi0 MOXKHa 3aCTOCOBYBATH HE3aI€XKHO Bifl BXXMBAHHS 1XKi.

Po3nodin

[TepenbauyBaHuii 06’eM po3mofiny y piBHoBaxkHOMY cTaHi (V/F) ons pebykcocTaTy 3MiHIOETHCS Bifl
29 mo 75 1 micns nepopabHOro 3acTocyBaHHA y 1031 10-300 mr. CTyniHb 3B’s13yBaHHSA
dbebyKkcocTaty 3 GinKamu I1a3Mu KPOBi (FOJIOBHUM YMHOM 3 anb0yMiHOM) CTaHOBUTH 99,2 % i He
3MIHIOETHCS IpH migBuIneHHi no3u 3 80 mr mo 120 mr. [nsg akTuBHUX MeTaboiTiB pebykcocTaTy
CTYIIiHb 3B’sI3yBaHHS 3 OiNIKaMu Ija3Mu KpoBi KonuBaeThes Bif 82 mo 91 %.

Memaboism

debykcocTaT akTHBHO MeTabo0Ii3yeThCs MUIIXOM KOH'[oratlil 3 yyacTio ypuguagudocdat-
TIIOKypoHinTpancdepasu (Y O-rIoKypoHin-TpaHCchepasn) Ta OKUCHEHHS 3 y4acTiO (PePMEHTIB
cuctemu rutoxpomy P 450 (CYP). Ycboro imenTudikoBaHo 4 ¢papMaKONIOTiYyHO aKTUBHUX
rinmpokcunpHUX MeTabomiTu hebykcocTaty; 3 3 HUX OyIu BUSBIEHI y M1a3Mi moguHu. [[ocmigKeHHs
in vitro Ha MiKpocoMax Me4iHKM JTIOOUHY 3aCBiMYMIIM, 110 1Ii OKMCHEHI MeTabOoJIiTH YyTBOPIOIOTHCS
nepesaxHo mif giero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tori sk dheOyKkcocTaTy IMIIOKYPOHiA
YTBOPIOETHCS TOJIOBHUM YKHOM IIifg mieto Y[ @-rmokypoHin-Tpancdepasu 1A1, 1A8 ta 1A9.

BusedenHs

debykcocTaT BUBOAUTHCS 3 OPraHi3aMy depes MediHKy Ta HupKamiu. I1ic/is mepopaibHOTro
3acTocyBaHHs 'C-pebykcocTaty y g03i 80 Mr npubnu3Ho 49 % BUBOOHUIIOCA i3 Cedero y BUTTIAMI
He3MiHeHOTo hebykcocTaTy (3 %), aluarIoKypoHiny mitodoi pedoBuHu (30 %), BimOMUX OKHCHEHUX
MeTabomiTiB Ta ix KoH'1oraTiB (13 %) Ta iHmKX HeBimoMux MeTabomitie (3 %). KpiMm HEpKOBOI
eKckpenii, mpubnau3Ho 45 % [03u BUBOAUIIOCS 3 KaJoM y BUTIAAI He3MiHeHoro pebykcocTaTy (12 %),
alUNTIIOKYPOHIiY mitoyoi peuoBunu (1 %), BimoMux okKucHeHUX MeTaboIiTiB Ta ix KOH'1oraTiB (25 %)
Ta iHmMuUX HeBigoMux MeTaboIiTiB (7 %).

Oco06nuBi Tpyny NallieHTiB

Hupkosa Hedocmam+icmy. [Ipu GaraTropa3oBoMy 3acTocyBaHHi pebykcoctaTy y mo3i 80 Mr He OyI1o
Big3HaueHo 3MiH C,,, hebyKcocTaTy y mali€eHTiB 3 IerKol0, IOMipHOIO a00 TSIKKO0I0 HUPKOBOIO
HEIOCTATHICTIO ITOPiBHSHO 3 MalliEHTaMU 3 HOpMaJbHOIO (QyHKIIiEI0 HUPOK. Cepenus 3aranbHa AUC
bebykcocTaty 36inmbiyBanacs npubnu3Ho y 1,8 pasa: Bim 7,5 MKr X TOOMHA/MII y MAIi€HTIB i3
HOPMAaJIbHOI (PYHKIII€I0 HUPOK [0 13,2 MKI X roguHa/MJI y Malli€HTiB i3 TSIXKKO0I0 HUPKOBOIO
HegocTaTtHicTO. C,,, Ta AUC akTuBHMX MeTaboiTiB migBuiyBanucs y 2 i 4 pa3u BignosigHo. [IpoTe
TalieHTaM i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO a00 MOMiPHOTO CTYIIeHsI KOPEKIIis 03K JIIKapChKOT0
3aco0y He moTpibHa.

ITeuinkoea HedocmamHicmes. IIpu 6araTopa3oBOMYy 3acToCyBaHHI pedykcocTaTy y mo3i 80 Mr He GyI1o
Big3HaueHo cyTTeBUx 3MiH C,,, Ta AUC ¢pebykcocTaty Ta #oro MeTaboJIiTiB y MallieHTiB 3 1ETK0I0
(xkmac A 3a mkamnoi Yaunmga-I1'10) Ta momipHO (Kmac B 3a mkanow Yaunga-I1'10) me4iHKoBOIO
HEJOCTATHICTIO IOPIiBHAHO 3 MAal[ieHTaM¥ 3 HOpMa/IbHOI0 (QYHKII€I0 eYiHKu. [JOCTiIKeHHS



JIiKapChKOT0 3ac00y y MallieHTiB i3 TSIKKOIO IeYiHKOBOI HefocTaTHICTIO (kKnac C 3a mKkasnow Yaumnaa-
[T'10) He TPOBOIUIIH.

Bik. Tlpu 6aratopa3oBoMy IlepopajbHOMY 3aCTOCYyBaHHI PpebykcocTaTy He Oy/i0 Bif3HAUEHO CYTTEBUX
3min AUC ¢debykcocTaTy Ta 10ro MeTaboJIiTiB y MalieHTiB NTiTHOTO BiKYy MOPIiBHSIHO 3 MOJIOOUMU
30OPOBUMU HOOPOBOJIBIISIMH.

Cmamo. [Tpu 6araTopa3oBoMy IlepopanbHOMY 3acTocyBaHHi pebykcocrary C,., Ta AUC
debykcocTaty y xkiHoK Oynu Ha 24 % Ta 12 % BUIIMMU BiANOBigHO, HiX y YonoBikiB. OgHak C,,, Ta
AUC, ckopuroBaHi 3a Macolo Tina, Oysu cxoxi gjisi 000X rpym, ToMy 3MiHa go3u ¢hebykcocTaTy
3aJIeKHO Bifl cTaTi He moTpidHa.

KrinigHi xapaKTepUCTHKH.

IToka3aHHs.

[Ing go3yBanHd 80 mr ta 120 Mr

JlikyBaHHSI XpPOHIYHOI rillepypuKeMii IpU 3aXBOPIOBaHHSAX, 1110 CYIIPOBOAKYIOTHCS BiIKIagaHHIM
KPUCTaJliB ypaTiB, y TOMY YUCIIi IpX HAsBHOCTi TOQycCiB Ta/ab0 mofarpuyHOro apTpUTy B JaHUU Yac
YU B aHaMHe3l.

[Ing go3yBaHHd 120 Mr

JlikyBaHHS Ta nIpo(inlakThKa rinepypruKeMil y JOPOCIUX MAIi€HTIB, AKi Miggal0ThCA XiMioTeparmii 3
IIPUBOMY Te€MaTOJIOTiYHUX 37I0KiCHUX HOBOYTBOPEHD 3 IIOMIPHUM ab0 BUCOKUM PU3UKOM CUHIPOMY
nizucy nyxnauau (CJITI).

Jlikapcbkuit 3acib moxasaHuUM TOPOCIUM IallieHTaM.

IIpomunoka3aHHs.

linepyyTnuBIiCTh N0 aKTUBHOI pe4yoBUHHU ab0 [0 Oy/Ib-sIKOl iHIIO0I 4OTTOMiKHOI PEYOBUHH JIIKaPCHKOTO
3aco0y.

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
MepkanmonypuH/azamionpuH

BigmoBimHO Mo MexaHi3My cBOE€] fii hebyKcoCcTaT MPUTHIUYE KCAHTHHOKCHUIA3Y, TOMY CYITyTHE
3aCTOCYBaHHS He PEKOMEHAYeThCs. [I[pUrHiueHHA KCAaHTUHOKCHAa3U MOXKe IIPU3BOOUTH [0
IiABUINEHHS KOHIIEHTPAIlil 000X IpemnaparTiB y mjaa3Mi KPoBi, 1[0 MOXKe CIPUYUHUTHA TOKCUYHY
peaktiio. [TocrmigxkeHnHs B3aeMopii pebykcocTaTy 3 mpenapaTtaMu (KpiM Teodininy), o
MeTab0Ii3yI0ThCS KCAHTUHOKCHA3010, HE MTPOBOOUINCS 3 YYaCTIO JIIOfeH.

Mopenowuni Ta iMiTal[iiHUN aHaIi3 faHUX AOCIIIXKEeHb BKa3ye Ha Te, 110 ¥ pa3i 0qHOYaCHOTO
BBefleHHs (peOdyKcocTaTy 03U MepKaNTOMypuH/a3aTionpuHy ciif 3MeHImuTH [0 20 % abo MeHIIe Bif
paHirnie mpu3HaveHol fo3u (quB. po3ain «OcobNMMBOCTI 3aCTOCYBaHHS»).



HocmimxeHHsT B3aemofii peOyKcocTaTy IIif Yac iHII0I IIMTOTOKCUYHOI XiMioTepartii He TpoBOWIN. Y
npoteci gocnifxkeHHs narierTaM i3 CJII 3 mekinbKoMa pexXuMaMHU XiMioTeparil Ipu3Hadanu
debykcocTat y mo3i 120 Mr, BK/II04al0Yd MOHOKJIOHAJIbHI aHTUTiMa. OgHaK Mmif Yac 1boTo
OOCIiMKEeHHS B3a€MO/Iil TiKapChKUi IMpenapaT-IiKapChbKUM IpenapaT Ta JiKapChbKUM Ipemapar-
3aXBOPIOBAHHSA HE HOCTiAKyBaau. ToMy MOXKIUBICTb B3aEMOIii 3 OyIb-IKUMU LIUTOTOKCUUHUMU
IpernapaTaMy, 10 CYMiCHO IPU3Ha4yal0Th, BUKJIIOYATH HEe MOXKHA.

Po3suezaima3son/cybcmpamu CYP2C8

®ebykcocTat € cnabkum inriditopom CYP2C8 in vitro. Y mpoiieci qocnigkeHb y 300pOBUX
noOpOoBOIIbLIiB MapajeibHe 3acTocyBaHHS 120 Mr ¢pebykcocTaTy 1 pa3 Ha 100y Ta OHOPa30BOi
1IepopajbHO MIPUMHSATOL 03K PO3UTIIiTa30HY 4 MT He BILIMBAJIO Ha (papMaKOKiHETUKY PO3UTTIiTa30HY i
mioro MeTabomity N-me3MeTUIPO3UTIITa30HyY, 110 AEMOHCTPYE, 1110 heOyKCcoCTaT He MPUTHIUYE
depment CYP2C8 in vivo. TakuM 41HOM, 0OOHOYACHE BBefeHHs GpebyKcocTaTy i po3uriira3ony abo
inmux cyO6ctpatiB CYP2C8 He BuMarae KOpeKIIil 103u [JIs I[UX IIperaparis.

Teoginin

[TpoBeneHO mocmimKeHHs B3aeMOfil peOyKCcoCTaTy 3 y4acTiO 30POBUX JOOPOBOJILIIB AT OL[iHKA
BIIJIUBY NMIPUTHIYEHHS KCAHTUHOKCUOA3X Ha 36ibIeHHs PiBHS Te0diliHy B IMPKYIIOI0Yili KPOBI, 1110
crocTepiranocs 3 iHIIUMY iHTi6iTOpaMu KCaHTHHOKCHUA3u. Pe3ynbTaTh OOCTigKeHHS II0Ka3alH, 110
IIpY OJHOYAaCHOMY 3acTocyBaHHi ¢pebykcocTtary y mo3i 80 mMr Ta Teodininy y mo3i 400 mr He Oyio
JKOMHUX (papMaKOKiHETUYHUX B3a€MOLiN abo BIIKUBY Ha Oe3neky Teodininy. TaKUM 4MHOM,
debykcocTat y mo3i 80 Mr MoxKHa 3aCTOCOBYBATH OOHOYACHO i3 TeodiniHoM 6e3 0coOMuBUX
3acTepexeHb. [laHux om0 1o3u ¢pedykcocTtaty 120 Mr HEMAE.

HanpoxceH ma iHwi iHei6imopu 2at0KypoHi3auii

MeTabori3M (ebyKcocTaTy 3aiexKUTh Bif akTUBHOCTI hepmeHTy Y O-Tm0oKypoHiNnTpaHchepasmu.
JIikapchbKi 3aco0w, 110 MPUTHIYYIOTH MTpOLieC TII0KypoHi3altii, Hanpuknan HI133 ta mpobeHenus,
TEOPETUYHO MOXKYTh BIUINBATH Ha BUBeJeHHS debyKkcocTaTty. Y 3M0poBUX JOOPOBOJIBLIB IPH
OJHOYaCHOMY 3aCTOCYyBaHHi ¢eOyKcocTaTy Ta HanmpokceHy mo 250 Mr 2 pa3u Ha go0y crocTepiranocs
nocuneHHd aii pebykcocrarty (C,., (MaKkCcHManbHa KOHIIEHTpALlis) CTaHOBUTD 28 %, AUC (moia mif,
KpuBow) - 41 %, t,,, (nepion HaniBBUBeneHH) - 26 %). Y nmpolieci OCIiAXeHb 3aCTOCYBaHHS
Hanpokceny Ta inmux HI133/inridiTopis LIOI'-2 He CynpoOBOAKYyBan0oCsd KIIiHIYHO 3HAYYLIUM
30inbIIeHHSIM TOOIYHUX peakIiil.

debykcocTaT MOXKHA OTHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCeHOM 0e3 3MiHM iX HOo3H.
IHOyKkmopu e2atoKypoHizauii

[TotyxHi iHOyKTOPHU pepMeHTy VI ®-TMoKypoHinTpaHcpepasu MOKYTh IIOCUTIOBATA MeTabo1i3M Ta
3MeHIyBaTH epeKTUBHICTh PeOyKcocTaTy. Y NallieHTiB, sIKi 3aCTOCOBYIOTh ITOTYKHi iHIYKTOPH
TJIIOKYPOHi3allil, peKOMeHy€EThCS KOHTPOJIIOBAaTH PiBEHb CEYOBOI KMCIOTH y IJ1a3Mi KPOBi yepe3

1-2 TuxHi ogHOYacHOI Teparil. [Ipu BigMiHi iHAyKTOpa TMIIOKYpPOHi3allili MOXK/IMBe MifBULEHHS
piBHS pebyKkcocTaTy y maa3Mi KpoBi.

KoaxiyuH/iHOomemauuH/2i0poxaopomia3ud/eappapuH

debykcocTaT MOXXHA OOHOYACHO 3aCTOCOBYBATH 3 KOJXIIIMHOM abo0 iHgoMeTanuHoM Oe3 3MiHU 03U
Ipenaparis.

Takox He OTPiOHO 3MiHIOBATH 403y (pedyKcocTaTy IpU OGHOYaCHOMY 3aCTOCYBaHHI 3



TiOPOXJIOPOTia3UIOM.

OpHoyacHe 3acTocyBaHHS (eOyKcocTaTy 3 BapapruHOM He BUMara€ 3MiHU JO3U OCTaHHBLOTO.
3acrocyBaHHA pedykcocTaty (80 mr ab6o 120 Mr 1 pa3 Ha mo0y) i3 BappaprHOM He BIJINBA€E Ha
(bapMakoKiHETUKY OCTaHHLOr0. OgHOYAaCHE 3aCTOCYBaHHS 3 peOyKCOCTAaTOM TaKOXK He BIIJIUBAE Ha
MiKHapogHe HopMaJi3oBaHe BimHoueHHs (MHB) Ta akTuBHiCTE hakTOpa VII.

[e3unpamin/cybcmpamu CYP2D6

3a maHUMMH, OTPUMAHUMM in Vitro, ¢ebykcocTat € cnabkum inribitopom CYP2D6. V mporeci
MOCTIiIKEeHb 3 y4acTI0 3T0POBUX NOOPOBOIBLIIB, siKi oTpuMyBanu 120 Mr ¢pebykcoctary 1 pa3 Ha go0y,
croctepiranocs 36insienHs AUC pe3umnpaminy (cyoctpat CYP2D6) Ha 22 %, 1110 CBITUUTH IIPO
cnabKy npurHiuyBanbHy Oito pedykcoctaTy Ha pepmenTt CYP2D6 in vivo.

TakuMm 4MHOM, ITPU OMHOYACHOMY 3acToCyBaHHI pebykcoctaTy Ta cyOcTpaTiB CYP2D6 HeMae
HeoOXimHOCTI 3MiHIOBATH IX NO3H.

AHmauyuodHi 3acobu

[Ipy ogHOYACHOMY 3aCTOCYBaHHI 3 @HTAllUJaMy, 10 MiCTATh MarHito rifpOKCUL Ta alloMiHi0
rifpokcun, Bin3HayaeThCs 3aTPUMKa BCMOKTYBaHHS (ebOykcocTaTy (mpubnu3Ho Ha 1 roguHy) Ta
3meHmeHHs C,,, Ha 32 %, ogHak AUC ¢debyKkcocTaTy CyTTEBO He 3MIiHIOETHCS, TOMY (eOyKcocTat
MOZKHa 3aCTOCOBYBaTH 3 aHTaAUUOHUMU 3ac00aMH.

Oco06.1ueocmi 3acmocye8aHHs1.

Cepueg0-cyOuHHi 3aX80PHBAHHA

JIikyBaHHS XpPOHIYHOI rinepypukeMil

[TarmienTaM i3 momepegHbO HasSsBHUMM OCHOBHMMHU CEPLIEBO-CYIUHHUMY 3aXBOPIOBAHHAMU (HAIpPUKIa
indapkToM Miokappa, iHCynbTOM abo HecTabiIbHOIO CTEHOKAPIEI0) CIliff YHUKATH JTiKyBaHHS
¢debykcocTaToM, KpiM BUIIAAKiB, KOIU HeMa€E iHIIMX HaleXKHUX BapiaHTiB Teparrii.

Y mocnipxennsx APEX ta FACT y 3aranbHii rpymi ¢peOyKkcocTaTy MOPiBHSIHO 3 TPYIIO0 aIONyPHUHOILY
TIOBiIOMJISINIM TIPO 36iNbIIEHHS KiJIbKOCTI MOpyIIeHb 3 00Ky ceplieBo-CyauHHOI cuctemu (Anti-Platelet
Trialists’ Collaboration (APTC)) (Bu3Ha4eHHS KiHIIEBUX TOYOK y TPYIi CYMiCHOTO aHaJi3y
aHtuTpoMOoruTapHoi Tepamii (APTC), y T. 4. 3 TeTaabHUM HACTIIKOM Yy 3B’I3KY 3 CepLEeBO-CyOUHHUM
3aXBOPIOBAHHSM, iHpapKTy MioKapaa 6e3 eTasbHOI0 HACHiIKY, iHCynbTy 6e3 IeTalbHOr0 HaCIiIKy)
(1,3 mopiBHsHO i3 0,3 BunagkiB Ha 100 mauieHTO-poOKiB), Ha BigMiHy Bif mocmigxeHHsT CONFIRMS.
YacToTa nopyiieHs 3 60Ky cepliieBo-cynuHHoi cucteMu (APTC), mpo sKi moBigoMising y KoMOiHOBaHUX
nocnimxkeHHax pas3u 3 (mocnimxkenus APEX, FACT ta CONFIRMS) cranosuna 0,7 nopiBasiHO 3 0,6
BumafkKiB Ha 100 mamieHTo-poKiB. Y paMKax JOBrOCTPOKOBUX LIIMPOKOMACIITA0OHUX OOCTigKEeHb
YacToTa CeplieBO-CyIUHHUX NIOPYIIeHb cTaHoBUa 1,2 Ta 0,6 Bunapky Ha 100 nmauieHTo-
POKiB myst pebykcocTaTy Ta ajJoOMypPUHOIY BifmoBigHo. BigMiHHOCTI He Oy CTaTUCTUYHO JOCTOBIpHI,
IPUYHUHHO-HACTITKOBUH 3B'I30K MiXK BKa3aHUMH MTOPYIIEHHSIMHU Ta 3aCTOCYBaHHAM (ebyKcocTaTy
OyB BigcyTHi#. PakTOpaMu ineHTH()IKOBAHOTO PU3UKY Y TaKUX IMallieHTiB Oyn1u BUSBIEH]
3axBOPIOBaHHS, 1[0 BUHUKIIN B pe3yJIbTaTi aTepOCKIepo3y Ta/abo iHpapKTy Miokapaa abo 3acTiliHOI
CepleBol HeIOCTATHOCTI B aHaMHe3i.

Y nmicnsipeectpauiinomy gocnigxkeHHi CARES (gactora siBumi MACE Gyna cxoXka y rpynax



dbebykcocTaty Ta anomypunony (HR 1,03; 95 % I 0,89-1,21), ane cnocTepiraBcst BUIIUM PiBeHb
YaCTOTU JIeTaJIbHUX HACIIAKIB Bifi CepLieBO-CyIUHHUX 3axBoproBaHb (4,3 % npotu 3,2 % mnauieHTis;
4CC 1,34; 95 % O11,03-1,73).

[IpodinakTrKka i DiKyBaHHA Tife UKeMil v TTaItlieHTiB i3 pU3UKOM PO3BUTKY CJIIIT

[TarmienTy, sKi migoamThCA XiMioTepartil 3 MPUBOAY reMaTOIOTiUHUX 37T0SKICHUX HOBOYTBOPEHD 3
noMipHuM abo BucokuM pusukom CJIIT Ta 3acToCOBYIOTE hebyKcocTaTt, Ipu HassBHOCTI KITiIHIYHUX
IIOKa3aHb 3HAXOOAThCS IMif HaTMIAmOM Kapaiosora.

Asepeis/einepuymausicms Ha AiKapcbki 3acobu

Y Mexkax MoCTMapKeTUHTOBOTO HaTAAy OyJu PigKicHI MOBiIOMIIEHHS PO Cepio3Hi anepriuni
peaxtiil/peakilil Tinep4yTaUBOCTI, Y TOMY YUCJIi 3aTPO3/IUBOTO OJI KUTTSI CUHIPOMY
CriBeHca-[]2KOHCOHA, TOKCHUYHOTO eIlilepMaJbHOT0 HEKPOJIi3y Ta TOCTPUX aHa(iTaKTUYHUX
peaxtiii/moky. Y O6inblIocTi BUNagKiB TaKi peakilili CIiocTepiraaucs MpoTSATroM IepIIoro Micsis
3acTtocyBaHHS (pebykcocTaTy. Y KiJbKOX, ajie He y BCiX IallieHTiB CIIOCTepiraaucs nopymeHHs
HUPKOBOI QYHKIIil Ta/abo rinepyyTnuBiCTh IO aJONypPHUHOIY B aHaMHe3i. TSIXKKi peakiril
rinepyyT/INBOCTI, y TOMYy YHCJIi peakiiil, o CYyIpOBOOXKYIOTECSA €03NHO(DINi€I0 i CUCTEMHUMU
cumnromamu (DRESS-cunnpom), y meskux Buniagkax Oyiu MOB’'s13aHi 3 rapsdKoi0, reMaToJI0Ti4HOIo,
HHUPKOBOIO a00 MeYiHKOBOIO HENOCTATHICTIO.

[MTauieHTu MOBUHHI O0yTH MPoiHGOPMOBaHi IPO 03HAKU Ta CUMIITOMHU TillepuyyTIUBOCTi/aneprii, a
TaAKOXK 3a HUMHU CJIiJ] CIIOCTEPIiraTy 040 PO3BUTKY TaKuX peakiid. [Ipu mosiBi CEpHO3HUX alepridHux
peakliii/peakuiii rinep4yyTiauBoCTi, cuHAPoMYy CTiBeHCa-[[2KOHCOHA B TOMY YMCJIi, 3aCTOCYBaHHS
¢debykcocTtaty Tpeba HerallHO IPUNMHUTH, OCKIJIbKY PaHHE IPUIMHEHHS 3aCTOCYBaHHS IOKpAIIye
IIPOTHO3. fKINO y nalieHTa pO3BUHYJIacs ajlepriyHa peakiisi/peakiis rinepyyTanuBOCTL, y TOMY YUCIIi
cuHgpoM CriBeHca-[I2KOHCOHA Ta rOCTPi aHa(iTaKTUYHI peaklil/IIoK, TO TOBTOPHE IPU3HaYEHHS
bebyKcocTaTy IPOTUIIOKA3aHO.

3azocmpeHHs (Hanad) nodazpu

JlikyBaHHSs (pebyKCOCTAaTOM CJIifi PO3MOYMHATH TilIbKYU ¥ IEpiof Iicist 3ar0CTPEHHS XBOPOOH.
®ebykcocTaT MOXKe CIIPOBOKYBATH HAIA[ ITOfAr Py Ha MOYATKY JIiKYBaHHS 3a PAXyHOK 3MiHU PiBHS
CedY0BOl KHACJIOTH Y CHUPOBaTIIi KPOBi 4epe3 BUXif yparTiB i3 meno. Ha moyaTky niKyBaHHS
(bebyKkcocTaToM PEKOMEHOYEThCS MPU3HAYUTH HECTEPOIHI mpoTu3ananbHi 3acobu (HII33) abo
KOJIXiI[H Ha TEPMiH He MeHIIe 6 MicAIiB Ang TpodiakTUKX HanafiB Mofarpu.

[Tpu pO3BUTKY Hallafly OJArpu Ha TIIi 3aCcTOCyBaHHSA (peOdyKcocTaTy JIiKyBaHHS CJIifl IPOMOBXKYBaTH.
OpHoYacHO HeOoOXiIHO ITPOBOAUTH BiANIOBIOHY iHAWBIAyalbHY Tepariio 3aroCTpeHHs nofgarpu. [Ipu
TPUBAJIOMY 3aCTOCYBaHHi (peOyKCOCTAaTy YaCTOTa Ta TAXKKICTh HAMAMiB IMOOArpyu 3MEHIIYIOThCS.

Biokaa0eHHA KCcaHmuHis

Y maiieHTiB i3 IPUCKOPEHUM yTBOPEHHSAM ypaTiB (HalpHUKJIaf, Ha TIi 3/I0SKiCHUX HOBOYTBOPEHb Ta iX
nikyBaHHS abo npu cuHOpoMi Jlema-HixaHa) MoxkIuBe CyTTeBe 30iblIeHHS abCOMIOTHOL
KOHIIEHTPAIlil KCAaHTHHIB y Cedi, 10 y PifKiCHUX BUIIaKaX CYIPOBOAKYETHCS 1X BiIKITafeHHAM Y
Ce4OBUBIOHUX 1IIgXaX. LIbOro He CIOCTEepIrasocs B OIIOPHOMY KJTIHIYHOMY OOCIIiXKeHH]
debykcocraty npu CJIII. Yepe3 oOMexkeHiCTh IOCBiy 3acTocyBaHHS (HebyKcocTaT He ITOKa3aHUM
malieHTaM npu cuuapoMi Jlemra-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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