Ckian

Oitoua peuosuHa: pebyKcocTarT;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOI0, MiCTUTh (pebykcocTaTy 80 Mr;

OONOMIJICHI pedoBUHU: 1IeJII0JI03a MiKpPOKpPHCTalidHa, TaKTO3W MOHOTIApaT,
TiAPOKCUIIPOIIIJIIIEII0I03a, HaTPilo TaypuiaCcyibdaT, HaTPito KpOCKapMeno3a, J1akTo3a
0e3BopHAa, KPpeMHIiI0 OioOKCHU[ KOJIOimHUM 0e3BOOHMM, MarHilo cTeapar;

IJIiBKOBa 00070HKa: cnupT mosniBininosuu (E 1203), Tutany miokcun (E 171),
Mmakporon 3350 (E 1521), ranek (E 553b), 3aniza okcupn xkostuii (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

mabaemku, 8Kkpumi naiekosor 06010HK00, no 80 me2: TabJIeTKU IPOOOBIYBaTi,
OBOOTYKJIi, BKPUTI IJIiBKOBOIO 000JIOHKOIO, Bif 611iJ0-?3KOBTOTO 10 2KOBTOT'O KOJILOPY, 3
TUCHeHHSM «80» Ha OOHIM CTOPOHI Ta IJ1afKi Ha iHIIiN/

@apMaKOTepaneBanHa rpyiia

JIikapchbKi 3acobu Ojis niKyBaHHS mmogarpu. JIikapchki 3aco0wu, 1110 MPUTHIYYIOTH
yTBOpeHHS ce4doBol Kucnotu. Kog ATX M04A A03.

dapMaKoguHaMiKa

MexaHism 0ii

CeyoBa KHUCJIOTa € KiHIIEBUM IIPOAYKTOM MeTabos1i3My NypHUHIB y TIOOUHU i
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 CEJIEKTUBHOT O
MMPUTHiYeHHS KCaHTUHOKcuga3u. PebyKcocTaT - 1le IOTYXKHUM i CeIeKTUBHUM
HeNmypruHOBUM iHTiOiTOp KCaHTUHOKCHUOa3u (NP-SIXO), fioro Ki (koHCTaAHTa
IIPUTHIYEHHS) in vitro cTaHOBUTH MeHIIe 1 HaHoMOIIsA. Byo mokasaHo, 110
bebykcocTaT 3HAYHOIO MipOI0 MMPUTHIYYy€E aKTUBHICTD SIK OKMCHEHOI, TaK i BiTHOBIEHOI
bopMu KCaHTUHOKCHA3U. Y TepPaNeBTUYHUX KOHIIeHTpalisaX ¢pedyKcocTaT He BIIJIUBAE
Ha iHmri ¢pepMeHTH, 1110 6EPyTh y4acTh Y MeTabo01iaMi nypuHiB abo ImipuMinuHiB, TaKUX



sIK TyaHiHIOe3aMiHa3a, rimokcaHTuHryaHindochopubosunTparncoepasa,
opotaTtdochopubo3untpancdepasa, oporuguHMoHOPOochaTHeKapOoKcuiasa, abo
nypuHHYKIeo3uadpocdopunasa.

KaiHiuHa epekmusHicms ma 6e3neka.
ITooazpa

EdexkTuBHicTh pebykcocTaTy Oyna migTBepaxeHa y ¢a3si III Tpbox OCHOBHUX
mociigzkeHb (mBa ocHoBHuX gociaimxkeHHsaI APEX i FACT ta gomaTKoBe OOCHIAXKEHHSA
CONFIRMS, omnucaHi HUxK4e), gKi BKaodanu 4101 mailieHTa 3 rinepypuKeMi€ero i
IMoarpor. Y KOKHOMY 3 IIUX OCHOBHUX AociigxkeHb das3u Il ¢pebykcocTaT GinbIi
e(eKTUBHO 3HUKYBaB CUPOBAaTKOBY KOHIIEHTPAIlil0 CEY0BOl KUCJIOTH i IMiATPUMYyBaB il
Ha HaJIE’KHOMY PIBHI ITOPIBHAHO 3 aJIONyPUHOJIOM. [IepBHHHOIO KIHIIEBOIO TOYKOIO
edbektuBHOCTI B ocmigxkeHHsx APEX i FACT Oysa 4yacTKa Ialli€EHTiB, y SSIKUX IIPOTSATOM
OCTaHHIX TPhOX MICAIIB KOHIIEHTPAIlid Ce90BO1 KMCJIOTH B CUPOBATIIi HE
nepesuinyBana 6,0 mr/on (357 mxmonb/n). Y nogatkoBoMy pocaimxkerHHi CONFIRMS
daszu III, pe3ynbTaTu IKOTO CTAJIM OOCTYIIHI Iics mepiIol peectpailil ¢edykcocTary,
TMEePBUHHOIO KiHIIEBOIO TOYKOI0 e()eKTUBHOCTI OyJia YacTKa IalliEHTIiB, y IKUX
KOHIIEHTpallisgd Ce40BOl KMCJIOTH B CUPOBATIIi He IlepeBuIllyBana 6,0 Mr/oji Ha MOMEHT
OCTaHHBOT'O Bi3UTY. Y i OOCIIiAXKEeHHS He BKJII0OYaJIU Malli€HTIB, sIKi IepeHeCcIu
TPaHCIIJIAaHTAllil0 OpTraHiB (OuB. po3min «Ocobausocmi 3aCmoCcy8aHH»).

HocnidaxceHHsa APEX: mocnigxkeHHS epeKTUBHOCTI ¢peOyKcocTaTy 3 KOHTPOJIEM
miaie6o ta anonypunony ¢gasu III (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
nooy (n=269), dedbykcocTtaT 240 Mr 1 pas Ha o6y (n=134) Ta anonypuron (300 mr 1
pa3 Ha moby (n=258) OJid mallieHTiB 3 BUXiIHOIO CHUPOBATKOBOIO KOHIIEHTPAIIi€I0
KpeaTuHiHy < 1,5 mr/on a6o 100 mr 1 pa3 Ha mo0y (n=10) ois mamieHTiB 3 BUXiTHOIO
CHUPOBATKOBOIO KOHIIEHTpaLli€elo KpeaTuHiny >1,5 mr/gn i <2,0 mr/mo). s oLiHKHA
0e3mneku ¢pedykcocTaT npul3Hadaiau B m103i 240 mr (y 2 pa3u BUIlle MaKCUMaJIbHOI
PEKOMEHI0BaHOl JO3U).

HocnimxkenHust APEX moka3sajio CTaTUCTUYHO OTOCTOBIpHY mepeBary 000X pexxuMiB
nmikyBaHHS: pebykcocTtaT 80 Mr 1 pa3 Ha moOy i pebykcoctaTt 120 mr 1 pa3 Ha goOy
MIOPIBHSHO 3 ajlonypuHOIOM y 3BudanHiu 7o3i 300 mr (n = 258)/100 mr (n=10) y
3MeHIIIeHHI CHPOBAaTKOBO1 KOHIIEHTPAllil CEY40BO1 KMCIOTH HUXK4Ye 6 Mr/mi (357
MKMOJIb/J) (ouB. Tadml. 1).

IocaiooceHHs FACT: mocnigkeHHsI e(eKTUBHOCTI peOyKcocTaTy 3 aJOImypPUHOJI-
kouTposneM (The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u III 6ymno



paHaoMi30BaHUM, MOABIMHUM CIinUM, 6araTolleHTPOBUM TPUBAJIICTIO 52 THUXKHI.
Bcroro 6yno panmomizoBano 760 martieHTiB: pebykcocTaT 80 Mr 1 pa3 Ha mo0y (n =
256), pedbykcocTtaT 120 Mr 1 pa3 Ha molOy (n = 251) Ta anonypunon 300 mr 1 pa3 Ha
moby (n = 253).

Hocnigxkenns FACT moka3aJjyio CTaTUCTUYHO JOCTOBIpHY mmepeBary 000X pPeXUMiB -
debykcoctar 80 mr 1 pas Ha mo0y i pedykcoctaTt 120 Mmr 1 pa3 Ha o0y, MOPiBHSIHO 3
aJIONyPUHOJIOM Yy 3BrM4YauHii 0o3i 300 Mr y 3MeHIIeHHi i MiATPUMIII CHPOBATKOBOI1
KOHIIeHTpAallil CeY40BO1 KUCJIOTH HUXK4Ye 6 mr/Oon (357 MKMOJIb/).

Y tabn. 1 npencraBieHi pe3yIbTaTU OIliHKY ITEPBUHHOI KiHIIEBOI TOUKHN €(DEKTUBHOCTI.
Tabmnuisa 1

YacTKa mallieHTiB 3 KOHIIEHTPAIli€l0 CeY0BO1 KMCJIOTH B cupoBaTii < 6,0 mr/mom (357
MKMOJIb/I) TIif Yac TPhOX OCTaHHIX IOMICIYHUX Bi3UTIB

debykrcoctaT 80 mr |pedbykcoctaTt 120 AJIOTTYpPHHON
TMocimKeH s 1 pas Ha noby Mr 1 pas Ha 106Y |300/100 mr 1 pa3 u
APEX 48 % " 65 0 % # 22 %
(28 THxKHIB) (n=262) (n=269) (n=268)
FACT 53 %" 62 % 21 %
(52 TuxkHi) (n=255) (n=250) (n=251)

51 % 63 % * 22 %
O0’enHaHi pe3ynbTaTu

(n=517) (n=519) (n=519)

1 pe3ynbTaTU cepern nalieHTiB, ki orpuMmyBanu 100 mr 1 pa3 Ha goOy (n = 10: nmaiieHTH 3 B
CHUPOBATKOBOIO KOHIIEHTpPAlli€l0 KpeaTuHiny > 1,5 mr/on i < 2,0 mr/gmn) a6o 300 mr 1 pa3 Ha ;
(n=509), B mporeci aHanizy 0ynau o6’emHaHi.

*p < 0,001 mopiBHAHO 3 AJIONYPUHOJIOM, # p < 0,001 mopiBHSAHO 3 003010 80 Mr

3maTHICTh pebyKcocTaTy IIBUIKO 3MEHIITyBaTH CUPOBAaTKOBY KOHIIEHTPAIlil0 CEY0BO1
KUCJIOTH OyJla MIBUOKOIO Ta HOBTOTPUBAJIO. 3MEHIIeHHS KOHIIeHTpallil ce4yoBoi
KHCJIOTH B cupoBaTtli < 6,0 mr/on (357 MKMOJIB/1I) Bif3Ha4yaloCcsa BXKe Ha OPYyroMy



TUKHI JoCIigKeHHs i 30epirasocst Hagaslai IPOTSATOM JTiKyBaHHS.

HocnidocenHHss CONFIRMS: pocnimxxernuss CONFIRMS 6yno paHOOMi30BaHUM,
KOHTPOJIbOBAaHUM [OCIiaKeHHAM (a3u III, TpuBanicTio 26 TUXKHIB, IK€ IIPOBOOUIIOCS
OJis OliHKY Oe3neku Ta epeKTUBHOCTI pebykcocTaTy B mo3ax 40 mr i 80 Mr mopiBHSIHO
3 anonypuHosoM B go3ax 300 mr i 200 Mr gis nailieHTiB 3 mogarporo i
rimnepypukemieio. Bcroro 6yso pangomizoBaHo 2269 marrieHTiB: ¢pedykcoctat 40 mr 1
pa3 Ha moby (n=757), pedbykcoctaTt 80 mr 1 pa3 Ha gobdy (n=756) Ta aIONMyPUHOII
300/200 mr 1 pa3 Ha mo0Oy (n=756). IlloHaimenmie 65 % mallieHTiB MaJix IIOPYIIIEeHHS
¢yHKIIIIl HUPOK Bif JIETKOT0 A0 IIOMipHOTO CTyIeHs (3 KiipeHcoM KpeaTuHiny 30-89
MJ1/xB). [IpodinakTuKa HanafiB nomarpu Oyia 000B’sI3KOBOIO MPOTIATOM 26 THUIKHIB.

YacTKa mallieHTiB 3 KOHIIEHTPAIli€l0 CeY0BO1 KMCJIOTH B cupoBaTii < 6,0 mr/mon (357
MKMOJIb/JI) B OCTaHHIiM Bi3uT cknamna 45 % mns pedykcocrtaty 40 mr, 67 % - ons
debykcocTaTy 80 Mr i 42 % - st anonypunony 300/200 Mr BigmoBimHO.

ITepsuHHa KiHUeBa MmoukKa 8 nide2pyni nayieHmMi8 3 NOpyweHHAMU PYHKUIl HUPOK

Y mocnigxenHi APEX o1iHioBanu e(eKTUBHICTE IIpemapary 3a y4dacTio 40 maijieHTiB 3
MOPYIIEeHHSAMHU PYHKII1 HUPOK (TOOTO 3 BUXiOMHOIO CUPOBAaTKOBOIO KOHIIEHTPAIIIEIO
KpeaTuHiny > 1,5 mr/oni < 2,0 mr/gi). TakuMm nailieHTaM, paHOOMi30BaHUM B I'PYILY
aJIONyPUHOIY, 003y npemnapaty 3meHIryBanu no 100 mr 1 pa3 Ha go0Oy. [TepBuHHa
KiHIleBa TOYKa epeKTUBHOCTI Oyjia JOCATHYTa B rpymnax npuiiomy dedbykcocrarty y 44
% mnartienTiB (80 mr 1 pa3 Ha moby), vy 45 % (120 mMr pa3 Ha moby) Tay 60 % (240 mr 1
pa3 Ha moby) mopiBHSHO 3 0 % y rpymnax anonypuHony 100 mr 1 pa3 Ha mo0Oy i
raie6o.

[Tpu 11bOMY KJTIHIiYHO 3HAUYYIIWX BiAMIHHOCTEN Y 3HUKEHHI CUPOBATKOBOI KOHII€HTpaIlil
CeY0BOl KUCJIOTH YV BiICOTKAaX y 30OPOBUX TOOPOBOJIBIIB Bil3HAaYeHO He OyII0
He3alleXkHO Bifl QyHKIIIOHAaIbHOTO CTaHy HUPOK (58 % y rpymni 3 HOpMaabHOIO
dyHKITi€EI0 HUPOK Ta 55 % y rpymi 3 TAXKKUM IMOPYIIEHHSAM (YHKII1 HUPOK).

[IpocnieKTUBHUY aHalli3, IPOBEOEHUN 3a y4acCTIO MallieHTiB 3 HOoOarporo i
MOpYyIIeHHAMHU PYHKII1 HUPOK 3a gonomoroio gociimxkeHHs CONFIRMS, nokasas, 110
dbebykcocTaT 6yB 3HAYHO e(PEeKTUBHIIIUM: PiB€Hb CEYOBOI KMCJIOTH B CUPOBATIII
3HHUXKYyBaBcAd < 6,0 Mr/mj nmopiBHSAHO 3 anonypurosiom 300 mr/200 Mr y maii€eHTiB 3
IOJarpoIo i mopymeHHAM (QyHKIIil HUPOK Bif JTEeTKOTro OO0 CEPeaHbOro CTyneHs (65 %
BUITPOOOBYBaHUX).

IlepsuHHa KiHUe8a moukKa y nidepyni nayieHmis 3 cupo8amko80 KOHUEHMpAauieo
cevyoeoi kuciomu = 10 m2/0n

BuxigHa cupoBaTKOBa KOHIIEHTpAllisl cCe4yoBol KuciaoTu = 10 Mr/an Big3Hadanacs
npubnusHo y 40 % narienTiB (KomOiHoBaHi mocnimxkenHss APEX i FACT). Cepen 1ux



MallieHTiB ITIepBUHHA KiHIIeBa TOYKa e(peKTUBHOCTI (CMpOBaTKOBA KOHIIEHTPAIlis
CeYOoBOl KUCIOTU MeHIIIe 6 MT/Oj B OcTaHHi 3 Bi3uTu) Oysa OOCATHYTA B IMiArpynax
debykcocTaty: y 41 % nanienTis (80 Mr 1 pa3 Ha moby), y 48 % marrienTiB (120 mr 1
pa3 Ha moby) i y 66 % matienTiB (240 mr 1 pa3 Ha 0o0y) nopiBHsAHO 3 9 % y rpymi
anonypusroiny 300 mr/100 mr 1 pa3 Ha go0y Ta 0 % y rpymi nnae6o.

3a panumu pocnimxkernHass CONFIRMS, yacTka naii€eHTiB, SKi OOCATIA MEPBUHHOIL
KiHIIEBOl TOUYKM €(PEeKTUBHOCTI (3 CHPOBATKOBOIO KOHIIEHTPALII€I0 CEY0BO1 KUCJIOTH <
6,0 Mr/oj1 B OCTaHHIYM Bi3UT), y TPYIi NALi€HTIB 3 BUXIAHOK CUPOBATKOBOIO
KOHIIeHTpalli€lo ceuyoBol KucaoTu = 10 mr/gn, ski orpumyBanu ¢pedykcocrtat 40 mr 1
pa3 Ha moby, ckinana 27 % (66/249), dedbykcocrtaTt 80 mr 1 pa3 Ha nody - 49 %
(125/254), ta anonypuron 300 mr/200 mr 1 pa3s Ha moby - 31 % (72/230).

KaiHiuHi pe3yavmamu: 8idcomok nauieHmis, siki nompebyroms mepanii Hanadis
nooazpu

HocnigxkeHHss APEX: mpoTarom 8-TuzKHeBOro Npo@ilaKTUYHOTO IIepiofy Malli€HTiB 3
TepaneBTUYHOI rpynu pedbykcocTtaty 120 Mr (36 %), siki moTpeOyBanu Teparrii HamagiB
rmofjarpy, MOpPiBHIOBAJIM 3 IalliEHTaMHu, siKi 3acTocoByBanu pedbykcoctaT 80 Mr (28 %),
amonypunon 300 Mr (23 %) abo nnanebo (20 %). HacTtoTa HanazniB Oya BUILOO ITics
Ipo@diTakKTUYHOT O IIEePiOAy i 3 YacoM IIOCTYIOBO 3HMXKYyBanacs. Big 46 % 0o 55 %
ralli€eHTaM IPOBOOWJIM JIIKyBaHHS HallafiB Imogarpu 3 8 TUxKHA 1 3 28 TuxkHsA. Hanagu
IoJarpu, 10 BUHUKIINA ITPOTSATOM OCTaHHIX 4-X TUXKHIB BUIIPOOyBaHb (24-28 TUXKHI),
croctepiranu y 15 % maiienTiB (pedbykcoctat 80, 120 mr), 14 % mallieHTiB
(amonypunosn 300 mr) ta 20 % marttieHTiB (mnamuebo).

Hocnigxkenus FACT: npoTsiroM 8-THKHEBOTO NPO(dilaKTUYHOTO IIepioay Malli€eHTiB i3
TepaneBTUYHOI rpynu pedykcoctaty 120 mMr (36 %), siki moTpeOyBanu Teparrii Hamragis
rogarpu, NopiBHIOBaIM 3 o00Ma TepalleBTUUYHUMU I'PyIllaMu, siKi 3aCTOCOBYBaIu
debykcocTaT 80 Mr (22 %) a6o anonypunosn 300 Mmr (21 %). IIpoTsirom 8-TUKHEBOTO
nmpo@dinakTUYHOT O IIepiony, YacToTa HamnafaiB 30imbaIniacs i 3 4acoM MOCTYIIOBO
3Hu3mnaca (64 % i 70 % nauieHTiB, sIKi OTpUMYyBasu JIiIKyBaHHS 3 IIPUBOAY Halalis
noparpu 3 8-52 TuxH). Hanagu nogarpu MpoTaroM OCTaHHIX 4-X TUXKHIB
BunpoOyBaHb (49-52 TuxkHi) cnocTepiranucs y 6-8 % mnarienTis (pebykcoctaT 80 mr,
120 mr), Tay 11 % nanienTiB (anomypuron 300 mr).

YacTKa Ialli€eHTiB, sKi moTpeOyBaiu JIiKyBaHHS 3aroCTPeHb ITogarpu (OoCiigXKeHHs
APEX i FACT), 6yya HUK4YO0I0 B ITpyIiax, e cepegHs KOHIIEHTpallid Ce40BOl KMCJIOTH B
CUPOBATII Iic/s JMiKyBaHHS 3MeHITyBanacsa o < 6,0 mr/on, < 5,0 mr/on abo < 4,0
MT/0J1 B IOPiBHAHHI 3 rpyIllaMy, B KX CEPEeOHil piBeHb C€Y0BOl KUCIIOTU CTAHOBUB =
6,0 Mr/on B ocTaHHI 32 TuXKHIi niKyBaHHS (3 20-24 THUXHS 110 49-52 TUXKIEHBb).



ITig vac gocnimxkxenHss CONFIRMS uyacTka maIlieHTiB, siKi moTpeOyBaiu JIiKyBaHHS
Hanazis nomarpu (1 genb KoxHi 6 MmicaniB), cknana 31 % i 25 % y rpynax, ki
OTpUMYBaH, BifmmoBigHo, ¢pedykcoctat 80 Mr i amonypuHoi. BinMiHHOCTEH! Y
CIIiBBigHOIIIEHHI MaIli€HTIB, AKi mMOoTpeOyBasu JTiKyBaHHS HallafiB ITogarpu, Mix
rpynamu, ki 3actocoByBanu ¢pedykcoctat 80 mr i 40 Mr, He Bim3Ha4asocs.

Ilos2zocmpokoai po3wupeHi 8i0Kpumi 00CAIOHCEeHH A

Hocnigxennss EXCEL (C02-021): mocnigxenus EXCEL Oyno TpUpiYHUM, BiIKPUTUM,
MYJIbTUIIEHTPOBUM, PaHOAOMI30BaHUM, PO3IINPEHUM, aJIONyPHUHOJI-KOHTPOJILOBAHUM
pocriigkeHHaM Oe3neku ¢as3u 11, sKke mpoBoguIu O OLIHKY 6e3MeKM’ 3a y4acTio
MAITiEHTIB, SIKi mMpounIIu ocHOBHI mocrimxkenHsa das3u III (APEX a6o FACT). Bcroro B
mociinKeHHs Oysio BKitodeHo 1086 malieHTiB, sKi npuiiMmanu: ¢pedbykcoctat 80 mr 1
pa3 Ha moby (n=649), pedykcocrtaTt 120 Mmr 1 pa3 Ha moby (n=292) abo anonypuHOII
300/100 mr 1 pa3 Ha mo0y (n=145). ITpubnusxo nmnst 69 % malieHTiB KOpekKIlis Teparrii
OJIs JOCATHEHHS OCTAaTOYHOTO CTabiibHOTO JiKyBaHHS He Oysa nmoTpiOHa. [TamienTy,
PiBHi CUPOBATKOBOI KOHIIEHTpPAIlil CEY0BOI KMCJIOTH y SIKUX IPU TPUPA30BOMY
MTOCJIiJOBHOMY BUMipIOBaHHI CTaHOBUIU > 6,0 Mr/mi, Oyu BUKIIOYEHI 3 JOCITiOXKEeHHS.

PiBHiI cupoBaTKOBOI KOHIIEHTpAIlil CEY0BO1 KMCJIOTH 3 IJIMHOM 4Yacy He 3MiHUJINCS
(Hammpuknag, y 91 % 1 93 % ma1ieHTiB, AKi CIIOYaTKy 3aCTOCOBYBaJIu
dbebykcocTaT y mo3ax BigmoBigHo 80 mMr i 120 Mr, piBHiI CHPOBATKOBOI KOHIIEHTPAITil
Ce4Y0BO1 KHCJIOTU CTaHOBUIU MeHIle 6,0 Mr/oji Ha 36-My Micsiri).

3a JaHUMHU TPUPIYHOTO CIIOCTEPEKEHHS y MeHII HiXK 4 % MallieHTiB, sKi moTpedyBanu
JIIKyBaHHS HallafiB, BiAMiYeHO 3MEHIIIEHHS YaCTOTH HalafiB nmojgarpu Ha 16-24 micsai
i 30-36 micsi (To6To 6inbIl HixK v 96 % mallieHTiB HeMa€e HeoOXimHOCTI y miKyBaHHI
Hamnapis).

Y 46 % i 38 % matieHTiB, IKi OTpUMYyBaJIUu OCTaTO4YHe CTabillbHE JTiKyBaHHS
debykcocTaToMm BimmoBigHO B mo3i 80 a6o 120 Mr 1 pa3 Ha mo0y, criocTepiranocs
[IOBHE 3HUKHEHHS IePBUHHOTO aJIbIIOBAHOTO TOQYCY Bifl TOYaTKy A0 OCTAaHHHOT O
BI3UTY.

Hocnigxennss FOCUS (TMX-01-005) 6yro mm’sSTUPIiYHUM, BiDKPUTHUM,
MYJIbTULIEHTPOBUM, PO3IIUPEHUM IOOCIigKeHHSIM 6e3neku ¢a3zu II, 1o npoBogumocs
3a y4acTIO Ialli€HTiB, sIKi 3aKiHUYUIM 4-TUXKHEBUM IIpuiiom pebyKcocTaTy 3 NOABIMHUM
crinum go3yBaHHAM Yy BunpoOyBauHi TMX-00-004. JocmigKkeHHs BKIo4asno 116
MMalli€eHTiB, sIKi oTpUMYyBanu crodaTtky ¢pedbykcoctat 80 mr 1 pas Ha moby. Y 62 %
Malli€eHTiB AJig MiATPUMKHU PiBHS CHPOBATKOBOl KOHIIEHTPAIlil CEY0BO1 KUCIIOTHU

MEHIIIEe 6,0 Mr/m Kopekirisi mo3u He Oyia moTpibHa, a 38 % mallieHTiB
nmorpebyBasiu KOPEKIIil 103U [OJIs MOCATHEeHHS OCTaTO4YHOI cTabiTbHOI KOHIIEHTpaIIlil.



YacTKa Ialli€HTiB 3 PiBHEM CHPOBAaTKOBOl KOHIIEHTPAallil CE40BO1 KMCIOTU MeH1Ie 6,0
MT/OJ1 (357 MKMOJIb/JT) HA MOMEHT OCTAaHHBOTO Bi3UTYy cKJasna Oinbie 80 %
(81-100 %) mnst KOXKHOI 3 TPYII 3a 03010 pedyKcocTary.

Y ¢asi III kniHiyHuX JoCTigXKeHb Y MallieHTiB, siKi oTpuMyBanu gebykcocTar,
CIIOCTepiranucs He3HayHi 3MiHU Me4iHKOBUX MOKa3HUKIB (5,0 %). HacToTa maHUX 3MiH
OyJa cxozkKa 3 TaKoo OJis ajonypuHony (4,2 %) (ouB. po3min «Ocobausocmi
3acmocy8aHHA»). Y OOBIOCTPOKOBUX BIJKPUTUX POILMIUPEHUX OOCIIIXKEHHAX Y
MmauieHTiB, sKi orpumyBanu ¢pedykcocrat (5,5 %) abo amonypuron (5,8 %) mpoTsroM
TPUBAJIOTO 4Yacy, Bin3Hadasnocs migsuileHHs piBHa TTT (> 5,5 MkME/mn) (guB. po3nin
«0Ocobausocmi 3acmocy8aHHs»).

CuHOpom ni3ucy nyxauHu (CJIII)

EdexkTuBHicTh Ta 6€31€Ky 3acToCyBaHHS (hebyKcocTaTy O npodilakTUKY i
nikyBaHHs rpu CJIIT ouintoBanu B gocnimkenHi FLORENCE (FLO-01). ®ebGykcocTtaT
MIPOAEMOHCTPYBaB HaWKpaly i OisibIl IMBUAKY [Oil0 BiZTHOCHO 3HMKEHHS PiBHS yparTiB
IIOPIBHSHO 3 aJIONyPUHOJIOM.

FLORENCE saBnsino coboro paHmomizoBaHe (1:1), moaBitiHe criinie, omopHe
nocninxenHsa ¢asu I, npoBeneHe O nopiBHAHHS heOyKcocTaTy B o3yBaHHi 120 Mr
1 pa3 Ha moby Ta amonypuHoiy B mo3yBaHHI 200-600 Mr Ha gody (cepenHsi modoBa
I03a aJoOnypUHONY * CTaHOapTHe BigxumeHHs: 349,7 £ 112,90 mr) B ymMoBax
KOHTPOJII0O KOHIIEHTpaIlil Ce40BOI KMCJIOTH B CUpOBaTIili. BubpaHi marieHTy moBUHHI
Oynu OyTu KaHOUOaTaMM [OJIs JIiKyBaHHS aJIONypPHUHOJIOM ab0 He MaTU JOCTYIY OO
pacbypukas3u. [IepBUHHI KiHIIEBI TOUKH SBJISAIN COOO0I0 MJIOIILY ITifi KPUBOIO
KOHIIeHTpallil ce40BO1 KMCJIoTH B cupoBaTti (AUC sUA1_8) 1 3MiHy piBHS KpeaTUHIHY B
cuposariii (sC) 3 mepIIoro 1o BOCbMHUM OeHb KOXKHA.

o mocrmimxkeHHs 0yJ10 BK/IIOUeHO 346 MalliEHTiB 3 reMaToJIOTiYHUMHU 3JI0IKiCHUMU
HOBOYTBOPEHHSIMH, SKi OTPUMYBaJIM XiMiOoTepariio i Malu CepenHil/BUCOKUY CTYIIiHb
pu3uky po3Butky CJIII. Cepenne 3HayeHHsa AUC SUA1-8 (Mr x rom/mi) Oyno 3Ha4YHO
HUXK4Ye npu npuiioMi ¢pedbykcoctaty (514,0 = 225,71 nmopiBasiHo 3 708,0 + 234,42;
cepemHE HaWMMEHIINX KBaapaTiB A pidHuili: -196,794 [95 % moBipdoro iHTepBany: -
238,600; -154,988]; p < 0.0001). Kpim TOro, CepefHiii CHpOBaAaTKOBHI PiBEHb CEY0OBOI
KUCJIOTY OYB 3HAQYHO HUXKYMM IIPU 3aCTOCyBaHHi ¢pedyKcocTaTy, HOYNHAIOYU 3 MEePIINX
24 roOouH JTiKyBaHHA i B OyOb-IKWM HACTYIHUU MOMEHT Yacy. CTaTUCTUYHO 3HAUUMUX
BiIMiIHHOCTEH 3a CepedHiM BMiCTOM CHPOBATKOBOI'O KpeaTHHIHY (%) Mix
(pebykcocTaToM Ta anonypuHonaoMm He Oyino (-0,83 *+ 26,98 nopiBHsHO 3 -4,92 + 16,70
BiITIOBIOHO; cepedHE HallMEeHININX KBaAapaTiB s pisuuiii: 4,0970 [95 % moBipuoro
iHTepBany: -0,6467; 8,8406]; p=0,0903). 3 ypaxyBaHHSIM BTOPUHHHUX KiHII€BUX TOYOK,
CTAaTUCTUYHO 3HAYMMMUX BiIMIHHOCTEH 3a 4YaCTOTOIO PO3BUTKY J1ab0OpaTOPHO



migTBepaxkeHnoro CJIIT He 6ymno (8,1 % i 9,2 % mns pebyKkcocTaTy i allonypruHOITY,
BigmoBigHO; BigHOCHUM pu3uk: 0,875 [95 % moBipyoro iHTepBamny: 0,4408; 1,7369];
p=0,8488) i kniHiku cuHOApPOMY po3nany nyxauHu He 0yso (1,7 % i 1,2 % nns
(ebykcocTaTy i anonypuHoIy, BiAmmoBigHO; BimHOoCcHUM pusuk: 0,994 [95 % moBipyoro
iHTepBany: 0,9691; 1,0199]; p=1,0000). YacToTa BCiX 03HaK i CUMIITOMIB, III0 BUHUKIIA
g yac JTiKyBaHHS, a TAaKOXK IMOOIYHUX peakilit, ckiana 67,6 % nopiBHsHO 3 64,7 % i
6,4 % mopiBHSHO 3 6,4 % st peOyKcocTaTy i aJlONypPHUHOY BigmoBimHO. ¥V
nocnigxkenHi FLORENCE ¢ebykcocTaT npogeMOHCTPYBaB HalKpallly i MBUOLLY Hif0
1100 3HUKEHHS PiBHSI CEYOBO1 KMCIIOTU B CUPOBATIIi IIOPiBHSAHO 3 aJIONyYPUHOJIOM.
IaHi mopo mopiBHAHHSA QebyKcocTaTy i pacOypuKasy Ha JaHUM Yac BiACyTHi.
EdekTuBHiCTh Ta Oe3mneKa 3acTocyBaHHSA ¢pebyKcocTaTy He OyIu BCTAaHOBJIEHI OIS
nauieHTiB 3 roctpuM TaxkKuM CJIII, HannpuKkian Ojia DallieHTiB, Y SKUX 1HII BUOU
Teparil a1 3HUKEHHS ypaTiB He Oi0Th.

®dapMaKOKiHeTHKa

Y 3p0poBUX DOOPOBOJIBIIIB MaKCUMalbHa KOHIIEHTpAllis y Ij1a3Mi KpOoBi (CmaX) Ta
mroia mig KpuBoio (AUC) 36imbIIyBaInCcs IPOHOPILIMHO M03i miciss OMHOPA30BOIro Ta
6araTopal3oBOro 3acTocyBaHHs ¢pedykcoctaTy y go3ax Bim 10 mr mo 120 mr. I[Tpu mo3ax
Bim 120 mr go 300 mr 36inbiiernHss AUC Oyo OinbIiuM, HiK IIpomopiiiHo no3i. I[Tpu
3actocyBaHHi 103 10-240 Mr KoXkHi 24 rooyHU HaKONIN4YeHHS ¢peOyKcocTaTy He
BimMmiuarnocs. IlepenbadyyBaHulM cepefHill TepMiHaIbHUM II€Pion HAIliBBUBEIEHHS (t1 /2)
(pebykcocTaTy cTaHOBUB NpubOIM3HO 5-8 roguH. ByB npoBegeHUN NOMYyISLiNHUN
aHasi3 papMaKoKiHeTHUKH/(hapMaKOOWHAMIKK 3a JaHMMH, OTPUMaHUMHU 3a y4dacTio 211
MallieHTiB 3 rinepypUKeMIi€o i mogarpolo, siki 3actocoByBanu ¢pebykcocTaT B J03aX
40-240 mr 1 pa3 Ha moOy. B minomy oTpuMaHi 3HaueHHS ¢papMaKOKiHETUYHUX
ImapaMeTpiB OyJii CX0XKi 3 TAKUMHU Y 3TIOPOBUX HOOPOBOJIBIIIB, III0 € XOPOIIIOI0 MOIEJIII0

OJ1s OLIIHKU (hbapMaKOKiHeTHKU/(hapMaKOAMHAMIKM IIpenaparTy y MalliEHTiB 3 moaarporo.

BcmoxkmyesaHHsA. ®ebyKcocTaT MIBUAKO (tmax (4ac mocsATHEHHS MaKCHUMaJIbHOI
KoHIleHTparlil) - 1,0-1,5 rogunau) i mobpe (mpuHaiMHi 84 %) BCMOKTY€EThHCS. [1pu
OOHOpPa30BOMYy Ta OaraTopa3oBOMY 3aCTOCYBaHHi ¢peOyKcocTaTy IepopalbHO y Ho3ax
80 mr a6o 120 mr 1 pa3 Ha mo0y Cmax BIiAMIOBIOHO CTAHOBUTH 2,8-3,2 MKI/MII Ta
5,0-5,3 MKr/min. AGConoTHY 0iogoCTyIHICTL TabmeToK ¢pebyKcocTaTy He aHali3yBaJliu.
[Tpu 6araTopa3oBoMy 3acTocyBaHHi y go3i 80 mr 1 pa3 Ha goOy abo npu
OOHOPA30BOMY 3aCTOCYBaHHi y go3i 120 Mr y moegHaHHi 3 X KUPHOIO 13Kel0 Cmax
3MeHInyBasnacs Ha 49 % ta 38 %, a AUC - Ha 18 % T1a 16 % BignoBigHo. OOHAaK, 11e He
CYIPOBOIZKYBaJIOCS KJIIHIYHO 3HAUYLIUMM 3MiHaAMU CTYIE€Hs 3MEHILEHHS PiBHSA
CeYOoBOl KUCJIOTH y IJIa3Mi KpOBi (mpu 6aratopa3zoBOMy 3acTOCyBaHHi y fo3i 80 mr).

TakuM unHOM (peOyKcocTaT MOXKHa 3aCTOCOBYBATHU He3aJieKHO Bill BZKUBaHHS 1XKi.



Po3nooia. TlepenbauyBanuit 06’eM PO3MNOMiy y PiBHOBaXXHOMY CTaHi (VSS/F) OISt
dbebykcocTaTy 3MiHIOETBCS Bifm 29 mo 75 11 micist mepopaabHOro 3aCTOCYBAaHHS y 031
10-300 mr. Ctyminb 3B’s13yBaHHS 3 OiTKaMu I1J1a3MU KPOBi (TOJTOBHUM YUHOM 3
anbOyMiHOM) cTaHOBUTB 99,2 % i He 3MIHIOETHCS TIPU HiABUINEHHI A03u Big 80 Mr mo
120 mr. [Insg akTUBHUX MeTaboiTiB (pebyKcoCcTaTy CTYIIiHb 3B’ I3yBaHHA 3 OilKaMu
Iy1a3MHU KpPOBi KonuBaeThCcs Bif 82 0o 91 %.

Memab6oaizm. PebyKcocTaT aKTUBHO MeTabO0/Ii3yeThCA HIJISXOM KOH'IOTallil 3a y4acTio
ypunuagudocdaTtriokypoHinTpancdepasu (VI O-rmoKypoHinTpanchepasu) Ta
OKHCHEHHS 3a y4acTio (pepmenTiB cucteMu nqutoxpomy P 450 (CYP). Ycroro onucaso
4 (papMaKOIOTiYHO aKTUBHUX TiIPOKCUIBbHUX MeTaboiTu pebykcocTaTy, 3 3 HUX Oyu
BUSABJIEH] V JIIOOVHYU Yy IIJIa3MU KPOBI. [loCIiaKeHH in vitro Ha MIKpocoMax IIe4YiHKU
JIIOOWHY 3aCBigqYMIIM, IO 11i OKUCHEHi MeTaboJIiTH YTBOPIOIOTHCS ITepeBaxkKHO I dieto
CYP1A1, CYP1A2, CYP2C8 Tta CYP2C9, Tomi sk ¢pebykcocTaTy I'IIOKYpPOHif
YTBOPIOETHCS TOJIOBHUM YUHOM I1if miero Y ®-rnokypoHinTpaHcdepa3u 1A1, 1AS,
1A9.

BusedeHHs. ®PebykcocTaT BUBOOUTHLCS 3 OpTaHi3My Yepes MediHKy Ta HupKamu. [licis
IIepopajbHOro 3aCTOCYBaHHSI 14C-(1)e6yKCOCTaTy y mo3i 80 mr npubnusno 49 %
BHUBOOUJIOCS i3 ceyelo y BUTJIsIAI He3MiHeHoro pebykcocTaTty (3 %), alluarIioKypoHiay
mirouoi peuoBuHHU (30 %), BimoMux OKHMCHEHMX MeTabosIiTiB Ta IX KoH toraTiB (13 %) Ta
iHmux HeBimoMux meTtabositiB (3 %). KpiMm HUPKOBOI eKcKperllil, mpubiu3uo 45 %
BHUBOOUJIOCS 3 KAJIOM Yy BUTISAALI He3MiHeHOTro pebykcocTaTy (12 %), alunritoKypoHiay
mirouol pedyoBuHHU (1 %), BigoM1X OKMCHEHUX MeTaboIIiTiB Ta X KOH'toraTiB (25 %) Ta
iHITUX HeBimoMux MeTadosIiTiB (7 %).

Hupkoea HedocmamHicmeb.

[Tpu 6araTopa30BOMY 3acTOCyBaHHi pebykcocTaTy y mo3i 80 Mr He Oyo BigMiueHO
3MiH Cmax (bebykcocTaTy y IalliEHTiB 3 JIETKOIO, IIOMipHOIO ab0 TAXKKOI0 HUPKOBOIO
HEeOOCTaTHICTIO ITOPiBHSIHO 3 MalliEHTaMU 3 HOPMaJIbHOIO (PYHKITi€I0 HUPOK. CepengHs
3aranbHa AUC ¢ebykcocTtaTy 306inburyBasnacs npubau3Ho y 1,8 pasa Big 7,5 MKT x
roguHa/MII ¥ TIAlli€HTiB 3 HOPMa/JIbHOIO (PYHKII€I0O HUPOK 10 13,2 MKT X TOOUHa/MII Y

Malli€eHTIiB 3 TSA2XKKOI HUPKOBOI HEOOCTATHICTIO. Cm L Ta AUC akTuBHUX MeTabOIiTiB

a
nipgsuinyBanucsa y 2 i 4 pasu BignoBigHo. [IpoTe nanieHETaM 3 HUPKOBOIO
HEeIOOCTaTHICTIO JIETKOTro ab0 ITOMipHOTO CTYIIEeHS KOPEKIIisl MO3U JIiKapChKOT0 3aCco0y

He TOoTpPiOHa.
IleyiHkosa HedocmamHicmew.

[Tpu 6araTopa30BOMY 3acTOCyBaHHi peOykcocTaTy y mo3i 80 Mr He Oyo BigMiueHO
CYTTEBUX 3MiH Cmax Ta AUC ¢debykcocTaTy Ta i1oro MeTaboJIiTiB y aIliEHTIB 3 JIETKOIO
(knmac A 3a mkanor Yaunnga-I1'10) Ta momipHoto (knac B 3a mkanowo Yannma-I1'10)



MMe4YiHKOBOIO HEJOCTATHICTIO ITOPiBHSAHO 3 IAlliEHTaMM 3 HOPMaJIbHOIO PYyHKIIiE€IO
neuvinku. [JocnimXeHHs JIiIKapChbKOT0 3aco0y Y IMAlliEHTiB 3 TSAXKKOI0 ITeYiHKOBOIO
HepgocTaTHicTIO (Kimac C 3a mKkanow Yannga-I1':0) He ITPOBOOUIIOCH.

Bixk.

[Tpu GaraTopa3oBoMy IIepoOpajbHOMY 3aCTOCyBaHHI ¢peOyKkcocTaTy He 0ysi0 BigMideHO
cyrteBux 3MiH AUC ¢pebykcocTaTy Ta Moro MeTaboIiTiB y mallieHTiB JTITHHOTO BiKYy
TMOPiBHSTHO 3 MOJIOOUMHU 3[0POBUMHU OOOPOBOJILILISIMHU.

Cmame.

[Tpu 6araTopa3oBOMY IIepopalbHOMY 3aCTOCYBaHHi pebykcocTaTy CmaX Ta AUC
debykcocTaTy y XKiHOK Oynu Ha 24 % Ta 12 % BUIIMMU, HiXK y 40I0BiKiB. OgHaK Cmax
Ta AUC, ckopurosati 3a Macoro Tina, Oy/Iu CX0Xi aj1s 000X IpyIl, TOMy 3MiHa A03U

dbebykcocTaTy 3aexKHO Bifl cTaTi He mMOTpiOHA.
IToka3zaHHsA

JliksecTig® 80 mr ta JliksecTia® 120 mr

JIikyBaHHS XpOHIUHOI TinepypruKeMil IpU 3aXBOPIOBAHHSX, 10 CYITPOBOAXKYIOTHCS
BimKnamaHHSM KPUCTAIiB ypaTiB, y TOMY YHMCJIi TPpU HasiBHOCTI TodyciB Ta/abo
IOJarpuy4YHOI0 apTPUTY B JaHUU Yac Y4 B aHaMHe3l.

®

[Ipenapart JIikBeCTiss ~ mOKa3aHUU OOPOCIIMM IlallieHTaM.

IIporunnoka3aHHs

lnmep4yTnuUBiCTh A0 aKTUBHOI peY0BUHU ab0 [0 OYyOb-IKOI JOTIOMiXKHOI PEYOBUHU
mpemnapary, 3a3Ha4deHol y po3aiii «Ckaao».

B3aeMogisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

MepkanmonypuH/azamionpuH.

BigmoBimHO mo MexaHi3My cBOE€i il pebykcocTaT IpUTrHiYye KCAaHTUHOKCHUAA3Yy, TOMY
CYIIyTHE 3aCTOCyYBaHHS He PEKOMEeHOYyeThCA. [IpUTrHiYeHHsI KCAaHTUHOKCHUA3U MOXKe
ITPU3BOOUTHU [0 MiIBUIIIEHHS KOHIIEHTpPAIlil 000X IMperapaTiB y Mja3Mi KpPoBi, 1110 MOXKe
BUKJIMKATU TOKCUYHY peakilito. [locmigKeHHs B3aeMoil ¢ebyKkcocTaTy 3
ImperapaTaMi, 1110 MeTabo0/Ii3yI0ThCSI KCAHTUHOKCHUIA30I0 He TIPOBOAMIIOCS.

HocmigkeHHs B3aeMofil peOykcocTaTy IIif Yac MUTOTOKCUYHOI XiMioTeparril He
IpoBOOUIIOCH. Y mponeci gocnigxkenHd namientam i3 CJII 3 gekinbKoMa pexxuMaMu



ximioTeparnil npusHavanu pedbykcocTaT y 7o3i 120 Mr, BK/II0Yal0o4Y¥d MOHOKJIOHATbHI
aHTHTina. OgHAaK IIig Yac IIbOT0 OOCIIIXKEeHHS B3aEMO/il JIiIKapChbKUM IIpenapar-
JIIKAapCBhKUU IIperapar 1 JIIKkapChbKUU IpellapaT-3aXBOPOBaHHSA HE OOCIIiAXKYBaJIUCH.
Tomy MOKIUBiI B3aeMO[il 3 OyOb-IKUMU ITUTOTOKCUYHUMMU IIperapaTaMu, aKi CyMiCHO
NPpU3HAYalThCs, BUK/IIOYATU HE MOXKHA.

Posueaimasox/cybcmpamu CYP2C8.

debykcocTaT € cnabkuM inribitopom CYP2CS8 in vitro. B mpoiieci mocnigkeHHS y
3M0poBUX NOOPOBOILIIB, MapasenbHe BBegeHHs 120 mr ¢pebykcocTaTty 1 pa3 Ha o0y
Ta OJJHOPA30BOI O3 PO3UTJIITAa30HY 4 MT He BILJIMBAJIO Ha PapMaKOKiHETUKY
PO3UTIIiTAa30HY i 1oro MeTabosiTy N-Ie3MeTUIPO3uriaiTa3oHy, 110 IeEMOHCTPYE, 110
debykcocTaT He npurHiuye CYP2C8 ¢epMmeHT in vivo. TaKuM 4MHOM, OJHOYACHE
BBeneHHS (pebykcocTaTy i po3uriita3dony abo inmux CYP2C8 cyOGcTpaTiB He BUMarae
KOpPEKIIil 03U [JIs IIUX IIperaparib.

Teoginin.

[TpoBepeHo OociigXKeHHS B3aeMoil pebyKcocTaTy 3a y4acTO 3TOPOBUX MOOPOBOJIBIIIB
OJIs OLIIHKY BIIJIMBY IIPUTHIYEHHS KCAHTUHOKCHA31 Ha 30iIbIlIeHHS PiBHSA TeoisliHy B
IIMPKYJIIOI0Yil KPOBI, 110 CITOCTepiranocs 3 iHMUMH iHTri6iTopaMu KCaHTUHOKCHUOA3U.
Pe3ynbTaTu moka3sasu, 110 OgHOYACHEe 3aCToCcyBaHHs ¢pebykcocTaTy y mo3i 80 Mr Ta
Teodininy y no3i 400 Mr He moka3zaJsio XKOOHUX (apMaKOKiHETUUYHUX B3aEMOiN abo
BIIUBY Ha Oe3neky Teodininy. TakuMm unHOM, pebykcocTaT y mo3i 80 Mr MoxKHa
3aCTOCOBYBATU OHOYACHO 3 TeodiniHOM 6e3 0COOIUBUX 3acTepexkeHb. [[laHuX 100
no3u ¢edykcoctaty 120 Mr HEMAE.

HanpoxceH ma iHwi iH2ibimopu 2A0KypoHi3auii.

MeTtaboii3am ¢pebyKkcocTaTy 3aleKUTh Bil akTUBHOCTI ¢hepMeHTy Y 1 D-
TIIOKYpOoHinTpancdepa3u. Jlikapchki 3acobu, 1110 IPUTHIUYIOTH IPOIEC
TJIIOKYPOHi3allil, HanpuKJiaa HeCcTepoimHi mpoTtuldananbHi 3acobu (HII33) Ta
nmpobeHeln], TEOPETUUYHO MOXKYTh 3MiHIOBaTH BUBEEHHS (hebyKcocTaTy. Y 3MOpPOBUX
DOoOPOBOBIIIB ITPU OQHOYAaCHOMY 3aCTOCyBaHHI (heOyKcoCTaTy Ta HanpokceHy 1mo 250
MT 2 pa3u Ha Jo0y crocTepirasnocs mocuineHHs mii ¢pedykcocTaTy (Cmax) CTaQHOBUTH 28
%, AUC - 41 %, t1/2
OOCITim»KeHb 3aCTOCYBaHHS HAIpoKceHy Ta iHmwux HII33/inribiTopiB LIOI-2 He

(mepioxm HaniBBUBeOeHHS) - 26 %). V mpolieci KITiHIYHUX

CYIIPOBOMKYBAJIOCS KIIiHIYHO 3HAYyHIUM 30iNbIIIeHHSIM ITO0IYHUX peaKIliid.
debykcocTaT MOXKHa OJHOYACHO 3aCTOCOBYBATU 3 HaIPOKCEHOM 0e3 3MiHU IX JO3H.

IHOyKkmopu 2awKypoHi3auii.



[ToTyxHi inoykTOpU Y ®-TMIOKYpOHiNTpanchepa3u MOXKYTh ITOCUIIOBAaTH MeTaboItiamM
Ta 3MeHIyBaTu epeKTUBHICTL hebyKcocTaTy. Y Ialli€EHTIB, sIKi 3aCTOCOBYIOTh ITOTYKHi
IHOYKTOPY TJIIOKYPOHi3allil, pPEKOMEHOYEThCI KOHTPOJIIOBAaTU PiBEHb CE€Y0BOL KUCJIOTH
y 11a3Mi KpoBi yepes 1-2 THUKHiI ogHOYacHOI Teparmii. [Tpu BigMiHi iHOyKTOpa
TJIIOKYPOHi3allil MOXK/IMBE MiABUILEHHS PiBHA (pebyKcoTaTy y Ijla3Mi KPOBi.

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
OCTaHHBLOTO0. 3acTocyBaHHsa ¢pedykcoctaTty (80 mr a6o 120 mr 1 pa3 Ha moby) 3
BapdapuHOM He BIIZIMBA€ Ha (apMaKOKiHETUKY OCTaHHLOTr0. OQHOYaCHE 3aCTOCYBAHHS
3 pebyKkcocTaTOM TaKoXK He BuuBaio Ha MHO Ta akTuBHicTh ¢pakTopa VII.

Ie3unpamin/cyocmpamu CYP2D6.

3a maHMMHU, OTPUMaHUMHU in vitro, ¢pedbykcocTtar € cinabkum iHriditopom CYP2D6. ¥
IIPOoIIeci HoCigXKeHb 3a y4acTIO 300POBUX HOOPOBOJIBIIB, siKi oTpuMyBanu 120 mr
dbebykcocTaTy 1 pa3 Ha Oo0y, crioctepiranocs 36inpiienus AUC ge3unpaminy
(cyoctpat CYP2D6) Ha 22 %, 1110 CBiIYUTH PO CIabKy MPUTHIYYBaJIbHY Hil0
dbebykcocTaTy Ha pepment CYP2D6 in vivo.

TakyuM 4MHOM, TIPU OJHOUYACHOMY 3aCTOCyBaHHi ¢pebykcocTaTy Ta cyoctpaTtiB CYP2D6
HeMa€e HeoOXimHOCTi 3MiHIOBATH 1X JO3U.

AHmauyudHi 3acobu.

[Tpu ogpHOYaCHOMY 3aCTOCYBaHHI 3 aHTaMAaMu, 1110 MICTATH MarHil0 TigpoKcup Ta
aJIIoMiHiIO TiHpOKCHUA, BimMidaeThCS 3aTPUMKa BCMOKTYBaHHS ¢hebyKcocTaTy

(mpu6sm3HO Ha 1 rOOMHY) Ta 3MEHIIIEeHHS Cm . Ha 32 %, ogaak AUC ¢ebykcocTaTy

a
CYTTEBO He 3MIiHIOETHCS, TOMY (peOyKcocTaT MOKHA MOEAHYBATHU i3 3aCTOCyBaHHAM

aHTaIMOHUX 3aco0iB.
Oco006/IMBOCTi 3aCTOCYBaHHS

Cepueso-cyOuHHI 3aX80PHOBAHHA.

JIiIKyBaHHS XPOHIUYHOI rinepypuKeMil




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
aJIONyPUHOIY MOBIAOMIISIIN PO 30iNbIIeHHS KiTbKOCTI ITOPYIIIeHb 3 00Ky CepIlieBO-
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. YacToTa nmopyuieHb 3 00Ky cepiieBo-cyaquHHOlI cucteMu (APTC), nmpo sKi
MMOBIIOMJISIJIM B OOCIHIAXKEHHSX, Y KOMOiHOBaHUX AociimxkeHHaX ¢a3u 11l (mocnimkeHHS
APEX, FACT ta CONFIRMS) ctanoBuna 0,7 mopiBHAHO i3 0,6 Bumankis Ha 100
MMalieHTOo-POKiB. B paMKax JOBroCTPOKOBHUX IIIMPOKOMACIITAOHUX MOCIigXKEeHb YacToTa
CepLEeBO-CYOUHHUX MOPYIIEHb, IIPO SKi mMOoBigoMIisiocs, ckiana 1,2 ta 0,6 BUagkis Ha
100 nmanienTo-poKiB Oy pebyKcocTaTy Ta ajloNypUHOIY BifmoBimHO. BimMiHHOCTI He
OyJi¥ CTaTUCTUYHO AOCTOBipHi, IPUYMHHO-HACITIAKOBUY 3B’SI30K MiK BKa3aHUMHU
MMOPYIIEHHSIMHU Ta 3aCTOCYBaHHAM ¢debykcoctaTy OyB BigcyTHil. PakTOpaMu
imeHTH(hIKOBAaHOTO PU3UKY y TaKUX IAIliEHTIB OyIM BUSBJIEHI 3aXBOPIOBAHHS, 1110
BUHUKJIM B Pe3yJIbTaTi aTepPoCcKiiepo3y Ta/abo iHpapkTy Miokapaa abo 3acTifiHol
CepleBOl HeIOCTAaTHOCTI B aHaMHe3i.

ITpoginakmuka i AiKy8aHHA 2inepypukemii y nauieHmis i3 pudukom po3sumky CJITI

[NamienTH, gKi migmaioThCA XiMioTeparril 3 IPUBOAY reMaTOIOTiYHUX 3TTOTKICHUX
HOBOYTBOPEHD 3 MOMipHUM abo BuCOKUM pu3ukoM CJIIT Ta 3acTOCOBYIOThH ITpenapaT

®

JIiKBeCTis ~ , IPU HaAsIBHOCTI KJTIHIYHUX ITOKa3aHb 3HAXOOATHCS IIif HaArIsgg0M

Kappiosora.
Aepeisi/einepuymaugicme Ha AiKapcovkKi 3acobu.

Y Mexkax IMOCTMapKeTUHTOBOTO Harnsaay Oyu pPigKicHIi ITOBimOMJIEHHS ITPO CEPHO3Hi
aJjieprivHi peakilil/peakiiil rinep4YyTIUBOCTi, Y TOMY YHCJIi 3aTrPO3IUBOTO OJIsSI JKUTTS
cungpomy CriBeHca-I?KOHCOHA, TOKCUYHOI'O ellilepMaIbHOTO HEKPOJIi3y Ta FTOCTPUX
aHadiTaKTUYHUX peaklliit/moKy. Y OifbIIIOCTi BUIIAKiB TaKi peakilil cliocTepiraaucs
IIPOTSTOM IIEPIIOr0 Micsilisi 3acTOCyBaHHS (pebyKcocTaTy. Y KilbKOX, aje He y BCiX,
MalliEHTiB CIIOCTEpiranucs MopylieHHss HUPKOBOI QPyHKIIiI Ta/ab0 rinepuyTIUBICTh [0
aJIONypUHONY B aHaMHe3i. TSKKi peakilil rinep4yyTIUBOCTi, Y TOMY YHCIIi peakxiiii, 1o
CYIIPOBOOXKYIOThECS €03uHOGini€lo i cuctemMuumu cumnrtomamu (DRESS-cungpom), B
OesiKUX BUIIagKax OyIu MOB’si3aHi 3 rapsiyKoio, reMaToJIOTigYHOI0, HUPKOBOIO abo
IIEe4YiHKOBOI HEOOCTaTHICTIO.



[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,
cunapoMy CriBeHca-[I?)KOHCOHa B TOMY YHMCIJIi, 3aCTOCyBaHHSA ¢ebyKkcocTaTy Tpebda
HeranHO IIPUNUHUTH, OCKIJIBKM PaHHE NPUIIVHEHHSA 3aCTOCYBaHHSA IIOKPAIIYE IPOTHO3.
Ax110 y naljieHTa Majid MiClie ajepriyHa peakilisg/peakilis rinep4yTJInuBOCTi, Y TOMY
yucii cuaapoM CTiBeHca-[I2KOHCOHA, Ta roCcTpi aHadilaKTUYHI peakIiil/IlIoK, 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 Ha TJIi 3aCTOoCyBaHHS (ebyKcocTaTy JIiKyBaHHS IPOIOBXKYIOTh.
OpHO4YaCHO MPOBOASATH BIANOBIAHY iIHAMBIAYyaIbHY Tepallilo 3arOCTPEHHS IOoAarpu.
[Tpu TpuBasoMy 3aCTOCYBaHHi ¢eOyKcoCcTaTy YacToTa Ta TSAXKKICTb HallafiB Imogarpu
3MEHIIYIOThCS.

Bioksn1aoeHHs KcaHMUHis.

Y nmailieHTiB 3 TPUCKOPEHUM YTBOPEHHSM ypaTiB (HallpuKJiam, Ha T 3JI0SIKICHUX
HOBOYTBOPEHD Ta 1X JTiKyBaHHS abo0 npu cuHapoMi Jlem-HixaHa) MOXKIINBE CYTTEBE
30inbIIeHHS a0COJIIOTHOI KOHIIEHTpallil KCaHTHHIB y Cedi, III0 CYIIPOBOAXKYETHCS 1X
BigKJIaJeHHsIM Y CEYOBUBIOHUX HINIgXaX. LIbOro He cnocTepirajiocsa B OIIOPHOMY
KiiHiuHOMY mocinimkeHHi pebykcocTaTy npu CJIII. Yepe3 oOMexkeHICTh DOCBiOy
3acTocyBaHHs (peOyKcocTaT He ITOKa3aHuM mallieHTaM npu cuugpomi Jlemr-HixaHa.

MepkanmonypuH/a3zamionpuH.

debykcocTaT He peKOMEHOYETHCS 3aCTOCOBYBATU MalliEHTaM, SIKi OMHOYaCHO
OTPUMYIOTh MEPKANTONYPUH/a3aTIONIPUH.

Axmro komOiHalil He MOXKHA YHUKHYTHU, CTaH IAIliEHTIB CIIi peTelbHO KOHTPOJIIOBATH.
PekoMeHOy€ETHCSA 3HNKEHHS OO3U MEPKAITONYPUHY ab0 a3aTioNpUHY AJI YHUKHEHHS
MOKJIMBUX I'eMaTOJIOTiYHUX e(DEeKTiB.

IlauieHmu, AKI nepeHec/iu MPAHCNAAHMAuito Op2aHia.

IocBimy 3acTocyBaHHS ¢peOyKcocTaTy 1ii KaTeropil malieHTiB HeMa€e, TOMY
3aCTOCYBaHHJ IIpernapaTry He II0Ka3aHo.



TeoginiH.

OnmHOpa30Be ogHOYAaCHE 3acTocyBaHHS ¢pebykcocTtaTy y go3i 80 Mr Ta Teodininy y mosi
400 Mr He MOKa3ao XoOHUX papMaKoKiHeTUUYHUX B3aemopii. PedbykcocTtaT y mo3i 80
MT" MOKHa 3aCTOCOBYBaTH OJHOYACHO i3 TeodiniHoM 6e3 pU3UKY MiTBUIIIEHHS
KOHIIeHTpallil Teodininy y nna3Mi KpoBi. [laHux 1mopo go3u ¢gpedykcocraTty 120 Mr
HeMae.

3axeopro8aHHA NeYiHKU.

Y nporeci komb6iHoBaHOI ¢a3u III kmiHivHUX mocnimxkeHb, ¥ 5,0 % maIlieHTiB, sgKi
oTpumyBanu ¢pebyKCcocTaT, CIIOCTePiranucs He3HaUHi 3MiHU MeYiHKOBUX ITOKAa3HUKIB,
TOMY PEKOMEHOYETHCS NePEBIpATH PYHKIIOHAJIbHI I€YiHKOBI MOKa3HUKHU [0
npu3HadyeHHs pebyKcocTaTy Ta IIif Yac JIiKyBaHHS IIPU HasBHOCTI ITOKa3aHb.

3axeopro8aHHA WUMoBUOHOI 3a103U.

Y 5,5 % martiieHTiB, siKi oTpuMyBanu (pedyKCcoCTaT IPOTSATOM TPUBAJIOTO Yacy,
crioctepiranocs migsuitieHHsa TTT (> 5,5 MkME/Mn) mig 4ac mOBroCTPOKOBHUX
BiIKPUTUX PO3IINPEHUX OOCIiIKeHb. ToOMYy JiKapChKul 3acib ciim 3 06epexkHiCTIO
MMpu3HaydaTH MalliEHTaM i3 NopyleHHIMU (QYHKIIl U TOBAUAHOL 3aI03H.

Jlakmoa3a.

JlikapchKu# 3aci6 MicTuTh nakTo3y. [lalieHTaM i3 pigKicCHUMU CITagKOBUMU
3aXBOPIOBAHHSIMU, I10B’I3aHUMHU 3 HEIIEPEHOCUMICTIO rajlakTo3u, HeJOCTaTHICTIO
nakTa3u Jlanna abo MOpyIIeHHSIM BCMOKTYBaHHS I'IIOKO3U/TaJlaKTO3H IIpenaparT He
MIOKa3aHUuu.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Bynu noBigoOMIeHHS PO PO3BUTOK COHJIMBOCTI, 3allaMOPOYEHHSs, IapecTe3iu Ta
MIOPYLIEHHS YiTKOCTi 30py Ha TJIi 3acToCcyBaHHS pebykcocTaTy. ToMy maljieHTaMm, AKi

® PEKOMEHAYEThCSA OYTU 00EPERHUM IIPU

3aCTOCOBYIOTH ITpenapart JIikBecTis
KepyBaHHi aBTOTPAaHCIIOPTHUMHU 3acobaMu Ta PoOOTi 3 iHITMMHU MeXaHi3MaMu 0O TOTO
4Jacy, IIOKU BOHU He OyIOyTh BIIEBHEHI Y BiACYTHOCTi BUIlle3a3HAUEHUX ITOOIYHUX STBUIIT

mmpemnapary.
3acTocyBaHHSA y nepioa BariTHocCTi a00 rogmyBaHHS Ipyaaio

BaeimHicmb



OOMezxkeHUM OOCBim 3acTocyBaHHSA ¢eOyKcoCcTaTy IIif Yac BariTHOCTI CBIIYUTD IIPO
BiICYTHIiCTb HECIIPUSITIIMBOTO BIIJIUBY ITpellapaTy Ha Iepebir BariTHOCTI Ta 3M0poOB’s
IJI0[ia/HOBOHAPOAKEHOT 0. Y XOfi OCHiAXKeHb Ha TBapuHax He 0yJI0 IOMiYeHO Moro
npsiMoro abo HenpsaMOTro MoO6iYHOTro BILIMBY Ha Iepebir BariTHOCTI, PO3BUTOK
eMOpioHa/moga Ta mepebir mosoriB. [IoTeHIIMHNN PU3UK O/ JIIOOUHU HEBiTOMUMH.
debyKkcocTaT He CJIif 3aCTOCOBYBATH ITifl Yac BariTHOCTI.

ITepiod 200yB8aHHA 2py00t0

HesimoMo, uu mpoHuKae peObyKcocTaT y TPyaHe MOJIOKO JTIOAuHU. [[OoCIimXXeHHs Ha
TBapMHaXx MoKa3asw, 10 GpebdyKcocTaT NPOHUKAE ¥ TPyAHE MOJIOKO Ta BUSBIISE
HeraTUBHUU BIUJIMB Ha PO3BUTOK HOBOHAPOMXKEHUX, SKUX F'OAYIOTH IIMM MOJIOKOM.
Pu3uk nmorpamnnasgHHSA OpenapaTy B TPyOHE MOJIOKO He MOKe OyTH BUKITIOYEHUU.
debOyKcocTaT He CJIif 3aCTOCOBYBaTH Y IIepPiof rogyBaHHS I'PYAOIO.

depmuabHicmb

HocnigkeHHs GepTUIbHOCTI Ha TBapuHax y A03i 48 Mr/Kr/mo0y He BUSBUIIU
3a/J1eKHOCTI MOOIiYHUX peakllii Big go3u. [lis npemaparty JliksecTia® Ha

PENPOAYKTUBHY (QYHKIIiIO JIIOOAUHY HEeBimoMa.

Cnocid 3acTocyBaHHsA Ta J03H

,QOS VBAHHA

ITodaepa.

PekomMmeHnoBaHa fo3a mnpernapary JliksecTia®

ctaHoBuTh 80 Mr 1 pa3 Ha mo0y
IIepopanbHO, He3aJIeKHO Bif BXKUBAHHSA 1Ki. ZKIITO KOHIIEHTpPAallisi Ce40BO1 KUCJIOTH B
CHUPOBATIIl KPOBi mepeBulllye 6 Mr/gin (357 MKMOJIb/M) mmicnsa 2-4 TUXKHIB JTiKyBaHHS,
CJIif PO3IJIAHYTHU IiABUIIEHHS OO3U IIpenapaTry Jliksectist® mo 120 mr 1 pa3 Ha mo0y.
EdexkT smikapchbkoro 3aco0y BUSBISETHCS OOCUTH IIBUOKO, IIT0 POOUTH MOKJIUBUM
IIOBTOPHE BU3HAUYEHHS KOHIIEHTpPAallil Ce40BOI KMCJIOTH Yepe3 2 TUXKHi. MeToro
JIIKyBaHHS € 3MEeHIIIeHHS KOHIIeHTpallil Ce40BOl KMCJIOTH Ta MigTpUMKa 11 Ha piBHI

MeHuIe 6 Mr/on (357 MKMOJIB/TI).
TpuBanicTe Ipo@iTakTUKM HaIlaAiB IOogarpu CTaHOBUTHL HE MEHIIEe 6 MiCSIIiB.

CuHOpom ni3ucy nyxauHu (CJIII).

®

PekoMeHpgoBaHa fo3a npermnapaty JIikBecTist ~ ctaHoBuTh 120 Mr 1 pa3 Ha gody

IIepopaabHO, HE3aJIeXKHO Bif BXKMBaHHS 1XKi.

®

3acTocyBaHH4 IIpernaparty JIiKBeCTiss ~ Cifg po3nmo4YMHATHU 3a OBa OJHI A0 Io4YaTKy

IIMTOTOKCUYHOI Teparril i TpogoBXKYyBaTH IIoHalMeHIe 7 mi06, ogHaK TPUBAJICTh



Teparlrii MoKHa IMOgOoBXKUTHY A0 9 mi6 BiAmoBimHO MO TpUBaOCTi XiMioTeparrii Ta
KJIIHIYHO] OILliHKWU.

ITauieHmu AiMHBLO20 BIK).
IIns 1iel KaTeropil malieHTiB KOPEKIlis mo3u He MoTpiOHa.
Hupxosa HeOocmamHicmeb.

Y naui€eHTiB 3 TAXKKUM NOPYyLIEHHAM (QYHKII1 HUPOK (KiIipeHC KpeaTuHiHy <30 MJI/XB)
edekTuBHICTL Ta Oe3IeKa 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y BUBYEHI HEOCTATHHO.
[NamienTaM i3 mopylieHHAM GYHKIII HUPOK JIETKOT0 a00 IMTOMipHOT'O CTYIIEHSI KOPEKIIist
oo3u He moTpibHa.

ITeyiHkoBa HedocmamHicmew.

HocnigxeHHs eeKTUBHOCTI Ta 6e3neku peOyKCcocTaTy y Nalli€eHTiB 3 TAXKKOIO
IIeYiHKOBOIO HemocTaTHICTIO (Kiac C 3a mkanoio Yaunga-I1'10) He IpOBOOUIIOCH.

[Tomarpa. Ilpu nopyiieHHi (pyHKIIil IEeYiHKU JIETKOTO CTYIIE€HSI peKOMeHJOBaHa 403a
ctaHoBuTh 80 Mr. JIocBim 3acTOCyBaHHS JTIiKapPChKOT0 3aco0y MpH MOPYIIeHHI QyHKITiI
MMe4YiHKY IIOMipHOTO CTYIIEeHS OOMEeXKEeHUM.

Cunpgpowm nisucy nyxnuuu (CJIIT). I3 omopHoro mocnimxxenHs ¢as3u [II (FLORENCE)
Oynu BUKJITIOYEHI TibKY Cy0’€KTH i3 Me4iHKOBOIO HEIOCTATHICTIO TAXKKOI'O CTYIIEHS.
[71s1 mauieHTiB, SKi OyIu BKIIIOYEHI B JOCIIXKEHHS, KOPEKIIiSd MO3U YV 3B’SI3KY i3
cTaHOM (YHKIIiM ITeYiHKU He MOTpiOHa.

Cnocib 3acmocy8aHHA

I71sT TepopaibHOTO 3aCTOCYBAHHSI.

®

JIiKBeCTisi~ 3acCTOCOBYETHCS epPOpasibHO He3alleXKHO Bifl BJKUBaHHS 1XKi.

itk

®

Be3neka Ta e(peKTUBHICTh 3aCTOCYBaHHA npenapary JIikBecTiss— OiTaAM Bikom g0 18

POKiB He BCTaHOBJIeHI. [laHi II0OA0 3aCTOCYBaHHS BiCYTHI.
Ilepego3yBaHHA
Y pa3si nepeno3yBaHHA II0Ka3aHa CUMIITOMaTU4YHa Ta HiATpUMylOo4a Tepartid.

IToGiuni peakii



Pe3some npoginio 6esneku.

HavyacTimumu mob6ivHUMHU peakIlisiMU y KITIHIYHUX gociimxkeHHsX (4072 maltieHTH,
sIKi 3acTocoByBanu o3y Big 10 go 300 mMr) Ta B mpoleci IOCTMapKETUHTOBOTO HATIALY
y IallieHTiB 3 mogarpoio Oysiu 3aroCTpeHHs (Hamaau) Iogarpy, MOopylieHHs QyHKIII1
Me4YiHKM, IPOHOC, Hy0Ta, TOJIOBHUM 0iJib, BUCUNIaHHS Ta HaOpsku. i peakiiili Mmanu, y
OinbIIOCTi BUMIAAKIB, JIETKUM Ta CEPEnHiM CTymiHb TsXKKocTi. [Tig gac
ITOCTMapPKETUHTOBOTO Harisaay Oy MOBiZOMIEHHS PO PiAKiCHI BUMIagKU CEePHUO3HUX
peaxiii rinep4yyTAnuBOCTi Ha pebyKcocTaT, AesiKi 3 HUX CYyIIPOBOMAXKYBaIuCsI
CUCTEMHUMU PeaklisiMU.

Y tabnuili 2 3a3HadeHi Mo0iYHi peakiiil, SKi BUHUKAJIU IPU 3aCTOCYBaHHI
(ebykcocTaTy mailieHTamMu Ta Kjiacu@pikoBaHi TaKMM 4MHOM: YacTo (Big = 1/100 mo <
1/10), mHeuacTo (Big = 1/1000 mo < 1/100) ta pigko (Big = 1/10000 go < 1/1000).
YacToTa PO3BUTKY I'PYHTYETHCS Ha OOCIIIIXXKEHHSIX Ta ITOCTMAapPKEeTUHTOBOMY OOCBimi
IOOO IAIli€EHTIB i3 MOmarpoio.

Y KOoXHil TrpyIi 3a 4aCTOTOI0 PO3BUTKY MOOiIYHI peakilil mpeAcTaBlIeHi y TOPSIOKY
3MEHIIEeHHS CTyIIeHS TSIKKOCTI.

Tabmuia 2.

[To6iuHi peaxiiii, 1110 criocTepiranucs y ¢asi 3 KoMO6iHOBaHUX PO3MIUPEHUX
LOBIOCTPOKOBUX OOCIIIIZKEHb Ta B IIepiof IOCTMapKEeTUHIOBOI'O CIIOCTEPEXKEHHS Y
MHalllEHTIB i3 MOogarpox.

Pigxo
3 60Ky KpoOBi Ta miMpaTuIHOI CUCTEeMU
[TaHuIMTOIEHiSA, TPOMOOIIMTONEHISA, arPaHyJIOIUT

Pigko
3 OOKy iMyHHOI CUCTEMU
AHadinakTHU4Hi peakiii*, rinepyyTaInuBiCTh OO I

Heugacto
3 00Ky eHOOKPUHHOI CUCTEMU
[TigBuLIeHHS PIBHA TUPEOCTUMYJIFOI0YOI'0 TOPMO

Pigko
3 00Ky opraHiB 30py
3aTymMaHeHUuN 3ip




3 00Ky Xap4yyBaHHS Ta 0OMiHy pe4YOBUH

YacTo***
3arocTpeHHs (Hamaau) Imogarpu
HeyacTto

LlykpoButi miabeT, rineprimigeMisi, 3HUKEHHS ar
30inbIlIeHHS MacH Tina

Pigko

3HUXKEHHS MacH Tijla, TiaBUIIeHHS aAlleTUTY, aH(

3 OOKY IICUXiKHU

HeuacTto
3HUXKEeHH4 J1i0igo, 0e3COHHA
Pioko

HepBo3HiCTH

3 600Ky HEPBOBOI CUCTEMU Ta OPTaHiB YyTTs

Yacto
T'omoBuUM Oiflb
HeuacTo

3amaMoOpoYeHHs, MapecTesii, reminapes, COHIUE
CMAKOBOTO CIPUUHSTTS, TillecTe3is, mociaabiieH:

3 OOKy OpraHiB ciyxy Ta J1abipuHTYy

Pigko

[ITym y Byxax

3 60Ky ceplieBOl CUCTEMHU

HeuacTto

®ibpunsiisa nepencepnb, BigUyTTS CepleOuTTs,
HopMmu Ha EKT', 61okapga miBol HizkKKM mmy4kKa ['ica
«CHUHOPOM JIi3UCy NIYXJIMHKW»), CHHYCOBa TaxXikap
«CYHOPOM JTi3UCY IYXJIUHU»)




3 60Ky CYOUHHOI CUCTEMU

HeuacTto

ApTepianbHa rinepTeH3sis, IPUIIUBU, IIPUILIUBU
X&Kapy, KpoBoTedi (quB. po3ain «CHHOPOM JIi3UCY

3 00Ky OuxaJjibHOI CUCTEMHU

Heuacto

3aguika, OpoHXIT, iH(eKIlil BepxHiX AUuXanbHUX

3 60Ky TpaBHOI CUCTEMHU

Yacto
Hiapes**, nymorta
HeuacTo

Bine y XKUBOTIi, 30yTTs XKUBOTa, racTpoe3odarea
xBopo0Oa, 6JII0BaHHS, CYXiCTh y POTi, OUCIIEIICis,
BUIIOPOKHEHHS, METEOPU3M, TUCKOMMOPT Yy IILTY
KUIIEYHUKY

Pigko

[TankpeaTuT, BUpa3KHU B AiJIAHII poTa

3 OOKY ITeYiHKM Ta KOBUYOBUBITHUX MIJISIXiB

Yacto

[TopyuieHHS QPyHKITII TediHKI**
Heuacto

2KoBuHOKaM'siHa XxBopoOa
Pinko

lemaTuT, XXOBTAHUIA*, ITeYiHKOBA HEOOCTATHICT




3 OOKy IIKipM Ta MiAIIKipHO-KUPOBOIL
TKaHUHU

Yacto

BucunanHs (y TOMY YHMCJIi BUCUIIAHHS 3 OiNbII H
BUHUKHEHHS, IUB. HUXKYE)

HeuacTto

IlepMaTuUT, KPOIIUB ' sTHKA, CBepOiK, 3MiHa 3a0apr
MMOMIKOIKEHHS IIKipH, IeTexil, I’STHUCTI BUCHUII:
MaKyJIOomamnyIb03Hi BUCUIIaHHS, Ialy/Ib03Hi BHCI

Pigko

ToOKCUYHUU emlimepMalIbHUN HEKPOIIi3*, CHHOPOM
II>xoHCOHa*, aHTioOHAOPSAK*, peakilil Ha IIpenapa-
CYIIPOBOIXKYIOTHCS €03MHO(DIII€I0 Ta CHCTEMHUM
reHepasi3oBaHi BUCUIIaHHS (CEpUO3Hi)*, epUTeM
BUCHUIIAHHS, QOJIIKYJIIPHi BUCUIIAHHS, BE3UKYJIh(
IyCTY/IbO3Hi BUCUTIAHHS, CBepOsIAUi BUCUIIAHHST?
BHCHUIIAHHS, KOPenoniOHi BUCUIIAHHS, aJIONellis,
OIiTJIUBICTH

3 OOKy OIIOPHO-PYXOBOTO arapary Ta
CIIOJTy4YHOl TKaHUHU

HeuacTto

Binb y cyrmob6ax, apTput, 6inb y M’sI3aX, CKEJIeTE
cnabKicTh y M’sI3aX, CyIOMHU M’s13iB, CKYTiCTh M’4

Pionxo

Pabpgomionis*, cKyTicTh Cyrino6iB, CKETETHO-M SI3

3 00Ky HMPOK Ta CEYOBUBIOHUX HIJIAXiB

HeuacTto

HupkoBa HemoCcTaTHICTb, ceYoKaM siHa XBOpoOa,
MMOJIaKiypisi, IPOTeIHypis

Pigko

TyOynoinTepcTullianbHuM HePPUT*, HAIIOJIETJINB
CEYOBUNYCKaAHHSI



3 60Ky PeTpONMyKTHBHOI CHCTEMH Ta Pinxo

MOJIOMHHX 347103 EpekTunbHa ouchyHKIIis

Yacto
Habpsku
HeuacTto

3 Goxy opranismy saranom [TimBuIllleHa BTOMJIIOBAHICTh, OiNTb y Ipyasax, Bigw

OUCKOMDOPTY y T'PYyIAX
Pigko

Cnpara

HeuacTto

[TigBuiieHHs piBHA aMijla3¥u Y KPOBi, 3MEHIIIEeHH;
TPOMOOIINTIB, 3MEHIIIeHHS KiJTbKOCTi JIEMKOIIUTIB
3MEHIIIeHHS KiJIbKOCTI JTiM(pOLUTIB Y KPOBI, MBI
KpeaTUHY B KPOBI, MiOBUILIEHHS PiBHA KPEaTUHIE
3HUKEHHS PiBHS reMorio0iHy KPOBi, ITiIBUIIIEHE
CEYOBUHH B KPOBIi, HiABUIIIEHHSA PIBHSA TPUTIIILED
TOmaTKOBI METOMY TOCITiIKEHb MIOBUIIIEHHS PIBHA XOJIECTEPUHY B KPOBI, 3HUXKE
reMaTOKPUTY, IIiABUIIEHHS PiBHS JTaKTaTAETiApC

KPOBI, HiABUILIEHHSA PiBHS KaJlil0 Y KPOBI
Pigxo

[TigBUuIieHHS PIBHSA I'JIIOKO3U Y KPOBI1, IIOOOBXKEH]
YaCTKOBOTO TPOMOONIIAaCTUHOBOTO YacCy, 3HUXKEH
€PUTPOLIUTIB Y KPOBI, MiABUIIIEHHS PiBHSA JIy2KHO]
KPOBI, MiABUIIEHHS PiBHA KpeaTUH(OCOKiHA3U

* TToGiuHi peakilii, 1110 CIIOCTepiraaucs B MexKaxX IIOCTMapKEeTUHTOBOTO aHaJIi3y.

** [liapest Ta BiOXuUJIeHHs pe3ynabTaTiB QyHKIIOHAIbHUX P00 MeYiHKU Bil HOPMHU, SKi
BUMaraJju Teparllil, 10 CIOoCTepiraaucs B mociaimxkeHHax ¢pas3u I, po3BuBanucs
YacTillle y Nali€HTiB, IKi OTpUMYyBaJId CYIIyTHIO Tepalliio KOJIXIIIMHOM.



*+* [TuB. po3nin «@apmakoduHamika» OO0 4aCTOTU 3aroCTpeHb (HamafgiB) mogarpy,
1110 cnocTepiranucs y ¢asi IIl inguBigyanbHUX PaHOOMi30BaHUX KOHTPOJIbOBAHUX
OOCIIiOXKEeHb.

Onuc okpemux nobivHuUX peakuitl.

Y Mexax MOCTMapKEeTHHTOBOTO Harasaay Oysu IMOBiMOMIEHHS IIPO PiAKiCHI BUMTaOKU
CEPMO3HUX peaklli rinepuyTauBOCTi Ha pebyKcocTaT, y TOMY YHMCJIi CUHOIPOM
CriBeHca-[I2KOHCOHa, TOKCUYHUU ellifepMaIbHUU HEKPOJIi3 Ta aHadilaKTU4YHI
peaxkiil/mok. CuaapoM CTiBeHcCa-/I2KOHCOHA Ta TOKCUYHUU eIlliflepMalIbHUM HEKPOIIi3
XapaKTEePU3YETHCSA MPOrPECYIOUYUM MIKipHUM BUCHUIIAHHSAM 3 OyJIbO3HUM yparKeHHSIM
IIKipu ab0 CIM30BUX 000JIOHOK Ta IIOOPa3HEHHSIM CIN30BO1 000JIOHKU ouel. Peakiril
rinepyyTanBOCTI Ha eOyKCcoCTaT MOXKYTh IPOSIBISITUCS TaKUMU CUMIITOMaMU:
IIKipHUMH PeakIlisiMH, 10 XapaKTepu3yIOThCs iHQITLTPOBaHUMHU MaKyJIlo0-
MManyJjJb03HUMU BUCUIIAHHSIMU, TeHepasli3oBaHuMM ab0 ekcdomiaTuBHUMU
BHUCUIIAHHSIMH, @ TAKOXK YpPaxKeHHSIMHU MIKipu, HAOPIKOM 00IuYUsi, rapsivyKolo,
reMaTOoJIOTIiYHUMHU MOPYIIEHHSIMU, TAKUMHU SIK TPOMOOITUTOIIEHisT Ta e03uHODinisa, Ta
ypaxkeHHSIM OKpeMHUX OpraHiB abo KiTbKOX OpraHiB (MediHKa Ta HUPKU, Y TOMY YUCJIi
TyOyJIOiHTepCTULliaTbHUYN HEePPUT).

3arocTtpeHHs (Hamagu) Iomarpy 3a3BU4YaM CIIOCTepiraancsa HEeBOOB3I ITiCJIS TOYaTKy
JIIKyBaHHS Ta NPOTATrOM IIEPIINX MICALIB JIIKyBaHHs. YacToTa HanapiB nmogarpu
3HMXKYyBaslacs 3 4acoM. [Ipu 3acTocyBaHHi ¢pebyKcocTaTy peKOMEHOYETHCS
npodinakTuKa rOCTPUX HaIllafiB IIoOarpu.

CunpgpoM mi3ucy nyxnauH (CJIIT)

Pe3ome npogiato 6e3neku

B mporieci pa#goMi3oBaHOT 0, TOABIMHOTO, CIIIIOT0 OMOPHOTO AocaimxkeHHs ¢a3u 111
FLORENCE (FLO-01), y sxoMmy mopiBHIOBanmu pedykcocTaT Ta ajnonypuHon (346
MallieHTiB, SIKi MigmarThCcs XiMioTepamnil 3 MPUBOAY reMaTOoJIOTiYHUX 3JI0OSKiCHUX
HOBOYTBOpPEHD 3 TOMipHUM ab0 BuCOKUM pudukoM CJIII), Tinbku y 22 (6,4 %)
MalieHTiB crocTepiranucsa nobiuHi peaxkiiil, a came y 11 (6,4 %) nauieHTiB y KOXKHIN
rpymi JikyBaHHS. BinblricTs mobiyHMX peakiliit Oyyiu 1erkoro abo moMipHOTO CTYIIEHS.

Y uinomy B npoiieci mocnigzxkenHss FLORENCE 6ynb-siKuX mOgaTKOBUX ITig03p OO0

®

0e31eKu 3aCTOCyBaHHS IIpenapary JIikBecTisi— mallieHTaM i3 mogarpoio He 0yIio, 3a

BUHSITKOM HUXKYe3a3HaueHUX TPhOX MOOIYHUX peakiliii (muB. Tab.2).
3 00Ky ceplieBOl CUCTEMHU:

Heuacto: 6;10Kaga 1iBol HiXKKU ITy4dKa ['ica, cCuHycoBa Taxikapmis.



3 00Ky CYIUHHOI CUCTEMMU:
HeuacTo: KpoBOTEUI.

IToBigOMIEHHS IIPO HigO3PIOBaHi NOOiYHI peakxiril

IMToBigoMyIeHHS PO Mimo3pIoBaHi IMOOIUHI peakiril micias peecTpaliii TiKapChKOTro
3aco0y BimirparTh BaxKJIUBY POJib. lle Ja€ 3MOry IpoaoBXKyBaTH CIIOCTEPEXKEHHS 3a
CHiBBiIHOIIEHHSIM KOPUCTH/PU3HUK IIOA0 HAHOTO JIiKapChKoro 3acoly. IIpaliBHUKIB
OXOPOHU 340POB’S MPOCSATH MOBIHOMIISTH ITPO OyAb-sIKi Mimo3pioBaHi MOGiUHI peakxiiil.

TepMiH NpUIATHOCTI

3 POKHU.

He 3acTocoByBaTu mnpermnapar IIiC/Id 3aKiHYEeHHS TEPMIiHY IPUOaTHOCTI, 3a3Ha4YeHOr 0
Ha yNaKOBILIj.

VYMoBH 30epiranus

IaHuil nikapCchbKUM IpenapaTr He nNoTpebye crelialbHUX YMOB 30epiraHHs.

30epiraTtu y HeQOCTYIIHOMY [JIsI OiTeM Miclii.

YnakoBka

ITo 14 TabneTok y 6iicTepi. [To 2 6micTepu y madili 3 KapTOHY.
Karteropis Bignycky

3a penemnTomMm.

BupoOHUK

AT «®apmak>» (BUpoOHUIITBO 3 mpoayKiii in bulk ¢ipmu-supobruka [xkeHedapm CA,
I'pemis).

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoBaaKeHHsI
IisTIHLHOCTI

Ykpaina, 04080, m. Kuis, Byn. Kupumisceka, 74.
[Ixepesno iHCTPpYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY
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JIiKapCchKuX 3ac00iB YKpaiHu.
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