CocrTaB

Oelicmsyrouiee seuecmao: pedyKcocTart;
1 TabreTka, TOKpHITasi 000I04YKOM, comepkKUT pedykcoctaTty 120 Mmr;

8cnomoezame/ibHble 8eu,ecmad: 1eaiI03a MUKPOKPUCTAInYecKasi 1aKTo3a
MOHOTHUIPAT, HaTPUS KPOCKApMeJIio3a; T'UAPOKCUIPOIIUIIIEIII0JI03a; HaTPHUS
Jaypuiacynb@aT; TakKTo3a; KPeMHHUS TUOKCHUI KOJUIOMOHEIM MarHUs cTeapar;

nsieHouyHas oboso0uka: monuBuHUIOBEIH criupT (E 1203), Tutana guokcup (E 171),
nonuaTuneHrnukonb (Mmakporomn 3350) (E 1521), Tanek (E 553b), kene3a okcup,
x)kentei (E 172).

JIekapcTBeHHasi ¢popMa

TabneTKu, MMOKPHITHIE TIJIEHOYHOM 000JI0YKOM.

OcHoBHble (pu3uKko-xumudeckue ceolicmad: TabneTKU, IIOKPHIThIE TIJIEHOUYHOM
000/104YKOM, TPOOOATOBaTOM (POPMBI, ABOSIKOBHIIIYKJIEIE, OT OJIEAHO-KEJITOTO [0
JKEJTOro 1IBeTa, C IpaBUPOBKOMN «120» Ha OOHOM CTOPOHE U C I'IaJKOU IIOBEPXHOCTHIO
Ha Opyrou CTOpPOHE.

®dapMakoTepaneBTHYECKasi rpynmna

CpepcTBa [ medeHus nmomarpel. CpencTBa, KOTOPHIE ITOIABIISIOT 00pa30oBaHue
MoueBou KucioThl. Koo ATX M04A A03.

(I)apMaKOJII/IHaMI/IKa

MexaHu3m Odelicmaus.

MoueBast KUCIOTa SBJISAETCSI KOHEYHBIM IIPOAYKTOM MeTabosiu3Ma IIyPUHOB Y
4yeJjioBeKa ¥ 00pa3yeTcsi IPU TaKOU peaKIWu: TUIIOKCAaHTUH — KCaHTHUH — MO4YeBas
KucioTa. KcaHTUHOKCHIa3a SIBJISETCS KaTalln3aTOPOM 000UuX 3TAIlOB 3TOM pPeaKIInu.
debyKcocTaT SBJISIETCS IIPOU3BOOHBIM 2-apPUITHA30JTy, TepalleBTuYeCcKoe NelCTBUe
KOTOPOT'O CBSI3aHO C YMEHbIIeHUEM KOHIIEHTPAllui MO4Y€BOM KHUCJIOTHI B CBIBOPOTKE
KPOBU IYTEM CEIEKTUBHOTO YTHETEHUS KCAaHTUHOKCcHUOa3kl. PedyKcocTaT - 3TO
MOIIHBIA U CEeJIEKTUBHBIM HENMyPHUHOBUM MHTHUOUTOP KCaHTHHOKCcUAa3kbl (NP-SIX0), ero
Ku (koHCTaHTa yraeTeHue) in vitro cocrtaBnsier meHee 1 HaHOMOISAX. BBIIIO MTOKa3aHO,
4yTOo edyKCcocTaT 3HAYNTEJILHOM CTENeHU MOoIaB/IsieT aKTUBHOCTL KaK OKHCIIEHHOH,
TaK M BOCCTAHOBJIEHHOM (POPMEI KCAHTUHOKCHOA3kl. B TepanmeBTUYECKUX
KOHIIeHTpalnusax ¢pebyKcocTaT He yrHeTaeT Apyrue GbepMeHTHl, y4aCTBYIOIIUE B



MeTaboIu3Me IyPHUHOB WU TUPUMUOUHOB.
KauHuueckas agppekmusHocms u 6€30NnacHOCMb.
ITodaepa

9ddexkTuBHOCTE hebyKcocTaTa Obliia TOATBEPKIOEHA B (pa3e 3 TpeX OCHOBHBIX
uccnegoBaHuu (omBa ocHOBHBIX uccinenoBaHusa APEX u FACT u momojgHUTENIbHOE
uccnegosanrne CONFIRMS, onvcanbl HUXKe), KOTOphle BKIoYanu 4101 namuenTa ¢
TUIIepypUKeEMHUEN U IMogarpou. B KaxkKgoM U3 3TUX OCHOBHBIX MCCJIeHOBaHUU (a3nl 3
debykcocTaT 60s1ee a(pPpeKTUBHO CHUXKAJI CRIBOPOTOYHYIO KOHIIEHTPAIIUI0 MOYEBOM
KHCIIOTHI U TIOAAEPKUBAJI €€ Ha OOJIZKHOM YPOBHE IO CPAaBHEHUIO C aJIJIOIIyPHUHOJIOM.
[TepBu4YHOM KOHEeUHOM TOouKOM apdekTuBHOCTU B ccnemoBaHusax APEX u FACT Onina
IOOJIs TIAallMEeHTOB, Y KOTOPHIX B Te€UYEHNE MTOCJIEAHUX TPEX MeCsSIeB KOHIIEHTpalus
MOY€BOM KHCJIOTHI B CLIBOPOTKE KPOBU He IIpeBhiiana 6,0 mr/gn (357 MkMonb/m). B
pononHuTenbHOM uccinegoBanud CONFIRMS ¢a3bl 3, pe3ynbTaTel KOTOPOTO CTalu
OOCTYITHEI TIOCTIEe TIEPBOM peructpaiuu ¢edyKkcocTaTy, IEPBUYHON KOHEYHON TOYKOM
9 HeKTUBHOCTH ObINia OO MAllMeHTOB, Y KOTOPBIX KOHIIEHTPAIIMS MOYEBOM KUCIIOTHI
B CEIBOPOTKE He IIpeBbilana 6,0 Mr/Oji Ha MOMEHT IIOCJIEeOHETr 0 BU3UTa. B aTtu
KMCCJIeqOBaHUs He BKIIIOYAJIF MallMeHTOB, IEePEHECIINX TPaHCIIaHTaIlui0 OPraHoB.

HccnedosaHue APEX. VccnenoBanue 3¢pdekTuBHOCTH HPebyKCOCTaTy C KOHTPOIEM
mare6o u annonypuHona daswl 3 (Allopurinol and Placebo-Controlled Efficacy Study
of Febuxostat, APEX) 651710 paHIOMHU3UPOBAaHHOE, MBOMHLIM CJIEITBLIM,
MHOTOIIEHTPOBBLIM POHOOIXKUTENBHOCTHIO 28 Hedesnb. Bcero ObIIM paHAOMU3UPOBaHBI
1072 manmenToB: mianebo (n = 134), pebykcoctaTt 80 Mr 1 pa3 B cyTKu (n = 267),
dbebykcocTtaT 120 Mr 1 pa3 B cyTku (n = 269), pebykcoctat 240 Mr 1 pa3 B CyTKHU (n =
134 ) unu annonypunon (300 mr 1 pa3 B cyTku (n = 258) A1 mamueHTOB C UCXOOHOU
CHLIBOPOTOYHOM KOHIleHTpanueu KpeaTtuHuHa < 1,5 mr/on unu 100 mr 1 pa3 B cyTKH (n
= 10) manmmeHTOB C UCXOOHOM CHIBOPOTOYHOM KOHIIEHTpalnen KpeaTuHuHa> 1 5 mr/on
u < 2,0 mr/gn). [Ins oileHKU 6e3omacHOCTH pebdyKcocTaT Ha3Havallu B mo3e 240 mr (B
2 pa3sa BhIllIe MaKCUMallbHON PEKOMEHIOBAaHHOMN OO3HI).

HccnemoBanue APEX moka3ajio CTaTUCTUYECKU JOCTOBEPHOE IIPEUMYIIeCTBO 000UX

pexkuMoB nedyeHus pedykcoctaT 80 Mr 1 pa3 B cyTku u pedbykcoctaTt 120 mr 1 pa3 B
CYTKH 10 CPABHEHHIO C aJIJIONYPUHOJIOM B 00bI4HOM mo3e 300 mr (n = 258)/100 mr (n
= 10) B yMeHbIlIeHHNH KOHIIeHTPallui B CBIBOPOTKE KPOBU MOYEBOU KHUCJIOTHI HUXKE 6

mr/o (357 MKMOJIBL/I).

Hccnedosarnue FACT. UccnegoBanue 3¢ peKTuBHOCTH (hebyKcocTaTa C alIonypruHOII-
koHTponeM (The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3s 3 65110
paHOOMU3UPOBAaHHOE, IBOMHLIM CJIENBIM, MHOTOLIEHTPOBBIM IIPOAOJIKUTEIBHOCTHIO 52
Hemenu. Bcero Obimu paHgoMu3upoBaHbl 760 namueHToB: ¢pebykcoctat 80 mr 1 pa3 B



cyTku (n = 256), pebykcoctaTt 120 mr 1 pa3 B cyTku (n = 251) u amnonypunos 300 mr
1 pa3 B cyTku (n = 253).

HccnemoBanue FACT moka3asio CTaTUCTUYECKU [TOCTOBEPHOE IIPEUMYIIIECTBO 000UX
pexumoB - pebykcoctaT 80 Mr 1 pa3 B cyTku u ¢pedbykcoctat 120 mr 1 pa3 B CyTKH -
10 CPaBHEHUIO C aJIJIONYPUHOJIOM B 00bIYHOM m03e 300 Mr B yMEHbBIIIEHUH U
nogaep2KKe ChIBOPOTOYHOU KOHIIEHTPAIlUM MOYEeBOU KHUCJIOTH HUXKe 6 mr/gn (357
MKMOJIb/JI).

B Tabnuile npencTraBieHbl Pe3yIbTaThl OIIEHKU MEPBUYHON KOHEYHON TOYKU
9(pHEeKTUBHOCTH.

I[Tosiss mallMeHTOB C KOHIIEHTPalluell MO4YeBOM KUCIIOTEL B CHIBOPOTKe <6,0 Mmr/mi (357
MKMOJIb/TI) TIPU TPEX ITOCTIEOHUX e3KeMeCSYHbIX BU3SUTOB

®ebykcocmam 80 me|®ebykcocmam 120 Annonypuros
M
HccaedosaHue Y Y 300/100 me 1 pas 8
1 pas e cymku Mme 1 pas 8 cymku
cymku 1

APEX (28 Hepmenn) 48% * (n=262) 65% *, # (n=269) 22% (n=268)
FACT (52 Hegenmu) [53%* (n=255) 62%* (n=250) 21% (n=251)
06

DENIHCHHDIC 51%%* (n=517) 63%*, # (n=519)  [22% (n=519)
pe3ynbTaThl

1 Pe3synbTaTsl y nanueHToB, nonydaBmux 100 mr 1 pa3 B cyTku (n = 10: mamueHTH C
HCXOOHOU CBIBOPOTOYHOM KOHIIEHTpallueu KpeaTuHuHa> 1,5 mr/gn u < 2,0 Mr/mon) uinun
300 mr 1 pa3 B cyTku (n = 509), B ripoiiecce aHanu3a ObUIN 00bEOUHEHHI.

* P <0,001 o cpaBHeHUIO Cc annonypunosnoMm, # p <0,001 oo cpaBHeHUIo ¢ go3ou 80
MT.

[Tpu npumeHeHuu GHeOyKCOCTATy YMEHbIIIEHNE CHIBOPOTOYHON KOHIIEHTPAIIUU
MOYEBOM KUCJIOTHI OBIIO OBICTPBLIM 1 COMIEPKaIoCh JOIT0. Y MEHbIIIeHNE
KOHIIEHTPAllMd MOYEBOU KUCIIOTHI B CBIBOPOTKE A0 <6,0 Mr/mi (357 MKMOJIb/1)
0TMeYaJioCh yXKe Ha BTOPOU He[elle UCCIIeOBaHUs U COXPaHsIOCh B JalbHEUIIIEM B
TedyeHUe JJe4YeHus.

HccaedosanHue CONFIRMS. VccnegoBanue CONFIRMS 651710 paHIOMU3UPOBAaHHOE
KOHTPOJIMPYyEeMOe HcclefgoBaHue ¢pa3bl 3 IPOAOIXKUTENBHOCTHIO 26 Heieib, KOTOPOe
ITPOBOAUJIIOCH [AJIsA OLIeHKY 6e30macHOCTHU U 3 deKkTuBHOCTU (pebykcocTaTa B go3ax 40
mr 1 80 MIr IO CpaBHEHUIO C aJyIONypuHOJIOM B Ho3ax 300 mr u 200 Mr Ojig mauyveHTOB
C TIomarpoi u runepypukemuen. Bcero 06buu paHIoOMU3UPOBaHEL 2269 MalneHTOoB:
debykcocTaT 40 mr 1 pa3 B cyTku (n = 757), pedbykcoctaTt 80 Mr 1 pa3 B CyTKH (n =



756) u annonypuron 300/200 mr 1 pa3 B cyTku (n = 756). He meHee 65% mmamineHTOB
UMeNIUu HapyIlleHus QyHKINY IT0YeK JIeTKOU U CpeJHEeN CTeNeHH (C KIIMPEHCOM
kKpeatuHuHa 30-89 mn/mMuH). [IpodunakTiKa IPUCTYIIOB ITogarpsl Oblyia 00s13aTeIbHOM
B TeuyeHUue 26 HeOelb.

I[Tosiss malleHTOB C KOHIIEHTPalluel MO4YeBOM KUCIIOTEL B CHIBOPOTKe <6,0 Mmr/mi (357
MKMOJIb/TI) B IOCJIeOHUM BU3UT cocTaBsina 45% mns ¢pedykcoctaty 40 mMr, 67% - ams
dbebykcocTaTty 80 mr u 42% - onst amonypunosia 300/200 M COOTBETCTBEHHO.

[lepBuuHas KOHeYHas TOYKa B HOATPYIIIE HallMeHTOB C HapyHMIeHUSAMU QyHKIINU
mo4YeK

B uccnegoBanum APEX oneHuBanu 3PeKTUBHOCThL IPUMEHEHUS IIpenapara C
y4dactreM 40 manueHTOB C HapylleHUuIMU QYHKINY IT0YeK (TO eCTh C UCXOOHOU
CBHIBOPOTOYHOM KOHIIEHTpalueu KpeaTuHuHa> 1,5 mr/on u < 2,0 mr/omn). Takum
namueHTaM, paHOOMU3UPOBaHHOE B IPYNNY aJIJIONIyPHUHOJIa O03y IIpelapaTa
yMmeHbItanu 0o 100 mr 1 pa3 B cyTku. [lepBudyHas KOHe4YHas1 TOUYKa 3(pGHeKTUBHOCTHA
OblNla MOCTUTHYTA B rpy1iIe ¢ ¢edykcoctaToM B 44% manmenToB (80 Mr 1 pa3 B CyTKH),
45% (120 mr 1 pa3 B cyTku) u 60% (240 mr 1 pa3 B cyTku) 1o cpaBHeHuUio ¢ 0% B
rpymnmnax anmonypuHona 100 mr 1 pa3 B cyTKuU u Iiaie6o.

[Tpu 5TOM KTMHNUYECKHU 3HAYMMBIX PA3/INYNI B CHUKEHUY KOHIIEHTPAIIMU B CEIBOPOTKE
KPOBY MOY€EBOU KUCJIOTH B IIPOLIEHTaX Yy 340POBBIX JOOPOBOJIBIIEB OTMEYEHO HE OBIIIO
He3aBUCHUMO OT QPYHKIIMOHAJILHOTO COCTOSTHUS ITo4YeK (58% B rpyImme ¢ HopMalabHOU
dyHKUIMEN TOYeK U 55% B IpyIIe C TAXKEIbIMUA HapyIIeHUAMU QYHKIUY T0Y€EK).

[IpocnieKTUBHBIN aHasIn3, IPOBEAEHHBIN C ydacTUEeM MNallUeHTOB C IOJarpou u
HapyIleHusIMHU QYHKIIUU o4YeK ¢ nomoinbsio ucciaemopanusa CONFIRMS, nokasar, 4To
dbebykcocTaT OblI 3HAYUTENBHO 3G GHEKTUBHEE: YPOBEHL MOY€EBOM KUCIIOTHI B
CBIBOPOTKE CHHUXKAJICS 00 YPOBHA <6,0 MIr/Oj1 0 CpaBHEHUIO C TAKOBBEIM IIPU
npuMeHeHun annonypuHosna 300 mr/200 Mr y mallmeHTOB C IOJarpoy M HapylIeHUsIMU
(pyHKLIMY TOYEK JIErKOU U CpeHEeU CTeIeHHU TIXKeCTH (65% UCOBITYEeMBIX).

IlepsuyHaa KoHe4YHaAA Mo4Ka 8 nodz2pynne nayueHmos C Cbl8BOPOMOYHOU
KOHUeHmpauueu moueaol Kuciaombol = 10 m2/0n

BrixopHast KOHIIEHTpALUs B CEIBOPOTKE KPOBU MOY€BOU KUCIJIOTHL = 10 Mr/mon
oTMeuajsiach npuMepHo y 40% mainmeHToB (KOMOMHUPOBaHHbIe ucciaenoBanus APEX u
FACT). Cpenou 3TuUX MallMeHTOB IepPBUYHAasA KOHEYHAass TOYKa 3(pHeKTUBHOCTH
(KOHIIeHTpallus B CBIBOPOTKE KPOBU MOYEBOM KMCIOTH <6,0 Mr/on B mocieguue 3
BHU3UTHI) OblJIa JOCTUTHYTaA B nmoarpynmne c pedykcoctatom B 41% nanumeHTos (80 mr 1
pa3 B cyTKHu), ¥ 48% nanueHToB (120 Mmr 1 pa3 B cyTkHu) u 'y 66% namueHToB (240 mr 1
pa3 B CYTKH) IO CpaBHEHUIO ¢ 9% B rpymmne annonypuHona 300 mr/100 mr 1 pa3 B



cytku u 0% B rpymne mnnaie6o.

ITo manseIM uccnemoBanusa CONFIRMS, nosns nauueHTOB, JOCTUTIINX II€PBUYHOU
KOHEYHOU TOYKHU 3(PPeKTUBHOCTHU (KOHIIEHTPAIUs B CBIBOPOTKE KPOBU MOYEBOU
KHCIIOTHl <6,0 MI'/Oj1 B MOC/I€OHUY BU3UT), B IPYyIIIe ITAallMEeHTOB C UCXOOHOU
CHIBOPOTOYHOU KOHIIEHTpalel MO4YeBOU KUCIOTH = 10 MI/Oj, KOTOPBIE II0JIy4daliu
dbebykcoctaT 40 Mr 1 pa3 B CYTKH, COCTaBJIsIZIa COOTBETCTBEHHO 27% (66/249),
debykrcocTaTt 80 Mr 1 pa3 B cyTku 49% (125/254) u annonypuron 300 mr/200 mr 1 pas
B cyTku 31% (72/230).

KauHuuecKue pe3ysbmamul: NpoOUuEHM NAyUeHmMo8, HyHcodrnuL,uxca 8 mepanuu
npucmynog nodazpbul

HccaedosarHue APEX. B TeueHue 8-HenenbHOTO IMTPOPUIaKTUYECKOTO IIepruoaa
MalMeHTH C TepaleBTUUECKOM rpynnsl pedbykcoctaTty 120 Mr (36%), KOTOphIE
HY2KOaJIuCh B Tepalliy NPUCTYIIOB MOAarpsl, CPaBHUBAJIMCH C ITAllMeHTaMM, KOTOPHIE
npuMensanu pedykcoctaTt 80 mr (28%), annonypuron 300 mr (23%) u mnare6o (20% ).
YacToTa nIpUCTYyIOB ObIJIa BHIIIE IIOCJIEe MPOPUITaKTUYECKOTrO ITepruoaa U CO BpeMeHeM
IOCTeneHHO cHuXkKasnack. OT 46 0o 55% nanueHTOB IIPOBOOUIIN JIEYEHHUS IIPUCTYIIOB
nomarpsl ¢ 8 Hemenu u ¢ 28 Hegenu. [IpucTynsl mogarpsl, BO3HUKIIINE B TEYEHUE
ImocJiegHUX 4-X Helenb UCIIbITaHuM (24-28 Hemenu), Habmomanuck y 15% maiueHTOB
(hedbykcoctat 80, 120 mr), 14% namuenToB (ammonypunos 300 mr) u 20% naueHTOB
(nnae0o).

Hccnedosarnue FACT. B TedyeHue 8-HegelbHOT0 NPOPUIaKTUYECKOTr 0 epruoaa
MMallMeHTHl C TepaleBTUYeCcKou rpymnmkl pedykcoctaTty 120 Mr (36%), KOTOpBIE
HY2K[AJIMCh B TepPaITUu ITPUCTYIIOB MOJarphsl, CPaBHUBAJIMCH C MallieHTaMu 00eux
TepaleBTUYECKUX I'PYII, rae npuMeHsnu pedbykcoctaTt 80 Mr (22%) ¥ aniomnypuHOII
300 mr (21%). ITocne 8-HemenbHOrO MPOPUIAKTUYECKOr0 IIepruoaa 4acToTa
IPUCTYIIOB YBEJINYMIIaCh U CO BpEMEHEM IIOCTeneHHO cHu3umnachk (64% u 70%
MMal¥eHTOB, MTOJIyYyaBIINX JIeUeHHe 110 ITOBOAY IIPUCTYIIOB ITOgarpsl ¢ 8-52 Hepenu).
[TpucTynsl mogarpsl B TeUeHUe IOCIeqHuX 4-X Henenb UcnblTanuu (49-52 Hegenn)
Habmroganuch y 6-8% mnanuenToB (hedykcoctat 80 mr, 120 mr) u B 11% mamueHTOB
(ammomypuuomn 300 mr).

Ilons TTaliMeHTOB, HYKIAIOIINXCS B JIeYeHUN 000CTPeHUM mogarpsl (1cciegoBaHue
APEX u FACT), Oblita HU2Ke B TPyIIIax, rae CpegHsass KOHIIeHTpalllus MOYeBOM KUCIIOTHI
B CBIBOPOTKE IIOCJIe JIe4eHUs YMeHbllaaach 1o <6,0 mr/oi, <5,0 mr/on unu <4, 0
MT/[J1 II0 CPaBHEHUIO C TPyNIlaMy, B KOTOPHIX CPeOHUNM YPOBEHb MOYEBOU KHUCIOTHI
cocTtaBnan = 6,0 Mr/on B mocnengHue 32 Hepgenu nedeHusd (c 20-24 Hepgenu 1o 49-52
HeOeso).



Bo Bpems uccnenoBanusi CONFIRMS pons nainueHTOB, HYKOAMLIUXCS JIeYUEeHU T
OpucTyIoB nogarpsl (1 geHb Kaxkaeie 6 MecsieB), coctaBuna 31% u 25% B rpynnax,
MMOJIy4YaBIIIUX COOTBETCTBEHHO pebykcocTaT 80 MI 1 ajyIonypUHOJI. Pa3nuyuii B
COOTHOIIIEHNY NMalUeHTOB, HyKOAIOIIUXCS B JIEUEHUHU PUCTYIIOB ITOAArphl, MEXKOy
rpynnamu, npuMmeHsanu ¢pedykcoctat 80 mr u 40 MI, He OTMeYasioCh.

,HO/IZOCquHble pacwupeHHble OmKpbvlmbsle uccsnedos8aHus

HccnemoBanue EXCEL (C02-021). MccnegoBanue EXCEL OblI0 TPeXJIETHUM,
OTKPBITHIM, MyNIbTUIIEHTPOBOE, PAHOIOMHU3UPOBAHHOE, PACIIUPEHHBIM, aJlJIONYPUHOJI-
KOHTPOJIMPYEMBIM UCCIe0oBaHreM 0e30macHOCTH a3kl 3, KOTOPOE IIPOBOAUIIOCH OIS
OlleHKU 0e30ITaCHOCTHU C Y4aCTHEM MallueHTOB, IPOIIeAIINX OCHOBHbIE MCCIIENOBaHUS
da3sr 3 (APEX unu FACT). Bcero B uccnemoBaHue Ob110 BK/II0o4eHO 1086 maimeHTOB:
dbebykcocTtaT 80 Mr 1 pa3 B cyTku (n = 649), pebykcoctaTt 120 mr 1 pa3 B cyTKH (n =
292) u annonypunon 300/100 mr 1 pa3 B cyTku (n = 145). [IpumepHO A1 69%
MMaleHTOB KOPPEKIIUS TePanuu sl JOCTUXKEHUST OKOHYATEeJIbHOTO CTaOUJIbHOTO
JledeHus1 He TpeboBanocCh. [TalineHThl, yPOBHE CHIBOPOTOYHOMN KOHIIEHTPAIIUU MOYEBOMU
KHCJIOTHI B KOTOPHIX ITPH TPEXKPATHOM ITI0CJIeIOBATEIbHOM N3MEPEHUN COCTaBIISIIN >
6,0 Mr/m, OBITH UCKITIOYUEHBl U3 UCCIeI0OBaHUS.

YpoBHU KOHIIEHTPAILIMU B CHIBOPOTKE KPOBU MOYEBOU KUCIIOTHI C TEYEHHEM BPpEMEHU
He u3MeHuIuch (Hanpumep, B 91% u 93% naieHTOB, CHavYaslia IPUMEHSIIN
¢ebykcocTaT B go3ax coorBeTcTBeHHO 80 Mr u 120 MI, ypoBHE CHIBOPOTOYHOMU
KOHIIEHTPAIMX1 MOYEBOM KUCIJIOTHI COCTaBIsANU <6,0 Mr/gn 36- M Mecs1ie).

[To maHHBIM TpPeXJIeTHero HabmoaeHus y MeHee yeM 4% IallMeHTOB, HYKOaIINXCS B
JIeYeHUU IIPUCTYIIOB, OTMEYEHO YMEeHbIIIeHe YaCTOThHI IPUCTYIIOB ITogarpel Ha 16-24
Mecsita u 30-36 mecsia (To ecth 6onee yeM y 96% marimeHTOB HEOOXOOUMOCTD B
JIeYeHUU IIPUCTYIIOB OTCYTCTBYET).

B 46% u 38% maiueHTOB, IOIy4YaBIINX OKOHYATEIbHOE CTaOUJIbHOE JIeYeHU s
¢pebykcocTaToM cooTBeTCTBEHHO B o3e 80 unu 120 mr 1 pa3 B cyTKH, HaO/II0OOanoCch
[IOJTHOE UCUYEe3HOBEHME IIEPBUYHOTO MMaJIbIUPyeMOro ToQyChH OT Hadaja o
IOCJIefHEero BU3UuTa.

HccnemoBanme FOCUS (TMX-01-005) ObI7I0 ISITUIETHUM, OTKPHITHIM,
MynbTUIIEHTPOBOE, PacCIINpPEeHHBIM HUCCIefoBaHueM 0e30IacHOCTH (Ga3Hl 2,
IIPOBOAUBIIETOCS C y4aCTHUEM [TallMeHTOB, 3aKOHYUBIINX 4-HeOeIbHBIN IIPUEM
(ebykcocTaTy C HBOMHBLIM CJIEIIBIM MO3UPOBKOU B UctbiTaHuu TMX-00-004.
HUccnepoBanue BKIO4Yaio 116 manmeHToB, IOIy4YaBIIuX CHadana gedykcoctaT 80 Mr
1 pa3 B cyTku. 1511 62% manuyeHTOB OJi IOAOEPXKaHUs YPOBHSI CEIBOPOTOYHOU
KOHIIEHTPAIIMH MOYEeBOM KHMCJIOTHI MeHee 6,0 MI/mj1 KOppeKIius 03kLl He TPeOOoBajIoCh,



a 38% mnalnumeHTOB HyXKOaJIMCh B KOPPEKIINHU O03Hl OIS JOCTUXKEHUS OKOHYaTeIbHOU
cTaOUIbHOM KOHIIEHTPAIINH.

IloJis1 maleHTOB C YPOBHEM CHIBOPOTOYHOU KOHIIEHTPALIMU MOYEBOU KUCIIOTHI MEHEe
6,0 mr/on (357 MKMOJIB/TI) BO BpeMsi IIOCJIeJHero Bu3nuTa coctanisia 6omnee 80% (81-
100%) mnsa Kaxpou u3 rpynn mo go3e pebyKkcocTary.

B daze 3 KIMHUYECKUX UCCIeOOBAHUM Y MMAllMEeHTOB, IToJIyYaBIux ¢edyKcocTar,
HabIofanrch He3HAaYNTEIbHEIe U3MEeHeHUI MeYeHOYHEIX IToKa3aTesnei (5,0%).
YacToTa JaHHBLIX U3MEHEeHUM Obljia CXOOHa C TAKOBOM IIPU IPUMEHEeHU!U
annomnypuHona (4,2%). B 1oaroCcpo4YHBIX OTKPBITHIX PaCIIUPEHHBIX UCCIIEeJOBaHUAX Y
MMalMeHTOoB, MmojrydaBiux ¢pedykcocrtart (5,5%) unu annonypuron (5,8%) B TeueHue
OJIUTEJIbHOTO BPEMEHU, OTMeYasioCh IMoBhIIIeHue ypoBHA TTT (> 5,5 MKMO/Mi).

CuHOpom au3uca onyxoau (CJIII)

SdbderkTUBHOCTh U 6€30IIaCHOCTh MpUMeHeHus ¢pedyKcocTaTy A NPoGUuIakKTUKU U
nevenus npu CJIIT ounenuBanu B ucciaegoBanuu FLORENCE (FLO-01). ®ebykcocTaTt
IIPOOEMOHCTPUPOBAJI JIYUIlyio U 6oJiee OBICTPOe OelCTBUE 0 CHUXKEHUIO YPOBHS
ypaTOB CPaBHEHMIO C aJlJIONTYPUHOJIOM.

FLORENCE npepncTtaBisano coboit pangoMusupoBanHoe (1:1), mBoiiHOe crermoe,
OIIOpHOEe uccnenoBaHus ¢as3kwl 111, mpoBemeHHOE 11t cpaBHEeHUs GebyKcocTaT B
mo3upoBke 120 Mmr 1 pa3 B CyTKHU U annonypuHoia B go3upoBke 200-600 Mr B CyTKU
(cpemHss cyTO4YHas mO3a ajljIonypuHOIa) [+ cTaHOapTHOE OTKJIOHeHue |: 349,7 +
112,90 Mr) B yCIOBUSAX KOHTPOJISI KOHIIEHTPALIMM MOYEBOU KHUCJIOTHI B CHIBOPOTKE
KpoBHU. M30paHHbIe MallieHTHI HOJIKHEI OBINTH OBITH KaHOUOATaMU [OJIS JTeYeHUs
aJUIONYPHUHOJIOM MJIM He UMEeTh OOCTYIIa K pacOypukase. [lepBUYHbIe KOHEYHBLIE TOYKHU
IIpefCTaBIsiIu COO0M ITomafgb IOA KPUBOM KOHIIEHTPAIMU MOYEBOM KHUCIIOTH B
ceiBOopoTKe (AUC sUA1-8) u usMeHeHNe YPOBHA KpeaTUHUHA B CHIBOPOTKE (SC), ¢
IIEePBOT0 10 BOCbMOU OEeHb KaxKaas.

K unccnenoBaHue OBIJIO BKJIIOUEHO 346 allMeHTOB C TeMaTOJIOTUYEeCKUMU
3710Ka4YeCTBEHHBIMM HOBOOOPA30BaHUSAMHU, ITOTyYalOIUX XUMHAOTEPAIINIO ¥ UMEeJIN
CPEeOHIOK/BBEICOKYIO CcTeneHb puckKa pa3sutus CJIII. Cpegree 3Hauenue AUC sUA1-8
(Mr X 4/mi) OBIJIO 3HAUYUTENIBHO HUXKe ITpu npueme pedykcoctaty (514,0 £ 225,71 1o
cpaBHeHuio ¢ 708,0 = 234,42; cpegHee HaUMEHbBIINX KBaApPaTOB IOJISI Pa3HUIIHL: -
196,794 [95% moBepuTenbHOTO HHTEepBana : -238,600; -154,988]; p <0,0001). Kpome
TOTO, CPEJHUY CHIBOPOTOYHBIM YPOBEHb MOUYEBOM KMUCIIOTHI OBbIJT 3HAYUTEJILHO HUXKE
Ipu IpuMeHeHUU (pebyKcocTaTy, HaunHasa C IepBhIX 24 YacoB JIe4YeHUs U B JTII000U
MIOCNIEeOYIOITUM MOMEHT BpeMeH’. CTaTUCTUYECKH 3HAYUMBIX PA3JIMYNU 110 CPETHUM
comepsKaHueM ChIBOPOTOYHOTO KpeaTuHuHa (%) Mexnay ¢ebykcocTaToM u
anmonypuHosioM He Owio (-0,83 = 26,98 mo cpaBHeHwuto ¢ 4,92 + 16,70



COOTBETCTBEHHO; CpeiHee HaUMEHbBIINNUX KBaapaToB s pa3Huilbl: 4,0970 [95%
OOBEPUTENBHOTO HHTEepPBana: -0,6467; 8,8406]; p = 0,0903). C yueTOM BTOPHUYUHBIX
KOHEYHBIX TOUYEK, CTaTUCTUYECKHN 3HAUYUMBIX PA3/INYMNM 110 9YaCTOTE Pa3BUTHUSA
nabopaTopHo nonaTBepxkaeHHoro CJITT He 65110 (8,1% u 9,2% mns debykcocTaTa u
aJIJIONyPUHOJIa COOTBETCTBEHHO; OTHOCUTENbHBIN pUCK: 0,875 [95% moBepUTENBHOTO
uHTepBana: 0,4408; 1,7369 ]; p = 0,8488) u KIUHUKYK CUHOPOMAa pacmnaja OIyXOJIu He
on1110 (1,7% u 1,2% pnsa ¢pebykcocTaTa U alJIONypPHUHOIa COOTBETCTBEHHO;
OTHOCHUTeNbHBIN PUCK: 0,994 [95% moBepuTenbHOro nHteppana: 0,9691; 1,0199]; p =
1,0000). HYacToTa BCex MPU3HAKOB U CUMIITOMOB, BO3SHUKIIIUX BO BpeMs JIEUEHHUS, a
TaK>Ke ITOOOYHLIX peaKIui cocTaBnsmna 67,6% 1o cpaBHeHUIo ¢ 64,7% u 6,4% 110
cpaBHeHUIO C 6,4% mns pebyKkcocTaTa M aJlyIONyPHHOJIa COOTBETCTBEHHO. B
nccnenoBanu FLORENCE ¢gebykcocTaT IpoOeMOHCTPHUPOBAI IyUIlyio u 6oee
OBICTPYIO OEMCTBUE 110 CHUXKEHUIO YPOBHS MOYEBOM KUCJIOTHI B CLIBOPOTKE KPOBU II0
CpPaBHEHUIO C alJIoNypuHonIoM. [laHHBIe OJisi cpaBHeHUs pebyKkcocTaTa U pacOypuKaskb
B HaCTOsIIIIee BpeMS OTCYTCTBYIOT. bGEKTUBHOCTh U 0€30IIaCHOCTh ITPUMEHEHU
(ebykcocTaTa He yCTaHOBJIEHHI AJIS MAIIMEHTOB C OCTPHIM TskenbiM CJII, HanmpuMep
MMalleHTOB, Y KOTOPBIX OPyrue BUOLI TEPAIUHU OJisi CHUKEHHUS YPaTOB He OENCTBYIOT.

(I)apMaKOKHHeTHKa

Y 300poBBIX MOOPOBOJILIIEB MaKCUMalbHasi KOHIIEHTPAllus B IJla3Me KPOBU (max) u
nsoimans non Kpusou (AUC) yBeIHM4YKWBaJIUCh IIPOMOPLIMOHATIBHO J03€ II0CTIe
OOHOKPATHOTO ¥ MHOTOKpPaTHOTO IIpuMeHeHUs pedykcocTaTa B fo3ax oT 10 go 120 mr.
[Tpu mozax ot 120 go 300 mr yBenuueHue AUC ObIs1o 60Jbllle, YeM ITPOTIOPLMOHAILHO
nose. [Tpu npumenenuu no3 10-240 mr Kaxpable 24 4aca HakonseHus pebykcocraTa
He OTMedasiochk. [IpeamnonaraeMbli CPEOHUU TEPMUHAJILHBIA IIE€PUO[ II0JIyBEIBEIEHUS
(t1/2) dpebykcocTaTa COCTaBJISAI IIPUMEPHO 5-8 YacoB. BhiI IpOBeeH MONYJISIIUOHHBIN
aHanm3 papMaKOKMHETUKYN/(papMaKOOUHAMUKY I10 JaHHBIM, IIOTy4YE€HHBIM C Y4aCTUEM
211 mauMeHTOB C TUIIEPYPUKEMUEN U ITOOArpoi, KOTOphkle MpuMeHsinu pebykcocTaT B
mo3ax 40-240 mr 1 pa3 B CyTKU. B 11e710M 1IO/Tly4YeHHbBIE 3HAaYEHU S
(papMaKOKUHETUYECKUX ITapaMeTPOB COOTBETCTBYIOT TAKOBEIM y 30OPOBHIX
noOpOBOJIBIIEB, KOTOPHIE, CII€OOBATEJIbHO, SIBJITETCS XOPOIIIEed MOIENbIO I OLIeHKHU
(papmakokuHeTUKY/apMaKOOUHAMHUKM IIpeliapaTa y HalieHTOB C IoJarpou.

BcacvieaHus. ®ebykcocTaT OBICTPO (tmax (BpeMs HOCTUKEHUSI MaKCUMaJIbHOM’
KoHIeHTpauuu) 1,0-1,5 yaca) u xopoio (o kparHeud Mmepe 84%) BcacwiBaeTcs. [1pu
OOHOKpPATHOM X MHOTOKPATHOM ImpuMeHeHuu pedykcocTaTa IIepopaabHo B mo3ax 80
Mmr unu 120 mr 1 pa3 B CyTKH MaKCHMaJibHasi KOHIEHTpPaLus COOTBETCTBEHHO
cocrtaBnseT 2,8-3,2 Mr/mn u 5,0-5,3 MKr/mi. A6ConoTHOe 6MOAOCTYIIHOCTE TabIeTOK
(pebykcocTaTa He aHanMU3upPoOBasu. [Ipy MHOTOKpaTHOM NpuMeHeHuu B mo3e 80 mr 1
pa3 B CyTKHU UJIM IIPU OOJHOKPAaTHOM IIpUMeHeHUHU B fo3e 120 Mr B coueTaHUM C



XKUPHOU MUIleN MaKCUMaJibHasl KOHIleHTpalusa yMeHblnanack Ha 49% u 38%, a AUC -
Ha 18% u 16% cooTrBeTCcTBEHHO. OQHAKO 3TO HE COIIPOBOXKAJIOCh KIIMHUYECKU
3HAYUMBIMU U3MEHEHUSIMHU CTEIIEHU YMEHBIIEeHUS YPOBHSA MOYEBOM KUCJIOTHL B
CHIBOPOTKE KPOBU (IIpU MHOTOKpPAaTHOM ITpuMeHeHUU B mo3e 80 mr). UTak ¢pebykcocTar
MOKHO ITPUMEHSATH HE3aBUCHUMO OT IIpUeMa IHUIIIH.

Pacnpedenenue. [IpenmnonaraemMeii 00beM pacupenesieHus B PaBHOBECHOM COCTOSSHUU
(Vss/F) pnsa ¢pebykcocTtaTa MeHsieTcs OT 29 mo 75 71 mocJie mepopaabHOT0 IPUMEHEHUT
B mo3e 10-300 mr. CteneHb cBs3bIBaHUSA (peOyKcocTaTa ¢ 6eIKaMu Ij1a3Mbl KPOBU
(rmaBHBIM 00pa3oM c anbOyMuHOM) cocTaBisieT 99,2% u He U3MEHSETCS IPU
noBbieHuu 003k ¢ 80 mo 120 mr. [In1s aKTUBHBIX MeTabomuTOB (hebyKcocTaTa
CTeIleHb CBSI3bIBaHUSI C OeJIKaMU IIJIa3Mbl KPOBU KoyebneTcs oT 82 mo 91%.

Memab6oausm. ®ebyKcocTaT aKTUBHO MeTab0IM3UPYyEeTCs IyTEM KOHBIOTAIIUHU C
y4gactueM ypunuagudocharriiokypoHuntpancdepassl (VI O-
TIIOKYyPOHUNITPaHCdepaskl) U OKUCJIEHUS IIPU y4acTUU (PePMEHTOB CUCTEMBI
nutoxpoMa P450 (CYP). Bcero uneHTHGUIIMPOBAHO 4 (papMaKOIOTNYECKH aKTUBHBIX
TUAPOKCUIIBHBIX MeTab0muTOB pebyKcocTaTy, 3 U3 HUX ObITM OOHAPY2KEHHI B IIJIa3Me
4yeJioBeKa. MccremoBaHus in vitro Ha MUKpOCOMaX IIeYeHHU YeJjioBeKa IoKa3alv, 4To
9TU OKUCJIEHHBIE MeTa0O0IUTH 00Pa3yI0TCs IPEUMYIIIECTBEHHO IO e CTBUEM
CYP1A1, CYP1A2, CYP2C8 unu CYP2C9, Torma Kak ¢peOyKcocTaT I'TIOKYPOHHUT,
oOpasyeTcs riI1aBHBIM 00pa3oM nop geiicteueM Y @-rinokypoHuntpancdepassr 1A1,
1A8 u 1A9.

BvigedeHue. ®ebyKcocTaT BEIBOOUTCS U3 OpraHu3Ma depes ledeHb U Mo4dkKu. [Tocre
rnepopa’snbHoro npuMeHenus: 14C-dpebykcoctaTy B mo3e 80 mr mpumepHo 49%
BBIBOZIMJIOCH C MO4YOM B HeM3MeHeHHOM Bupe ¢pebykcocrtaTta (3%), alluIrIioKypoHuaa
nemicTByloiero BemniectBa (30%), U3BECTHBIX OKUCIJIEHHBIX METAa00IUTOB U UX
KOHBIOTATOB (13%) 1 mpyrux Heu3BeCTHHIX MeTabonmuToB ( 3%). Kpome moyeuHou
S9KCKpenuu, NpuMepHo 45% [o3bl BEIBOOUIIOCH C KAJIOM B HEM3MEHEHHOM BUE
dedbykrcocTaTa (12%), anunriioKypoHUAa AeucTByomero BemecTtBa (1%), U3BECTHBIX
OKMCJIEHHBIX MEeTAaOOIUTOB U UX KOHBIOTATOB (25%) 1 OPYTrUX HEM3BECTHBIX
MeTabonuToB (7%).

IToueuHas HedocmamouyHOCMb.

[Tpu MHOTOKpaTHOM ITpuMeHeHUHn pebykcocTaTa B fo3e 80 Mr He OBIJIO OTMEYEHO
n3MeHeHn Cmax pebykcocTaTa y IMallieHTOB C JIETKOMN, YMEPEHHOU UJIU TSXKeEJT0n
IMOYEeYHOU HEJOCTAaTOYHOCTHIO II0 CPAaBHEHHIO C MTallieHTaMM C HOpMaJbHOU (QPYHKIIMEN
nouek. Cpeguss o6masa AUC ¢pebykcocTtaTa yBenudmuBasach mpuMepHo B 1,8 pa3sa: or
7,5 MKT X 49ac/M7 y IIallieHTOB C HOPMaJIbHOU QPyHKIIMEN modek m0 13,2 MKTr X Jac/Mi
y HalMeHTOB C TAXKeJION M0Ye4YHOU HeJoCcTaTOYHOCThI0. Cmax u AUC aKTUBHBIX
MeTabO0JIMTOB MOBHIIIAIMCE B 2 ¥ 4 pa3a COOTBETCTBeHHO. OgHAKO IallieHTaM C



IO4YEe4YHOU HEeOJOCTAaTOYHOCTHIO JIETKOU UJIN YMEPEHHOU CTEIIeHU KOPPEKIU OJO3bI
JIEKapPCTBEHHOI'O CPefCTBa He HyXKHa.

ITeyeHouHass HeOoCcMAamMoYHOCMb.

[Tpu MHOTOKpaTHOM ITpuMeHeHUHn pebykcocTaTa B fo3e 80 Mr He OBIJIO OTMEYEHO
cyulecTBeHHBIX u3MeHeHnl Cmax 1 AUC ¢pebykcocTtaTa U ero MeTabOJIUTOB Y
HalneHTOoB C nerkou (Kmacc A 1o mkasne Yauna-I1si0) u ymepeHHOU (Kinacc B mo
mkasie Yauna-I1ei0) medyeHOYHOM HEeJOCTaTOYHOCTHIO [0 CPaBHEHUIO C IallueHTaMU C
HOpMaJIbHOU QPyHKIIMEN nedyeHu. McciemoBaHue JIEKapCTBEHHOTO CPeaCcTBa Y
MallMeHTOB C TSAXKEeJIOW NeYeHOYHOM HeJOCTaTOYHOCThIO (Krnacc C mo mikane Yaung-
I1p10) HE TPOBOAUIIOCH.

Bospacm.

[Tpu MHOTOKpPAaTHOM I1epopajibHOM ITpuMeHeHUMn ¢pebyKcocTaTa He OBIJIIO OTMEYEHO
cymectBeHHBIX n3MeHeHul AUC ¢ebykcocTtaTa ¥ ero MeTabOJIUTOB Y ITAallUEHTOB
IIOZKUJIOT0 BO3pacTa 10 CPAaBHEHUIO C MOJIOOBIMU 3TOPOBBIMU JOOPOBOJIbLIAMU.

Iloan.

[Tpu MHOTOKpaTHOM IlepopanabHOM npuMeHeHun pedykcoctata C max u AUC
dbebykrcocTaTa y KeHIIUH 6bUtu Ha 24% u 12% BEHIIIIE COOTBETCTBEHHO, YEM Y MYXKYUH.
OpgHako MakcuMalbHasd KoHIeHTpauusda u AUC, CKOppeKTHUPOBaHHEIE IO Macce TeJa,
OBINIM TIOXO0XKM [J1s1 00eux I'PYII, II03TOMY U3MeHeHue Oo3k ¢hebyKkcocTaTa B
3aBUCHUMOCTH OT [I0JIa He HyXKHa.

IToxa3zanus

EBPO®EFB 8 0o3e 80 me2 u 120 me:

JleyeHre XPOHNYECKON TUIIEePyPUKEMUU IPU 3a00JIeBaHUSIX, COITPOBOKIAIOITUXCSI
OTJIOKEHUEM KPUCTAJIJIOB YPaTOB, B TOM YUCJIE IIPU HATUYUU TOPYCOB U/UITH
IMOJarpuYecKoro apTpuTa B HaCTOSIIlee BpeMS UJIM B aHaMHe3e.

EBPO®EFB 8 0o3e 120 me:

JleyeHune u npodurakTUKa TUIIePYPUKEMUN Y B3POCIILIX MAIllMeHTOB, IOABEePTalIIUXCs
XUMUOTEPAIINH I10 TTIOBOIy TeMaTOJIOTUYeCKUX 3JTOKaYeCTBEHHBIX HOBOOOPAa30BaHUM C
YMEPEHHBLIM HUJIM BEICOKUM PHCKOM CuUHOpoMa nu3uca onyxonu (CJIII).

EBPO®EB noka3aH 83p0OC/AblM NAUUEHMAM.

IIporTuBONIOKAa3aHUA



[MmepYyBCTBUTEJILHOCTD K aKTUBHOMY BeIleCTBY WU JTII000M OpyTroi
BCIIOMOTaTEJIbHOI'O BellleCTBa IIpenapara, yKka3aHHOU B pa3pgesie «CocTas».

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHObI
B3aMMOIEeHUCTBHHU

MepkanmonypuH/a3zamuonpuH.

B cooTBeTCTBUM C MEXaHM3MOM CBOETro mercTBusa (pebyKcocTaT MOmaBiIsieT
KCAaHTUHOKCHIA3hl, I03TOMY OOTHOBPEMEHHOE IPUMEHEHNE HE PEKOMEHOYeTCs.
YrHueTeHre KCAaHTHHOKCHIA3EI MOXKET IIPHUBOAUTH K IMOBHIIIEHUIO KOHIIEHTPAIIUH 0001X
IIperapaToB B IIJIa3Me, YTO MOXKET BhI3BaTh TOKCUYECKYIO peakiuio. FMcciengoBaHue
B3auMopencTBus ¢pedykcocTaTa C mpernapaTaMi, KOTOpble MeTab0oIUu3UPYIOTCSI
KCAaHTHHOKCH/A3bl, He IIPOBOUINCE.

HccnemoBanue B3auMoaencTBusa ¢pedyKcocTaTa IIPU IIMTOTOKCUYECKON XUMUOTEPaIuu
He MMPOBOOUIKNCH. B mpoliecce omopHOTo uccnemoBanus namnueHTaMm ¢ CJIII ¢
HECKOJIBKUMHU pexXuMaMi XUMHUOTepanuu npeaHa3dHadarncs ¢gedykcoctat B mo3e 120
MT, BKJII0OYasi MOHOKJIOHaJIbHbBIE aHTUTesla. OgHaKO BO BpeMS 3TOr'0 UCCJIedOBaHuU
B3aMMOJEeUCTBUS JIEKapPCTBEHHBIU IIpellapaT-ieKapCTBEHHBIN IIpenapaTr U
JIeKapCTBEHHBIN IIpenapaT-3aboeBaHue He UCClIeqoBaauch. [I03TOMy BO3MOXKHOCTh
B3aMMOMENCTBUS C JIIOOBIMU ITMTOTOKCUYECKNMH IIpernapaTaMi, COBMECTHO
Ha3HA4YalOTCs UCKII0YaTh HEJIb35.

Poszueauma3zoH/cybcmpamul CYP2CS8.

debykcocTaT siBnsieTcs cinabbiM unruoburTopom CYP2C8 in vitro. B mpouecce
KCCIIeIOBaHUS ¥ 3[IOPOBLIX MOOPOBOJIBIIEB COUEeTaHHOE MpuMeHeHue 120 mMr
¢ebykcocTaTy 1 pa3 B CyTKM ¥ OOHOPA30BOM MepopasibHO IPUHSITOM O3Bl
pocurnuTa3oHa 4 Mr He BIIUAJIO Ha PapMaKOKWHETUKY POCUTITINTA30HAa U €ro
MeTabonuTa N-Ie3MeTUIPO3UTrInTa30Hy, JEMOHCTPUPYIOIINH, 4TO (pebyKcocTaT He
yraetaetT pepmeHT CYP2CS8 in vivo. TakuM 06pa3oM, OOHOBPEMEHHOE BBE[IEHUE
dbebykcocTaTy U pocuUriuTaldoHa unm apyrux cyocrpatoB CYP2C8 He TpebyeT
KOPPEKIIUU O03bl 3TUX IIPEenapaTos.

TeopunnuH.

[TpoBegeHO MccieqoBaHUEe B3aUMOIEUCTBUS (PeOyKCOCTaTy C ydaCTUEM 3[TOPOBBIX
nOOPOBOJIBIIEB ISl OLIEHKU BIIUSTHUS YTHETEHNE KCAaHTUHOKCHUIA3kl Ha YBETUYEHUE
YPOBHSI TeODUIIIMHA B ITUPKYJINPYIOIIe KPpoBU, HaOIofaBIlieecs C APYyTrUMU
MHTrUOMTOPaAaMU KCAaHTUHOKCHUA3bl. Pe3ynbTaTh UCCIeOOBaHUS ITOKA3aau, YTO IIPU
OOHOBpPEeMeHHOM IIpuMeHeHUu ¢pebykcoctaTty B mo3e 80 Mr u TeodpunnuHa B gole 400
MT He OBIJI0 HUKaKUX (hapMaKOKMHETUYECKUX B3aUMOJENCTBUY UJIM BIUSHUS Ha



6e3omacHOCTh TeodunnuHa. TakuMm o6pa3om, pedbykcocTaT B mo3e 80 MI MOKHO
MIPUMEHSITh OMHOBPEMEHHO C TeODUIIITMHOM 6€3 0COOBIX OTOBOPOK. [JaHHBIX O HO3HI
debykcocTaTy 120 Mr HeT.

HanpokceH u Opyaue uHaubumopbul 2/110KYPOHU3AUUU.

MeTabonu3M ¢pebyKcocTaTy 3aBUCUT OT aKTUBHOCTU depmeHTa Y [ O-
rIIOKypoHuNTPaHcdepassl. JleKapcTBEHHBIE CPECTBA, MOOAaBISIOIINE IPOIIECC
TIIOKYPOHM3aIlluy, HalPpUMEP HECTEPOUAHbIE IPOTUBOBOCIIAJINTEIbPHEIE CPENCTBA
(HIIBC) u nmpobeHeln, TeOpeTUYeCKy MOTYT BIUSITh Ha BeiBeeHue ¢pedykcocrarTa. Y
3[I0POBLIX MOOPOBOJIBIIEB ITPU OOHOBPEMEHHOM IIpUMeHeHuu ¢pebyKcocTaTa U
HaImpokceHa 1o 250 Mr 2 pa3a B CyTKHU HaOJII00aioCch yCUIeHUe IelCTBUS
pebykrcocTaTa (Cmax coctaBnseT 28%, AUC- 41%, t1/2 26%). B npoiiecce
KIMHUYECKUX UCCIeIOBaHUY ITPUMEHEeHUs HalmpokceHa u apyrux HITBC/uHrubuTopoB
LIOT'-2 He COIIPOBOXKIAIOCh KIMHUYECKU 3HAUUMBIM YBeIUYeHeM IMOOOYHBIX
peaKiuu.

debykcocTaT MOXKHO ITPUMEHSATHL OMHOBPEMEHHO C HAIIPOKCEHOM 0e3 U3MEHEHUS UX
OO3HI.

HHOyKmopbl 2/110KypoHU3auuU.

Momiable HHOYKTOPH pepMenTa Y O-rmoKypoHUITpaHcdepa3bl MOTYT yCUIUBATh
MeTaboIu3M U CHUKATh 9PHeKTUBHOCTE ¢pebyKkcocTaTa. Y NalMeHTOB, TPUHUMAIOIINX
MOIIIHEIe UHOYKTOPEI IIIOKYPOHU3alluu, PEKOMEHIyeTCsI KOHTPOJIUPOBaTh YPOBEHbD
MOYEeBOU KHCJIOTHI B IIJIa3Me dyepe3 1-2 Hegenu OOHOBPEMEHHOU Tepanuu. [Ipu oTMeHe
WHOYKTOPA TJIIOKYPOHU3allMy BO3MOZKHO MOBHIIIIEHUE YPOBHS (peOyKcocTaTa B IIJla3Me.

KosaxuuuH/uHOomemauuH/2udpoxsopomua3ud/eappapuH.

debyKCcoOCTaT MOKHO ITPUMEHSITh OOHOBPEMEHHO C KOJIXHUITMHOM HUJIX MHOOMETAIIMHOM
0e3 u3MeHeHus J03bl IpernapaTos.

Takzke He Hy?KHO MeHSTh 003y (pebyKkcocTaTy Ipu OOHOBPEMEHHOM IIPUMEHEHUH C
TUOPOXJIOPOTHA3UOM.

OnHOBpeMeHHOe IIpuMeHeHne pebyKkcocTaTy ¢ BapdapuHOM He TpeOyeT U3MeHEeHU
0035l mocnenHero. [I[puMeHeHMe y 3M0POBEIX M0OPOBOIbIEB pebykcocTaTy (80 Mr umu
120 mr 1 pa3 B cyTKM) C BaphapruHOM He BIuSAeT Ha (apMaKOKMHETHUKY IIOCJIEOHETO.
OnHOBpeMeHHOe ITpuMeHeHHne ¢ peOyKcocTaToOM TakKxKe He Bnusaino Ha MHO u
aKTUBHOCTH (pakTopa VII.

Ie3unpamur/cyocmpamusr CYP2D6.



[To maHHBIM, IOJIyYEHHHIM in vitro, pebykcocTaT ABNsIeTCSA CI1abObIM UHTUOUTOPOM
CYP2D6. B nporiecce ucciemoBaHui ¢ y4aCTUEM 3[T0POBBIX JOOPOBOIIBIIEB,
nony4asiux 120 mr ¢pebykcocraTy 1 pa3 B CyTKH, HabGmoganoch yeenuuenue AUC
ne3urnpamuHa (cyoctpat CYP2D6) Ha 22%, 4TO CBUAETENBCTBYET O Cl1abou
yraeTalollee geicteue pedykcoctaTty Ha ¢pepmeHT CYP2D6 in vivo.

TakuM oOpa3oM, IIpu OOHOBPEMEeHHOM NpuMeHeHuu pedyKcocTaTy 1 Cy0OCTpPaToOB
CYP2D6 HeT HEOOXOOUMOCTU MEHATH UX OO3HI.

AHmauudHble cpedcmed.

[Tpu ogHOBpEMEHHOM IIPUMEHEHUU C aHTalugaMu, CoOgepXKallluMU Marius TUOPOKCULT
U aJIIOMUHUS TUAPOKCHUI, OTMedYaeTCs 3afepKKa BcachlBaHUSA (pedyKcocTaTy
(mpuMepHO Ha 1 4ac) U yMeHbIIeHUe MaKCUMaJIbHOU KOHIIeHTpanuu Ha 32%, OO0HaKOo
AUC ¢debykcocTaTy CyleCTBEHHO He MeHseTCs, T03ToMy heOyKcocTaT MOKHO
IIPUMEHATH C aHTallUOHLEIMU CPegCTBaMU.

OC00EeHHOCTH MPUMEHEHHSI

CepoeuHo-cocyoucmvle 3ab01e8aHusl.
JleueHue xpoHuueckol 2unepypukemuu

debykcocTaT He PeKOMEHOyeTCsI IPUMEHSTh NallieHTaM C UIleMUYeCcKou 60J1e3HbIO
cepina UM 3aCTOMHOU CepOedYHOM HeJOCTaTOYHOCTHIO.

B uccnegoBanusix APEX u FACT B o61eti rpymre ¢pebykcocTaTa CpaBHEHUIO C
TPYIIION alJIoNypuHOiia coobIianochk 00 yBeJIMYEHUN KOJIMYECTBa HapyILIeHUH CO
CTOPOHEI CepAeYHO-cocyaucTou cucteMnl (Anti-Platelet Trialists 'Collaboration
(APTC)) (onpenesnieHre KOHEYHBIX TOYEK B IPYIIIIE COBMECTHOTO aHa/IMn3a
antTutpomOorutapHol tepanuu (APTC), B T. 4. C JieTaJIbHBIM UCXOIOM B CBSI3U C
CeprevYHO-COCyaUCTHIM 3aboieBanueM, UHpapKTa MruoKapaa 6e3 jieTaJabHOTI0 UCX0[a,
MHCYIbTa 0e3 neranbHOro ucxoma) (1,3 mo cpaBHenuto ¢ 0,3 ciaydaes Ha 100
HalueHTo-N1eT), B ornu4due oT ucciaenoBanuss CONFIRMS (cMm. pa3gen
«@apMaKoJIOTUYeCKue» IJIs HeTalbHOI0 OIHMCAHUs HCCIeqoBaHus). HacToTa
HapyLUIeHUM CO CTOPOHHBI CepOedHo-cocyaucTou cucteMul (APTC), 0 KOTOPBIX
Cco00111a7I0Ch B KOMOMHUPOBAHHLIX HCCcemoBaHuaxX ¢as3nl 3 (uccinemoBaHus APEX,
FACT u CONFIRMS), coctaBuna 0,7 no cpaBHeHuto ¢ 0,6 conygaeB Ha 100 manmeHTO-
j1ieT. B paMKax DJOJITOCPOYHBIX IIMPOKOMACIITAOHBIX UCCIeNOBAaHN YacTOTa CEPaeYHO-
COCYOUCTBIX HAPYIIEHUU, 0 KOTOPBIX co001Ianock, cocrtasnsna 1,2 u 0,6 ciygaes Ha
100 manuenTo-neT Oy pebyKcocTaTa U a/JZIONyPHUHOJIA COOTBETCTBEHHO. Pa3nuyus He
OBIJTM CTAaTUCTUYECKU JOCTOBEPHHI, IIPUYUHHO-CJI€ICTBEHHAS CBSI3b MEXKIY
yKa3aHHBIMU HapPYIIEeHUSIMU U TpuMeHeHueM ¢pebyKcocTaTa OTCYTCTBOBAII.



dakTOpaMu UOEeHTUOUIIMPOBAHHOTO PHUCKA YV TAKUX MAIIMEHTOB OBI/TH BHISIBIIEHEI
3abo1eBaHM s, BOSHUKIINE B pe3yJibTaTe aTepoCKiiepo3a u/unm nHdapkra MuoKapaa
WUJIM 3aCTOUMHOUN CepAeYHOM HeJOCTaTOYHOCTH (B aHaMHe3e).

IIpopusnaKkmuka u neyeHue 2unepypukemuu y nayueHmos ¢ puckom pazeumus CJII1

[TareHTHl, TOABEPTAOIIUXCS XUMHUOTEPAIIUY 110 TOBOY I'eMaTOJIOTHYeCKUX
37I0Ka4eCTBEHHBLIX HOBOOOPA30BaHUM C YMEPEHHBIM HJIH BEICOKUM puckKoM CJIIT u
MIPUMEHSIOT (peOyKCcoCcTaT, IPHU HaTUUYUN KIUNHUYECKUX MOKa3aHWH HAaXOOsITCS MO
HabogeHneM Kapaouosiora.

Anepausi/ecunepyyscmaumesibHOCMb HA eKapcmeeHHble cpedcmad.

B pamMKax mocTMapKeTHUHTOBOT'0O Hag30pa ObIIN pefKre COOOIIeHUS 0 CePhe3HBIX
aJjIyleprudyecKue peakluy/peakluy r'uIepuYyBCTBUTEIBHOCTU, B TOM YHUCJIE
yTpOZKarllero xkKu3Hu cuagpoMa CTtuBeHca-/[)KOHCOHA, TOKCUUYECKUU STIHUAePMalbHbIA
HEKPOJIU3 1 OCTPHIX aHapUITaKTUYECKUX PeaKIuii/ioKa. B O0IbIIMHCTBE CIIy4YaeB
TaKHe peakluy HabIiogaianch B TeUeHHe IePBOro Mecsilla IPUMeHeHUs
(bebykcocTaTa. B HECKOIBKUX, HO HE Y BCEX MaIlMeHTOB HaOII0OOaIuCch HapyIIeHUs
(GyHKIIMY MOYEK U/UNTHA TUNEPUYYBCTBUTEIFHOCTD K a/IJIOIIyPUHOIY B aHaMHe3e€.
Tsxernble peakIUU T'HIIE€PUYyBCTBUTEJIBHOCTU, B TOM UHCJIE€ PEeaKluy,
COMPOBOZKOAIOIIHUECS 303UHOGUNINEN U cucteMHbIMU cuMmnToMamu (DRESS-cuagpom),
B HEKOTOPBIX CIydasiX ObIIM CBSI3aHBI C TUXOPAAKOM, TeMaTOJIOTUYEeCKOM, ITOYeYHOU
UM I€YEHOYHOM HEeJOCTaTOYHOCTHIO.

[MTanuyeHTHl JOMXKHBI OBITh MPOMHMOOPMHUPOBAHEI O IPHU3HAKaX U CUMIITOMAaxX
TUIEePUYyBCTBUTEIBHOCTH/AJIJIEPTUH, a TaKXKe 3a HUMU clieyeT HabJofaTh I10
Pa3BUTHIO TaKUX peakKlui. [Ipu mossBIEeHUN CEPhE3HBIX allIEPTUYECKUX
peaxkiui/peakiini TUIepyYyBCTBUTEIbHOCTHU, CUHAPOM CTHUuBEHCa-[[?)KOHCOHa B TOM
yucle, npuMeHeHue GebyKcocTaTy Halo HEMEOJIEHHO ITPEKPaTUTh, IOCKOJIbKY paHHee
IIpeKpalleHre IIPUMEeHEeHU yilydlllaeT IPorHo3. Eciu y nanyeHTa pa3Buiach
ajiyiepru4deckKasi peakuusi/peakius TuIepuYyBCTBUTEIBHOCTHA, B TOM YHCJIE CHHAPOM
CrtuBeHca-[I>KOHCOHA, M OCTPhIe aHapuIaKTHYeCKHe PeaKInK/II0K, TO IIOBTOPHOE
Ha3HadyeHUe pebyKcocTaTy MPOTUBOIIOKAa3aHOo.

ObocmpeHue (HanadeHue) nodazpbl.

JleueHne pebyKCOCTATOM CIIeAyeT Ha4WHATh TOJIBKO B IIePUOZ I10C/ie 000CTpEeHUs
6ome3nu. PebyKCoCTaT MOXKET CIIPOBOLIMPOBATH IIPUCTYII ITIOAArPHL B Hadasle Je4eHus
3a CYeT U3MEHEHUs YPOBHS MOYEBOU KUCJIOTHL B CHIBOPOTKE Yepe3 BEIXO[ YPaTOB U3
neno. B Hauarne nedeHus ¢pebykcocTtaToM peKoMeHayeTcsa HadHauyuth HIIBC unu
KOJIXULIMH Ha CPOK He MeHee 6 MecsIleB OJid IPOPUIaKTUKN IIPUCTYIIOB ITOOArPhHI.



[Tpu pa3BUTUU NPUCTYIIA IToAarpsl Ha ¢oHe nNpuMeHeHUs ¢pebyKcocTaTa JiedueHue
npoponxkaioT. OMHOBPEMEHHO POBOAAT COOTBETCTBYIOIIYIO MHOAUBUAYATbHYIO
Tepanuio 000CTpeHus nogarpsl. Ilpu onuTenbHOM nNpuMeHeHUn pebyKkcocTaTa
YacToTa U TAXKECTh IIPUCTYIIOB ITOAarphkl yMeHbIIal0TC.

OmusooKceHuUss KCAHMUHO8.

Y maiueHTOB C YCKOPeHHBIM 00pa3oBaHUEM ypaToB (Harmpumep, Ha ¢oHe
3JI0Ka4eCTBEHHBIX HOBOOOPA30BaHUM U UX JIEUEHUS WU IIPU cuHapome Jlela-
HuxaHa) BO3MOIKHO CYyIlIECTBEHHOE yBeJindeHre a0COMI0OTHON KOHIIEHTpalluu
KCaAaHTMHOB B MOYe, YTO B PEOKUX CIIydasX COITPOBOXKAAETCHA UX OTI0XKEHUEM B
MOYEBBLIBOISIIUX IIYTAX. DTOTO He HabJII0JaioCh B OIIOPHOM KJIMHUYECKOM
uccnengopauum ¢pedbykcocraty mmpu CJIII. 3-3a orpaHUYEeHHOCTH OIThITA ITPUMEHEHU ST
dbebykcocTaT He MOKa3aH NalueHTaM Ipu cuaapoMme Jlema-HuxaHa.

MepxkanmonypuH/azamuonpuH.

debykcocTaT He peKOMEHOYeTCs IPUMEHSITh NallieHTaM, KOTOPbhle OHOBPEMEHHO
IMOJIy4aloT MepKaNTONMypHuH/a3aTUOIIPUH.

Ecnu koMOuHaUMu Henb3s1 n30exXKaTh, COCTOSSHUE MallueHTOB CIIeAyeT TIIaTEeIbHO
KOHTPOIUPOBAaTh. PEKOMEHAyeTCsI CHUXKEHUE O3Bl MEPKAIITOIIYPUHY UJTN
asaTuoOIpUHA n30exkaHKUe BO3MOXKHBIX TeMaTOIOTHYecKUX 9PPeKToB.

ITayueHmbl, nepeHecuwue MpaHCcNAaAHMAayuo OP2aHos.

OnbiTa npuMeHeHUs GPebyKcocTaTy 3TOM KaTeropuu MallieHTOB HET, I03TOMY
IIPUMEeHeHUe IIpelapaTa He IoKa3aHo.

TeoguanuH.

OmHOKpaTHOE OMHOBPEMEHHOe MpuMeHeHre pebykcocTaTy B mo3e 80 Mr u
TeodunrHa B go3e 400 Mr He MOKa3aj0 HUKaKUX (papMaKOKHHETUYECKUX
B3auMopgencTtBuii. ®edbykcoctaTt B mo3e 80 MI MOKHO IPUMEHSITh OTHOBPEMEHHO C
Teo(UIINHOM 0e3 pucCKa IOBHIIIEHU S KOHIIEeHTPaluu Teo(puIarnHa B IIjla3Me KPOBH.
IMaHHBIX 0 O3k (pebykcocTaTy 120 Mr HET.

3abosesaHus neveHu.

B nmpouiecce komOMHUPOBaHHOM (Pa3bl 3 KIMHUYECKUX UccnenoBaHuii B 5,0%
MMalueHToB, Iomy4daBux pebykcocTaT, HabOMOOanuCch He3HAYUTEIbHBIE U3MEHEHUST
[Ie4YEeHOYHKIX TOKa3aTelel, I039TOMY PEKOMEHOYETCS IPOBEPATh PyHKIIMOHAIbHEIE
IedYeHOYHbIe TOKa3aTesu 0 Ha3HaueHus peOyKcocTaTa ¥ BO BpeMs JIeUeHUs IIpU
HaJIM4YUU [IOKa3aHUU.



3abosesaHus wW,umosuoHOl dicesnesbl.

B 5,5% nmamueHTOB, mony4daBimux ¢GebdyKkcocTaT TeueHHe OJIUTEeJIbHOTO BPEMEHH,
HaOJIIomanock moBwieHue nokasartens TTT (> 5,5 MKMO/MIT) IIpU TOJITOCPOYHBIX
OTKPBITHIX PaCUIMPEHHBIX UccleaoBaHuii. [I03ToMy TeKapCTBEHHOE CPEACTBO ClIeayeT
C OCTOPOIKHOCTBIO IIPUMEHSATH MallueHTaM C HapylUIeHUuIMU QYHKIIUY MU TOBUTHOMN
JKeJie3Hl.

Jlakmoasa.

JlekapCTBEHHOE CPEeOCTBO COOEPKUT JIaKTO3y. [TarmenTaM ¢ pegKuMu
HacJIe[CTBeHHBIMH 3a00JIeBaHUSIMMU, CBI3aHHBIMHU C HEIIEPEHOCHMOCTBIO T'aJIaKTO3HI,
HEeJIOCTAaTOYHOCTHIO JITaKTa3kl JIalllla uilu HapyIlleHrueM BCaChIBaHUS
TJIIOKO3LI/TaJIaKTO3EI IIPEenapaT He ITOKa3aH.

CnoCcoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIHH IIPH YIIPaBI€eHUH
AaBTOTPAHCIIOPTOM MJ/IM PabdoTe C MeXxaHU3MaMH

By cooOIleHUsI 0 Pa3BUTUU COHIIUBOCTHU, TOJIOBOKPY2KEHHUSI, ITAPECTE3UU U
HapylleHNe YeTKOCTU 3peHus Ha ¢poHe npuMeHeHusa ¢pebykcocrarty. [loaTomy
nanueHTaM, KOTOphle MPUMeHSIOT pebyKcocTaT, peKOMeHayeTCsl COOII0aaTh
OCTOPOZKHOCTB IPU yIIpaBJIeHUN TPAHCIOPTHHEIMU CpenCcTBaMU U paboTe C APYTUMU
MeXaHUu3MaMM [0 TeX IIOP, II0Ka OHU He OyOyT YBEPEHHI B OTCYTCTBUU
BBIIIEYIIOMSHYTHIX IIOOOYHBIX PEaKIUu.

HpnmeHeHHe B IIepuona 6epeMeHHOCTH HJIN KOPpMJIEHHUs I'Ppyadblo

EepemeHHOCMbB

OrpaHUYEeHHBIU OMBIT IpUMeHeHUs (pebykcocTaTa BO BpeMsi 6epeMeHHOCTH
CBUMIETENBCTBYET 00 OTCYTCTBUU HEOIArONPUSATHOTO BIUSIHUS Ha TedeHUue
0epeMeHHOCTH U 3[MOPOBLE IIJI0Aa/HOBOPOXKAEHHOT0. B mmpoilecce ucciemoBaHui Ha
KUBOTHBIX He OBIJI0O OTMEYEHO €ero IIPSIMOT0 MM KOCBEHHOT0 MOO0OYHOI'0 BIUSHUS Ha
TeyeHUe 0epeMeHHOCTH, pa3BUTHEe 9MOPUOHA/IIJIOAa U TeUeHUe POIOB.
[ToTeHIIManbHBINM PUCK IOJIsI YeJloBeKa Heu3BecTeH. PebyKcocTaT He ClIeoyeT
MIPUMEHSATH BO BpeMsi 0€peEMEHHOCTH.

ITepuod KopmaeHus 2pyovio

HewusBecTHO, mpoHUKaeT ¢pebyKCoCTaT B IPpyaHOe MOJIoKo. McciemoBaHus Ha
KMBOTHBIX ITOKa3asu, 4To (pebyKCcoCcTaT IIPOHUKAET B IPYIHOE MOJIOKO ¥ OKa3hkIBaeT
HETaTUBHOE BJIMSHUE Ha PAa3BUTHE HOBOPOXKAEHHBIX, KOTOPBIX KOPMSAT 3TUM MOJIOKOM.
Puck momapmaHus mmpenapaTa B TPYIHOE MOJIOKO He MOXKeT OBITh UCKITIOUEeH.



debykcocTaT He ciefyeT MPUMEHSTDh B IIePUOo KOPMJIEHUS IPYIbIO.
depmusibHOCMb

HUccnepgoBanue GpepTUIBHOCTH Ha XKMUBOTHBIX IPU IPUMEHEHUHU B J03€e 48 MI/Kr/CyT He
BBISIBUJIM 3aBUCUMOCTU MOOOYHBLIX peaKIui OT mo3hl. [lericTBue pebyKcocTaTa Ha
PENpPOayKTUBHYIO (QYHKIIMIO YeTIOBEKa HEU3BECTHA.

Crmoco0 nmpuMeHEeHHsI H T03bI

QOSU po8Kda

ITodaepa.

Pekomennyemas go3a EBPOOEFBA coctasnsieT 80 Mr 1 pa3 B CyTKU IIepOpajbHO,
He3aBUCHMO OT ITpueMa nuiliy. Eciyu KOHIIeHTpalusa MO4YeBOU KUCJIOTEL B CHLIBOPOTKE
KpOBHU npeBwilaeT 6 Mr/ain (357 MKMOJIB//I) TIocnie 2-4 Hedenb JIeYeHus, ClenyeT
paccMmoTpeTh noBeinenue 003kl EBPOOEBY mo 120 mr 1 pa3 B cyTKu. hPeKT
JIEKAPCTBEHHOT'O CPENCTBa OKa3bIBa€TCs JOBOJIBHO OBICTPO, YTO AeIaeT BO3MOXKHBIM
IIOBTOPHOE OomnpeneeHre KOHIIEHTPallu MO4YeBOU KHUCIOTH Yyepe3 2 Henmenu. Llemnbio
JIeYeHUs ABISETCS YMEHbIIeHe KOHIIEHTPallui MOY€eBOM KMCJIOTHI B CHIBOPOTKE U
nogmep2kKaHue ee Ha YPOBHe MeHee 6 mr/gn (357 MKMOIIB/).

[TpomomKUTENbHOCTh TPOGUIIAKTUKY IIPUCTYIIOB ITOAarphkl peKOMEeHOYeTCs He MeHee 6
MeCSIEB.

CuHOpom ausuca onyxoau (CJIII).

Pekomenpyemast no3a EBPOO®EFBA cocTtasnsieT 120 Mr 1 pa3 B CyTKU IepOPaIbHO,
He3aBUCUMO OT IIpHeMa MUIIIH.

[TpumeHeHue eBpodebda cremyeT HAUYMHATH 3a OBa OHS OO0 Hadajla IIMTOTOKCUYECKOM
Tepaluu U IIPOAOIXKaTh He MeHee 7 CyTOK, OQHAKO IIPOOOIKUTENTbHOCTDh TePAIluU
MOZKHO IIPOAJIUTD OO0 9 CYTOK B COOTBETCTBUU C NPOAOIZKUTEIbHOCTHIO XUMHOTEPAIIUU
U KJIMHUYECKOM OIIeHKHU.

ITayueHmul noJcu020 BO3pPAcMA.
[I7151 9TOM KaTeropuu marueHTOB KOPPEKIIus 03kl He TpebyeTcs.
IToueuHas HedocmamouyHOCMb.

Y manmeHTOB C TSXKEeNBIMU HapyIIeHUAMN QYHKIINY ITO4YeK (KITUpeHC KpeaTuHUHa <30
MJI/MUH) 3pPeKTUBHOCTL 1 6€30MMaCHOCTL IPUMEHEeHUs IEKapCTBEHHOTO CpeaCcTBa
M3y4YeHO HemocTaTo4yHo. [lallveHTaM C HapyIIeHusIMHU (PyHKIINYU IOYEK JIETKOU UJIN



YMEepPEeHHOM CTeleH!U TSIKeCTH KOPPEeKIUs OO3kl He TpebyeTcs.
ITeyeHoOuHass HeOoCMAamMoO4YHOCMb.

HccnepoBanue 3¢ GeKTUBHOCTU U 0€30IIaCHOCTHU IIpuMeHeHUus pebyKcocTaTy y
IAIIMEeHTOB C TSXKeJION MeYeHOYHOM HeJoCTaTOYHOCThIO (Kinacc C mo mKasne Yauno-
[1p10) HE ITPOBOAMIIOCE.

ITodaepa. Tlpu HapylieHUU QyHKIMYU IeUYeHU JTIEeTKOM CTEIeHN PeKOMeHayeMas 103a
coctasnseT 80 Mmr. OIBIT TPUMEHEHHUS JIeKapCTBEHHOT'O CPENICTBA ITPU HapyIlIeHU!
GyHKIMU TeYeHU CpegHel CTelleHU OrpaHuyY€eH.

CJIII. C onopHoro uccnengoBanus ¢as3wl III (FLORENCE) ObIIM UCKITIOYEHEl TOJIBKO
CyOBEKTHI C IeYEeHOYHOM HEIOCTAaTOYHOCTRIO TSIXKEJION CTeleHu. [ malnueHToB,
KOTOpPBIe ObIIM BK/IIOUEHHI B HCCJIeOOBaHNE, KOPPEKITUs O3l B CBSI3U C COCTOSTHUEM
byHKITMY TeyeHUu He TpebyeTcs.

Cnocob npumeHeHU s

Il71s1 mepopabHOTO IPUMEHEHUS.

EBPO®ED npumMeHsieTCs mepopaaibHO, HE3aBUCUMO OT IIpueMa IIUIIN.
HeTn

BezomacHocTh 1 9¢ppeKTUBHOCTL IpUMeHeHUst peOyKcocTaTy AeTssM B Bo3pacTe 1o 18
JIeT He YCTaHOBJIeHHI. [laHHbBIE 110 IIPUMEHEHUI0 OTCYTCTBYIOT.

Ilepego3upoBKa

B cnyyae mepemo3upoBKY MOKa3aHa CUMIITOMaTUYeCKasi U MOoAaepKuBatolas
Teparnmus.

ITo6GouHBbIE peaKIuu

Pes3tome npoguas 6ezonacHocmu.

Haun6omee yacThiMU ITOOOYHBIMU pPeaKIUIMU B KIIMHUYECKUX UCCemoBanHusx (4072
nangueHToB, npuMeHABIIUX 003y oT 10 Mr go 300 Mr) u B ripolecce
IMOCTMapKEeTHUHTOBOT'O HaZl30pa y MalleHTOB C IIofarpou Obsii 000CTPEeHUA
(DpUCTynIBI) IOOArphl, HapylleHus (QyHKIWY [IeUYeHY, ouapesi, TOIIHOTa, FOJI0BHAs
00Jib, CHIIb ¥ OTEKHU . ITU ITOOOUYHBIE PEaKIINU UMeJId B OOIBIIINHCTBE ClIydaeB JIETKUU
WUJIU CPeJHEN CTeIleHU TSIKeCTU. BhInu cOOOIIeHNsI O PEIKUX CIIydasiX CePbe3HBIX
peakuuii TMIepYyBCTBUTENBHOCTY Ha pebyKcocTaT, HEKOTOPHIE U3 HUX



COIIPOBOZKOAJIMCE CUCTEMHBIMHU PEaAKITUAMH.

B Huxecrnenymoilnel Tabnuile yKa3aHbl T0O0YHEIE PeaKIlii, KOTOPble BO3HUKAIOT MPHU
npuMeHeHuMn pebyKcocTaTa maleHTaMU U KJIaCCU(PUIIMPOBAHBI CIIEIYIOIINM
obpazoM: yacTo (oT = 1/100 go <1/10), HewacTo (ot = 1/1000 mo <1/100) u penko (oT

= 1/10000 go <1/1000). HYacToTa pa3BuUTHSI OCHOBHIBAETCS HA MCCIEOOBAaHUAX U

IIOCTMAPKETHMHITOBOM OIIBITE IIO ITAITMEHTOB C Honarpoﬁ.

B kaxkpo# rpy1mne mo 4acToTe Pa3BUTHSA NOOOYHBIX peaKUMU NpeACcTaBJIEHb B ITOPSOKE

YMEHBIIIEHUA CTEIIEHU TAXKECTH.

[To6ouyHBIE pPeaKIiM, KOTOPhle HaOII0[aIuCh y MallMeHTOB C IIOJarpou.

Co CcTOpOHBI KPOBU U TUM(PaTUUYECKOU
CUCTEMBI

Penko: maHIIUTONIEHUS,
TPOMOOILIMTOTIEHU S, arPaHyIOIUTO3 *

Co CTOPOHEI I/IMMYHH0171 CHUCTEMEHI

Penko: aHaunakTuyeckue peakumm *,
THUIIePYYBCTBUTEILHOCTD K ITpenapary *

Co CTOPOHBI S9HIOKPUHHOM CUCTEMBI

HeuacTo: noBHILIIEHWE YPOBHSA
TUPEOCTUMYJIUPYIOIIHe TOPMOHa KPOBU

Co CTOpPOHBI OPIraHOB 3PEHUSA

Penko: 3aTyMaHEeHHOE 3peHUue

Co cTOpOHBI NHUTAaHUSA U 0OMEeHa BeIlleCcTB

YacTo ***; o6ocTpeHue (IIPUCTYIIbI)
Iofarpsl

HeuacTo: caxapHbIi nuaber,
TUNEPJINTINEeMHUsI, CHUXKEeHHe alleTUTa,
yBeJIMUeHNEe MacCHl Tejia

Penko: cHuU2KeHue MacCCHI TeJja,
MOBBIIIIEHUE alIlleTUTa, aHOPEKCHUS

CoO CTOpPOHBEI IICUXUKHU

HeuyacTo: cHUuzKeHue nubuno, 0eCccoHHUIla

Penxko: HEPBO3HOCTH

Co CTOPOHBLI HEPBHOM CUCTEMBI

YacTo: rosoBHas 00JIb

HeuacTo: ToI0OBOKpYyXKeHUe, TapecTe3uu,
reMHIIape3, COHJIMBOCTh, U3MEHEeHHne
BKYyCa, TUIecTe3usi, ociabieHrue 0O0OHIHUS

Co CTOPOHBI OPTAHOB C/IyXa U JTaOUPUHTA

Penko: mywm B yirax

Co CTOPOHEI CepJIe‘-IHO-COCy'JII/ICTOfI
CHUCTEMEI

HeuacTo: Gpubpunnsaius npencepouni,
ceppalebreHre, OTKIIOHEHUS OT HOPMEI Ha
OKT', 6;10Kafa 1eBOM HOXKKM ITy4YKa ['mca
(cMm. «CHUHAOPOM JTM3UMCA OIYXOJIM»),
CHUHYyCOBas Taxukapaous (cM. «CHHOApPOM
JIN3UCa OMYXOJIN»)




Co CTOPOHBI COCYOUCTOM CUCTEMEI

HewacTo: apTepuanbHas TUIIEePTEH3US,
IIPUJIUBEI, IPUJIMBEL C OLIyIEHUEM Kapa,
KpoBoTedeHUd (cM. «CHHOPOM JIM3UCa
OITyXOJIN»)

Co CTOpPOHBI ObIXaTEIbHON CUCTEMEI

HewacrTo: opbillika, OpOHXUT, MHpEKIUU
BEPXHUX ObIXaTEJILHLIX IIyTel, Kalllelb

Co CTOPOHEI XKeJyIOYHO-KUIIIEYHOT O
TpakTa

YacTo: guapes **, TomHoTa

HeuacTo: 60/Ib B 2KMBOTE, B3OYTHE
JKWBOTA, racTpoa3odareanbHast
pediokcHas 601e3Hb, PBOTA, CYXOCTh BO
PTy, OUCHEIICHUS, 3aIl0pP, YaCThIHA CTYII,
METEOPU3M, TUCKOMDOPT B KENyOKe UIU
KHUIIIeYHUKE

Penko: maHKpeaTuUT, 3Bl B 00J1aCTU pTa

Co CTOPOHEI IEYEHU U KEJTYEBEIBOOAIIUX
nyTeu

YacTo: HapylleHue QyHKINY IIe4eHn **

HeuacTo: xXemyHOKaMeHHasi 00J1e3Hb

Penko: renaTtut, X)XenTyxa * medyeHoOYHas
HEemoCTAaTOYHOCTD *

Co CTOPOHEI KO2KH " HOJIKO}KHO-}KI/IpOBOI;I
TKaHHU

YacTo: BEICHIIAHUSA (B TOM YHUCIIE
BEICBHIIQHUSA C O0Jjiee HU3KOU 4aCTOTOM
BO3HUKHOBEHUS, cM. Huxe)

HeuacTo: mepMaTHUT, KpalluBHUIIA, 3V,
M3MEeHeHHe OKPAaCKH KOXKM, ITOBPEXKIEHUS
KOXKH, IeTEeXUHU, NATHUCTHIN CHIIb,
MaKyJIomnarnyjae3Has ChIllb, ITallyjie3Hble

BBICBEITIAHHUSA




Penko: TOKCH4YeCKUY SNUAePMasIbHBIN
HeKponu3l *, cuagpoMm CTUBEHCa-
[I>KOHCOHa *, aHTMOHEBPOTHUYECKOTO OTEKa
*, peakliMu Ha IIpemnapar,
COMIPOBOXKIOAIOIINECS 303NHOPUNNEN U
CHUCTEMHBIMM CHUMIITOMaMu *
reHepaii30BaHHbBIE BHICHIIIAHUS
(cepre3HbIe) * apuTeMa, 3KCPOIMaTUBHBIN
BBICHITIAHUSI, (POJIIUKYJISPHBIE BHICHIIIAHUS,
BE€3UKYJIbO3HU BBICBHIIIAHUSA, IIyCTYJIE€3HBIE
BBICHITIQHUS, 3yOAIIUE BhICHIIAHUA *
SpUTEMaTO3HLIE BHICHIIAHUS,
KopenomoOHast BEICHIIAHUS, aJIONelus,
MTOBHIIIIEHHAS IIOTJINBOCTD

Co CTOPOHBI OIOPHO-ABUTATEJILHOTO
arrapaTa U COeAUHUTEIbHOU TKaHU

HeuacTo: 60/1b B CycTaBax, apTpUT, 60U B
MBIIIIIIaX, CKeJIETHO-MBIIIIeYHast 60Jb,
c1ab0CTh B MHIIIIAX, CYZOPOTH MBIIIIII,
CKOBAHHOCTH MHIIII], OYPCUT

Penko: pabgomMuosm3 * CKOBaHHOCTh
CyCTaBOB, KOCTHO-MHIIIIEYHAsT CKOBAHHOCTbD

Co CTOPOHBI TOYEK ¥ MOYEBBIBOOAIIUX
nyTeu

HeuacTo: moyeuyHast HEHOCTAaTOYHOCTD,
ModYeKaMeHHasi 00J1e3Hb, TeMaTypus,
MMOJIJIAKUYPUS, TPOTEUHYPUS

Penko: TyOyIOMHTEPCTULIMATIBHBIN HEGQPUT
* HaCTOMYUBEIE TTO3BIBHI K
MOYEUCITyCKaHUIO

Co CTOPOHBI PETTPOAYKTUBHOM CUCTEMBI U
MOJIOUHBIX XKeJjle3

HeuyacTo: speKTunbHas gUCHYHKIIUS

Co CTOPOHEI OpraHr3Ma B IIeJIOM

JacTo: oTeku

HeuacTo: mOBHIIIIEHHAS YTOMJISIEMOCTD,
00J1b B TPYOH, OIMyllleHHe mucKoMdopTa B
rpynu

Penko: xxaxkga




IJoromHuTEeNbHBIE METOOLI UCCIIeTOBaHUM

HedacTo: moBEIIIIEHWE YPOBHS aMUJia3kbl B
KPOBY, YMEHbBIIIEHNE KOJINYEeCTBa
TPOMOOIIMTOB, YMEHbIIIEHNE KOJTUYeCTBa
JIEMKOLIUTOB B KPOBU, YMEHBIIIEHNE
KOJIn4YecTBa JIUM@OIIMTOB B KPOBH,
TIOBLIIIIEHVE YPOBHS KpeaTHHa B KPOBH,
IIOBRILIIEHNE YPOBHS KpeaTHHUHA B KPOBH,
CHUXKEHNe YPOBHS reMoTrJIo0MHa KPOBH,
IIOBHIIIIEHNE YPOBHS MOYEBUHEI B KPOBH,
IIOBHIIIIEHNE YPOBHS TPUTIULIEPHUAOB B
KPOBH, TIOBHIIIIEHUE YPOBHS X0JIECTEPUHA B
KPOBU, CHUXKEHNE TeMaTOKPUTA,
IIOBHIIIIEHNE YPOBHS
nakTatgerugporeHas3sl (JIII') B Kposy,
IIOBHIIIIEHNE YPOBHS KaJlks B KPOBU

Penko: moBhIllIEHNWE YPOBHS I'JIFOKO3HL B
KPOBHU, yOJINHEHVE aKTUBUPOBAHHOT O
YaCTUYHOTO0 TPOMOOIJIaCTUHOBOTO
BpPeMeHU, CHUXKEHVe KOJIn4YeCcTBa
SPUTPOLIUTOB B KPOBY, IIOBEHIIIIEHNE YPOBHA
I1eJI0OYHOM (pocdaTal3rl B KPOBH,
roBhIIeHre YpoBHA KOK B KpoBu *

* TTobouyHbBIE peaKIu¥, KOTOphle HabJIoJaauch B mpeaesax IoCTMapKeTUHTOBOT'O

HaOJIIONeHus.

** [lnapesi ¥ OTKJIOHEHUS Pe3y/IbTaTOB (QYHKINOHATBHLIX TPO0 ITeYeHU OT HOPMHI,

TpeboBanu Tepanuu HaOIIOOaauCch B UCCIeOoBaHMAX a3kl 3, pa3BUBaJIUCh Hallle y

IIallMEHTOB, ITOJIYYaBIIKXX COIIYTCTBYIOIIYIO TEPAIIXWIO KOJIIXUIIMHOM.

*** CM. pa3gen «@apMaKoIoruiyecKue» 1Mo 4acToTe 000CTpeHu (IPUCTYIIOB)
nogarpsl, HabmogaBirecs B ha3e 3 UHAUBUAYAIbHBIX PAHAOMU3UPOBaHHBIX

KOHTPOJINPYEMBIX HUCCJIE€IOBAHUM.




OnucaHue omoeabHblX NOOOUHBIX peakuull.

B paMKax moCcTMapKeTUHIOBOT'O Haf30pa ObIIM COOOIIIEHUS O PEIKUX CIIydasax
Cepbe3HbIX peaKIIui TUIepuYyBCTBUTEILHOCTY Ha ¢pebyKCcoCcTaT, B TOM YHCJIe CHHOPOM
CrtuBeHca-]I2KOHCOHA, TOKCUYECKHUHU 3MuaepMalIibHbI HEKPOIU3 U aHapuIaKTUYeCKHe
peakuu/mok. Cuagpom CTuBeHca-[IKOHCOHA ¥ TOKCUYECKUU 3NUOepMalIbHbIN
HEKPOJIN3 XapaKTepPu3yeTCs IMIPOTrPEeCCUPYIOIINM KOXKHBIM BEICHIIIAHUSAM C OYIJIe3HBIM
MopazkeHueM KOXKM UJIN CIIU3UCTHIX 000JI04Y€eK U pa3gpaKeHueM CIIU3UCTOM 000TI04YKHU
rna3. Peakliuy runepyyBCTBUTENBHOCTH Ha pebyKCcoCTaT MOTYT IPOSIBASIThCS TaKUMU
CUMIITOMaMH: KOXKHBIMU PeaKlUIMHU, XapaKTEePUIYIOIIUXCI NHPUITLTPUPOBaHHBIMU
MaKyJIonanyjie3Has BeICHIIaHUSIMU, TeHepaln30BaHHBIMU WU 9KC(HOIUaTUBHBIN
BHICBITIAHUSIMH, @ TaK¥Ke MMOpaKeHUSIMU KOXKU, OTEKOM JINIla, JTUXOPaaKOH,
reMaToJIOTUYeCKUMU HapyIIeHUSIMU, TAaKUMU KaK TPOMOOIIMTOIIEHUS 1 903UHODUIUS,
U IIOpakKeHHeM OTHEIbHBIX OPTaHOB UJIM HECKOJILKUX OPTaHOB (IIe4YeHb U II0YKH, B TOM
yucie TyOyJIOMHTEePCTULIMATbHBIN He(GPUT).

OOocTpeHus (IPUCTYIIBI) IMOOarpbl 0OLIYHO HabOIIomaauch BCKOpPe Mocjie Havalia
JIeYEeHUS U B TeUEHUE IIEPBLIX MECSIIEB JIeUeHus. YacToTa IPUCTYIIOB IIOOATrPHI
CHM2KaJlach co BpeMeHeM. [Ipu npumeHeHuu pebyKcocTaTa peKOMEHOYETCS
MpodUIaKTHKa OCTPHIX IPUCTYIOB ITOOATPHI.

CuHOpom au3uca onyxoaeu (CJIII)
Pestome npoguas 6ezonacHocmu

B nipo1iecce paHOOMM3UPOBAHHOTO, IBOMHOTO CJIEIIOT0 OIIOPHOTO UCCIEeA0BaHUS a3kl
3 FLORENCE (FLO-01), B koTopoMm cpaBHUBanu GedyKcocTaT U aianonypuHoin (346
ManueHTOB, IOOBEPraloINXCsd XMMHUOTEPAIIUU 10 TOBOAY I'eMaTOJIOTHUYEeCKUX
37I0Ka4YeCTBEHHBIX HOBOOOPA30BaHUM C YMEPEHHBLIM UJIM BLICOKMM puckoM CJIIT),
TOJNBKO y 22 (6,4%) maiineHTOB Habmomanuch Mo0O0OYHBIE peaKliui, a UMeHHO B 11
(6,4%) maneHTOB B KaXKOOU I'PyIIIe JiedeHUsI. BONbIINHCTBO MMOOOYHBIX peakKui
OBI/TH JIETKOW UJIM YMEPEHHOMN CTEIEeHH.

B ntenom B niporiecce uccnenopanuss FLORENCE kKakux-nmu00 OOTOITHUTETbHBIX
IMOI03PEeHUM OTHOCUTEIPHO 0€e30IIaCHOCTU NpuMeHeHus pebyKcocTaTa malueHTaM C
rmozmarpou He OBIJIO, 3@ UCKIIOUYEHUEM HUXKeyKa3aHHBIX TPeX MOOOYHBIX pPeaKIui.

Co cmopoHbl cepdua.
Heuacto: 6;10Kafa 1€eBOM HOXKKHU y4dKa ['Mca, CHHyCcOBas TaXUKapOous.
Co cmopoHbl cocyducmou cucmembl.

HeuacTo: KpoBOTEUEHUSA



Coobuw,eHue o nodo3pesaembix N0OOOUHbIE peaKuuu

Coo011eHre 0 ITogo3peBaeMbIX TOO0YHbBIE PeaKIINK II0C/Iie perucTpalumn
JIEKapCTBEHHOI'O CPEICTBA UI'PAIOT BasKHYIO POJIb. DTO IIO3BOJISIET HAOIIOOEHNE 3a
COOTHOIIIEHUEM I10/Ib3a/PUCK 110 JaHHOMY JIeKapCTBEHHOTO CpeacTBa. PAaOOTHUKOB
3IpPaBOOXPAaHEHUS IIPOCSAT COOOIIATh O JTIOOLIX ITOI03PeBaeMbie TOO0OYHEIE PEeaKITUH.

CpoOK rogHoOCTH
3 roga.
YcinoBusi XxpaHeHusi

ChoennanbHBIE YCJIOBHUYA XpaHEHUA He Tpe6YIOTC5{. XpaHI/ITB B HEOOCTYIITHOM [MOJIdA meTeu
MecCTe.

VYnakoBka

ITo 14 TabneTok B OnucTepe, 1Mo 2 67McTepa B KAPTOHHOM KOpPOOKe.
KaTeropus ormycka

ITo penenrty.

IIpou3Boourenb

l'enedapm CA.

MecTOHaxOXKaeHHe IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylnIieCTBIICHHUSA
oesiTeJIbHOCTH

18-11 km Mapadonoc Asesnto, [lammuru Attuka, 15351, I'penus.
N CTOYHUK UHCTPYKIIUU

HMHCTPYKIIUS TeKapCTBEHHOTO CPeACcTBa B3sATa U3 0pUIIMaIbHOTO HCTOYHUKA —
"'oCcymapCTBEHHOT0 peecTpa JIeKapCTBEHHLIX CPENCTB YKPauHHL.



http://www.drlz.com.ua/

