Ckian

Oitoua peuosuHa: pebyKcocTarT;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOI0, MiCTUTh pebykcocTtaTty 120 mr;

OONOMIJICHI pedoBUHU: 1IeJII0JI03a MIKpPOKPHCTAaJliuHa; JIaKTO03a, MOHOTiApaT; HAaTPiio
KpPOCKapMeno03a; TiTpOKCUIIPOIIIJIIIENi0I03a; HaTPilo JIaypuscyabdaT; JakKTo3a
0e3BOOHA; KPEMHIIO JIOKCUM KOJIOimHUY Oe3BOOHUM; MarHilo cTeapar;

naiekoea obosoxka: noniBininosu#t cuptT (E 1203), Tutany miokcup (E 171),
nomnietunenrnikonb (Mmakporomn 3350) (E 1521), tanek (E 553b), 3aniza okcun ;KOBTUH
(E172).

JIikapcbKa ¢popMma

TabneTkKu, BKPUTI IJIIBKOBOIO 000IOHKOIO.

OcHo8HI (pi3uKko-ximiuHi enracmueocmi: TabIeTKH, BKPUTI IIJTIBKOBOIO 000JIOHKOIO,
moBracTol ¢opMHU, ABOONYKII, Bif OJIim0-2KOBTOT'O A0 KOBTOT'0 KOJIBOPY, 3
rpasitoBaHHSIM «120» Ha ogHOMY 0OI1Ii Ta 3 r1agKoI0 ITOBEPXHEIO Ha iHIITOMY OOIIi.

@apMaKOTepaneBanHa rpyiia

3acobu Oy nikyBaHHS moparpu. 3aco0u, siKi IPUTHIYYIOTh YTBOPEHHS CE4Y0BO1
kucnotu. Koo ATX M04A AO03.

dapMaKoguHaMiKa

MexaHi3m Oil.

CedyoBa KHUCJIOTa € KiHIIEBUM IIPOAYKTOM MeTabosi3My NypUHIB y TIOOUHU U
YTBOPIOETHCS TIif] YaC TaKOl peakilil: TiMoOKCaHTUH — KCaHTHUH — Ce4YoBa KHCJIOTa.
KcanTuHOKCHOa3a € KaTanidaTopoM 000x eTariB 11i€l peakilil. PebykcocTaT €
HOXIOHUM 2-apuiITia30i1y, TepalleBTUYHAa [id SKOT0 IIOB’si3aHa 31 3MeHIIeHHIM
KOHIIEHTpallil Ce40BO1 KMCJIOTH B CUPOBATILi KPOBi LIJITXOM CEJIEKTUBHOTO
MMPUTHiYeHHS KCaHTUHOKcuga3u. PebyKcocTaT - 1le IOTYXKHUM i CeIeKTUBHUM
HenmypuHOBUM iHTi6iTOp KCaHTUHOKCcHUOa3u (NP-SIX0), tioro Ki (koHCcTaHTa
IPUTHIYEeHHs) in vitro ctraHoBUTH MeHIIe 1 HaHOMOJIA. Bysio moka3aHo, 1110
bebykcocTaT 3HAYHOIO MipOI0 MMPUTHIYYy€E aKTUBHICTD SIK OKMCHEHOI, TaK i BiTHOBIEHOI
bopMu KCaHTUHOKCHA3U. Y TepaleBTUYHUX KOHIeHTpallisx ¢pedykcocTaT He
MpurHiuye iHmi pepMeHTH, 1110 6€pyTh y4acTb y MeTaboi3Mi mypuHiB abo
HipuMIiOWHIB, TAKUX SK I'yaHiHIOe3aMiHa3a,



rinokcaHTuHryaHinpochopubosuntTparncoepasa, oporathochopudosuntpancoepasa,
opotuguHMOHOpochaTmekapOokcunasa abo nypuHHyKieosundocdopunaza.

KniniuHa epekmusHicmb ma 6e3neka.
ITodaepa

EdekTusHicTh pebykcocTaTy Oyna migTBepakeHa y pasi 3 TpbOX OCHOBHUX
mociimxeHb (oBa ocHOBHI mocnimxeHHaI APEX i FACT i momaTkoBe OJOCHIiIXKeHHS
CONFIRMS, onucaHni Huxk4e), ki Bkaodanu 4101 marieHTa i3 rinepypukeMieo i
IMoIarpor. Y KOXKHOMY 3 IIUX OCHOBHUX AoCiigxKeHb ha3u 3 pedykcocTaT OinbIil
e(peKTUBHO 3HUKYBaB CUPOBAaTKOBY KOHIIEHTPAIlil0 CEY0BOl KUCJIOTH i IMiATPUMYyBaB il
Ha HaJIE’KHOMY PiBHI IIOPIBHAHHO 3 aJIONYPUHOJIOM.

[TepBUHHOIO KiHIIEBOIO TOYKOIO e(peKTUBHOCTI B gocmimkeHHsx APEX i FACT 6yna
JacCTKa Malli€HTIB, Y SKUX IPOTSATOM OCTaHHIX TPhOX MICAIiB KOHIIEHTPALisl CE90BO1
KHMCJIOTH B CUPOBATIi KPOBi He nepeBuiiyBana 6,0 mr/on (357 MKmonb/m). Y
nopmatkoBoMmy pgocriigkeHHi CONFIRMS ¢a3u 3, pe3ynbTaTél SKOT0 CTaJId OOCTYIIHI
Iicsisg mepiol peectpatiii pebykcocTaTy, TEePBUHHOIO KiHIIEBOIO TOYKOI0 e(heKTHUBHOCTI
OyJia 4aCTKa Ialli€HTIB, Y SKUX KOHIIEHTpPAIlisd Ce40BO1 KMCJIIOTH B CUPOBATIIi HE
nepesuiyBana 6,0 Mr/oji Ha MOMEHT OCTaHHBOI'O Bi3UTY. Y Lii HOCIIAXKEHHA HE
BKJIIOYaJIX IAIli€HTIB, SIKi MepeHeCIn TPaHCIJIaHTallil0 OpraHiB (OUB. PO3ain
«OCcOoOIUBOCTI 3aCTOCYBAHHST»).

HocnidocenHsa APEX. [TocnigxkeHHS epeKTUBHOCTI peOyKcocTaTy 3 KOHTPOJIEM
raie6o ta anonypuHony ¢as3u 3 (Allopurinol and Placebo-Controlled Efficacy Study
of Febuxostat, APEX) 6yno paHOmoMi3oBaHUM, IOABIMHUM CJIiIIMM, 0araTolleHTPOBUM
TpuUBaiicTio 28 TuxHiB. Bcboro 6yno pangomizoBaro 1072 maieHTu: miaamebo
(n=134), pedbykcocTtaTt 80 mr 1 pa3 Ha moby (n=267), pedbykcocraTt 120 mr 1 pa3 Ha
nodoy (n=269), dpedbykcocTtaT 240 Mr 1 pa3 Ha o6y (n=134) ab6o amonypunosn (300 mr 1
pa3 Ha moby (n=258) O mallieHTiB i3 BUXiIHOIO CUPOBATKOBOIO KOHIIEHTPAIli€l0
KpeaTuHiHy < 1,5 mr/on a6o 100 mr 1 pa3 Ha o0y (n=10) ois mamieHTiB i3 BUXigHOO
CHUPOBATKOBOIO KOHIIEHTpaLi€ KpeaTuHiny > 1,5 mr/an i < 2,0 mr/gn). [I1g omiHKU
0e3mneku ¢pedykcocTaT npul3Hadaiau B m103i 240 mr (y 2 pa3u BUIlle MaKCUMaJIbHOI
PEKOMEHI0BaHOl JO3U).

HocnimxkenHust APEX moka3sajio CTaTUCTUYHO OOCTOBIpHY mepeBary 000X pexxuMiB
JIiKyBaHHS npernapaTtoM ¢pedbykcoctaT 80 mr 1 pa3 Ha goOy i pebykcoctaTt 120 Mr 1 pas
Ha [00y MOPiBHSAHO 3 aJIoNypHUHOJIOM y 3BUYalHin 1o3i 300 mr (n = 258)/100 mr
(n=10) y 3MeHIIIeHHi CHPOBaAaTKOBOI KOHIIEHTpAallil CEeY40BO1 KMCJIOTH HUXKYe 6 MT/OI
(357 MKMOJIB/T).



IocaiooceHHs FACT. JocnigxkeHHsT eheKTUBHOCTI peOyKcocTaTy 3 aJIonypPUHOJI-
kouTposieM (The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6yno
paHOOMi30BaHUM, ITOOBIMHUM CIinuM, 6AaraTOIIEHTPOBUM TPUBAJIIICTIO 52 TUXKHI.
Bcroro 6yno panmomizoBano 760 marrieHTiB: pebykcocTaT 80 Mr 1 pa3 Ha moOy (n =
256), pebykcocTtaTt 120 Mmr 1 pa3 Ha mo0Oy (n = 251) Ta anonypuron 300 mr 1 pa3 Ha
moby (n = 253).

Hocnigxxkenus FACT moka3saio CTaTUCTUYHO OOCTOBIpHY mmepeBary 000X pexkuMiB -
dbebykcocTaT 80 mr 1 pa3 Ha goby i pebykcoctat 120 mr 1 pa3 Ha o0y - MOPIBHSHO 3
aJIONyPUHOJIOM Yy 3BUYaMHiM 003i 300 Mr y 3MeHIIeHHi i miagTpuMIli CHPOBaTKOBOI1
KOHIIeHTpallil Ce40BO1 KUCIOTH HUXKYe 6 Mr/oi (357 MKMOJIB/JT).

YV tabmnuili mpeacTaBieHO pe3yabTaTH OLIIHKYM ITePBUHHOI KiHIIeBOI TOYKHU
e(peKTHUBHOCTI.

YacTKa Ialli€eHTiB i3 KOHIIEHTPAIi€I0 CeY0BO1 KUCJIOTH B cupoBaTili < 6,0 mr/omn (357
MKMOJIb/TI) IIiJT 4aCc TPhOX OCTAHHIX IIIOMICIYHUX Bi3UTIB

A
. ®ebykcocmam 80 me|®ebykcocmam 120 OMYpUHOS
IlocaidoceHH 300/100 me 1 pa3s Ha
1 pas Ha 0oby Mme 1 pa3 Ha 000y
o0oby 1
APEX (28 tuxHiB) |48% * (n=262) 65% *, # (n=269) 22% (n=268)
FACT (52 TuxHi) 53%* (n=255) 62%* (n=250) 21% (n=251)
006’ i
CAHat! 51%* (n=517) 63%*, # (n=519)  |[22% (n=519)
pe3ybTaTh

1 Pe3dynbraTu y nmaifieHTiB, gki orpumyBanu 100 mr 1 pa3 Ha go0y (n = 10: namienTu 3
BUXiIHOIO CUPOBATKOBOIO KOHIIEHTpaIlli€lo KpeaTuHiny > 1,5 mr/on i < 2,0 mr/gmn) abo
300 mr 1 pa3 Ha mo0y (n=509), y nipoiieci aHanidy 0ysiu 00’ egHaHi.

*p < 0,001 nopiBHsHO 3 anonypuHosioM, # p < 0,001 mopiBHSHO 3 003010 80 MT.

[Tpu 3acTocyBaHHi pebyKcoCcTaTy 3MEHIIIEHHS CUPOBAaTKOBOI KOHIIEHTpPAllil ce4oBoi
KHUCJIOTU OyJIO MIBUOKMM Ta YTPUMYBAJIOCh HOBro. 3MEeHIIeHHS KOHIIEHTpallil Ce40BO1
KHCIIOTH B cupoBaTLi A0 < 6,0 mr/on (357 MKMOIIB//I) Bif3Ha4YaloCsa BKe Ha APyroMy
TUKHI JOCTigXKeHHs i 30epirasocs Hagali IPOTSATOM JTiKyBaHHS.

HocniosnceHHa CONFIRMS. NocnigxxerHss CONFIRMS 0Oyno paHaoMi3oBaHUM,
KOHTPOJILOBAHUM AOCIiAXKEeHHAM (pa3u 3 TpUBaIiCTIO 26 THXKHIB, K€ IIPOBOAUIIOCS
I OIliHKM Oe3reku Ta epeKTUBHOCTI ¢pebykcocTtaTy B go3ax 40 mr i 80 Mr mopiBHIHO
3 anonypuHosioM B go3ax 300 mr i 200 Mr gyid mnaiieHTiB i3 mogarpoo i
rinepypukemieio. Bcroro 6yno pangomizoBaHo 2269 maittieHTiB: ¢pedykcocTtat 40 mr 1



pa3 Ha moby (n=757), pedbykcoctaTt 80 mr 1 pa3 Ha gody (n=756) Ta aIOIyPUHOII
300/200 Mr 1 pa3 Ha mo0Oy (n=756). IlloHalimenmie 65 % mallieHTiB MaJiu ITIOPYIIIEeHHS
(pyHKIIil HUPOK Bif JIETKOTO [0 ITOMIipHOTO CTyIleHs (i3 KiripeHcoM KpeaTuHiny 30-89
MJ1/xB). [IpodinakTuKa HanafiB nomarpu Oyia 060B’sI3KOBOIO MPOTITOM 26 THUIKHIB.
YacTKa mallieHTiB i3 KOHIIEHTPAIli€l0 Ce40BO1 KUCJIOTH B cupoBaTili < 6,0 mr/oi (357
MKMOJIb/JI) B OCTaHHIiM Bi3uT cTaHoBuiaa 45 % mns ¢pedykcocrtaty 40 mMr, 67 % - ms
dbebykcocTaTy 80 Mr i 42 % - mnst anonypunony 300/200 Mr BigmoBimHO.

ITepsuHHa KiHUeBa moukKa 8 nid2pyni nauieHmMis i3 NnopyweHHAMU PYHKUII HUPOK

Y mocnipgxenni APEX oniHoBanu epeKTUBHICTh 3aCTOCYBaHHSA IpenapaTy 3a y4acTio
40 mallieHTiB i3 MOpPyIIeHHIMU QYHKIIil HUPOK (TOOTO 3 BUXiAHOIO CUPOBATKOBOIO
KOHIIEHTpalli€o KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/gmn). Takum nanieHTam,
pPaHOOMiI30BaHUM y T'PYIIy aJIONyPUHOIY, OO3y IIpenapary 3mMeHinyBanu 0o 100 mr 1
pa3 Ha moOy. [TepBuHHAa KiHIleBa TOYKa e(peKTUBHOCTI Oyjia JOCATHYTa y TPYIIi 3
dbebykcocTtaToMm y 44 % matienTiB (80 mr 1 pa3 Ha goby), 45 % (120 mr 1 pa3 Ha goby)
i 60 % (240 mr 1 pa3 Ha go0Oy) nmopiBHsHO 3 0 % y rpymnax anonypunony 100 mr 1 pas
Ha mo0y i nare6o.

[Tpu npOMy KIIiHIYHO 3HAUYYIIUX BiAMIHHOCTEN y 3HMKEHHI CUPOBaTKOBO1 KOHIIeHTpallil
CeY0oBOl KMCJIOTH YV BiICOTKAaX y 30OPOBUX TOOPOBOJIBIIB Bil3HaYeHO He OyII0
He3aJleXkHO Bifl QyHKIIIOHAaIbHOTO CTaHy HUPOK (58 % y rpymni 3 HOpMaIbHOIO
(yHKIi€I0O HUPOK i 55 % y rpymi 3 TIKKUMU NOPYIIEHHAMM (QPYyHKIII HUPOK).

ITpocniekTUBHUY aHali3, IPOBEAEHUU 3a y4aCTIO IMAlli€HTiB i3 Imogarpoio i
MOpYyIIeHHAMHU PYHKII1 HUPOK 3a gonomoroio gociimkeHHs CONFIRMS, nokasas, 110
dbebykcocTaT 6yB 3HAYHO e(PEeKTUBHIIIUM: PiBeHb CEYOBOI KMCJIOTH B CUPOBATIIi
3HUKYBABCA 00 PiBHA < 6,0 MI/OJI IOPIBHSIHO 3 TAaKUM IIPU 3aCTOCYBaHHI
anonypuHony 300 mr/200 Mr y malli€eHTiB i3 TOOarpoo i MopyIleHHIMA QYHKITII HUPOK
Bil IETKOTO [0 CEPEIHBOTO CTYIIEHS TSAXKKOCTI (65 % BUIIPOOOBYBaHUX).

IlepsuHHa KiHUe8a moukKa y nidepyni nayieHmis i3 cupo8amkKo8010 KOHUEeHMpPAauieo
ceyoeoi kucaomu = 10 m2/0n

BuxigHa cupoBaTKOBa KOHIIEHTpAIlisl Ce4oBOl KuciaoTu = 10 Mr/an Big3Hadanacs
npu6nu3Ho y 40 % nanienTiB (kom6iHoBaHi gocmigxkenHss APEX i FACT). Cepepn nux
MalliEHTIB IIepBUHHA KiHIIeBa TOYKa e()eKTUBHOCTI (CHpOBaTKOBa KOHIIEHTpAIlisd
CevyoBOl KUCIOTU < 6,0 Mr/on B ocTaHHi 3 BiduTu) Oyia MOCATHYTA B IMiATPYIIi i3
dpebykrcocTtaToM y 41 % marnienTiB (80 mr 1 pa3 Ha go0y), v 48 % namienTiB (120 mr 1
pa3 Ha moby) i y 66 % mnatmienTiB (240 mr 1 pa3 Ha 0o0Oy) nopiBHSAHO 3 9 % y rpymi
anonypurony 300 mr/100 mr 1 pa3 Ha moby i 0 % y rpymi miame6o.



3a parumu pocnimxkeHHass CONFIRMS, yacTka nami€eHTiB, SIKi DOCATIA IEPBUHHOL
KiHIIeBOl TOYKHU €(peKTUBHOCTI (CHpOBaAaTKOBa KOHIIEHTpPAIliA Ce40BOl KHUCIOTHA < 6,0
MT/OJ1 B OCTAHHIU Bi3WUT), y TPYIIi NAIi€HTIB 3 BUXiAHOIO CHPOBATKOBOIO KOHIIEHTPAIIIEIO
ce4yoBol KuciaoTu = 10 Mr/gj, siki orpumyBanu ¢pedykcocrtat 40 Mr 1 pa3 Ha mo0Oy,
cTaHOBUIIA BiAmoBigHO 27 % (66/249), pebykcocTtat 80 Mr 1 pa3 Ha mo0y 49 %
(125/254) i anontypunon 300 mr/200 mr 1 pa3 Ha go0y

31 % (72/230).

KaiHiuHi pe3yavmamu: 8i0dcomok nauieHmis, ki nompebyrombs mepanii Hanadis
nodazpu

HocaidoceHHa APEX. TIpoTsaroMm 8-TuKHEBOTO IIPO(PIIaKTUYHOT O IIePioay HallieHTHa 3
TepaneBTUYHOI rpynu pedbykcocTtaty 120 Mr (36 %), siki moTpeOyBanu Teparril HamagiB
ImoJarpu, MOPiBHIOBAJIMCS 3 IMallieHTaMH, siKi 3acTocoByBanu ¢pedykcoctaTt 80 mr (28
%), anonypunoin 300 mr (23 %) ta nnanebdo (20 %). HacToTra HamamiB Oya BUIIOIO
nicns npodiTakKTUYHOTO IIepioay i 3 4acoM MOCTYIIOBO 3HUXKYyBanacs. Big 46 mo 55 %
Ialli€eHTiB IIPOBOAUIIM JIIKyBaHHS HallaliB romarpu 3 8 TUXKHA 1 3 28 TuxkHg. Hanagu
Mojarpu, 110 BUHUKIIHA ITPOTSATOM OCTaHHIX 4-X TUXKHIB BUIIPpOOyBaHb (24-28 TUXKHI),
cuocTtepiranucsa y 15 % mnaitienTis (pedbykcoctat 80, 120 mr), 14 % marieHTis
(amonmypunosn 300 mr) i 20 % martienTiB (11amebo).

HocaioxnceHHa FACT. TIpoTsiroM 8-THKHEBOTO IMTPO(iTaKTUYHOTO IIEePioay HalliEHTH 3
TepaneBTUYHOI rpynu pedykcoctaty 120 Mr (36 %), siki moTpeOyBanu Teparrii HamagiB
ToJarpu, MOpPiBHIOBAJIMCS 3 IMalliEHTaMU 000X TepaleBTUYHUX I'PYII, e 3aCTOCOBYBaJIA
debykrcocTaT 80 Mr (22 %) Ta amonypunosn 300 mr (21 %). ITicnsa 8-TuxkHEBOTO
MpodimTakKTUYHOTO Mepioay YacToTa HamafiB 30imbIuIacs i 3 4acoM ITOCTYIIOBO
3Hm3unacs (64 % i 70 % nauieHTiB, IKi OTpUMYyBaJu JIIKyBaHHS 3 IIPUBOAY HalaliB
nopmarpu 3 8-52 TukKH). Hanmagu nmogarpu IpoTAroM OCTaHHIX 4-X TUXKHIB
BurnpoOyBaHb (49-52 TuxkHi) crioctepiranucs y 6-8 % narienTiB (dpedbykcocrtaTt 80 mr,
120 mr) iy 11 % nanienTiB (anonypuron 300 mr).

YacTKa Iali€eHTiB, sKi moTpeOyBaiu JIiKyBaHHS 3arOCTPeHb Iogarpu (OOCigXKeHHS
APEX i FACT), OyJia HUK40I0 y Tpynax, e cepeaHs KOHIIeHTPallisi Ce40BOi KUCJIOTH B
CUPOBATII Micis JTiKyBaHHS 3MeHIITyBasnacs 0o < 6,0 mr/on, < 5,0 mr/mn abo < 4,0
MT/IJ1, IOPIBHSHO 3 TPyHaMu, ¥ SSIKUX CepedHill piBeHb Ce40BOl KUCJIOTA CTAaHOBUB =
6,0 Mr/o B ocTaHHI 32 TuXKHI niKyBaHHS (3 20-24 TuXKHS 110 49-52 TUXKOEHD).

[Tig vac gocnigxkenHss CONFIRMS yacTka mallieHTiB, sKi moTpeOyBaiu JIiKyBaHHSA
Hanazis nmomarpu (1 genb KoxHi 6 MicaniB), ctaroBuna 31 % i 25 % y rpynax, ski
oTpuMYyBaau BinmoBigHO pebykcocTaT 80 Mr i anonypuHos. BigMiHHOCTEH ¥
CIIiBBigHOIIIEHHI MalliEHTIB, SAKi moTpeOyBasy JTiKyBaHHS HaIladiB ITOgarpu, Mix
rpynamu, ki 3actocoByBanu pedbykcoctaTt 80 mr i 40 Mr, He Bim3Ha4asocs.



Ilos2zocmpokoai po3wupeHi 8i0Kkpumi 00CAIOHCEeHH A

HocaiosceHHs EXCEL (C02-021). Oocnimxkenuss EXCEL Oyno TPpUPiYHUM, BiTIKPUTUM,
MYJIbTUIIEHTPOBUM, PAHAOMI30BaHUM, PO3IINPEHUM, aJIONyPHUHOJI-KOHTPOJILOBAHUM
OocIimkeHHsM O0e3rneku ¢pa3u 3, dsKe MPOBOAUIIOCS [JIA OLiHKK Oe3MeKu 3a y4acTIO
MAIli€HTIB, SKi MPOUNIIKM OCHOBHI mocrimxkenHs da3u 3 (APEX abo FACT). Bcroro B
mocitimkeHHst 0ysio BKioueHo 1086 marieHnTiB: ¢pebykcoctat 80 mr 1 pa3s Ha moly
(n=649), pedbykcocrtaTt 120 Mmr 1 pa3 Ha go0y (n=292) ta amonypunosn 300/100 mr 1
pa3 Ha moby (n=145). [TpubnusHo mas 69 % malieHTiB KOpeKIlis Teparrii gjis
OOCATHEHHS OCTAaTOYHOTO CTabiIbHOT O JIiKyBaHHS He Oyja moTpibHa.

[NamieHTH, pPiBHI CHPOBATKOBOI KOHIIEHTPAIlil CE40BO1 KUCJIOTH Y SIKUX ITPU
TPUPa30BOMY MOCJIIHOBHOMY BHMipIOBaHHi CTaHOBUIU > 6,0 Mr/mo, Oyu BUKITIOYEHI 3
OOCIIiIKEeHHS.

PiBHiI cupOBaTKOBOI KOHIIEHTpPAIlil CEY0BO1 KMCJIOTY 3 IJIMHOM 4Yacy He 3MiHUJINCS
(Hanpuknan, y 91 % i 93 % mnailieHTiB, sIKi crloYyaTKy 3aCTOCOByBanu ebyKcocTaT y
mo3ax BigmoBimHo 80 Mr i 120 Mr, piBHI cHpOBAaTKOBOI KOHIIEHTPAIIlil CE40BO1 KUCJIOTHU
cTaHoBunu < 6,0 mr/gn Ha 36-My MicsIii).

3a maHUMU TPUPIYHOTO CIIOCTEPEKEHHS Y MEeHII HiX 4 % MallieHTiB, sKi moTpebyBanu
JIIKyBaHHS HallafiB, BiMideHO 3MeHIIIeHHS YaCTOTH HallafiB nmomarpu Ha 16-24 micsii
i 30-36 micsii (To6To 6inbmI HiXK v 96 % mallieHTiB HeoOXigHICTD Yy JIiIKyBaHHI HallamiB
BiICYTHS).

Y 46 % i 38 % mallieHTiB, SKi OTpUMYyBaJIi OCTaTOYHE CcTabijibHe MiKyBaHHS
¢ebykcocTaToM BignmoBigHo B m03i 80 a6o 120 Mr 1 pa3 Ha mo0y, criocTepiranocs
TTOBHE 3HUKHEHHS MIEePBUHHOTO MaJIbIIOBAHOT0 TOQYCY Bifl MTOYaTKy IO OCTAaHHHOT'O
BI3UTY.

Hocnigxenuss FOCUS (TMX-01-005) 6yro m’sSTUPiYHUM, BiDKPUTHUM,
MYJIbTULIEHTPOBUM, PO3IIUPEHUM OOCITiAKeHHSIM Oe3neku ¢a3u 2, 110 IPOBOOUIIOCS
3a y4acTIO Ialli€HTiB, SKi 3aKiHUUIM 4-TUXKHEBUM IIpuiioM pebyKcocTaTy 3 NOABIMHUM
ciinuM go3yBaHHAM y BunpoOyBaHHi TMX-00-004. ocnigxkeHHs BKIo4dano 116
Mali€eHTiB, sIKi oTpuMyBanu cnodaTky ¢ebykcoctat 80 mMr 1 pa3 Ha moly. s 62 %
Mali€HTiB AJig MiATPUMKHU PiBHS CHPOBATKOBOl KOHIIEHTPAIlil CEY0BO1 KMCJIOTH MEHIIIEe
6,0 Mr/mm Kopekirisi mo3u He Oyia noTpibHa, a 38 % malieHTiB moTpedyBaau KOPEKITil
OO3U OJIsI JOCSTHEHHSI OCTaTOYHOl cTabiTbHOI KOHIIeHTPalIlil.

YacTKa mallieHTiB i3 piBHEM CHPOBATKOBOl KOHIIEHTPAIIlil Ce40BO1 KUCJIOTHU MeHIie 6,0
Mr/gn (357 MKMOJB/I) Ha MOMEHT OCTAaHHBOTO Bi3uTy ctaHoBuUa Oinbirre 80 % (81-100
%) Oist KOXKHOI 3 TPYII 3a 403010 pebdyKcocTary.

Y dasi 3 kmiHiYHUX OOCIiAXKeHb y Malli€HTIB, sIKi oTpuMyBanu pebyKcocTar,
CIIOCTepiranucs He3HayHi 3MiHU Me4YiHKOBUX MOKa3HUKIB (5,0 %). HacToTa maHUX 3MiH



OyJia cxoxKa 3 TaKOIO ITPU 3aCTOCYyBaHHi amonypuHoiny (4,2 %) (ouB. po3min
«OCcoOIUBOCTI 3aCTOCYBaHHS»). Y MOBrOCTPOKOBUX BIIKPUTHUX POIIIUPEHUX
OOCITimKEeHHSX Y IallieHTiB, siKi oTpumyBanu ¢pedykcocrat (5,5 %) abo amonypuHOI
(5,8 %) mpoTsaromM TpUBaJIOro 4acy, Big3Hauasocs migBuineHHs piBas TTI (> 5,5
MKMO/Mi) (quB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

CuHOpom nizucy nyxauHu (CJIII)

EdekTuBHiCcTh Ta 6€31€eKy 3acTocyBaHHS ¢edyKcocTaTy s IpodiTakKTUKY i
nmikyBaHHS mpu CJIIT ouintoBanu B gocinigxkenHi FLORENCE (FLO-01). ®ebykcocTat
IPOOEeMOHCTPYBaB HauWKpallly i MIBUAIIY Oif0 MI0A0 3HUKEHHS PiBHA ypaTiB MOPIBHAHO
3 aJIONyPUHOJIOM.

FLORENCE sBnsisio co6oio pangomizoBane (1:1), moaBifiHe ciime, omopHe
nocnigxeHHs ¢a3u III, mpoBeneHe nisa nopiBHAHHA ¢ebykcocTaT y mo3yBaHHi 120 mMr
1 pa3 Ha moOy i anonypuHony B mo3yBaHHi 200-600 mr Ha moby (cepenHs moboBa mo3a
ajionypuHoiny) [+ cTaHmapTHe BigxuneHHs]: 349,7 = 112,90 mr) B ymMoBax KOHTPOJIIO
KOHIIeHTpallil Ce40BOI KMCJIOTH B CUPOBATIIi KPOBI.

BuGpani naniesTy moBuHHI Oynu OyTy KaHOUOATaMHU OJIs JIIKYBaHHS aJlOIypPUHOJIOM
abo He MaTu OOCTyny A0 pacOypukal3u. [IepBUHHI KiHIIEBi TOUKHU SIBJISIIU COOOIO ITJIOIIY
i KPUBOIO KOHIIEHTpPallil ce4oBol KucjoTu B cupoBaTili (AUC sUA1-8) i 3mMiHYy piBHS
KpeaTuHiHy B cupoBarti (sC), 3 IIepIiioro o BOCbMUHU JeHb KOXKHa.

o mocrmimkeHHs 0yJi0 BK/II0OUeHO 346 mallieHTiB i3 reMaTOoJIOTIYHUMHU 3JI0SIKiCHUMU
HOBOYTBOPEHHSIMHU, K1 OTpUMYyBaJIM XiMioTepariio i Maiau cepenHii/BUCOKUY CTYIIiHb
pu3uky po3Butky CJIIT. Cepenne 3HauenHss AUC sUA1-8 (Mr X 4/mm) Oysio 3HaYHO
HUXKYUM IIpu npurioMmi ¢pedbykcocraty (514,0 = 225,71 nmopiBHsHO i3 708,0 = 234,42;
cepedHE HaUMEHIINX KBaapaTiB AJIsd pidHUIi: -196,794 [95 % moBipdoro iHTepBany: -
238,600; -154,988]; p < 0,0001). Kpim Toro, cepefHiii CHpoBaTKOBHI PiBeHbh CEYOBOI
KUCJIOTH OyB 3HAUYHO HUXKYMM IIPU 3aCTOCyBaHHi ¢pebyKcocTaTy, HOYNHAIOYU 3 MEePIINX
24 ropuH NTiKyBaHHSA i B OyOb-IKUM HACTYIIHUU MOMEHT 4acy.

CTaTUCTUYHO 3HAUYMMMX BiIMIHHOCTEHU 3a CepegHiM BMiCTOM CUPOBATKOBOTO
KpeaTuHiny (%) mix ¢pebykcocraToMm i anonypuHonom He Oyino (-0,83 + 26,98
HopiBHAHO 3 -4,92 + 16,70 BiONIOBIOHO; CepeqHE HaUMEHIIIUX KBaApaTiB OJ1s Pi3HULII:
4,0970 [95 % poBipyoro iHTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHAM
BTOPHUHHUX KiHII€BUX TOYOK, CTaTUCTUYHO 3HAYMMUX BIiIMiIHHOCTEH 3a 4aCTOTOIO
pO3BUTKY nabopaTopHO migTBepaxkeHoro CJIIT He 6ymno (8,1 % i 9,2 % gna
dbebykcocTaTy i anonypuHony BimnoBigHo; BimHOCHUY pu3uk: 0,875 [95 % moBipuoro
inTepBany: 0,4408; 1,7369]; p=0,8488) i kiHikKM CHHOPOMY po3Maay IIyXJIUHU He 0yJI0
(1,7 % 11,2 % nnsa pebykcocTaTy U alOIypPUHOJY BifTIOBiAHO; BimHOCHUU pusuk: 0,994



[95 % poBipuoro inTepBany: 0,9691; 1,0199]; p=1,0000). HYacToTa BCix 03HaK i
CUMIITOMIB, 1110 BUHUKIIY ITif] Yac JIIKyBaHHS, a TaKOXK MOOIYHUX peakliii CTaHOBHUIIA
67,6 % nopiBHsHO 3 64,7 % i 6,4 % nopiBHsAHO 3 6,4 % Ona pebykcocTarTy i
anonypuHony BignoBigHo. Y mocnimxeHHi FLORENCE ¢ebykcocTaT mpogeMOHCTPYyBaB
HaWKpally i IBUAIIY [Oif0 III00 3HUKEHHS PiBHS CEY0BOI KMCJIOTH B CUPOBATIIi KPOBi
IMOPiBHSIHO 3 aJIoNypuHOJIOM. [laHi 1mono mopiBHAHHESA ¢hebyKkcocTaTy i pacOypukKas3u Ha
maHuM 4yac BimcyTHi. EpekTuBHICTL Ta 6e31meka 3acTocyBaHHs peOyKcocTaTy He Oyu
BCTaAHOBJIEHI [JId IaLieHTiB i3 rocTpuM TsaxKuM CJITI, Hanpukiag nai€eHTiB, y SKUX
iHIII BUOM Teparil ojiss 3HUKEeHHS ypaTiB He OiloTh.

dapMaKOKiHeTHKA

Y 3mopoBux 4OOPOBOJIBIIIB MaKCUMalibHa KOHIIeHTpallis y rmi1a3Mi Kposi (Cmax) Ta
mioia min KpuBoio (AUC) 36imbIllyBaIuCcs IIPOIOPIINHO M03i miciss OqHOPa30BOIro Ta
6araTopal30BoOro 3acTocyBaHHA ¢pebykcocTaTy y go3ax Bim 10 mo 120 mr. IIpu mosax Bif
120 mo 300 mr 36inpimenHs AUC Oyrio OinbIIMM, HiXK MPOIOpIitiHo go3i. [Tpu
3acTocyBaHHi 703 10-240 Mr KoxkHi 24 TOOMHYN HaKONU4YeHHS pebyKcocTaTy He
Bimmiganocs. ITepenbauyBaHuil cepeHili TepMiHalIbHUM EPiOa HAliBBUBEIEHH
(t1/2) pebykcocTaTy cTaHOBUB IMPUOIN3HO 5-8 roguH. ByB mpoBegeHUM NONYISITiHHUN
aHasi3 apMakKoOKiHeTHKH/(apMaKOOWHAMIKU 3a JaHMMH, OTPUMaHUMU 3a y4dacTio 211
MallieHTiB i3 rinepypuKeMi€ro i mogarpoo, sKi 3acTocoByBanu ¢pebyKcocTaT y go3ax
40-240 mr 1 pa3 Ha moOy. B minomy oTpuMaHi 3HaYeHHS papMaKOKiHETUYHUX
ImapaMeTpiB BiAIOBifalOTh TAKUM Y 3[TOPOBUX AOOPOBOJIBIIIB, SIKi, OTKE, € XOPOIILIOIO
MOZEJIJTIO OJIs OLiHKY (hapMaKOKiHeTHKU/(papMaKOOWHaMIKM IIpenapaTy y IallieHTiB i3
IoJarporo.

BcmoxkmyesaHHsa. PebyKcocTaT IBUAKO (tmax (4ac HOCATHEHHS MaKCUMaJlbHOI
KoHIleHTpaiiil) 1,0-1,5 rogunu) i mobpe (npuHaiMHi 84 %) BCcMOKTyeThCs. [Ipu
OOHOPa30BOMY Ta 6araTopa3oBOMY 3aCTOCYBaHHI pebyKcocTaTy ImepopaibHO y J03ax
80 mr a6o 120 mr 1 pa3 Ha moOy Cmax BigmoBimHO CTAaHOBUTH 2,8-3,2 MKI/MJI Ta
5,0-5,3 MKr/min. A6conoTHY 6iogoCcTyIHICTL TabmeTok ¢pebyKcocTaTy He aHali3yBallu.
[Tpu 6araTopa3oBoMYy 3acTocyBaHHi y go3i 80 mr 1 pa3 Ha goOy abo mmpu
OOHOPaA30BOMY 3aCTOCyBaHHi y mo3i 120 Mr y moegHaHHi 3 XKUPHOIO i2keto Cmax
3MeHInyBasnacs Ha 49 % ta 38 %, a AUC - Ha 18 % T1a 16 % BignoBigHOo. OOgHaK 1€ He
CYIIPOBOMKYBAJIOCS KITiHIiYHO 3HAYYyUIMMHU 3MiHaAMU CTYyIleHs 3MEHIIEeHHS PiBHA
CEeYOoBOi KMCJIOTH Yy CUPOBATIIi KPOBi (IIpu 6araTopa3oBOMY 3aCTOCYBaHHi y mo3i 80 mr).
Otxke pebykcocTaT MOKHA 3aCTOCOBYBATH He3aJIeXKHO Bif BXKUBAHHS 1XKi.

Po3nooia. TlepenbauyBauuii 060’eM po3Moainy B piBHoBaxkHoOMY cTaHi (Vss/F) mns

bebykcocTaTy 3MiHIOETHCS Bifm 29 mo 75 71 micis mepopaabHOr0 3aCTOCYBaHHS y MO3i
10-300 mr. Ctynins 3B’s13yBaHHs pebykcocTaTy 3 OijIkamMu I1a3MU KPOBi (TOJTOBHUM
YMHOM 3 albOyMiHOM) cTaHOBUTH 99,2 % i He 3MIHIOETHCS IIpHU MiABUIIEeHHI mo3u 3 80



no 120 mr. [Iy1s1 akTUBHUX MeTaboJIiTiB hebyKcocTaTy CTyHiHb 3B’I3yBaHHS 3 OinmKaMu
ja3Mu KpoBi KonuBaeThCs Bifg 82 mo 91 %.

Memab6oaizm. PebykcocTaT akTUBHO MeTab0Ii3yeThCs MIITXOM KOH 'IOTallil 3a y4acTIo
ypunuHgudochaTtrioKypoHinTpaacdepasu (VI O-rmoKypoHinTpanchepasun) Ta
OKMCHEHHS 3a y4dacTio pepMmeHTiB cuctemu mutoxpomy P 450 (CYP). Ycworo
imeHTHUdikoBaHO 4 papMaKOIOTiYHO aKTUBHUX IAPOKCUIILHUX MeTab0oIiTH
dbebykcocTaty, 3 3 HUX OyIM BUSIBJIEH y ma3Mi moguHu. [ocmigxeHHs in vitro Ha
MiKpocoMax ITeYiHKM TIOOWHY 3aCBiIYMIIN, 10 ITi OKMCHEHi MeTaboJIiTH YTBOPIOIOTHCS
nepeBaxkHo mmig giero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sik ¢pebykcocTaTy
TJIIOKYPOHI YTBOPIOETHCS I'OJIOBHUM YMHOM Mif giero Y O-rmoKypoHinTpaschepa3un
1A1, 1A8 ta 1A9.

BueedeHHs. ®ebyKcocTaT BUBOOUTHLCS 3 OpPraHi3My depes MediHKy Ta HupKamu. [licns
ImepopanabHOro 3actocyBanHs 14C-pebykcocTtaty y go3i 80 mr nmpubnusuo 49 %
BUBOJMIIOCS i3 ceuelo y BUTJIAALI He3MiHeHOTro ¢hebykcocTaTty (3 %), alluarIioKypoHiay
mirouoi peuyoBuHU (30 %), BimoMux OKHMCHEeHUX MeTabosIiTiB Ta X KoH'toraTiB (13 %) Ta
iHmMx HeBimoMux MmeTabomiTiB (3 %). KpiMm HUPKOBOI eKCKpellil, mpubiu3Ho 45 % mo3u
BUBOOUJIOCS 3 KaJIoM Yy BUTJIAAI He3MiHeHOTOo pebykcocTaTy (12 %), anluiarioKypoHiny
mitouol peuyoBuHH (1 %), BimoMux OKMCHEeHUX MeTaboJIiTiB Ta iX KOH toraTiB (25 %) Ta
iHIMX HeBimoMux MeTadoIiTiB (7 %).

Hupxosa HedocmamHicmeb.

[Tpu 6araTopa30BOMY 3acTOCyBaHHi ¢pebyKkcocTaTy B mo3i 80 Mr He OyJio BimMiueHO
3MiH Cmax ¢pebyKkcocTaTy y HalliEHTIB 3 JIETKOIO, TOMiIpHOIO a00 TA2KKOI0 HUPKOBOIO
HEeMIOCTATHICTIO TTOPiBHSHO 3 MalliEHTaMU 3 HOPMaJIbHOIO QYHKITi€I0 HUPOK. CepenHs
3aranbHa AUC ¢pebykcocTtaTy 30inburyBasnacs npubau3no y 1,8 pa3za: Big 7,5 MKTr X
rogvHa/MII y MaIli€HTIB 3 HOPMa/JIbHOIO PYHKIIE€I0 HUPOK [0 13,2 MKr X roguHa/MiI y
MAITiEHTIB 3 TSIXKKOI0 HUPKOBOIO HefmocTaTHiCTIO. Cmax Ta AUC akTUBHUX MeTaboJIiTiB
nigBuilyBanucsa y 2 i 4 pasu BignoBigHo. [IpoTe naljieHTaM i3 HUPKOBOIO
HeIOOCTaTHICTIO JIETKOT0 ab0 IIOMipHOTO CTYIIEeHS KOPEKIIisl HO3U JIiKapChKOT0 3aco0y
He moTpibOHa.

ITevyiHkoBa HedocmamHicmew.

[Tpu 6araTopa3oBOMY 3acTOCyBaHHi ebykcocTaTy y no3i 80 Mr He Oyo BigMiueHO
cyTTeBux 3MiH Cmax Ta AUC ¢pebyKkcocTaTy Ta MOoro MeTabOJIiTiB y MalliEHTIB 3 JIETKOI0
(kmac A 3a mkanow Yaunga-IT1':0) Ta momipHoio (kKinac B 3a mikanoio Yannga-I1'10)
IMe4YiHKOBOIO HEJJOCTATHICTIO IOPiBHSIHO 3 MalliEHTaM1 3 HOPMaJIbHOIO (QYHKIIIEIO
nevinku. [JocmimXKeHHS TiKapChKOT0O 3aco0y y IalliEHTIB 3 TSKKOIO IT€4iHKOBOIO
HepocTaTHicTIO (Kimac C 3a mKkanow Yannma-I1'10) He IPOBOAUIIOCH.



Bik.

[Tpu 6araTopa3oBOMY IIepopaIbHOMY 3aCTOCYBaHHiI pebykcocTaTy He OyII0 BigMidyeHO
cyrTteBux 3MiH AUC ¢pebykcocTaTy Ta MOro MeTaboJIiTiB y HAlli€eHTiB JIITHHOTO BiKy
MMOPiBHSIHO 3 MOJIOOUMHU 30OPOBUMU TOOPOBOJILIISIMHU.

Cmampo.

[Tpu GaraTopa3oBoMYy IIepopalbHOMY 3acTOCyBaHHi ¢ebykcocTaTy Cmax Ta AUC
dbebykcocTaTy y XkKiHOK Oynu Ha 24 % Ta 12 % BUIIMMU BiONOBiOHO, HiXK y YO0JIOBIKiB.
Opgnak Cmax ta AUC, ckopuroBati 3a Macoio Tija, 6y cXoxi Ay 000X rpyI, TOMY
3MiHa mo3u pebyKcocTaTy 3ajie’kKHO Bifl cTaTi He MOTPiOHa.

IToxa3aHHSA

E€BPO®EFB y 003i 80 m2 ma 120 me:

JIikyBaHHSI XPOHIYHOI TilepypuKeMil IIPpU 3aXBOPIOBAHHSX, 10 CYIIPOBOAXKYIOThHCS
BiIKJIagaHHSM KPUCTAJIiB ypaTiB, y TOMY YMCJIIi IPKU HassBHOCTI TodyciB Ta/abo
NOJarpu4YHOro apTPUTY B JaHUW Yac Y4 B aHaMHe3i.

EBPO®EFE y 003i 120 me:

JIikyBaHHS Ta npo@dinakKTHKa rinepypuKeMil y JOPOCIUX Malli€HTiB, SKi MigOal0ThCs
ximioTeparril 3 MPUBOAY reMaTOJIOTiYHUX 3JI0SIKiCHUX HOBOYTBOPEHb 3 MOMipHUM abo
BHCOKHUM PU3UKOM CHUHApPOMY nizducy nyxauau (CJIIT).

E€BPO®EB noka3aHuu 00opocAUM NayieHmam.
IIporunnoka3aHHs

linmepuyyTnuBiCTh MO aKTUBHOI pe4yoBUHU ab0 M0 OyOb-s1KOI iHIIOI JOTOMizKHOI
PEeYOBHUHMU IIpelapaTry, 3a3HadeHol y po3mini «CKmag».

B3aeMofisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiH

MepkanmonypuH/a3amionpuH.

BigmoBimHO mo MexaHi3My CBOE€I fii pebykcocTaT IpUTrHiYye KCAHTUHOKCUOA3Yy, TOMY
CYIIYTHE 3aCTOCYBaHHS HE PEKOMEHOYEThCA. [IpUrHidYeHHS KCAaHTUHOKCHUa3u MOXKe
MMPU3BOOUTHU [0 MiABUIIIEHHS KOHIIEHTpPAIlil 000X IMperapariB y Mja3Mi, 10 Moxke
BUKJIMKaTU TOKCUYHY peakilifo. [locmigKeHHs B3aeMofil ¢ebyKkcocTaTy 3
mpernapaTaMi, 110 MeTabo0/Ii3yI0ThCS KCAHTUHOKCHUIAa3010, HE ITPOBOOUIIMCS.



IocnigkeHHs B3aeMofii pebyKcocTaTy ITifl Yac IUTOTOKCUYHOI XiMioTeparril He
IIPOBOOUIIMCS. Y MPOLEeCi OIIOPHOTr0 AOCHiaKeHH4 nanieaTaM i3 CJIII 3 gekinbKoMa
pexxuMaMu XiMmioTeparrii mpusHavaBcsa ¢pebykcoctaT y 0o3i 120 Mr, BKIo4Yaodu
MOHOKJIOHA/IbHI aHTUTiNMa. OOHaK i Yac IboTo OOCHiIXKEeHHs B3a€MO/Iil JTikapChKUM
npenapaT-JiKapChbKHUU IIpemapar i JiKkapChbKUM IIpenapaT-3aXBOPIOBAHHS He
OocIimKyBasucsi. ToMy MOXKJIMBICTb B3aEMOil 3 OyIb-IKUMU IIUTOTOKCUYHUMU
pernapaTtaMu, 110 CYMICHO IIPHU3HaA4YalOThCs, BUKJIIOYAaTH HE MOXKHaA.

Posuezaimasox/cybcmpamu CYP2C8.

debykcocTaT € cimabkuM iuriditropom CYP2CS8 in vitro. ¥ npotueci mocnimxeHHS y
3M0pOBUX JOOPOBOIBIIIB ITapanenbHe 3acTocyBaHHs 120 Mr ¢pebykcocTtaty 1 pas Ha
noOy Ta 0OHOPa30BOl MePOpaabHO IPUHUHATOL JO3U PO3UTJIIITa30HY 4 MI' HE BIIJIUBAJIO
Ha ¢papMaKOKiHETHUKY PO3UTIIiTa30HYy i #oro MeTabomiTy N-ge3MeTuIpo3uriiTa3ony,
III0 IeMOHCTPYE, 110 ¢pebykcoctaT He npurHiuye ¢pepment CYP2CS8 in vivo. Takum
YHMHOM, OQHO4YaCHe BBeOeHHs ¢pebyKcocTaTy i po3uriiTa3ony abo iHmux cyocTpaTiB
CYP2C8 He BuUMarae KOpekliii mo3u OJis 11X IIperaparis.

Teoginin.

[TpoBemeHO mocCHimKeHHsT B3aeEMOil ¢eOyKcocTaTy 3a y4acTiO 3TOPOBUX AJOOPOBOJIBIIIB
OJIs1 OLIIHKY BIUJIMBY ITPUTHIYEHHS KCAaHTUHOKCHUOA3U Ha 30iNnblIeHHS piBHA TeodiniHny B
IIMPKYII0I04ill KPOBi, 1110 criocTepiranocs 3 iHmIMMHU iHTiGiToOpaMu KCAHTUHOKCHUOA3H.
PesynbTaTu gocnigeHHs IIOKa3aly, 110 IpU OOHOYaCHOMY 3aCTOCYBaHHI
debykcocTaTy y mo3i 80 mr ta Teodininy B 1o3i 400 Mr He OyJI0 XKOOHUX
(bapMakoKiHETUYHUX B3aEMOiil ab0 BIJIMBY Ha 0e3neKky Teodininy. TakKumM 4mHOM,
dbebykcocTtaT y mo3i 80 Mr MoKHa 3aCTOCOBYBaTHU OJHOYACHO i3 Teodininom 6e3
0COOJIMBUX 3acTepexkeHb. [laHux momno go3u ¢pedykcoctaty 120 Mr HeMae.

HanpoxceH ma iHwi iH2ibimopu 2A0KypOoHi3auii.

MeTabomni3am pebykcocTaTy 3aleKuUTh Bil akTUBHOCTI ¢pepmeHTy Y 1 D-
TIIOKypoOHinTpaHcdepa3u. JlikapchKi 3acobu, 110 IPUTHIUYIOTH IPOIEC
TIIOKYPOHi3allil, HanpuKJiaa HeCcTepoiaHi npoTtuldananbHi 3acobu (HII33) Ta
nmpoOeHeIn], TEOPETUYHO MOXKYTh BIJINBAaTH Ha BUBEIEHHS pebykcocTaTy. ¥
3MOPOBUX AOOPOBOJIBIIIB IIPKU OMHOYACHOMY 3aCTOCYBaHHi ¢eOyKcocTaTy Ta
HaIMpokceHy 1o 250 Mr 2 pa3u Ha o0y crocTepiranocs mocusaeHHs mii pebykcocTaTy
(Cmax cta"HoBuTh 28 %, AUC- 41 %, t1/2- 26 %). ¥ npolieci KIiHiYHUX OOCIiOXKEeHb
3acTOCyBaHHS HaIpoKceHy Ta iHmwux HII33/inribiTopiB LJOI-2 He cynpoBOOXKYyBaioCs
KJIIHIYHO 3HaYyIIuM 30iIbIIeHHAM [T00IYHUX peaKIii.

(De6}7KCOCTaT MOZKHa OOJHOYaCHO 3aCTOCOBYBATH 3 HAIIPOKCEHOM 0e3 3MiHH ix OO3H.

IHOyKkmopu 2at0KypoHi3auil.



[MTotyxHi iHOyKTOPU PpepMmeHTy Y D-rmoKypoHinTpaHcdepasyu MOXKYTh ITIOCUIIIOBATH
MeTabos1i3M Ta 3MeHITyBaTu epeKTUBHICTL ebyKcocTaTy. Y mallieHTiB, sIKi
3aCTOCOBYIOTh IOTYZKHIi IHOYKTOPHU I'TIOKyPOHi3allil, pPEKOMEHOYETHCS KOHTPOJIIOBATHU
piBEeHb CEYOBO1 KHMCIOTHU Y IJ1a3Mi yepe3 1-2 TuXKHi ogHO4YacHOI Tepamnii. [1pu BimMiHi
iIHOyKTOopa I'/IIOKypOHi3allil MOXK/IMBe MiABUIIIeHHS piBHA (ebyKcocTaTy y I1a3Mi.

KoaxiuuH/inHOoMmemauuH/2idpoxaopomia3ud/eappapuH.

debykcocTaT MOXKHA OJHOYACHO 3aCTOCOBYBATHU 3 KOJIXIIIMHOM a00 iHOOMeTaluHOM
0e3 3MiHU 03U IIpenaparis.

Takox He MOTPiOHO 3MiHIOBaTHU MO3Y (pebyKcocTaTy IIpU OOHOYAaCHOMY 3aCTOCYBaHHI 3
rigpoXJI0pOTia3uioM.

OnmHOYacHe 3acToCcyBaHHS peOykcocTaTy 3 BapdpapruHOM He BUMarae 3MiHU 03U
OCTAHHBOT0. 3aCTOCYBaHHS Y 3[IOPOBUX OOOPOBOLIIB pedykcocTaTy (80 Mr a6o 120
Mr 1 pa3 Ha mo0Oy) 3 BapdapruHOM He BIJIMBA€E Ha papMaKOKiHETUKY OCTAaHHBLOTO.
OnmHoYacHe 3aCTOCyBaHHS 3 peOyKcocTaTOM TaKoXK He BouBaio Ha MHO Ta
aKTUBHICTB pakTopa VII.

Ile3unpamin/cyocmpamu CYP2D6.

3a mJaHWUMHU, OTPUMaHUMU in vitro, ¢pebykcocrtaT € cnabkum inribitopom CYP2D6. ¥
MIPOIIeCi OOoCIigXKeHb 3a y4acTIO 30POBUX HOOPOBOJIBIIB, sIKi oTpuMyBanu 120 mr
debykcocTaTy 1 pa3 Ha Oo0y, crioctepiranocs 30inbiienHss AUC ge3unpaminy
(cyoctpat CYP2D6) Ha 22 %, 1110 CBiTYMUTH IIPO CIabKy MPUTHIYYBaJIbHY Hil0
dbebykcocTaTy Ha pepmenT CYP2D6 in vivo.

TakuM 4MHOM, TIPU OJHOYACHOMY 3aCTOCyBaHHi ¢pebykcocTaTy Ta cyoctpaTtiB CYP2D6
HeMa€ HeoOXimHOCTi 3MiHIOBATH iX HO3H.

AHmauudHi 3acobu.

[Ipu ogHOYacHOMY 3aCTOCYBaHHI 3 aHTaAllMOaMHU, 110 MICTATh MarHiio rifpOKCUL Ta
aJIIOMiHiIO TiHPOKCHUJ, BimMidaeThCS 3aTPUMKa BCMOKTYBaHHs (heOyKcocTaTy
(mpu6nu3Ho Ha 1 roguHy) Ta 3MeHIneHHs Cmax Ha 32 %, ogHak AUC ¢ebykcocTaTty
CYTTEBO He 3MIiHIOETHCSI, TOMY (peOyKcocTaT MOXKHA 3aCTOCOBYBaTU 3 aHTAlUOHUMU
3acobamu.

Oco006/1MBOCTi 3aCTOCYBaHHS

Cepueso-cyOuHHI 3aX80PHOBAHHA.

JIikyBaHHA XPOHIYHOI 2inepypukemii



debOyKcocTaT He PEKOMEHYETHCS 3aCTOCOBYBATH ITAlliEHTaAM 3 iIlIeMigHOI0 XBOPOOOIO
cepiist abo 3aCTiHOIO CepIleBOI0 HEeJOCTaTHICTIO.

Y nocnipxxenuax APEX ta FACT y 3aranbHili rpyni ¢pebykcocTaTy HOPiBHSHO 3 IPYIIOIO0
aJIONIyPUHOIY MOBIAOMIISIOCS PO 30iIbIIeHHS KiTbKOCTI mOopyllleHb 3 60Ky CepiieBo-
cynunHol cucteMu (Anti-Platelet Trialists’ Collaboration (APTC)) (Bu3HaueHHS
KiHIIeBUX TOYOK Yy I'PYIIi CyMicHOTO aHani3dy antTutpoMOouuTapHoi teparmii (APTC), y T.
4. 3 JIeTaJIbHUM HACJIiIKOM y 3B’5I3KY 3 CEPLIEBO-CYANHHUM 3aXBOPIOBaHHAM, iHQaApPKTy
Miokappaa 6e3 jmeTalbHOT0 HACIIOKY, iHCYyIbTy 0€e3 neTajsbHOTo Haciiaky) (1,3
nopiBHAHO i3 0,3 BunagkiB Ha 100 mailieHTO-poOKiB), Ha BiIMiHY Bifl HOCHiAKEHHS
CONFIRMS (puB. po3nin «®apMakoguHaMika» AJis OeTaJlbHOTO OMUCY OOCIHIAXKEHHS).
YacTtoTa nopylieHb 3 60Ky cepiieBo-cyaguHHOl cucteMu (APTC), ripo ski
noBigomrssiocss y KomO6iHOBaHUX mocimimxkeHHSX ¢pa3u 3 (gocnimxkenusa APEX, FACT Ta
CONFIRMYS), crtanoBumna 0,7 mopiBusHO 3 0,6 BunagkiB Ha 100 mailieHTO-poKiB. Y
paMKax JOBrOCTPOKOBUX IITMPOKOMACIITAOHUX MOCIIAXKEHb YaCcTOTa CEPIIEBO-
CYOVWHHUX IIOPVILEHbD, IIPO AKi ITOBiHOMIIsAIoCcs, cTaHoBUia 1,2 ta 0,6 Bunagkis Ha 100
MalieHTO-POKiB i pebyKcocTaTy Ta aJloNypPUHOIY BifmoBigHO. BigMiHHOCTI He Oynu
CTATUCTUYHO JOCTOBIpHIi, IPUYUHHO-HACITIAKOBUY 3B’SI30K MiXK BKa3aHUMU
MMOPYIIIEHHSIMHU Ta 3aCTOCYBaHHAM ¢debykcoctaTy OyB BigcyTHili. ®akTOpamMu
imeHTH(IKOBAHOTO PU3UKY y TaKUX IAIliEHTIB Oyiu BUSBJIEHI 3aXBOPIOBAHHS, II10
BUHUKJIM B Pe3y/IbTaTi aTepPoCKiiepo3dy Ta/abo iHpapkTy Miokapaa abo 3acTifiHol
CceplieBOl HeJOCTATHOCTI (B aHaMHe3i).

IIpoginakmuka i niKye8aHHA 2inepypukemii y nauieHmis i3 pudukom po3sumky CJIIT

[NamienTH, gKi migmaioThCA XiMioTeparril 3 IPUBOAY IeMaTOIOTiYHUX 3TT0TKICHUX
HOBOYTBOPEHH 3 MOMipHUM abo BucokuM pusukom CJIII Ta 3aCTOCOBYIOTH
dbebykcocTaT, ITpu HAABHOCTI KIiHIYHUX ITOKa3aHb 3HAXOOSITHCS IIif HArIsmoM
Kapziosora.

Aepeisi/einepuymaugicme Ha AiKapcovki 3acobu.

Y MexXax MOCTMapKEeTHHTOBOTO Harasaay Oyu PigKiCcHI ITOBimOMJIEHHS ITPO CEPHO3Hi
aJsiepriuHi peakiiil/peakiiil Tirmep4YyTINBOCTi, Y TOMY YHCJIi 3aTPO3IUBOTO OJISI XKUTTH
cungpomy CriBeHca-[3)KOHCOHA, TOKCUYHOTO ellifjepMaJIbHOI0 HEKPOJIi3y Ta TOCTPUX
aHadinaKTUYHUX peakIlid/ioKy. Y OiIbII0CTi BUIIAOKIB TaKi peakllil criocTepiramucs
ITPOTSATOM IIEPIIOTO MicsAlsg 3acToCcyBaHHS pebyKcocTaTy. Y KiTbKOX, aje He y BCix
MalliEHTiB CIIOCTEpiraaucs MopyueHHss HUPKOBOI PyHKIIi]l Ta/abo rinepyyTIuBICTh [0
aJIONypPUHOIYy B aHaMHe3i. TSKKi peakllil rinep4yTIUBOCTi, Y TOMY YHCIIi peakxiiil, 1o
CYIIPOBOIXKYIOThCSA e03uHO(pimieo i cuctemuumu cumnrtoMamu (DRESS-cungpom), y
OesiKUX BUIlafgKax Oyu MOB’si3aHi 3 rapsigyKoio, reMaToJIOTigYHOI0, HUPKOBOIO abo
IIEe4YiHKOBOIO HEJOCTaTHICTIO.



[TamieHTH TOBUHHI OyTH IIpoiHGOpPMOBaHi ITPO 0O3HAKM Ta CUMIITOMU
rinep4uyTanBOCTi/aneprii, a TAaKOXK 3a HUMH CJIil CIIOCTePiraTu U000 PO3BUTKY TaKUX
peaxiiu. [Ipu mosiBi CeprO3HUX ajleprivHuX peakilivi/peaklii rinepyyTiInuBOCTi,
cuaapoMmy CriBeHca-J[2KOHCOHa B TOMY YHCIIi, 3aCTOCyBaHHS (pebykcocTaTy Tpeba
HeraHO IIPUIIMHUTH, OCKIJIbKY PaHHE IPUIIMHEHHS 3aCTOCYyBaHHS IIOKpAaIy€e IIPOTHO3.
Ax110 y naljieHTa po3BUHYJIACs ajiepridyHa peaklisi/peaklisa rinepyyTiuBOCTi, y TOMY
yucii cuaapoM CTiBeHca-[I?KOHCOHA, Ta rOCTPi aHadiTaKTU4YHI peakilil/IlloK, TO
IIOBTOPHE ITpU3HadYeHHs ¢heOyKCcocTaTy IIPOTUIIOKAa3aHOo.

3azocmpeHHs (Hanad) nodazpu.

JIikyBaHHS eOyKCcOoCTaTOM CJIif pO3MMOYHMHATH TiJIbKM Yy IIE€Piof ITicisi 3arOCTPEeHHS
xBopoOu. ®ebykcocTaT MOxkKe CIIPOBOKYBaTH Hamaj IMogarpy Ha Mo4aTKy JIiKyBaHHS 3a
paxyHOK 3MiHM PiBHS C€4YOBOI KMCJIOTH y CUPOBATIIi Yepe3 BUXiJ ypaTiB i3 memo. Ha
IMo4YaTKYy JIiKyBaHHS (pebyKcocTaToM peKoOMeHOyeThcs npu3dHauuTu HII33 abo
KOJIXilIMH Ha TEPMiH He MeHIIle 6 MiCALiB A mpo@dilaKTUKHA HalladiB mogarpu.

[Tpu pO3BUTKY HamaAy nomarpu Ha TIIi 3acTocyBaHHS ¢hebyKcoCcTaTy JIiKyBaHHS
NponoBXKYyOTh. OQHOYACHO MIPOBOAATH BiAIIOBIOHY iHOAUBiAyaJlbHYy Teparllito
3arocTpeHHs nogarpu. [Ipu TpuBaloMy 3acTOCyBaHHi ¢pebOyKcocTaTy 4acToTa Ta
TSKKICTh HaNafiB HOogarpu 3MEeHIIYIOThCS.

Bioksn1aoeHHs KcaHMUHis.

Y nmailieHTiB i3 IPUCKOPEHUM YTBOPEHHSM ypaTiB (HaopuKiaf, Ha TJIi 3T0IKiCHUX
HOBOYTBOPEHD Ta 1X JIiKyBaHHSA ab0 npu cuHapoMi Jlema-HixaHa) MOXKJIMBE CYTTEBE
30inpIIeHHs abCOoJTI0OTHOI KOHIIEHTpallil KCaHTHHIB ¥ cedi, 1[0 y PiOKiCHUX BUIIaAKaxX
CYIIPOBOMXKYETHCA 1X BifK/IaJeHHSAM Y CEYOBUBIOHUX IIIsiXaX. LIboro He
CIIoCTepirasnocs B OIIOPHOMY KJIiHiYHOMY mociimxkeHHi pebykcocTtaty npu CJIII. Yepes
o0OMezKeHiCTb JOCBimy 3acTocyBaHHS (peOyKcocTaT He MOKa3aHUM IallieHTaM IIpu
cuHapoMi Jlemra-HixaHa.

MepkanmonypuH/a3zamionpuH.

debykcocTaT He peKOMEHIYETHCS 3aCTOCOBYBATH IallieHTaM, IKi OHHOYaCHO
OTPUMYIOTh MEPKANTONYPUH/a3aTiONPUH.

Axmro koMmOiHalil He MOXKHA YHUKHYTHU, CTaH IAIliEHTIB CIIi peTelbHO KOHTPOJIIOBATH.

PekoMeHOy€eThCS 3HUKEHHS [J031U MePKaNTONypuHy ab0 a3aTionpuHy Ojisi YHUKHEHHS
MOKJIMBUX I'eMaTOoJIOTiYHUX e(DEKTiB.

IlauieHmu, AKI nepeHec/iu MpPAHCNAAHMAuyio Op2aHia.



IocBimy 3acTocyBaHHs ¢pebyKcocTaTy 1iki KaTeropil mmalieHTiB HeMae, TOMY
3aCTOCyBaHHS IIpemnapaTty He II0Ka3aHO.

Teoginin.

OnmHOpa30Be ogHOYaCHe 3acTocyBaHHS ¢pebykcoctaTy y Ao3i 80 Mr Ta Teodininy y mo3i
400 Mr He MOKa3ao XOOHUX (papMaKOKiHeTUUYHUX B3aemopin. PedbykcocTtaT y mo3i 80
MT' MOKHa 3aCTOCOBYBATH OOQHOYACHO 3 TeodiniHoM 0e3 pu3uKy MiIgBUILIEHHS
KOHIIeHTpallil Teodininy y nna3mi kposi. [Janux 1mono go3u ¢pedykcocraty 120 Mr
HeMae.

3axe8oprBaAHHA NEeYiHKU.

Y npoiieci kom6iHOBaHOI pa3u 3 KIiHIYHUX HochigxKeHb ¥ 5,0 % malieHTiB, gKi
oTpumMyBanu ¢peOyKCcoCTaT, CIIOCTePIranucsa He3HaUHi 3MiHU MeYiHKOBUX ITOKa3HUKIB,
TOMY PEKOMEHOYETHCS MTePeBIPATH PyHKITIOHATBHI TeYiHKOBI ITOKa3HUKH [0
npu3HadeHHs ¢peOyKcocTaTy Ta ITif Yac JIiKyBaHHS ITPU HasIBHOCTI MOKa3aHb.

3axeoprosaHHA WUMOBUOHOI 3a/103U.

Y 5,5 % maliieHTiB, siKi oTpuMyBanu peOyKCcocTaT IPOTSATOM TPUBAJIOTO Yacy,
CIIOCTepiranocs migBuilleHHS nmoka3Huka TTT (> 5,5 MKMO/mn) mig gac
OOBrOCTPOKOBUX BiIKPUTHUX PO3IIUPEHUX OOCIiAKeHb. ToMy JTiKapchKuii 3acib ciifg 3
00€epeKHICTIO 3aCTOCOBYBATH MalliEHTaM i3 NOPYyIIeHHAMU QYHKIII ITUTOBUIHOI
3aJI03U.

Jlakmoa3a.

JlikapcbKu# 3acid MicTuTh j1akTo3y. [TallieHTaM i3 pigKiCHUMU CIaJKOBUMU
3aXBOPIOBaAHHSMHY, IIOB’I3aHUMHU 3 HEIIEPEHOCHUMICTIO ralakKTO3u, HeJOCTaTHICTIO
nakTa3u Jlamnma abo IMopyIIeHHSIM BCMOKTYBaHHS I'JIIOKO3H/TajlaKTO3HU, IIpenapaTt He
IOKa3aHUM.

3maTHiCTH BIUIMBATH Ha HIBHAKICTHh peaklil mpu KepyBaHHiI aBTOTPaHCIOPTOM
a0o0 iHMMMHu MexaHi3ZMaMu

Bynu noBinoOMIIeHHS PO PO3BUTOK COHJIMBOCTI, 3allaMOPOY€EHHs, TapecTe3ii Ta
MMOPYILIEHHS YiTKOCTi 30py Ha TJi 3acTocyBaHHS (pebykcocTaTy. Tomy maiieHTam, sKi
3aCTOCOBYIOTh (peOyKCcocTaT, peEKOMEHOYETHCSI OyTH 00epeXHUMU IIPU KepyBaHHi
aBTOTPAHCIIOPTHUMHU 3acob0aMu Ta poOOTi 3 iHIIMMM MeXaHi3MaMHu 0 TOTO Yacy, IOKHU
BOHU He OyOyThb BIIEBHEHI y BiCyTHOCTI BUIlle3a3HaYeHUX IMOOIYHUX peaklliii.

3acTocyBaHHsA y nepioa BariTHoCTi a00 rogmyBaHHsI IPyIaio



BaeimHicmb

OOMexkeHUM MOCBid 3acTocyBaHHs ¢peOyKCcoCTaTy ITiJl 4Yac BariTHOCTI CBigYUThL IPO
BiICYTHIiCTb HECIIPUSITIIMBOTO BIIJIUBY Ha mepeOdir BariTHOCTI Ta 30pPOB’s
I1JI00a/HOBOHAPOAXKEHOT 0. Y ITPOIIeci HOCHiAXKeHb Ha TBapruHax He Oy/10 ToMideHOo
1oro npsimMoro abo HenpsaMOTo MOOIYHOTr O BILJIMBY Ha Iepebir BariTHOCTI, PO3BUTOK
eMOpioHa/mmoga Ta mepeodir mosoriB. [IOTeHIIMHUYN PU3UK OIS JIIOOUHA HEeBiTOMMUII.
debykcocTaT He CJIi 3aCTOCOBYBATH ITifl Yac BariTHOCTI.

ITepiod 200yB8aHHA 2py00t0

HesimoMo, uu mpoHuKae pebyKcocTaT y TPyoHEe MOJIOKO TIoAuHU. [[OCTiIXKeHHs Ha
TBapUHaX MOKa3aiH, 10 (pebyKcocTaT IPOHUKAE Yy TPYOHE MOJIOKO Ta BUSIBIISE
HeraTUBHUU BIUJIMB Ha PO3BUTOK HOBOHAPOMXKEHUX, SKAX F'OAYIOTH IIMM MOJIOKOM.
Pu3uk motrpanasHHs NperapaTy B IPyOHE MOJIOKO He MOxKe OyTH BUKTIOYEHUH.
debykcocTaT He CJIig 3aCTOCOBYBATH y Mepio[ rogyBaHHsS I'PyOIIo.

depmuavHicMb

IocnimkeHHsT GepTUNBHOCTI Ha TBapUHAaX IMPU 3aCTOCYBaHHi y mo3i 48 Mr/kr/moby He
BUSBUJIM 3a/JI€2KHOCTI IMOOIiYHUX peakilii Bifg go3u. [is ¢pebykcocTaTy Ha
PENpPOAyKTUBHY QYHKIIiIO JIIOOUHN HEeBimoMa.

Cmocib 3acTocyBaHHSI Ta I03H

QOS VBAHHA

ITodaepa.

PekomenpgoBaHa go3a EBPO®EBY cranoButh 80 Mr 1 pa3 Ha moOy nmepopa’sbHO,
He3aJIeKHO Bif BXKUBaHHA 1Ki. AKIII0 KOHIIEHTPAIlisd Ce40BOl KMCJIOTH B CUPOBATIIi
KpoBi nmepeBuiiye 6 Mr/on (357 MKMOIIb/M) miciasa 2-4 TUXKHIB TiKyBaHHS, CIIif
po3rnsHyTH minBuilieHHs 0o3u EBPO®EBY mo 120 mr 1 pa3 Ha mo6y. EdekT
JIIKapChKOTO 3aC00y BUSABISETHCS OOCUTH IMIBUAKO, III0 POOUTH MOKJIMBUM ITIOBTOPHE
BH3HAYEHHS KOHIIEHTpAIlil CE40BOI KMCJIOTH Yepe3d 2 TUXKHi. MeTolo TiKyBaHHS €
3MeHIIIeHHS KOHIIeHTpallil Ce40BOl KMCJIOTH y CUPOBATIIi Ta IIiATPHUMKa 11 Ha pPiBHI
MeHuIe 6 Mr/on (357 MKMOJIB/TI).

TpuBamnicte npodilakKTUKK HamagiB IIogarpu peKoOMeHOoBaHa He MeHIlle 6 MiCSIIiB.
CuHOpom ni3ucy nyxauHu (CJIII).

PekomenpgoBaHa go3a EBPO®EBY cranoButh 120 Mr 1 pa3 Ha go0y mepopaiibHO,
He3aJIeZKHO Bi BXKUBAHHS 1XKi.



3actocyBanuss EBPO®EBY crnig po3nmoynHaTH 3a IBa OHi 40 IMOYATKYy UTOTOKCHUYHOI
Teparlil i TpogoBXKYyBaTH IITOHaMMeHIIIe 7 mi0, OmHAK TPUBAIICTh Teparlil MoXXHa
MMOMOBXKUTH 00 9 mib BiAIIOBImHO M0 TPUBAJIOCTI XiMioTepamil Ta KIiHIiYHOI OIiHKH.

ITauieHmu AiMHBLO20 BIKY.
IIns 1iel KaTeropil maIlieHTiB KOPEKIlis Jo3u He MOoTpiOHa.
Hupxosa HedocmamHicmbo.

Y nmaui€eHTiB i3 TAXKKUMH NOPYIMIEeHHAME (QYHKIIl HUPOK (KJIipeHC KpeaTuHiny <30
MJI/XB) e(peKTUBHICTb Ta 6e3IeKy 3aCTOCYBaHHS JIIKapChbKOT0 3aC00y BUBUEHO
HeImocTaTHBO. [TallieHTaM i3 mopyuieHHsIMU QYHKITII HUPOK JIeTKOro abo ITOMipHOTO
CTYIIEHS TSIKKOCTi KOPEKIlid m0o3u He MoTpiOHa.

ITeviHkoB8a HeOocmamHicmeo.

HocnimxxeHHst epeKTUBHOCTI Ta 6e3meKu 3acTocyBaHHA ¢eOyKCcoCcTaTy y HalliEHTIB 3
TSI2KKOIO ITEeYiHKOBOIO HenocTaTHICcTIO (Kiac C 3a mikanomw Yaunnnoa-I1'10) He
IIPOBOOUIIOCH.

IToOaepa. T1pu niopyiieHHi QyHKITI ITe4iHKY JTeTKOT0 CTYIIeHsI peKOMeHI0BaHa [103a
ctanoBuTh 80 Mr. JIocBim 3acTOoCyBaHHS JIiKapChKOT0 3ac0o0y MpHU MOPYILIEeHHI QPyHKITi1
MeYiHKY ITOMIipHOTO CTYIIEeHSI 00MeKeHUM.

CJIII. 13 onopHoro mocaimxenHs ¢as3u III (FLORENCE) 6ynu BUKIIOYEHi TiTbKu
Ccy0’€KTH i3 Ie4iHKOBOIO HEIOCTATHICTIO TSAXKKOI'0 CTyIeHs. [IJ1s mallieHTiB, siKi Oynu
BKJIIOUEHI B OOCIiAXKEHHS, KOPEKIIi JO3U y 3B’I3KYy i3 CTaHOM (QYHKIIN IEYiHKYU He
nmoTpibHa.

Cnocib 3acmocys8aHHs

Irist IIepopajIbHOT'O 3aCTOCYBaHH.

E€BPOO®ED 3acTOCOBYETHCS IEPOPabHO, HE3aIeKHO Bifl BXKMBAHHS 1Ki.
itk

Be3neka Ta eeKTHUBHICTh 3acTOCyBaHHSA peOyKcocTaTy OiTAM BikoM 0 18 pokiB He
BCTaHOBJIEHI. [laHi 111010 3aCTOCYBaHHA BiICYTHI.

Ilepeno3yBaHHsA

Y pasi nepeno3yBaHHS II0Ka3aHa CUMIITOMaTHU4YHa Ta MiATpUMYylOYa Teparlis.



IToOiuHi peakmii

Pe3tome npoghino 6esneku.

HavyacTimumy mob6ivHUMHU peakIlisiMU y KITIHIYHUX OociimkeHHsx (4072 maltieHTH,
110 3acTOoCOByBasnu no3y Big 10 mr go 300 Mr) Ta B IIPOIieci TOCTMapKETUHTOBOTO
Harasay y IMallieHTiB 3 mogarpoio 0yJiM 3arocTpeHHs (Hamaau) Iomarpy, NopyLIeHHST
¢yHKI1Iil Tevinku, giapes, HyoTa, TOJIOBHUY 0inb, BUCUIIaHHSA Ta HaOpsku. Lli mobiuHi
peaxkirii Manu y GibIIIOCTi BUIIA[KIB JIeTKU ab0 cepenHill CTyIiHb TAXKKOCTi. Bynu
IIOBIHOMJIEHHS IIPO PiOKICHI BUIafgKU CEPUO3HUX peakliyl rinepyyTIUuBOCTI Ha
dbebykcocTaT, mesKi 3 HUX CyIIPOBOAXKYBaIUCA CUCTEMHUMU PeaKIlisiMu.

Y HuK4eHaBeeHil TabnuIll 3a3HaYeHo MMOo0iYHI peakilii, iKi BUHUKAIOTh IIPHU
3acTocyBaHHi pebyKcocTaTy mallieHTaMU Ta KiacugpikoBaHi TaKMM YMHOM: 4acCTO (Bifg
= 1/100 mo < 1/10), HegacTo (Big = 1/1000 go < 1/100) ta pigko (Big = 1/10000 mo <
1/1000). HYacTtoTa pO3BUTKY I'PYHTYETHCA Ha OOCIIOXKEHHIX Ta IOCTMapPKETUHTOBOMY
OOCBIfl ITOA0 MAalliEHTIB i3 MOgarporo.

Y KOXHi¥ rpyIri 3a 4aCTOTOI PO3BUTKY IMOOiIUHI peakirii mpeacTaBlIeHO Y IIOPSIOKY
3MEHIIEHHS CTYIIeHs TAXKKOCTI.

[ToGiuHi peakiil, 110 CIOCTepirajaucs y Mali€HTiB 3 Togarpoio.

. . . PimKo: maHIIMTOIIEHisI, TPOMOOITUTONEHIs,
3 00Ky KpoOBi Ta niMmpaTu4YHOI cCUCTEMU
arpaHyJIoLuTO3*

. . Pigko: aHadinakTu4Hi peakiii*,
3 60Ky iMyHHOI cucTeMu , i
TimepuYyTIuBIiCTL [0 ImpemnapaTy*

. HeyacTo: migBUIlleHHSA PiBHA
3 00Ky eHOOKPUHHOI CUCTEMH )
TUPEOCTUMYJIIOI0YOT0 TOPMOHY KPOBI

3 00Ky opraHiB 30py Pigko: 3aTymaHeHHUU 3ip

YacTo***: 3arocTpeHHs (Hanagu) mogarpu

HewacTo: iykpoBuii miaber,

) rinepiimnigeMisi, 3HUXKEeHHSA alleTUTy,
3 00Ky Xap4yyBaHHS Ta 0OMiHy pe4YOBUH ) )
30i/IbIIeHHSsT MacH Tija

Pigmko: 3HM>KEHHSI MaCH Tijla, IIiOABUIIEHHS
alneTuTy, aHOPEKCia

HeuacTo: 3HUKEeHHS J1i0imo, 0e3COHHA

3 OOKy IICHUXIKHU : :
Pigko: HEpPBO3HICTH

3 60Ky HEPBOBOI CUCTEMH YacTo: rooBHUM Oinb




HeuacTo: 3amaMopo4eHHs, ITapecTesil,
reminapes, COHJIMBICTh, 3MiHa CMaKOBOTO
CIIPUMHSITTSI, TirtecTe3ist, mocnabieHHs
HIOXY

3 OOKy OopraHiB ciyxy Ta J1abipuHTy

Pinko: mym y Byxax

3 OOKy ceplieBOl CUCTEMU

HeuacTo: ¢pi6punsilis nepencepnsb,
BimuyTTs ceplieOUTTS, BiOXUIEHHS Bif
Hopmu Ha EKI', 6510Kama y1iBol HizKKHU
ny4dka ['ica (guB. po3min «CHHAPOM J1i3UCy
OyXJIMHKW»), CHHyCOBa TaxikKapzis (Ous.
po3ain «CHHOAPOM JIi3UCY IIYXJIMHU»)

3 00Ky CYOIUHHOI CUCTEMU

HeuacTo: apTepianbHa rinepreH3sis,
[IPUIIJINBY, IPUIIJIUBY 3 BiHWYTTAM XKapy,
KpoBOTeui (AuB. po3ail « CHHOPOM JIi3UCY
IyXJINHUA»)

3 60Ky OuxaJibHOI CUCTEMHU

HewuacrTo: 3aguiiika, OpoHXiT, iHdeKIii
BEPXHIiX OUXaJIbHUX IIJIAXiB, KallleJlb

3 OOKY IIIJTYHKOBO-KHUIIIKOBOT'O TPAKTY

YacTo: miapes**, HygoTa

HeuacTo: 6inb y )KUBOTI, 3OYyTTS XKUBOTA,
ractpoe3odareanbHa pedIiOKCHa
xBOpo0Oa, OJII0BaHHS, CYXiCTh yV POTi,
OUCIEIICis, 3amop, YaCTi BUIIOPOKHEHHS,
MeTeOopU3M, JUCKOMPOPT y HIIYHKY abo
KUIIEeYHUKY

Pigko: maHKpeaTUT, BUPaA3KHU B OiIAHIIL
pota

3 OOKYy ITeYiHKU Ta KOBUYOBUBIOHUX HIJISAXiB

YacTo: mopylleHHA QYHKIII] De9iHKu+*

HeyacTo: XkOBYHOKaM'siHa XBopoba

Pigmko: remaTuT, >KOBTAHUIISA*, IeYiHKOBA
HeOoCTaTHICTE*

3 OOKYy IIKipH¥ Ta MiAIIKipHO-XKAPOBOI1
TKaHUHU

YacTo: BUCHTIAHHSA (Y TOMY YUCITi
BUCHUIIAHHS 3 GiJIbIII HU3BKOIO YaCTOTOIO
BUHUKHEHHS, IUB. HUXKYE)

HeyacTo: mepmMaTuT, KPpOIIUB AHKA,
cBepOixk, 3MiHa 3ab0apBJIeHHS HMIKipH,
MMOITKOMKEHHS IIKipH, TeTexil, I’ ITHUCTI
BHCHUIIAHHS, MaKyJI0IlanyJbO3Hi
BUCHUINaHHS, IalyJIbO3Hi BUCUTIaHHS




PigkKo: TOKCMYHUH ellifepMalbHUA
HEKpPOJIi3*, CHHOpOM
CriBeHca-[I;KkOHCOHA*, aHTiOHAOPSAK*,
peaxilil Ha Impernapar, III0
CYIIPOBOAXKYIOTHCSA €03UHO(DIIi€I0 Ta
CUCTEMHUMM CUMIITOMaMu*,
reHepai3oBaHi BUCUIIaHHS (Cepuo3Hi)*,
epureMa, ekcdoiiaTuBHI BUCUIIaHHS,
dbonikynspHi BUCUIIaHHS, BE3UKYJIbO3Hi
BHCHUIIAHHS, IYCTY/IbO3Hi BUCUIIAHHSI,
cBepOJISYi BUCUIIAHHSA*, epUTEMaTO3Hi
BHUCHUIIAHHS, KOPEeNnoniOHi BUCUTIAHHSI,
aJIoNellis, MigBHUIleHa IIiTINBICTD

HeuacTo: 6inb y cyrinobax, apTpuT, Oilnb y
M’si3aX, CKeJIeTHO-M I30Buii Oifb,

3 OOKY OIIOPHO-PYXOBOTO amapary Ta cnabKicTh y M’sI3aX, CyIOMHU M’ sI3iB,
CIIOJTY4YHOI TKaHUHU CKYTiCTb M’s13iB, OypCUT

Pigko: pabmomiostiz*, ckyTicTh cyrnobis,
CKeJIeTHO-M's130Ba CKYTiCThb

HeyacTo: HUpPKOBa HEOOCTATHICTD,
ceyokaM siHa xBopoOa, reMaTypis,

3 60Ky HUPOK Ta CEeYOBUBITHUX IIIAXiB IIOJIaKiypist, IPOTEeIHyPis

Pigko: TyOynmoiHnTepcTUllianbHUM Hepput*,
HAIOJIETJINBI NO3UBYU A0 CEYOBUIYCKAHHS

3 OOKy pPENPOOYKTUBHOI CUCTEMU Ta )
HeuacTo: epekTunbHa AUCHYHKIIiSA
MOJIOYHUX 3aJI03

YacTo: HaOpsaKu

HeuacTo: migBuilleHa BTOMJIIOBAHICTh, 0inb

3 00Ky opraHi3My 3arajioM )
V TPYOSAX, BiDUyTTS OUCKOM@OPTY ¥ IPyasax

Pigko: cipara




HewyacTo: nmigBUIlleHHA PIBHSA aMijla3u y
KPOBi, 3MEHIIIeHHS KiJTbKOCTi TPOMOOIIUTIB,
3MEHIIIeHHs KiJIbKOCTI JIEUKOLIUTIB y KPOBI,
3MEeHIIIEeHHS KiJIbKOCTI TiMQOIIMTIB y KPOBI,
[IiOBULIIEHHS PIBHSA KpeaTUHY B KPOBI,
[IiOBULIIEHHS PIBHSA KpPeaTHUHIHY Y KPOBI,
3HUKEHHS PiBHS reMorjio0iHy KPOBi,
MIigBUIIEHHS PIBHS CEYOBUHHU B KPOBI,
MMigBUILIEHHS PIBHSA TPUTJIILIEPUOIB YV KPOBI,
) ) MIiOBUIIIEHHS PIBHSA X0JIECTEPUHY B KPOBI,
HloRaTKOBI METORM HOCTIAKEHE 3HUXKEHHS TeMaTOKPUTY, MiABUILIEHHA
piBHA nakTaTtgerigporeHasu (JIIOI) y

KPOBI, MIABUILIEHHS PIBHSA KaJlil0 Y KPOBi

Pinko: migBUIlleHHS PIBHSA I'JIIOKO3U Y
KPOBi, TOOOBXKEHHS aKTUBOBAHOT'O
YaCTKOBOTI'O0 TPOMOOITJITACTUHOBOTO Yacy,
3HUXKEHHS KiJIbKOCT1 EpPUTPOLIUTIB Y KPOBI,
IIiOBUIIIEHHS PiBHS JIy>KHOI pocdaTa3u y
KPOBI, MIABUILIEHHS PiBHA
KpeaTuHPoCcPOKiHa3u y KpOBi*

* TTo6iuHi peaxiiii, 1110 CIIOCTEPIraaucsa B MexKax NOCTMapKETUHT OBOT'O
CIIOCTEPEXKEHHS.

** Jliapes Ta BimXuIeHHS pe3y/bTaTiB QyHKIIIOHAIbHUX P00 IIeYiHKM Big HOPMHU, AKi
BUMaraju Teparllil, 110 CIOCTEepiraaucs B OOCITiOXKeHHAX (ha3u 3, pO3BUBAJIUCS YacCTille
y IALi€HTIB, IKi OTPUMYyBaJIU CYIIYTHIO Tepalito KOJIXiIUHOM.

*#* [Tus. po3min «PapmMakoguHaMiKa» IIIOA0 YaCTOTU 3aroCTPeHb (HamafiB) ImogarpH,
10 crocTepiranuca y ¢asi 3 iHguBiAyarbHUX PaHOOMi30BaHUX KOHTPOJIbOBaHUX
OOCJIII>KEHb.



Onuc okpemux nobiyHuUXx peakuiu.

Y Merkax MOCTMapKeTHHIOBOT'O HaTrIsaay Oyiu MOBiIOMJIEHHS PO PiAKiCHI BUMlagKu
CEepUO3HUX peakllill rinepuyyTInuBOCTiI Ha pebyKcocTaT, y TOMY YHMCJIi CUHIPOM
CriBeHca-]I2KOHCOHA, TOKCUYHUU ellifepMalibHUM HEKPOJIi3 Ta aHadilaKTUYHI
peaxkiiii/mmok. CuraapoM CTiBeHca-IIKOHCOHA Ta TOKCUYHUHN emigepMalbHUN HEKPOIIi3
XapaKTePU3YETHCS MIPOrPeCyOYUM MIKIipHUM BUCUNAHHAM 3 OyJIbO3HUM YpaxKeHHSIM
IMKipy“ ab0 cIM30BUX 000JIOHOK Ta MOAPa3HEHHSIM CJIM30BOI 000JI0HKY o4deil. Peakirii
rinep4yyTAuBOCTI Ha ¢peOyKcocTaT MOXKYTh IPOSBJIATUCS TaKUMU CUMIITOMaMU:
IIKIipHUMM peakllisiMH, 0 XapaKTepu3yIThCS iHQITBTPOBaHUMHU MaKyJI1o0-
MManyJjJbO3HUMU BUCUIIAHHSMU, TeHepasidoBaHuMU abo ekcdosriaTuBHUMU
BHCUIIAHHSAMH, @ TAKOXK ypaXKeHHSIMHU MIKipu, HaOpIKOM 00IuYUs, rapsadKoio,
reMaToJIOTiYHUMMU IOPYIIEeHHSIMU, TAKUMHU SIK TPOMOOIIUTOIIEHIs Ta e03nHOGiNisA, Ta
ypaxKeHHSIM OKpeMUX OpraHiB a0 KiJIbKOX OpraHiB (IediHKa Ta HUPKHU, Y TOMY YUCIIi
TyOy/IOiHTEepCTULIIaIbHUN HEDPUT).

3arocTpeHHs (Hamagu) Iogarpy 3a3BU4Yal CIIOCTepiraancsa HeBOOB3I IIiCJIA TOYaTKy
JIIKyBaHHS Ta IIPOTATOM IIEPIINX MICALIB JIIKyBaHHs. YacToTa Hanangis nmogarpu
3HUKYBaJacs 3 yacoMm. IIpu 3acTocyBaHHi pebyKCcocTaTy PEKOMEHAYEThCS
npodinakTuKa rOCTPUX HalaAiB IIOgarpu.

CuHOpom ai3ucy nyxauH (CJIII)

Pe3iome npogiato 6esneku

B mporieci paHgoMi3oBaHOT 0, MOOBIMHOTO CJIIIOT0 OIIOPHOTO AOCHimKeHHs da3u 3
FLORENCE (FLO-01), y skoMy nopiBHIOBau pebykcocTaT Ta amonypuHon (346
Mali€HTiB, SKi MiAmaThCS XiMioTepanil 3 TPUBOAY reMaTOJIOTIiYHUX 3JI0IKICHUX
HOBOYTBOPEHD 3 ITOMipHUM ab0 BuCOKUM pu3ukoM CJIII), Tinbku y 22 (6,4%) maIieHTiB
cnocTtepiranucs nobiuHi peakilii, a came y 11 (6,4%) nailieHTiB y KOXKHIi rpy1i
JIiIKyBaHHS. BinbuIicTh mobivHUX peakiliii OyJiu 1erkoro abo moMipHOTO CTyIEeHS.

Y uinomy B npoueci gocnigxkenHass FLORENCE 0ynp-9K1X O0OaTKOBUX ITiZ03p MI0H0
Oe3meku 3acTocyBaHHA (peOyKcocTaTy nallieHTaM i3 momarpoio He OyJi0, 3a BUHATKOM
HUXK4Ye3a3HaYeHUX TPhOX MOOIYHUX peakliiid.

ITopyweHHs 3 OOKY cepuesoi cucmemu.
HeuacTo: 6710Kafma J1iBol Hi>KKM ITy4yKa ['ica, cCMHyCcoBa TaxikKapmis.
ITopyweHHs 3 60Ky cyOUHHOI cucmemu.

HeuacTo: kpoBOTeul



ITogidomaeHHA npo nido3prosaHi nobiuHi peakuii

[ToBimoMiieHHST PO Mimo3proBaHi M00iYHI peaxiiii micnast peecTpaliii TiKapchKOTo
3aco0y BimirpaioTh BaxKJIUBY poJib. Lle mae 3MOTy IPO0OBXKYBATU CIIOCTEPEKEHHS 3a
CIIiBBigHOIIEHHSIM KOPUCTh/PU3UK MIOM0 OAaHOTO JiKapChKoro 3aco0y. ITpalliBHUKIB
OXOPOHH 3[0POB’Sl MPOCATH ITOBIMOMIIATH IIPO OyIOb-AKi Mimo3proBaHi M00iYHI peaxiiii.

TepMiH NpUIAaTHOCTI
3 POKH.
VYMmoBHu 30epiranHs

CnenianbHi yMOoBU 30epiranHs He BUMaralThcsa. 30epiratu y HeqOCTYIIHOMY [JIs OiTeun
Micri.

YnakoBka

[To 14 TabneTok y 6iicTepi, o 2 OmicTepu y KapTOHHIM KOPOOIIi.
KaTeropis Bignycky

3a peLenTom.

BupooHHK

l'enedapm CA.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaXKeHHsI
IJistIbHOCTI

18-11 km Mapadonoc Asesnto, [lanmini AtTiki, 15351, I'penis.
[Ixepeso iHCTPYKITil

[HCTpyKIIifo TiKapChKOro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY
JIiIKapChKHX 3ac00iB YKpalHu.
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