CocrTaB

Oeticmsyrwuwee geuecmaeo: febuxostat;
1 TabreTka, TOKpHITasi 000I04YKOM, comepkKUT pedykcoctaTty 120 Mmr;

8CnomozamesibHble 8ew,ecmad: nakKTo3a, TUAPOKCUIIPOIIUIILENIIII0I03a, LeJlInI03a
MUKPOKPHUCTAIINYecKasi, HaTpus KpOoCKapMeilio3a, MarHus cTeapaT, KpeMHUS
OVOKCHUL BOOHBIY, IIOJIMBUHUIIOBEIM CIUPT, TUTaHa auokcup (E 171),
IOJIUSTUJIEHTINKOJIb, TAJIbK, 3Kejie3a okcup xkeyTwii (E 172).

JIekapcTBeHHas1 GpopMa

TabeTKy, ITOKPHITHIE TIJIEHOYHOM 000T0YKOM.

OcHoBHble (pu3uKo-xuMu4eckue ceolicmad: KarcyaonogooHbie TabIeTKU, ITOKPLITHIE
IIJIEHOYHOM 000JIOUKOM, OT 0JIeOHO-KEeJITOT'0 IO XKEeJITOTO IIBeTa, C TUCHeHueM «120» ¢
OOHOU CTOPOHBI U I'JITafKUe C OPYTOMl CTOPOHHI.

dapMakoTepaneBTHYECKasi Ipynmna

JlekapCTBEHHBIE CPEACTBA OJId JIeYeHUs nomarpsl. JIekKapCTBEHHBIE CPENCTBa,
mopaBJsioniue odpa3oBaHre MouyeBol KuciaoTel. Kog ATX M04A A03.

®dapMaKOAMHaAMHUKa

MexaHu3m detlicmasus.

MoueBast KUCJIOTa SIBJISIETCS KOHEYHBIM IIPOAYKTOM MeTaboIu3Ma IIYPUHOB Y
YyeJioBeKa U 00pa3yeTcsi IPU TaKOU peaKIUu: TUIIOKCAHTUH — KCAaHTUH — MO4YeBas
KucioTa. KcaHTHHOKCHIAa3a SIBJISETCS KaTalu3aTOPOM 000MX 3TAIlOB 3TOM peaKIInu.
debyKkcocTaT SABJIIETCS IIPOU3BOOHBIM 2-apUITHA30JTy, TepalleBTU4YeCKoe NeNCTBUE
KOTOPOTO CBSI3aHO C YyMEHbIIIEHUEM KOHIIEeHTPaIlul MO4YEeBOM KUCIIOTHL B CHLIBOPOTKE
KPOBU MYTEM CEJIeKTUBHOTO YTHETEeHUSI KCAaHTUHOKcHuaa3kl. ®ebyKcocTaT - 3TO
MOIITHBIN U CEJIEKTUBHBIN HEIMyPUHOBUM MHTUOUTOP KCcaHTUHOKcUAa3ksl (NP-SIX0), ero
Ku (koHCTaHTa yrHeTeHue) in vitro coctasnsieT MeHee 1 HaHOMOIAX. BEIIO OKa3aHo,
4yTOo pebyKcocTaT 3HAaUYUTEJILHOM CTENeHU MOoIaBIsieT aKTUBHOCTL KaK OKHCIIEHHOH,
TaK ¥ BOCCTAHOBJIEHHOM (hOPMBI KCAaHTUHOKCHUIA3hl. B TepareBTUYeCKUX
KOHIIeHTpanussax ¢pedbyKcocTaT He yrHeTaeT Apyrue GepMeHTHl, y4aCTBYIOIINEe B
MeTaboIu3Me ITyPUHOB WU NUPUMUOVHOB KaK I'yaHUHIe3aMUHa3a,
runokcaHTuHryaHunHdochopubosunTparuchepasa, oporardhochopudosuntpancoe-
pa3a, opotuguHMOoHOPochaTaeKapOoOKcUuIasa, Ujin IypuHHyKineo3unpochopuriasa.



KauHuueckas agpgpekmusHocms u 6e30nacHocmeo.
ITodaepa

AdbderTuBHOCTE NIpenapata AIIEHYPUK® Orlia moaTrBepxkaeHa B pa3e 3 Tpex
OCHOBHBIX HccyienoBaHUul (mBa ocHOBHEIX ucciegoBanusa APEX u FACT u
mononHuTenbHoe ucciaemoBanue CONFIRMS, onurcaHbl HUXKe), KOTOPHIE BKITIOYalun
4101 nmamueHTa C TUIIEPYPUKEMUEN U TOgarpou. B KaXooM U3 3TUX OCHOBHBIX
uccnenoBauuil ¢passl 3 AIEHYPUK® 6omee 3¢ deKTUBHO CHUXKAJI CBIBOPOTOUYHYIO
KOHIIEHTPAlLMI0 MOYEeBOU KMCJIOTHL U MIOOAEePzKUBaJl €€ Ha OOJI2KHOM YPOBHE I10
CPaBHEHUIO C aJUIONyPHUHOJIOM. [IepBUYHOM KOHEUYHOU TOYKOM 3(PPEKTUBHOCTHU B
nccnepoBanusax APEX u FACT Ornina mosisi mallieHTOB, Y KOTOPHIX B TeYeHUe
MOCJIIEAHUX TPEeX MeCSLeB KOHIIEHTpallsd MOYeBOU KHUCJIOTHL B CLIBOPOTKE He
npessitnana 6,0 mr/on (357 MKMOIB/iT). B HOMOMHUTEIBHOM HCCI€JOBAaHUU
CONFIRMS ¢a3zsr 3, pe3yabTaThl KOTOPOTO CTaIM JOCTYIIHBI IIOCIIE IIEPBOM
peructpanuu npenapata AIIEHYPUK®, nepBuYHOM KOHEYHOU TOYKOU

9 HeKTUBHOCTH ObINia OO MAllMeHTOB, Y KOTOPBIX KOHIIEHTPAIIMS MOYEBOM KUCIIOTHI
B CHIBOPOTKE He mpeBhilnana 6,0 Mr/mia Ha MOMEHT IIOCIIedHEro BU3uTa. B atu
HUCCIIe0BaHUs He BKIIIOYalIM IMalleHTOB, IepPeHeCHInX TPaHCIIaHTallil0 OPpraHoB (CM.
Pazmen «Ocob6eHHOCTY IPUMEHEHUS»).

HccnedosaHue APEX: UccnepoBanue 3¢gpdekTuBHOCTH HPebyKCOCTaTy C KOHTPOIEM
mare6o u annonypuHona daswl 3 (Allopurinol and Placebo-Controlled Efficacy Study
of Febuxostat, APEX) OblJ10 paHIOMU3UPOBAHHOE, TBOMHBIM CJIEIILIM,
MHOTOIIEHTPOBEIM ITPOIOJIKUTENBHOCTDIO 28 Hefernb. Bcero ObIM paHIOMU3UPOBAHEI
1072 manmenToB: miaamebo (n = 134), AHEHYPUK® 80 mr 1 pa3 B cyTku (n = 267),
AODEHYPUK® 120 mr 1 pa3 B cyTku (n = 269), AIEHYPUK® 240 mr 1 pa3 B cyTKH (
n = 134) unu amnonypuHoi (300 mr 1 pa3 B cyTku (n = 258) mamueHTOB C UCXOOHOMU
CHIBOPOTOYHOM KOHIleHTpauueu KpeatuHuHa < 1,5 mr/on unu 100 mr 1 pa3 B cyTKH (n
= 10) mammeHTOB C UCXOOHOM CHIBOPOTOYHOM KOHIIEHTpaluen KpeaTuHuHa> 1,5 mr/on
u < 2,0 mr/gn). [Ins omeHKM 6e3omacHOCTH pebyKcocTaT Ha3Hadasnu B mo3e 240 mr (B
2 pa3sa BhIIIe MaKCUMaJIbHOM PEKOMEHIOBAaHHOMN OO3HI).

HUccnepoBanue APEX mokasajo CTaTUCTUYECKU OHOCTOBEPHOE MPEUMYIIECTBO 000UX
pexumoB nedyeHuss AIIEHYPUK® 80 mr 1 pa3 B cytku u AIIEHYPUK® 120 mr 1 pa3 B
CYTKH 10 CPAaBHEHHIO C aJIJIONYPUHOJIOM B 00bI4HOM mo3e 300 mr (n = 258)/100 mr (n
= 10) B yMeHbIIIEHUH CEIBOPOTOYHOU KOHIIEHTPaIlUu MO4YE€BOM KMUCIIOTEL HUXKe 6 Mr/Oj
(357 mrMmonb/n) (cMm. Tabmn. 1 u puc. 1).

HccaedosaHue FACT: UccnenmoBauue apPeKTUBHOCTH PeOyKCOCTaTy C alJIONypPHUHOII-
kouTposieM (The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3sr 3 6n110

PaHOOMHU3UPOBAHHOE, OBOMHEBIM CJIEIIBIM, MHOTOLIEHTPOBBLIM IIPOOOIZKUTEIBHOCTHIO 52
Henenu. Bcero Owinu parmomu3upoBaHbl 760 nmammenToB: AIIEHYPUK® 80 mr 1 pa3 B



cyTkH (n = 256), AHEHYPUK® 120 mr 1 pa3 B cyTku (n = 251) u annonypunron 300
mr 1 pa3s B cyTkHu (n = 253).

HccnemoBanue FACT moka3asio CTaTUCTUYECKU [TOCTOBEPHOE IIPEUMYIIIECTBO 000UX
pexuMoB - AITIEHYPUK® 80 mr 1 pa3 B cytku u AHEHYPUK® 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 Tabm. 1 mpencTaBieHbl pe3yJbTaThl OIIEHKY IIEPBUYHOM KOHEYHOM TOYKU

3¢ heKTUBHOCTH:

Tabmnuiia 1. [Tosns maueHTOB C KOHIIEHTPAllel MOYeBOM KUCJIOTHL B CHIBOPOTKE <6,0
mr/on (357 MKMOJIB/JI) IPU TPEX MOCJIEOHUX €XKeMEeCAYHBIX BUBUTOB

AJEHYPUK® 80

AJEHYPUK® 120

AonypuHOI

%1
CCTMEROBAHHE Mmr 1 pa3 B cyrku | Mr 1 pa3 B CyTKH 300/100 mr 1 pa3
B CyTKHu 1
APEX 48 % * 22 %
65 % *, # (n=269)
(28 Hepgennb) (n=262) (n=268)
FACT 53 %* 62 %* 21 %
(52 Hegenn) (n=255) (n=250) (n=251)
O0benuHEeHHbIE 51 %* 63 %%, # 22 %
Pe3yIbTaThl (n=517) (n=519) (n=519)

1 Pe3ynbTaTsl y nanueHToB, noay4dasmux 100 mr 1 pa3 B cyTku (n = 10: mamueHTH C
WCXOOHOU CBIBOPOTOYHOU KOHIIEHTpaluen KpeaTunuHa> 1,5 mr/on u < 2,0 mr/gn)
unu 300 mr 1 pa3 B cyTku (n = 509), B Xome aHanu3a OblIM 00 beOUHEHHI.

* P <0,001 o cpaBHeHUIO C annonypuHosnoM, # p <0,001 oo cpaBHeHHU!I0 ¢ go3ou 80

MT.

[Tpu npumenernuu AIIEHYPUK® ymMmeHbIlleHHEe CHIBOPOTOYHOU KOHIIEHTPAlUU
MOY€EBOM KHUCIIOTHI OBIJIO OBICTPBHIM M COAEPIKalIoCh JONT0. YMEeHbIIIeHue




KOHIIEHTPallM¥d MOYEBOU KUCIIOTHL B CHIBOPOTKE A0 <6,0 Mr/mmn (357 MKMOJIb/1)
OTMeYaJioCh yKe Ha BTOPOU He[elle UCCIIeJOBaHUs U COXPaHsJ/IOCh B JaJlbHEUIIIEM B
Te4YeHUe JIe4YeHus.

HccaedosarHue CONFIRMS: VccnemoBanue CONFIRMS Orn1710 paHOOMHU3UPOBAHHOE
KOHTPOJIUPYeMOe UcciaenoBaHue ¢a3bl 3 IPOAOIKUTENTBPHOCTHIO 26 Heenb, KOTOpoe
ITPOBOAMIIOCH [JIs OLleHKU 6e3omacHoCTU U 3dpdekTuBHOCTU hebykcocTaTy B mo3ax 40
MI 1 80 MI' 10 CpaBHEHUIO C aJUIONypuHOoJIoM B fo3ax 300 mMr u 200 Mr a1 nanueHTOB
C TIomarpou u rurnepypukemueni. Bcero O6bum paHIOMU3UPOBaAHE 2269 malneHTOoB:
AODEHYPUK® 40 mr 1 pa3d B cytku (n = 757), AHEHYPUK® 80 mr 1 pa3 B cyTku (n =
756) u annonypusron 300/200 mr 1 pa3 B cyTku (n = 756). He meHee 65% namueHTOB
UMeJIM HapylleHus QyHKIIUU MOYeK JIETKOM U CpefHEeN cTeneHU (C KIIMPEHCOM
kpeatuHuHa 30-89 mn/mun). IIpodunakTrKa OPUCTYIIOB ITofarpsl Oblyia 00513aTeTbHOMN
B TeyeHUe 26 HeJleJlb.

[Tomnst malMeHTOB C KOHIIeHTPaluel MO4YeBOM KMUCIIOTHL B CEIBOPOTKe <6,0 Mmr/om (357
MKMOJIb/TI) B IOCTIeMHUM BU3UT cocTaBisdna 45% nnsa ¢edbykcocraty 40 mr, 67% gns
debykrcocTaTy 80 mr u 42% pns anmonypuHosna 300/200 Mr coOOTBETCTBEHHO.

HQDBUHHCIH KOHeYHdaA mo4YKdad 8 nodepynne nauueHmos ¢ HapyweHuem d)yHKU,UU
nodyexk

B uccnegosanuu APEX onleHuBanu 3ppeKTUBHOCTE ITpenaparta ¢ ydactuem 40
ManUueHTOB C HapymieHueM QYHKIUU O04YeK (TO eCTh C UCXOOHOM CHIBOPOTOYHOM
KOHIIeHTpauueu KpeatTuauHa> 1,5 mr/on u < 2,0 mr/on). TakuMm namueHTaM,
PaHIOMU3KUPOBAHHOE B I'PYIIIY a/JIONYPUHOJIA OO3Y IpenapaTta ymMeHbanu g0 100 mr
1 pa3 B cyTKku. [TepBuyHas KOHe4YHasi TOYKa 3¢ HEeKTUBHOCTH Obljla MOCTUTHYTA B
rpynnax AOEHYPUK® B 44% manuenToB (80 mr 1 pa3s B cyTku), 45% (120 Mr oguH
pa3 B cyTku) u 60% (240 mr 1 pa3s B cyTKHU) 10 cpaBHeHUIO ¢ 0% B rpyImax
annonypuHosia 100 mr 1 pa3 B cyTKu u 11a1e0o.

[Tpu 5TOM KIMHUYECKU 3HAUYUMBIX Pa3/INUYUi B CHUKEHUY KOHIIEHTPAIUU B CHIBOPOTKE
KPOBU MOYEBOM KHUCJIOTHI B IPOLIEHTAaX ¥ 3M0POBLIX OOPOBOJIbIIEB OTMEYEHO He OBIJI0
HEe3aBUCHUMO OT (PyHKIIMOHAIBHOTO COCTOSTHUA ITo4YeK (58% B rpyIie ¢ HopMalabHOU
pyHKIIMEN ToYeK U 55% B IpyIIle C TAXKeJIbIM HapylleHueM (PyHKIIUU I04YEK).

[IpocrieKTUBHEIM aHaAJIU3, IPOBEAEHHBIU C yYaCTHEM MallMeHTOB C IOAarpou u
HapyumeHueM QyHKIUU IOYeK C moMoIbio ucciaegoBaunusas CONFIRMS, nokasai, 4To
(ebykcocTaT OBIJT 3HAYUTENTLHO 3 PeKTUBHEE: YPOBEHD MOYEBOM KMCJIOTHI B
CHIBOPOTKE CHUZKAJICS A0 YPOBHA <6,0 MT/OJjI 110 CpaBHEHUIO C TAKOBBEIM IIPU
npumeHeHuu amnonypuHosa 300 mr/200 Mr y mallMeHTOB C ITOJarpou U HapylIeHueM
(GyHKLIMY TOYEK IETKOU U cpefHeu cTeneHu (65% UCIBITYEMBIX).



ITepsuyHas KoHe4YHAs1 Mo4kKa 8 nodz2pynne nayueHmos C Cbl8B0OPOMOYHOL
KOHUeHmpauuel moyesol Kuciaomvul = 10 m2/0n

BrixogHast KOHIIEHTpalKs B CBIBOPOTKE KPOBU MOYEBOM KUCJIOTHL = 10 Mr/mon
oTMedajsiach npuMepHo y 40% mainmeHToB (KOMOMHUpPOBaHHbIe ucciaenoBanus APEX u
FACT). Cpenu 3TUX IallMeHTOB IepBUYHAsA KOHeYHas ToUKa 3(h(HEeKTUBHOCTU
(KOHIIeHTpalus B CEIBOPOTKE KPOBU MOYEBOU KUCJIOTH <6,0 Mr/oj B mociepHue 3
BU3UTHI) Oblsia gocTurHyTta B noarpynmnax AIEHYPHUK® B 41% nauuenTtos (80 mr 1
pa3 B cyTKHu), y 48% namuerToB (120 mr 1 pa3 B cyTkKu) u y 66% manmeHnToB (240 mr 1
pa3 B CYTKH) IO CpaBHEHUIO ¢ 9% B rpynne amnonypuHona 300 mr/100 mr 1 pas B
cytku u 0% B rpynre mnnaiebo.

ITo parnubIiM uccnenoBanusa CONFIRMS, nossg nmanyveHTOB, JOCTUTIINX IEPBUYHOU
KOHEYHOU TOYKU 3P PEKTUBHOCTU (KOHIIEHTPALXS B CEIBOPOTKE KPOBU MOYEBOU
KMCJIOTHI <6,0 MT/Oj1 B IOCTIeOHUYM BU3UT), B TPYIIIE ITAallMEeHTOB C UCXOTHOU
CHIBOPOTOYHOU KOHIIEHTpalerd MO4YeBOUu KUCJIOTH = 10 Mr/mj, KOTOphIE II0JIyYasiu
debykcocTaT 40 Mr 1 pa3 B CyTKM, COCTaBJIsizia COOTBETCTBEHHO 27% (66/249),
¢ebykrcocTaT 80 Mr 1 pa3 B cyTku 49% (125/254) u annonypuron 300 mr/200 mr 1 pas
B cyTKu 31% (72/230).

KiauHuyecKkue pe3yibmambl: NPOUEHM NAUUEHMO08, HYyH#cOarnuw,uXcsa 8 mepanuu
npucmynos nodazpul

HccnepmoBanue APEX: B TeueHue 8-HemenbHOro MPOoGUIaKTUYECKOr0 IIepuoaa
MallMeHTHl C TepaleBTUYeCcKou rpymmkl ¢pedykcoctaTty 120 Mr (36%), KOTOpHIE
HYXKOaJuCh B Tepallvy IPUCTYIIOB IOAarphl, CpaBHUBAJIMCh C ITallMeHTaMU, KOTOPHIEe
npumensanu pedykcoctaTt 80 mr (28%), annomnypuron 300 mr (23%) u mnarebo (20%).
YacToTa OIpUCTYHOB OBIJIa BHIIIE IOCJIe MPOPUITAaKTUYECKOTr 0 ITIepruoaga 1 CO BpeMeHeM
IIOCTeINeHHO CHuXKamnachk. Ot 46% 0o 55% maleHTOB IPOBOOUIIOCH JIeUeHUe
IIPUCTYIIOB Iofmarpsl ¢ 8 Hegenu U ¢ 28 Hepenu. [IpucTynsl nogarpsl, BO3HUKIINE B
TedeHUe IOoCTIeaHuX 4-X Heleb UCTIbITauuk (24-28 Hepgenu), Habmomanuchb y 15%
nauueHToB (pedbykrcocTtaT 80, 120 mr), 14% mamuenToB (annonypuron 300 mr) u 20%
nalueHToB (1maamebo).

HccnegoBanue FACT: B Teuenue 8-HegenbHOT0 IPOoPUIaKTUYECKOTO IIeproaa
MalMeHThl C TepaleBTUYecKou rpymmkl ¢pedykcoctaty 120 Mr (36%), KOTOpHIE
HY2K[aJIMCh B Tepalluy ITPUCTYIIOB MOoJarphbl, CpaBHUBAJIMCH C MallueHTaMu 00eux
TepamneBTUYECKUX IPynm, roe npumMensanu pedbykcoctat 80 Mr (22%) 1 anmonypuHOI
300 mr (21% ). ITocrne 8-HegenbHOTO MTPOPUITAKTUYECKOTO IIEPHOAA YacToTa
IIPUCTYIIOB YBEJIMYUJIaCh U CO BpeMeHeM IIOCTEeIleHHO cHu3unachk (64% u 70%
ManUueHTOB, OIyYaBIINX JIedeHre 10 MOBOAY IIPUCTYIOB IMoJarpel ¢ 8-52 Hegenu).
[TpucTymnsl mogarpel B TeUeHUE IOCIeqHUX 4-X Hedenb UcnbiTanuu (49-52 Hegenn)
HaOmoganuck y 6-8% mnanuenToB (pedykcoctat 80 mr, 120 Mr), uy 11% manmeHTOB



(ammonypunron 300 mr).

Ilonst TTaliMeHTOB, HYKIAIOIINXCS B JIeYUeHUN 000CTPeHuM mogarpsl (1cciemoBaHue
APEX u FACT), Oblyta HUKe B TPYyIIIax, rae CpegHsass KOHIIeHTPaIlllus MOYeBOM KUCIIOTHI
B CBIBOPOTKE IIOCJIe JIe4eHUs YMeHbIlanach 1o <6,0 mr/on, <5,0 mr/on unu <4, 0
MT/IJI, IO CPaBHEHUIO C TPyIIlaMM, B KOTOPBIX CPEOHUMN YPOBEHb MOYEBOU KUCJIOTHI
cocTtaBnan = 6,0 Mr/on B mocnenHue 32 Hepgenu nedeHusd (c 20-24 Hepgenu 1o 49-52
HeOeso).

Bo Bpemsa uccnenosanusi CONFIRMS pons nanueHTOB, HYKOAOLIUXCS JIEYUeHU T
npucTymoB nogarpsl (1 geHps Kaxkaeie 6 MecsaneB), coctaBuna 31% u 25% B rpynnax,
MMOJIy4YaBIINX COOTBETCTBEHHO pebykcocTaT 80 MT 1 ajlyIonypUHOJI. Pa3nuyuii B
COOTHOILIEHUY ITallMeHTOB, HYKOAIOIINXCS B JIEYEHUU IIPUCTYIIOB ITOAArpbl, MEXKOY
rpynmnamu, npuMeHnsanu ¢edykcocrtat 80 Mr u 40 M, HE OTMEYasocCh.

Ilon120cpouHbIEe pacwupeHHble OMKpPblMble UCCAed08aHU S

HccnemoBanue EXCEL (C02-021): uccnegoBanusi EXCEL ObIJIO TPEXJIETHUM,
OTKPBITHIM, MyIbTUIIEHTPOBOE, PAHOOMU3UPOBAHHOE, PaCIIUPEHHBIM, aJlJIONyPUHOJI-
KOHTPOJINPYEMBIM UCCIe0BaHeM 0e30macHOCTHU a3kl 3, KOTOPOE IIPOBOAUIIOCH OIS
OLIeHKY 0€e30IaCHOCTH C YYaCTUEM IallMeHTOB, KOTOPHIE ITPOIIIJIM OCHOBHBIE
uccnenoBanusd ¢pa3bl 3 (APEX unu FACT). Becero B ucciegoBaHue OBIJIO BKIIIOUEHO
1086 mamuenToB: AIEHYPUK® 80 mr 1 pa3 B cyTku (n = 649), AHEHYPUK® 120 Mmr
1 pa3 B cyTku (n = 292) u annonypurosn 300/100 mr 1 pa3 B cyTku (n = 145) .
I[TpumepHo O 69% malMeHTOB KOPPEKIINSA TePaANuu OIS JOCTUKEHUS
OKOHYATEIbHOT0 CTaOUIBHOTO JIeueHus He TpeboBanock. [laliueHTH], YpOBHE
CHLIBOPOTOYHOM KOHIIEHTPAIIUU MOYEBOM KHUCJIOTH B KOTOPHIX IIPU TPEXKPATHOM
ImocJieqoBaTeJIbHOM U3MEePEeHUU COCTaBIsANu> 6,0 Mr/mj, OLIJIN UCKITIOYEHBI U3
UCCIJIeJOBaHUS.

YpoBHU KOHIIEHTPALU¥ B CHIBOPOTKE KPOBU MOY€EBOU KUCJIOTH C TEY4EHUEM BPEMEHU
He U3MeHUunuch (Harmpumep, B 91% u 93% mamueHTOB, CHadYasla IPUMEHSIIU
(ebykcocTaT B go3ax coorBeTcTBeHHO 80 Mr u 120 Mr, ypoBHE CHIBOPOTOYHOU
KOHIIEHTPAllU¥ MOYEBOU KUCJIOTHL COCTaBIANMU <6,0 Mr/oyi 36- M Mecs1ie).

[To maHHBLIM TpexXJIeTHero HabMogeHus: B MeHee yeM 4% ITallueHTOB, HYXKIaIoINXCS B
JIEYEHUHU IIPUCTYIIOB, OTMEYEHO YMEHbIIEHUEe YaCTOTHl IIPUCTYIOB nogarpel Ha 16-24
Mmecsia 1 30-36 mecsiia (To ects 6osiee ueM B 96% malmeHToB He0OXOOUMOCTE B
JIE4YeHUU IIPUCTYIOB OTCYTCTBYET).

B 46% u 38% maiueHTOB, OIy4YaBIINX OKOHYATEIbHOE CTaOUJIbHOE JIeYeHU
dbebykcocTaToM COOTBETCTBEHHO B o3e 80 unu 120 Mr 1 pa3 B cyTKH, HabII0ganoch
[IOJIHOE MCYEe3HOBEeHUE IIEPBUYHOIO ITaJIbIINPYyeMOr0 TOQyChl OT Hadasla o0



IIOCJIEOAHEr o BU3UTaA.

HccnegoBaune FOCUS (TMX-01-005) ObIsI0 DATUIIETHUM, OTKPHITHIM,
MynbTUIIEHTPOBOE, PaCIINpPEeHHBIM UCCIeqoBaHueM 0e30I1acHOCTH (a3l 2,
IIPOBOAUBIILETOCS C y4aCTHUEM MNallMeHTOB, 3aKOHYUBIINX 4-HeOeIbHBIN IIPUEM
(ebykcocTaTy C HBOMHBIM CJIEIIBIM HO3UPOBKOHU B ucnbiTaHuu TMX-00-004.
HccnepoBanue BKIo4Yano 116 manmeHTOB, IMOy4YaBIInX cHavdana ¢edykcoctaT 80 Mr
1 pa3 B cyTkuU. [I51g 62% manyeHTOB 01 IOAOEPXKaHUS YPOBHSI CEIBOPOTOYHOU
KOHIIEHTPAIIMH MOYEeBOM KHMCJIOTHI MeHee 6,0 MI/oj1 KOppeKIius o3kl He TPeOOoBajIoCh,
a 38% nauueHTOB HyXKOaJIUCh B KOPPEKLIUU O03bl IJI JOCTUXKEHUSI OKOHYaTEeIbHOU
CcTaOUIbHOU KOHIIEHTPAIIuU.

Ilons malmeHTOB C YPOBHEM CHIBOPOTOYHOM KOHIIEHTPAIMU MOYEBOU KUCJIOTHI MeHee
6,0 mr/mn (357 MKMOJIB/JI) BO BpeMsi ITIOCIeHero BU3uTa cocTanisiia 6omee 80% (81-
100%) mns Kaxpo¥ u3 rpynn 1mo go3e hedyKkcocTary.

B daze 3 KMMHUYECKUX UCCIIeMOBAaHUM Y MTAllMEeHTOB, IToJIyyaBiux ¢edyKcocTar,
HaOJIIoOManuch He3HAYUTEeJIbHBIE U3MEHEeHHUs [TeYeHOYHEBIX IToKa3aTesnel (5,0%).
YacToTa JaHHBIX U3MEHEHUNM Obljia CXOOHa C TAKOBOM IIPU IPUMEHEHUN
annomnypunona (4,2%) (cm. Pazgen «OcobeHHOCTU IPUMEHEHUSI»). B HONITOCPOYHBIX
OTKPBITHIX PACIINPEHHLIX UCCIEI0OBAaHUSIX YV ITAllMeHTOB, ITony4YaBmux pebykcocTaT
(5,5%) unu annonypuHoi (5,8%) B TedeHUe OJIUTEIRHOTO BpEMEHU, OTMEeYalioCh
noBwilieHue ypoBHs TTIT (> 5,5 MmkMO/mn) (cMm. Pasgen «Oco6eHHOCTY ITPUMEHEHU ST »

).
ITocaepe2ucmpauuoHHble 00/120CPOUYHbIE UCCAe008AHUSA

HccnemoBanue CARES mpepncTaBisisio co00¥ MHOTOIEHTPOBOE PAHIOMU3UPOBAaHHOE
OBOUHOE CJIENOe UCCIefOBaHue OTCYTCTBUM MeHbIIel 3(PpPEeKTUBHOCTH, BO BPEMSH
KOTOPOT'0 CPaBHUBAIU Pe3yJIbTaThl CEPOEYHO-COCYOUCTHIX 3a00JIeBaHUM ITPU
npuMeHeHUn GebyKcocTaTy M ajlJIoONypHUHOJa y MallieHTOB C ITIoOOarpoi U OCHOBHBIMU
CepaevYHO-COCYOUCTHIMU 3a00IeBaHUSIMY B aHaMHe3e, BKJIlo4asi nHpapKT MUOKapaa,
TOCTIIMTAJIM3alUIo 10 IT0OBOAY HECTaOMIbHOM CTEHOKapPOUU, IIPOLeaAyPy KOPOHapHOU
UK 1lepebpanbHON PeBACKYIAPU3AUN, UHCYJIBT, TOCIIUTAIN3AIINIO II0 TIOBOIY
TPAaH3UTOPHOU UIIIeMHUYECKOHN aTaku, 3a00jieBaHus nepudeprieckKkux COCyooB UIU
caxapHbIM guabeT Cc IpU3HaKaMM MUKPOAHTHOIIATUU U MaKpoaHTUuonaTuu. s
noctuxkeHus ypoBHs SUA meHee 6 Mr/on mo3y pebykcocTaTy TutpoBanu 40 mr go 80
MI' (He3aBUCUMO OT (PYHKIIMH II04Y€EK), a J03y aIJIONypUuHOa TUTpoBanu ¢ marom 100
Mmr ¢ 300 go 600 Mr o1 MallMeHTOB C HOPMaJlbHOU (PYHKIMEN Io04YeK U I0YEeYHOU
HeOoCTaTOYHOCThIO 1erkou cteneHu u ¢ 200 go 400 Mr gis maueHTOB C IOYEYHOU
HEeOOCTAaTOYHOCTBIO CPedHEeN CTEeIIeHU TSIXKECTH.



[TepBUYHOM KOHEYHOM TOYKOM B ucciemoBanuy CARES Gbl10 BpeMsi ITepBOT0
nosieneHust MACE (BaxxHbIe TOOOYHEIE CEPIIEYHO-COCYIUCTHIE SIBIIEHUS),
COCTAaBJIAIOIIEN HeJleTaJlbHOT0 HH(papKTa MUOKapAa, HeJleTalbHOIr0 HHCYJIbTa, CMEPTH
OT CepAeYHO-COCYAUCTHIX ITaTOIOTHUN 1 HeCTaOUIbHOU CTEeHOKapAUM C HEOTJIOXKHOM
KOPOHapHOU peBacCKyIsipu3alien.

KoHeuHbIe mOKa3aTesu (IepBUYHLIE U BTOPUYHBIE) aHATU3UPOBAIX COTJIACHO aHaIU3y
TapreTuHra Ha nedenue (MBC), BKimtodasi Bcex CyObEKTOB, KOTOPhIE OBIIIN
pPaHOIOMHU3UPOBAHKI U MOJIyYUIIN XOTs OBl OOHY 403y IIpelapaTa B XOJe OBOMHOTO
CJIETIOTO UCCJIeJOBaHUs.

B ob61ieM 56,6% mamneHTOB IIPeKpaTUiii NpoOHoe JedyeHre npexaeBpeMeHHo, a 45%
MMaIMeHTOB 3aBEPIININ He BCe BU3UTHI UCCIENOBaHUSI.

B o611eM, 6190 namueHTOB HAaXOOUIIKUCH IO HaOIoOeHneM B TeueHrue 32 MeCSIIEeB,
CpenHss OJIIUTEJIbHOCTh BO3OEUCTBUS COCTaBIsAlIa 728 OHeU I HallueHTOB I'PYIIIIE
debykcocTaTy (n = 3098) u 719 mHel Os MallMeHTOB I'PYIIIEL aJUIONYPUHOJIA (N =
3092).

ITepBuuHas KoHeuyHas1 Touka MACE Habioganachk C aHAJIOTUYHBIMU ITOKa3aTeJISMU B
rpymnmnax nedenusi pedbykcocraTom u anomnypuronom (10,8% mpotus 10,4%
aly¥eHTOB COOTBETCTBEHHO, cooTHoIIeHue pucka [HR] 1,03; gBycTopoHHMMI
noBTOPHEBIM 95% moBeputenbHbIM nHTEepBan [CI] 0,89-1, 21).

[Tpu ananu3e oToenbHBIX KOMIIOHEHTOB MACE yacToTa CMEPTHOCTHU OT CEPOEYHO-
COCYOUCTHIX ITATOJIOTUM Oblla BHIIIE B rpyIiie ¢edyKcocTaTy, YeM alJIONypPHUHOIIa
(4,3% npotus 3,2% nanuentos; YCC 1,34; 95% OU 1,03-1,73). HacToTa apyrux
cooriTuit MACE Oblta moxoxa B rpymnnax ¢eOyKcocTaTy U ajIoNypuHOa, TO eCTh
HeJIeTaJIbHOT 0 HH(papKTa Muokapaa (3,6% npotus 3,8% nanuenTtos; YCC 0,93; 95%
o 0,72-1,21) HeneTanbHOTrO UHCYJNbTA (2,3% npotus 2,3% manmenTtos; YCC 1,01;
95% 1M 0,73-1,41) u cpOYHOM peBacKyIspu3aliiy 3a HeCTaOUIbHOM CTeHOKapauen
(1,6% opotus 1,8% namuenTtos ; YCC 0,86; 95% [IU 0,59-1,26).

YacToTa CMEPTHOCTH 110 BCEM MPpUYMHAM TakKKe Oblla BhHIIIE B rpyImne ¢pebyKcocTarTy,
yeM atonypuHoina (7,8% npotus 6,4% namuenTtos; YCC 1,22; 95% OIH 1,01-1,47),
YTO B OCHOBHOM OBIJI0 00yCJIOB/IEHO 00Jiee BLICOKUM YPOBHEM CMEPTHOCTU OT
CeprevYHO-COCYAUCTHIX MaTOJIOTUM B 3TOM rpy1ie (cM. pa3gen «Oco6eHHOCTH
IPUMEHEHUS»).

TeMnbl IPUHSTON TOCIUTANIN3alMY 10 TOBOIy CEPAEYHOU HETOCTAaTOYHOCTH,
TOCIIUTAIU3allUM I10 II0OBOMIy apuTMHUM, KOTOpas He CBs3aHa C UIleMuel, BEHO3HBIMU
TPOMO0OIMOOTUYECKUMU COOBITUSIMHU, Y TOCIIUTAIU3AIINY T10 ITIOBOY ITePEeXOOHBIX
UIIEMUYECKUX ITPUCTYIIOB OBLIM COOCTAaBUMBIMHU 151 (peOyKCOoCTaTy U aJlJIONypUHOIIA.



CuHOpom au3uca onyxoau (CJIII)

AdbdekTuBHOCTE U 6e30macHoCcTh npuMeHeHuss ADEHYPUK® nnst mpopumakTuku u
neuenus npu CJIIT onernuBanu B uccinemoBanuu FLORENCE (FLO-01). AHEHYPUK®
ITPOAEMOHCTPUPOBAI JIyUIlyio 1 60jiee OLICTPOE AEUCTBUE B OTHOIIEHUYN CHUXKEHUS
YPOBHS yPaTOB II0 CPAaBHEHUIO C aJlJIONyPHUHOJIOM.

FLORENCE npexncTtaBisano coboit paugoMusupoBanHoe (1: 1), mBoiiHOe creroe,
onopHoe uccnenoBanusa a3zl 111, mpoBegenHoe Omnsa cpaBHeHusas AIJEHYPUK® B
mo3upoBke 120 Mr oguH pa3 B CYTKM U aJUJIONypuHOJa B 0o3upoBke 200-600 Mr B
CYTKH (CpefHss CyTOYHas J03a aJJIONypuHOIA [+ cTaHOapTHOE OTKIIOHeHue |: 349,7
+ 112,90 Mr) B yC/I0BUSIX KOHTPOJISI KOHIIEHTPALUU MOYE€BOU KUCJIOTH B CHIBOPOTKE.
HN36paHHbIe MAllMEHTH OOJI2KHBI ObLIM OBITh KaHOAUOATAMU IS JIeYEeHUST
aJIJIONYPUHOJIOM MJIM He UMETh OOCTYyIla K pacOypuKas3bl. [lepBUYHEIE KOHEYHBIE TOUKU
MIpeaCcTaBasiIu cOOOM IIJIOIIAAb IO KPUBOM KOHIIEHTPAIIMN MOYEBOM KHCJIOTHI B
ceiBOopoTKe (AUC sUA1-8) u usMeHeHNe YPOBHSA KpeaTUHUHA B CHIBOPOTKeE (SC), ¢
IIepBOT0 IO BOCBMOU IeHb KaXKas.

K uccnenoBaHue OBIJIO BKJIIOUEHO 346 IAallMEeHTOB C TeMaTOJIOTUYEeCKUMHU
3710Ka4eCTBEHHLIMY HOBOOOPA30BaHUSMHU, ITOTYYAOIINX XUMHUOTEPAIINIO U UMEITN
CpeOHul/BLICOKMY CcTeneHb pucka pa3sutus CJIII. Cpeguee 3Hauenue AUC sUA1-8
(Mr X 4/m) ObIO 3HAUUTEJIbHO HuxXKe npu npueme ATIEHYPUK® (514,0 = 225,71 o
cpaBHeHuio ¢ 708,0 = 234,42; cpegHee HaUMEHBIINX KBaApPaTOB [OJIS Pa3HUIIHL: -
196,794 [95% moBepuTenbHOTO HHTEepBana: -238,600; -154,988]; p <.0001). Kpome
TOTO, CPEHUY CHIBOPOTOYHBIA YPOBEHb MOUYEBOM KMCIIOTHI OBbIJTI 3HAYUTEJILHO HUXKE
npu npumMmeHenuu AIJEHYPUK®, HauuHas ¢ nepBbIX 24 YacOB JIEYEHUS U B MI000M
OCJIEeAYIOLIUA MOMEHT BpeMeHU. CTaTUCTUYECKU 3HAYUMBIX Pa3JIMUYUU 110 CPEeOHUM
comepzKaHMEM CBIBOPOTOYHOTO KpeaTuHmnHA (%) mexgy AIIEHYPUKOM® u
anonypuHosioM He Owio (-0,83 = 26,98 mo cpaBHeHwuto ¢ 4,92 + 16,70
COOTBETCTBEHHO; CpefHEe HaUMEHbIIINX KBaapaToB O pa3Hulsl: 4,0970 [95 %
OOBEPUTENBHOrO HHTEPBana: -0,6467; 8,8406]; p = 0,0903). C yueTOM BTOPUYHBIX
KOHEYHBIX TOUEK, CTAaTUCTUUYECKH 3HAUYUMBIX PA3/INYMNU 110 YaCTOTE PA3BUTHUS
nabopaTopHo nmoaTBepxkmeHHoro CJIIT He 6b110 (8,1% u 9,2% nns AIEHYPUK® u
aJIJIOIIyPHUHOJIa COOTBETCTBEHHO; OTHOCUTENbHEIN pucK: 0,875 [95% moBepuTenbHOTO
uHTepBana: 0,4408, 1, 7369]; p = 0,8488) u kMUHUKM CHHOPOMA pacliaja OIyXOJik He
on1110 (1,7% u 1,2% pna ADEHYPUK® u annonyprHoia COOTBETCTBEHHO;
oTHocuTenbHBIN puck: 0,994 [95% moBepuTenbHOTO HHTEPBana: 0,9691; 1,0199 |; p =
1,0000). HYacToTa BCex IMPHU3HAKOB U CUMIITOMOB, BO3HUKIIINX BO BpeMs JIeUeHUS, a
TaKxXe MOOOYHBIX peaklui, cocTasisina 67,6% 1o cpaBHeHUIo ¢ 64,7% u 6,4% 110
cpaBHeHUIO C 6,4% gnsa AIEHYPUK® u annonypuHojia COOTBETCTBEHHO. B
nccnegoBanuu FLORENCE ATJEHYPUK® npomeMoOHCTPUPOBA Nydlilyio u 6onee
OBICTPOE mEeNCTBHE 10 CHUXKEHHUIO YPOBHSA MOYEBOM KHUCJIOTHI B CHIBOPOTKE II0



CpaBHEHMUIO C ajutonypuHosioM. [JauHble mis cpaBHeHuss AIIEHYPHK® u pacOypuka3bl
B HACTOsIIIIee BpeMsI OTCYTCTBYIOT. DG GEKTUBHOCTh U 0€30macHOCTh (pebyKcocTaTy He
YCTAHOBJIEHEI AJISI TAlMEeHTOB C OCTPHIM TskKenbIiM CJITT, HanpuMep NaleHToB, Y
KOTOPHBIX APYTUE BUIOLI TepaIlluy OJId CHUXKEHHUS YPaTOB He JEeUCTBYIOT.

®dapMaKOKHHETHKA

Y 3m0poBEIX HOOPOBOJIbIIEB MaKCUMallbHas KOHIIEHTPallUs B IIJla3Me (max) U mJjioiagb
non kpuBol (AUC) yBenmuYMBaINCh IPONOPIUOHAIBHO O03€ IIOCIe OOHOKPaTHOTO U
MHOTOKpaTHOTO ITpuMeHeHus: pedykcocTaTy B go3ax oT 10 mr go 120 mr. ITpu mosax
ot 120 mr go 300 mr yBenuuenue AUC On1sio O0IbIlle, YeM IPONOPLMOHATBHO I03€.
ITpu npumeHeHuu 103 10-240 mMr Kaxkable 24 yaca HakoiieHHus pebyKcocTaTy He
oTMeyasiocs. [IpenmnonaraeMeli CpeqHUN TePMUHAJILHBINM [I€PUO[ [I0JIYBLIBEIEHU T
(t1/2) pebykcocTaTy COCTaBIISIII IIPUMEPHO 5-8 wacoB. BrlI IpoBeIeH MMONyJISIMOHHBIN
aHanu3 ¢papMaKOKMHETHUKHU/PapMaKOOUHAMUKHU 110 OAaHHLIM, IOJTy4YEeHHBIM C y4aCTHEM
211 mamueHTOB C TUIIEPYPUKEMUEHN U ITogarpou, Kotopsle npuMeHsnu AIIEHYPUK® B
no3ax 40-240 mr 1 pa3 B cyTKu. B 11e710M n1osIydeHHBIE 3HAYEHUSA
(bapMakKOKMHETUYECKUX TapaMeTPOB COOTBETCTBYIOT TAaKOBBIM Y 3MOPOBBIX
noOpOBOJIBIIEB, KOTOPHIE, CII€NOBATEIbHO, SIBJITETCS XOPOIIIEeH MOIENbIO IS OLIEHKHU
(apmakokuHeTUKH/(apMaKOONHAMUKY IIpelapaTta y HalieHTOB C IoJarpou.

BcacvigeaHus. ®ebykcocTaT OLICTPO (tmax (BpeMs MOCTUKEHUS MaKCUMaJIbHOU

KoHIeHTpauuu) 1,0-1,5 yaca) u xopoitio (o kparHeu Mmepe 84%) BcacwiBaeTcs. [Ipu
OOHOKpPaATHOM M MHOTOKPaTHOM INpHUMeHeHuHu (pebyKcocTaTy IepopaiabHo B go3ax 80
mr unu 120 mr 1 pa3 B CyTKM MaKCuMabHas KOHIIEHTPaIus COOTBETCTBEHHO
coctaBnseT 2,8-3,2 Mr/mn u 5,0-5,3 MKr/mi. A6contoTHOe 6MOA0CTYIIHOCTh TabIeToK
dbebykcocTaTy He aHanu3upoBasu. [Ipy MHOrOKpaTHOM NpuMeHeHuu B no3e 80 mr 1
pa3 B CYTKHU UJIM IIPU OOHOKPATHOM IIpUMeHeHUU B no3e 120 Mr B coueTaHuu C
KHUPHOU MUIeN MaKCHMaJlibHasi KOHILIeHTpalusa yMeHbinanach Ha 49% u 38%, a AUC -
Ha 18% u 16% cooTrBeTCcTBEeHHO. OOHAKO 3TO HE COIIPOBOXKAAIOCH KIIMHUYECKU
3HAUYMMBIMU U3MEHEHUSIMU CTEIIEH!U YMEHBIIIEHUS YPOBHSI MOYEBOM KHUCIOTH B
CBIBOPOTKE KPOBU (IIpU MHOTOKPATHOM NIpuMeHeHuM B 1o3e 80 Mmr). Takum o6pa3om
AIDEHYPUK® MOXHO IPUMEHATh HE3aBUCUMO OT IIpUeMa IUIIN.

Pacnpedesenue. IIpennonaraemMeli 00beM pacupenesieHusl B paBHOBECHOM COCTOSSHUU
(Vss/F) onsa ¢pebOykcocTtaTy MeHsIeTCs OT 29 go 75 1 mocJjie IepopalbHOT0 IPUMEHEHUST
B mo3e 10-300 mr. CteneHb cBsi3biBaHUs (pebyKcocTaTy ¢ 6enTKaMu mia3Mbl KPOBU

(rmaBHBIM 00pa3oM c anbOyMuHOM) cocTaBisieT 99,2% u He U3MEHSIEeTCS IPU
nmoBhItIeHUY 003kl ¢ 80 Mr o 120 Mr. [[71 aKTUBHBIX MeTabonuToB (pedyKcocTaTy
CTeIeHb CBSI3bIBaHUS C OeTKaMU ITa3Mbl KpoBU KojebneTcs oT 82 mo 91%.



Memaboausm. ®ebyKcocTaT aKTUBHO MeTab0IN3UPYyEeTCs IyTEM KOHBIOTAIIUU C
y4gactueM ypunuagudocharriokypoHuntpancdepassl (VI O-
TIIOKyPOHUNITPaHCcdepaskl) U OKUCJIEHUS IIPU y4acTUU (PePMEHTOB CUCTEMBI

nutoxpoMa P450 (CYP). Bcero ugertuduiinpoBaHo 4 ¢papMakKOIOTNYeCKH aKTUBHBIX
TUAPOKCHUIIBHBIX MeTabomuToB ¢pebyKkcocTaTy; 3 U3 HUX ObIM OOHApPYy2KEHHI B IIJIa3Me
yenoBeka. MccregoBaHus in vitro Ha MUKpOCcOMax IeYeHn YeJjioBeKa MoKa3alu, YTo
9TH OKUCJIEHHBIE MeTa0O0IUTHI 00Pa3yIOTCS IPEUMYIIEeCTBEHHO IO AeMCTBUEM
CYP1A1l, CYP1A2, CYP2C8 unu CYP2C9, Torga Kak ¢peOyKcocTaTy I'TIOKYPOHUT,
oOpa3syeTcs rimaBHBIM 00pa3oM nop gericteueM Y @-rinokypoHuntpancdepassr 1A1,
1A8 u 1A9.

Buvisod. ®ebyKcocTaT BEHIBOOUTCS U3 OpraHU3Ma dyepe3l IedeHb U Io4YKu. [Tocme
nepopa’snbHoro npuMeHenus 14C-dpebykcocTtaTy B mo3e 80 Mr nmpumepHo 49%
BBIBOZIMJIOCH C MOYOM B HeU3MeHeHHOM Bupe ¢pebykcoctaty (3%), aluiriIioKypoHuga
nemictByloliero BemiecTtBa (30%), U3BECTHBIX OKUCIJIEHHBIX METaOOIUTOB U UX
KoHbioraToB (13%) u Opyrux Heu3BeCTHHIX MeTabomuToB ( 3%). KpoMe mmouyeuHou
9KCKpeluu, npuMepHo 45% mo3bl BLIBOOUIIOCH C KAaJIOM B HEM3MEHEHHOM BHU[E
dbebykcocTaty (12%), alluATIIOKypOHUaa OeiCTBYIOIIero BellecTBa (1%), U3BECTHHIX
OKMCJIEHHBIX METAaOOIUTOB M UX KOHBIOTATOB (25%) 1 OPYTrUX HEM3BECTHBIX
MeTabomuToB (7%).

IToueuHas HedocmamouyHOCMb.

ITpu mHOTOKpaTHOM npuMeHeHun AJIEHYPHUK® B mo3e 80 Mr He OBIJIO OTMEYEHO
n3MeHeHn Cmax pebykcocTaTy y MallieHTOB C JIETKON, YMEPEHHOU UITU TAXKeJIOon
IMOYE€YHOU HEeJOCTAaTOYHOCTHIO II0 CPAaBHEHHIO C MTallieHTaMM C HOpMaJlbHOU (QYHKIIMEN
nmouyek. CpenHsis obmiass AUC ¢pebykcocTaTy yBenuuuBagach npuMepHo B 1,8 pa3za: oT
7,5 MKT X 4ac/MJI y TallMeHTOB C HOPMaJIbHOU (PpyHKIIMEN modeK 00 13,2 MKI X Jac/Mn
y IMallMEeHTOB C TAXKEJIOU IMT0OYeYHOU HeOoCTaTOYHOCThI0. Cmax u AUC aKTUBHEIX
MeTa0O0JIMTOB MOBHIIIAIMCE B 2 ¥ 4 pa3a COOTBeTCTBeHHO. OgHAKO IallieHTaM C
IMOYEeYHOU HEJOCTAaTOYHOCTHIO JIETKOM UJIM YMEPEHHOMN CTEIEeHU KOPPEKLUS TO3bI
JIEKapCTBEHHOI'O CPefCTBa He HyXKHa.

ITeyeHoOuHas HeOoCMAMOYHOCMb.

[Tpu mHOrOKpaTHOM IpuMeHeHuu AITIEHYPUK® B go3e 80 Mr He OBIJIO OTMEYEHO
cyuiectBeHHBIX u3MeHeHn Cmax u AUC ¢pebykcocTaTy U ero MeTaboJIuTOB Y
NanueHToB C JieTKou (Kiacc A mo mikane Yaung-I1ei0) u ymepeHnHou (Kiacc B o
mKase Yauna-I1ei0) medyeHOYHOU HeJOCTaTOYHOCTHIO II0 CPAaBHEHMIO C ITallueHTaMU C
HOpMalbHOU QyHKIIMEN nedeHu. MccinemoBaHue JIEKapCTBEHHOTO CPeACcTBa
HalMeHTOB C TSIXKeJIONW Me4YeHOYHOU HeIoCTaTOYHOCThIO (Kimacc C 1o mKkane Yaung-
I1p10) HE TPOBOAUIIOCE.



Bospacm.

[Tpu MHOTOKpaTHOM ITepopanbHOM npuMeHeHuu AJIEHYPHUK® He OblJIO OTMEYEHO
cymecTBeHHBIX n3MeHeHul AUC ¢peOyKkcocTaTy 1 ero MeTab0JIMTOB y NallueHTOB
IMOKUJIOTO BO3pacTa II0 CPaBHEHUIO C MOJIOOBIMU 300POBEIMU JOOPOBOJIbIIaMHU.

Iloan.

[Tpu mHOTOKpaATHOM IlepopaibHOM npumeHennu ATIEHYPUK® C max u AUC
dbebykcocTaTy y :KeHIUH ObIu Ha 24% u 12% BBIIIIE COOTBETCTBEHHO, YEM Y MYKYMH.
OpgHako MakcuMasnbHasa KoHIleHTpanusa 1 AUC, CKOppeKTUPOBaHHBIE 10 MaccCe TeJa,
OBLJIM TIOXOXKM [J1s1 00eux IPyI, II03TOMY U3MeHeHUe O03H (heOyKCcocTaTy B
3aBUCUMOCTH OT I10Jla He HyXKHa.

IToxa3aHus

JleyeHre XPOHUYECKON TUIIEPYyPUKEMUU IPU 3a00JIeBaHUSIX, COITPOBOKIAIOITUXCSI
OTJIOKEHUEM KPUCTAJIJIOB YPaTOB, B TOM YUCJIE IIPU HATUYUU TOPYCOB U/UITH
MMOJarpuYecKoro apTpuTa B HaCTOSIIlee BpeEMS UJIM B aHaMHe3e.

JleuyeHue u npodunakTuKa r’MIepypuKeMUn y B3POCIIBIX NallieHTOB, IOABEPTaIINXCs
XUMHUOTEPAIINU 110 TTOBOAY I'eMaTOIOTUYEeCKUX 31I0KaYeCTBEHHBIX HOBOOOPAa30BaHMUM C
YMEpPEHHBIM U/IU BEICOKMM PUCKOM CHUHApOMa nu3uca onyxonu (CJIIT).

IIporuBONOKa3aHUA

FI/IHep‘-IYBCTBI/ITeHBHOCTB K aKTUBHOMY BE€IIIE€CTBY HUJIA J'I1060My OpyromMy
BCIIOMOT'aTE€JILHOMY BEIITE€CTBY IIPpEeIlapaTa, KOTOpPpO€ YKa3dHO B pa3aejie «CocTaB».

B3auMoOaeHCTBHE C IPYrHMH JIeKapCTBEHHBLIMH CPeICTBAMH H IPyrue BHIbI
B3aMMOOEHUCTBUHA

MepxanmonypuH/azamuonpuH.

B cooTBeTCTBHU C MEXaHM3MOM CBOETO meicTBUs GpebyKcocTaT MOgaBasieT
KCAaHTUHOKCHUAA3HI, II03TOMY OTHOBPEMEHHOE IPUMEeHEeHNEe He PEKOMEHIyeTCs.
YrHeTeHMe KCAHTUHOKCHUAA3bl MOXKET MMPUBOOUTD K ITOBBIIIIEHUIO KOHIIEHTPAIIUU 000UX
IIperapaToB B IIJIa3Me, YTO MOXKET BHI3BATh TOKCUUYECKYIO peakiuio. FcciemoBanue
B3auMofencTBusa pebykcocTaTy C ImpernapaTaMu (KpoMe TeodunmruHa), KOTOphIe
MeTabO0TM3UPYIOTCST KCAHTUHOKCHUIA3HI, He MPOBOOUIIUCH C yYaCTHEM JIIOOEH.

Mopenupyoomui 1 UMUTAIIMOHHBIN aHaIu3 JaHHBIX JOKJIIMHUYECKOI 0 UCCIIeJOBaHU S
Ha KphICaxX yKa3hIBaeT Ha TO, YTO B CJIydae OMHOBPEMEHHOT0 BBefleHUs GhedyKcocTaTy
003l MEPKANTONYpPUHY/a3aTUOIIPUHA CIeAyeT YMEHbIIUTE 00 20% UM MeHbllle paHee



Ha3Ha4YeHHOM mo3bl (cM. Pa3zmen «OCcoOeHHOCTU IPUMEHEHUSI»).

HccnenmoBanue B3aumoneicTBus ¢edyKCcoCTaTy BO BpeMs APYTroM IIMTOTOKCUYECKOHN
XUMHUOTEPAIlUU He IIPOBOOUINUCE. B xome onmopHoOro uccnepoBanus nauyventaMm ¢ CJIII ¢
HECKOIbKUMHU pexXruMaMi XHUMHUOTepanuu npegHa3dHadarncsa ¢pedbykcocrat B mo3e 120
MT, BKJII0OYasi MOHOKJIOHa/JIbHEIEe aHTUTesNa. OgHAKO BO BpeMS 3TOr0 UCCIIedOBaHUA
B3aMMOMEeMCTBUS JIEKaPCTBEHHBIN ITpelrapaT-JIeKapCTBEeHHEIN IIpeapaT u
JIEKapCTBEHHHIN ITpenapaT-3aboyieBaHle He UCCIIef0BaluCh. [I03TOMy BO3MOXKHOCTD
B3aMMOOENCTBUS C JIIOOBIMM IIMTOTOKCUYECKUMM IIpernapaTaMu, COBMECTHO
Ha3Hay4aloTCs UCKJIII0YaTh HEJIb34.

PosuzaumasoH/cybcmpamut CYP2C8

debykcocTaT aBnsgeTcs cnabeiM naruoutopom CYP2CS8 in vitro. B xome uccrnegoBanus
y 30OPOBBIX JOOPOBOJIBIIEB cOueTaHHOEe npuMeHeHue 120 Mr ¢ebykcoctaTy 1 pa3 B
CYTKH M OJHOPA30BOM IIepPOpasibHO IIPUHSATON O3Bl POCUTIMTA30Ha 4 MI' He BIIMAJIO Ha
dbapMaKOKUHETUKY POCUTJIMTa30HaA U ero MeTabonuTa N-ge3MeTUIPO3UTIUTa30HY,
OeMOHCTpupyomui, 4To ¢pedykcoctaT He yrHeTaeT pepmeHT CYP2C8 in vivo. Takum
oOpa3oM, ODHOBpeMEeHHOe BBefeHre peOyKCcoCcTaTy ¥ POCUTTIMTa30Ha UIHU OPYTUX
cyoctpaToB CYP2C8 He TpebyeT KOPPEKIIUY OO03bI 3TUX ITPETapaToB.

TeogunauH.

[TpoBemeHOo uccnenoBaHue B3auMoaelcTBUs GpebyKcocTaTy C ydaCTUEM 300POBBIX
nOOpPOBOJIBIIEB [JIS OLIEHKM BIIMSTHUS YyTHETEHNEe KCAaHTUHOKCHAa3kl Ha yBeIUdeHue
YPOBHSA TeOoDUIJINHA B HUPKYIUPYIOIIEeN KpoBU, HaO/II0oAaBIIeecs C OPYTUMHA
MHTUOMTOpaMU KCaAaHTUHOKCUAA3bl. Pe3ynbTaThl HCCIeqOBaHUS IOKa3aly, YTO IIpU
OOHOBPEMEHHOM ITpuMeHeHUU GpebykcocTaty B fo3e 80 mr u TeodpunnuHa B mo3e 400
MT He ObLJIO HUKaKUX (hapMaKOKWHETUYECKUX B3aUMOMENCTBUN UJIM BIIUSHUS Ha
6e3omacHoOCTh TeopunnuHa. TakuM obpa3oM, pebykcocTaT B mo3e 80 MI MOKHO
MIPUMEHSATH OMHOBPEMEHHO C TeODUIIIMHOM 0e3 0COOBIX OTOBOPOK. [JTaHHBIX O JO3HI
debykcocTaTy 120 Mr HET.

HanpokceH u Opyaue uHaubumopbl 2/H0KYPOHU3AUUU.

MeTabonu3M ¢pebyKcoCcTaTy 3aBUCHUT OT aKTUBHOCTU depmeHTa Y -
TIIOKypOHUNTPaHcdepassl. JleKapCcTBEHHBIE CPECTBA, IOAAaBISIOIINE IPOIIECC
rookyporusanuu, HanpuMmep HIIBC u npobGeHelu, TeopeTUYeCcKu MOTYT BIUSATH Ha
BBIBOJ (peOyKcocTaTy. Y 3IOPOBHIX HOOPOBOIBIIEB ITPU OOJHOBPEMEHHOM NPUMEHEHUH
(ebykcocTaTy 1 HammpokceHa o 250 Mr 2 pa3a B CyTKM Ha0OJI0IajioCh YCUJIEHHE
nenicTtBus pedbykcoctaty (Cmax (MakcMMabHas KOHIEHTpalus) cocTaBnsgeT 28%,
AUC (mnomragb mom KpuBoH) - 41%, t1/2 (mepuon nonyBeiBegeHus) - 26% ). B xome
KJIMHUYECKUX UCCIIeIOBaHUM ITPUMEHEHUS HalmpokceHa u apyrux HITBC/uHrubuTopon



LIOT'-2 He COIMPOBOXKIAIOCh KIMHUYECKU 3HAUUMBIM YBeIUYeHeM ITOO0YHBIX
peakKIiiuu.

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

HHOyKmopbl 2A0KypoHU3aluU.

Momiabie UHOYKTOPH pepMmenTa Y @-rmoKypoHUITpaHcdepa3bl MOTYT yCUIUBATD
MeTaboIu3M U CHUXKaTh 3G GEeKTUBHOCTh pebyKcocTaTy. Y MaluueHToB, IPUHUMAIOIIUX
MOIITHBIE UHOYKTOPHI IIIOKYPOHU3alui, peKOMEHOyeTCI KOHTPOJIUPOBaTh YPOBEHD
MO4YEeBOU KHCJIOTHI B IIJIa3Me depe3 1-2 Hegenu OOHOBPEMEHHOU Tepamnuu. [Ipu oTMeHe
WHOYKTOPA TJIIOKYPOHU3aIlMU BO3MOIKHO MOBHIIIIEHUE YPOBHS (peOyKCcoCcTaTy B IJTa3Me.

KosaxuuuH/uHOomemauuH/2udpoxsopomua3ud/eappapuH.

®ebyKCcOCTaT MOXKHO MPUMEHSTh OQHOBPEMEHHO C KOJIXUIITMHOM HJIM WHIOMETAIIMHOM
6e3 U3MeHeHUs 03kl IpernapaTos.

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

OnHOBpeMeHHOe ITpuMeHeHne pebyKkcocTaTy ¢ BapdpapuHOM He TpeOyeT u3MeHEeHU s
no3bl mocnenHero. [IpuMeHeHMe y 3M0POBEIX M0OPoOBOIbIEB pebykcocTaTy (80 Mr umu
120 Mr oguH pa3 B CyTKM) C BaphapuHOM He BIUSeT Ha (apMaKOKMHETUKY
nocnenHero. OmMHOBpeMeHHOe IIpuMeHeHne ¢ ¢GeOyKcocTaToOM TakKxKe He BIIUSJIO Ha
MHO u akTuBHOCTH (pakTOpa VHU.

Ie3unpamux/cyocmpamusr CYP2D6.

[To maHHBIM, IOJIyYeHHEIM in vitro, pedbykcocTaT siBnsgeTcs caabbiM UHTUOUTOPOM
CYP2D6. B xome uccnemoBaHUM C ydacTHEM 3[IOPOBHIX TOOPOBOJILIIEB, ITOTYYaBIINX
120 mr AIEHYPUK® 1 pa3 B cyTkH, Habnoganock yBenudenue AUC ge3unpaMuHa
(cyoctpat CYP2D6) Ha 22%, 4TO CBUOETEJILCTBYET O Cl1abo¥ yrHeTalolllee IelCcTBUe
dbebykcocTaTty Ha pepmenTt CYP2D6 in vivo.

TakuM oOpa3oM, IIpu OOHOBPEMEHHOM NpUMeHeHuu pebyKcocTaTy U CyOCTpaTOB
CYP2D6 HeT HEOOXOOUMOCTH MEHSTH UX MO3HI.

AHmauudHble cpedcmaed.

[Tpu ogHOBpEMEHHOM IIPUMEHEHUHU C aHTaAllUAaMH, COOePKAIIUMU MarHus TUOPOKCU]I
U aJIIOMUHUS TUOPOKCH], OTMeYaeTCs 3ajiepKKa BcackiBaHUs hebdyKcocTaTy
(mpuMepHO Ha 1 4ac) ¥ yMeHbIIeHue MaKCHUMaJIbHOU KOHIIeHTpanuu Ha 32%, OgHaKO
AUC ¢ebykcocTaTy CyIIeCTBEHHO He MeHSeTCs, IT03ToMy (pebyKcocTaT MOXKHO



IIPUMEHSITh C aHTAIIUIHBIMUA CPeICTBaMH.
OCco0eHHOCTH IPUMEHEHU ST

CepoeuHo-cocyducmevle 3a001€8aHUS.

JledyeHNEe XPOHUYECKOU THIIEPYPUKEMUN

[TanpeHTaM C ITpeaBapUTEIbHO UMEIOIIMMUCS OCHOBHLEIMU CEPOEYHO-COCYOUCTHIMU
3abo0sieBaHUSAMHU (HanmpuMep UHOAPKTOM MHOKapAa, MHCYIbTOM UJIM HECTaOUIbHOM
CTeHOKapauen) cienyeT usberatsb nedeHus pedykcocTaToM, KpoMe CIydaeB, Korga
HEeT OPYTUX HaJjIexXKalluX BApUAaHTOB TePaIluH.

B uccnegoBanusix APEX u FACT B o61eli rpymre ¢pebykKcocTaTy CPaBHEHUIO C
TPYIIIION alJIoNypPuHOJIa coobIanock 00 YBeJIMUYEHUH KOJIMYEeCTBa HapyIIeHU! CO
CTOPOHEI CeEPAEYHO-cocyaucTou cucteMnl (Anti-Platelet Trialists 'Collaboration
(APTC)) (onpepneneHre KOHEYHBIX TOYEK B IPYIIIIEe COBMECTHOTO aHa/lIn3a
aHTuTpoMOoIuTapHo Tepanuu (APTC), B T. 4. C TeTaJllbHBIM MCXOJIOM B CBSI3U C
CepaevYHO-COCyOUCTHIM 3aboieBaHueM, UH(papKTa MruoKapaa 0e3 jieTaJIbHOT0 UCX0[a,
MHCYyIbTa 0e3 neranbHOTO ucxona) (1,3 mo cpaBHeHuto ¢ 0,3 ciaydaes Ha 100
nalnueHTo-11eT), B orau4due oT ucciaenoBanuss CONFIRMS (cM. pa3gen
«@apMaKoJIOTUYeCKue» IJIs OeTaIbHOI0 OIMCAaHUs HCCIeqoBaHusd). HacToTa
HapyLIIeHUM CO CTOPOHHI cepmedHo-cocyaucTou cucteMul (APTC), 0 KOTOPBIX
coo0m1anoch B KOMOMHMPOBAHHKIX McciieqoBaHusx daswl 3 (uccnemoBauus APEX,
FACT u CONFIRMS), coctaBuna 0,7 no cpaBHeHum c 0,6 cnydaeB Ha 100 nanueHTO-
jieT. B paMKax OJOJITOCPOYHBIX IIMPOKOMACIITAOHBIX UCCIIEeN0BaHN YacTOTa CeEPOEYHO-
COCYOUCTBIX HAPYIIIEHUM, 0 KOTOPBIX COO0IIamochk, coctasisia 1,2 u 0,6 ciyyaeB Ha
100 manuenTo-n1eT O GedyKCcoCcTaTy M aJIONypPHUHOIa COOTBETCTBEHHO. Pa3nmuuus He
OBIJTM CTAaTUCTUYECKU JTOCTOBEPHHI, IIPUYUHHO-CIIEICTBEHHAS CBSI3b MEXKIY
yKa3aHHBIMH HapYIIEeHUSIMU U NpuMeHeHrueM ¢peOyKcocTaTy OTCYyTCTBOBAJI.
dakTOpaMu UOeHTUPUIIMPOBAHHOTO PHCKa Y TAaKUX MMAllME€HTOB OB/ BHISIBIIEHBI
3a00J1eBaHMsI, BO3HUKIINE B Pe3yJIbTaTe aTepPOoCKIepo3a u/unu nHpapkKTa MHOKapaa
UJIY 3aCTOUHOU CepOevYHOU HeJOCTaTOYHOCTU B aHaMHe3e.

B nmocTpeructpanuonnsiii uccinegoBanuu CARES (mmogpoOHYI0 XapaKTEPUCTUKY
ncciaenoBaHus cM. B pasmene «®apMakosiornyeckue») yactora spinenuit MACE Ornlna
rmoxoxa B rpynnax ¢pebykcocraty u annonypurona (HR 1,03; 95% IH 0,89-1,21), Ho
HaOJrogancsa BEICOKUYM YPOBEHb HYaCTOTHI CMEPTEM OT CEPAEYHO-COCYAUCTHIX
3aboneBanui (4,3% npotus 3,2% namueHToB; YCC 1,34; 95% U 1,03-1,73).

ITpopusrakmuka u s1eyeHue 2unepypukemMuu y nauyueHmos ¢ puckom pazsumus CJIIT




[TaneHTH], TOOBEPTaAIIUXCSA XUMUOTEPAIINY 10 IIOBOAY reMaTOIOTUYeCKUX
3/7I0Ka4YeCTBEHHBIX HOBOOOPA30BaHUM C YMEPEHHBLIM UJIM BLICOKUM puckoM CJIIT u
npumeHsa0T AIIEHYPUK®, nipu Halnuuy KJIMHUYECKUX ITOKa3aHUU HaXOOATCS 0N
HabogeHneM Kapauosora.

A/mepewi/eunepqyecmeumeﬂbl-tocmb Ha siexKkapcmeeHHble cpedcmea.

B paMKax moCTMapKeTUHIOBOT'O Haf30pa ObIIM pegKue COOOIIeHUsI O CePhe3HBIX
ajyieprudecKrue peaklui/peakiiuy TuIIepPuYyBCTBUTENIBHOCTHU, B TOM YHCIIE
yIpozXKarolllero XXu3Hu cuagpoMa CtuBeHca-[[)KOHCOHA, TOKCUUYECKUU STNHUAePMalbHbIA
HEKPOJIU3 1 OCTPHIX aHapUITaKTUYECKUX pPeaKIuii/lioKa. B OONIbIIMHCTBE CIIy4YaeB
TaKue peaklny HabOIiogalanch B TeUeHHe IePBOTro Mecsilla IPUMeHeHU s
(ebykcocTaTy. B HECKONIBKUX, HO HE y BCEX MallMeHTOB HaOJII0ganuch HapyIIeHUus
(GyHKILINY TOYEK U/UJIH TUIIEPYYBCTBUTENBHOCTD K aJIJIOIIyPHUHOJIy B aHaMHE3e€.
TsKernble peakKIIuyu TUIIEPUYYBCTBUTEIFHOCTH, B TOM UHCJIE PEeaKIInH,
COMIPOBOXKIOAIONIINECS 303nHOPUINEN u cucteMHbIMu cuMiiTomaMu (DRESS-cunapom),
B HEKOTOPHBIX CIydasixX ObIIM CBSI3aHBI C TUXOPagKOM, TeMaToJIOTUYeCKOM, TOYeYHOU
WM IeYEeHOYHOM HEeJOCTAaTOYHOCTRIO.

IManeHTH! JOIXKHBI OBITh MPOMHMOOPMHUPOBAHBI O MPHU3HAKAX M CUMIITOMAaX
TUIEePYyBCTBUTEIIPHOCTH/AJIJIEPTUH, a TaKXXe 3a HUMU clieyeT HabJofaTh I10
Pa3BUTHUIO TaKUX peaKuu. [Ipy NosIBJIEHNU CEPhE3HBIX alJIEPTUUYECKUX
peaxkuui/peakiiui r'ulepyYyBCTBUTEIBHOCTU, CUHAPOM CTUBEHCa-I[?)KOHCOHA B TOM
yucie, IpuMeHeHne pebyKcocTaTy Halo HEMEJIEHHO ITPEKPAaTUTh, IOCKOJILKY paHHee
IIpeKpallleHre IPpUMeHEeHUs yilydlllaeT Iporuo3. Ecnu y namueHTa pa3Buiach
ansepruydeckasi peakiys/peakiius TUIepuYyBCTBUTEIbHOCTH, B TOM YHCJIe CUHOIPOM
CrtuBeHca-[I>KOHCOHA, ¥ OCTPhIe aHapuIaKTHYeCKHe PeaKInK/II0K, TO IIOBTOPHOE
Ha3HaveHUe pebyKCcoCcTaTy IIPOTUBOMIOKA3aHO.

ObocmpeHue (HanadeHue) nodazpul.

Jleuenune pebykcocTaToM CleayeT HaUMHaTh TOIbKO B IIepuo[ mocjie 000CTPeHUs
6one3nu. PebyKcocTaT MOXKET CIIPOBOILIMPOBATH IIPUCTYII ITIOAArphl B Ha4ase JIeueHusI
3a CYeT U3MEHEHHUs YPOBHS MOYEBOM KUCJIOTHI B CHLIBOPOTKE Yepe3 BHIXO[ yPaTOB U3
nero. B Hauane neueHus pebyKkcocTaToM peKOMEHIOYEeTCS Ha3HAYUTh HECTEPOUOHEIE
npotuBoBocnanuTenbHble cpeacTtBa (HIIBC) unu KONMXUIIMH Ha CPOK He MeHee 6
MeCSIEeB 15 MPOPUITaKTUKU TPUCTYIIOB MOOarpHl.

[Tpu pa3BUTHM IIPUCTYIIa MoJarpsl Ha oHe NpuMeHeHusd GebyKcocTaTy IeueHue
nmpoponxkaioT. OMHOBPEMEHHO MPOBOAST COOTBETCTBYIOIIYIO MHOUBUAYATbHYIO
Teparnuio 060CTpeHus nmogarpsl. I[1pu OnuTenbHOM NpuMeHeHUn GebyKcocTaTy
4acToTa U TSAXKEeCThb IIPUCTYIIOB ITOAarphl YMEHbIIIal0TCH.



OmuaodceHuss KCAHMUHOS.

Y naiueHTOB C YCKOPeHHBIM 00pa3oBaHUEM ypaToB (Hammpumep, Ha ¢poHe
3JI0Ka4eCTBEHHBIX HOBOOOpPa30BaHUM U UX JIeUeHUs UK IIpU cuHapome Jlema-
HuxaHa) BO3MOIKHO CYyIlIeCTBEHHOE yBeJIn4eHre a0COMI0OTHOM KOHIIEHTpalluu
KCaAHTUHOB B MOYe€, YTO B PEOKUX CJIy4asiX COIIPOBOXKIOAETCS UX OTIIOKEHUEM B
MOYEBBIBOIOSAIINX MMyTAX. ITOT0 HE HaOII0OaIOCh B OTIOPHOM KJIMHUYECKOM
uccnegoBanvu AIEHYPUK® npu CJIII. ¥3-3a OrpaHUYEHHOCTU ONbITa IPUMEHEHUS
(bebykcocTaT He MMOKa3aH MmallMeHTaM npu cuugpoMe Jlema-HuxaHa.

MepkanmonypuH/azamuonpuH.

debykcocTaT He peKOMEHAyeTCS IPUMEHSTh NallieHTaM, KOTOPhle OMHOBPEMEHHO
MOJIy4aloT MepPKaNTONypPHUH/a3aTUOIIPUH, IIOCKOJIbKY MHTUOUPOBaHME
KCaHTUHOKCH a3kl (peOyYKCOCTaTOM MOXKET BhI3BATh IMOBHIIIEHNE KOHIIEHTPAIIUHN
MepPKalTONypuHYy/a3aTUOIIPHHA B IIJla3Me KPOBU, YTO MOXKET IIPUBECTU K CUIIbHOU
TOKCUYHOCTU. HUKaAKWUX MCClIefOBaHUM B3aUMOENCTBUSA Y JII0OOEN He IIPOBOAUIIOCS.

Ecnu komOuHanmu He n3bexkaTh, pEKOMEHOYETCSI YMEHBIIUTD O03Y
MepKalToNnypHuHy/a3aTuonprHa. Ha oCHOBe MOOennpoOBaHUSA U UMUTALIMOHHOT O
aHaIM3a JaHHBIX TOKJIMHUYECKOr0 MCCJIeMOBaHUSs Ha KPhICaxX IIPHU OJHOBPEMEHHOM
npuMeHeHUn GeOyKCcoCcTaTy M03y MepPKaIlTONypPUHYy/a3aTUONPHUHA ClIeyeT YMEHbIIUTh
mo 20% unu MeHbIlle IpeaBapUTeIbHO Ha3HAYEHHOM M03kI, YTOORI N30eXKaTh
BO3MOXKHBIX TeMaTOJIOTUYECKUX Bo3meucTBul (CcM. Pasgen «B3auMmopgencTBue C
OPYT¥MHU JI€KapCTBEHHLIMU CPEeACTBaMU U APyryue BUOLI B3aUMOOENUCTBUUI» ).
[TanueHTOB cenyeT TIlaTeIbHO KOHTPOJIUPOBaTh, a 403y
MepPKaIlTONyPUHYy/a3aTUONPHUHA HYKHO BIIOCIEACTBUN KOPPEKTUPOBATL Ha OCHOBE
OLIEHKHY TepPaneBTUYECKOr0 OTBETA U HACTYIIJIEHUS BO3MOXKHBIX TOKCUYECKUX
a(pheKkToB.

ITayueHmbl, nepeHecuwue MpaHcNAadHMAayu 0P2aHos.

OnbiTa npuMeHeHUs PebyKcocTaTy 3TOU KaTeropuu NalueHTOB HET, IO3TOMY
IpuMeHeHMe IIpenapaTa He IToKa3aHo.

TeogunauH.

OmHOKpaTHOEe OOHOBPEMEHHOe MpuMeHeHre pebykcocTaTy B fo3e 80 Mr u
TeodunnuHa B fo3e 400 Mr He IMOKa3aio HUKaKUX (apMaKOKMHETHYECKUX
B3auMopencTtBuii. ®edykcoctaTt B mo3e 80 MI MOKHO IPUMEHSTh OMHOBPEMEHHO C
TeopunIuHOM Oe3 prcKa IOBHIIIEeHNI KOHIIeHTpalui TeopusiInHa B miaa3Me. [JlaHHbBIX
0 mo3nl pebykcocTtaTty 120 Mr HeT.

3abosesaHus neveHu.



B xome koMOuMHUPOBaHHOM (pa3wl 3 KIMHUYECKUX ucciegqoBaHuil B 5,0% mmaiiueHTOB,
nony4daBiux pedykcocTaT, HabMOOanuch He3HaYUTEIbHbIE U3MEHEeHUS ITeYeHOYHBIX
IIoKa3aTesiel, I03TOMY PEKOMEHOYeTCS IPOBEPATh (PyHKIIMOHAIbHEIE I€YEeHOYHEIE
ImoKa3aTeu 0o Ha3HaueHus GpeObyKcoCcTaTy U BO BpeMs JIeYeHUs IIPU HaJIu4dum
IIOKa3aHUuu.

3abosesaHus wumo8uOHOU JHcene3bol.

B 5,5% maimueHTOB, mony4daBiux GedykKcocTaT TeueHue OJIUTETbHOTO BPeMEeHH,
HaOJII0manock moBwieHue nokasartens TTT (> 5,5 MKMO/MIT) IpU [IOJITOCPOYUYHBIX
OTKPBITHIX paCIIMPEHHEBIX UCccieaoBaHuid. [109ToMy 1eKapCTBEHHOE CPEACTBO ClIefyeT
C OCTOPOZKHOCTBIO IIPUMEHATh NallieHTaM C HapylleHueM QYHKIIUU IIUTOBUOHOMN
JKeJle3Hl.

Jlakmoasa.

JleKkapCcTBEHHOE CPEeACTBO COMEPKUT NaKTo3y. [TallmeHTaM C peIKUMU
HaCIeOCTBEHHLIMHU 3a00JIeBaHUSIMHU, CBI3aHHEIMU C HEIIEPEHOCHUMOCTHIO TaJIaKTO3HI,
HeOOCTAaTOYHOCTHIO JTaKTa3kl Jlara uiu HapylleHueM BCaChbIBaHUS
TJIIOKO3bI/TallaKTO3kl ITPenapaT He IToKa3aH.

CnoCcoOHOCTH BIIMSITHh Ha CKOPOCTH PEeaKIMH [IPH yIIPaBJIeHUH
ABTOTPAHCIOPTOM HJ/IH Pad0oTe ¢ MeXaHHu3MaMH

By cooOIlleHus: 0 pa3BUTUU COHJIMBOCTHU, TOJIOBOKPY2KEHUS, ITapeCTe3Un U
HapylleHNe YeTKOCTU 3peHus Ha ¢oHe npuMeHeHusa ¢pebykcocrarty. [loaTomy
nanueHTaM, Kotoprle mpuMeHsioT AIIEHYPUK®, pekoMeHayeTcst cOOIIOOaTh
OCTOPOKHOCTH IPU yIIPaBJIeHUY TPAHCIOPTHHEIMU CpeACcTBaMu U paboTe C APYyTuMU
MeXaHU3MaMM 10 TeX II0OP, II0Ka OHU He OyOyT YBEPEHHI B OTCYTCTBUU
BBIIIIEYIIOMSHYTHIX IIOOOYHBIX PeaKIIuu.

HpnMeHeHne B IIepuona 6epeMeHHOCTH HJIN KOPpMJIEHHUSA I'PyIbIO

EepemeHHOCMb

OrpaHUYEeHHBIN ONBIT IPUMeHeHUs pedyKkcocTaTy BO BpeMsa 6epeMEeHHOCTH
CBUTIETENBCTBYET 00 OTCYTCTBUU HEOIArONIPUSATHOTO BIUSHUS Ha Te4eHUe
0epeMeHHOCTH U 3[0POBbe I1JI0a/HOBOPOXKIAEHHOT0. B X0ome nccneqoBaHuil Ha
KUBOTHBIX He OBIJI0O OTMEYEHO €ro IMIPSIMOT0 HJIM KOCBEHHOT0 MOOOYHOI'0 BIUSHUS Ha
TeyeHue 0epeMeHHOCTH, Pa3BUTHE 9MOPUOHA/IIJIONa U TeUeHUEe POIOB.
[ToTeHIIManbHBINM PUCK IJIsI YeJloBeKa Heu3dBecTeH. PebyKcocTaT He ClieoyeT
MIPUMEHSTH BO BpeMsi 0€peMEHHOCTH.



KopmaeHue 2pyovio

HeusBectHO, mpoHUKaeT pebykcocTaT B rPyagHOe MOJIOKO. MccrmemoBaHus Ha
KWBOTHBIX ITOKa3aliy, 4To ¢pebyKcocTaT MPOHUKAET B IPYAHOE MOJIOKO M OKa3bIBaeT
HETraTUBHOE BIIMSHUE HAa PAa3BUTHE HOBOPOXKOEHHBIX, KOTOPBHIX KOPMST 3TUM MOJIOKOM.
Puck momapmanus mmpenapaTa B IPYIHOE MOJIOKO He MOXKET OBITh UCKITIOYEH.
debyKkcocTaT He ciiefyeT MPUMEHSTh B ITIePUOd KOPMJIEHUS I'PYIbIO.

depmusbHOCMb

HccnegoBanre GepTUIBHOCTH Ha XKUBOTHBIX IPU IPUMEHEHUHU B Jo3e 48 MI/Kr/CyT He
BHISIBUJIM 3aBUCHUMOCTHU IMOOOYHBIX peakiuii oT go3bl. [erctBrue AIEHYPUK® Ha
PEnpoOnyKTUBHYIO (PYHKIINIO YeI0OBeKa HEeU3BEeCTHaA.

Cnoco® IIPHMEHCECHHsSI U TO3bI

Ho3uposka

ITodaepa.

Pekomenpyemas go3da AIIEHYPUK® cocTtaBnser 80 Mr 1 pa3 B CyTKU IepOpaibHO,
He3aBHUCHMO OT ITpueMa nuiliy. Eciu KOHIIeHTpalusa MO4YeBOU KUCIIOTHL B CHLIBOPOTKE
KPOBMU IpeBHIIIaeT 6 Mr/oi (357 MKMOIIB/11) Iocyie 2-4 HeOesb JIe4eHUs, ClIeayeT
paccmoTpeTs noBeiieHre o3kl AIIEHYPUK® o 120 mr 1 pas B cyTku. 9ddekT
JIEKAPCTBEHHOT'O CPENCTBa OKa3bIBA€TCS JOBOJIBHO OBICTPO, YTO A€IaeT BO3MOXKHBIM
IIOBTOPHOE OIpefesieHue KOHIIEHTpalllyl MO4YeBOM KHCIOTH Yyepe3 2 Hegenu. Llenbio
JiIeYeHUs SABISETCS YMEHbIIeHe KOHIIEHTPallui MOYEeBOM KUCJIOTHI B CHIBOPOTKE U
nopgepzKaHue ee Ha YPOBHe MeHee 6 Mr/On (357 MKMOJIb/I).

HpOJIOJI}KI/ITeHBHOCTB HpO(I)I/ITIaKTI/IKI/I IIPUCTYIIOB ITOOAQrpel PEKOMEeHOYETCA HE MEeHee §)
MeCHAIEB.

CuHOpom ausuca onyxoau (CJIII).

Pexomennyemas no3za AIEHYPUK® coctasnssier 120 Mr oguH pa3 B CyTKHU
nepopanbHO, HE3aBUCUMO OT IpHeMa ITUIIN.

[Tpumenenue AIIEHYPUK® cnenyeT HauMHATE 3a OBa OHA 00 Hadalla
IUTOTOKCUYECKOU Tepalluu U IIPOJOJIXKAaTh He MeHee 7 CyTOK; OOHAKO
IIPOOOJIZKUTEJIBHOCTh Tepaluu MOXKHO IPOOJIUTE 00 9 CYTOK B COOTBETCTBUU C
IIPONOJIZKUTEJIBHOCTBIO XUMUOTEPAIIUY U KIIMHUYECKOU OLIEHKU.

ITauyueHmbl NOJHCUI020 BO3pACMA.

s aTou KaTeTropHuu IIallMeHTOB KOPPEKIHA O3Bl HE TpeﬁyeTCH.



IloueuHasa HedocmamouyHOCMb.

Y mamnmeHTOB C TSKeNIbIM HapylleHueM (QYHKIIUU Mo4YeK (KnupeHc KpeaTuHuHa <30
MJI/MUH) 3pPeKTUBHOCTL 1 6€30MMaCHOCTDL T€KapPCTBEHHOI'0 CPeCTBa U3YYEHO
HeJocTaTo4HO. [TanmeHTaM ¢ HapylleHreM QYHKIIMM II0Y€EK JIeTKOU U YMEPEHHOU
CTEeIIeHU KOPPEKILMUS N03bl He TpebyeTcs.

ITeueHoYHass HeOoCMAMOYHOCMb.

HccnepoBanue 3¢ deKTUBHOCTU U Oe30macHOCTH (GeOyKCOoCcTaTy y MallieHTOB C
TS2KEeJION ITeYeHOYHOU HeIOCTaTO4YHOCThIO (kinacc C mo mkane Yaung-I1ei0) HE
IIPOBOJUJIIOCS.

[MTomarpa. Ilpu HapyleHUn QyHKIIUU ITeYeHHU JIETKOM CTeIleHd peKOMeHayeMas mo3a
coctasnseT 80 mr. OIBIT TPUMEHEHHUS JIeKapCTBEHHOT'O CPEMICTBA ITPU HaPYIIEeHUHU
byHKITMY TeyeHU cpefgHel CTelleH! OTPaHuYeH.

Cunpgpowm nusuca onyxonu (CJIIT). C omopHoro uccnegoBauus ¢aswl 111 (FLORENCE)
OBIJTM UCKITIOUEHBI TOJILKO CYOBEKTHI C IIeUeHOUYHOM HEeJIOCTaTOYHOCTDIO TSXKeJIou
cTeneHu. [[71g malueHTOB, KOTOPhIe OIS BKJTIOUEHBI B UCCII€IOBaHNEe, KOPPEKIIUSI
OO3bI B CBSI3U C COCTOSTHHEM (YHKIIMU ITeYeHU He TpeOyeTcs.

Cnocob npumeHeHUus

IJig mepopasibHOTrO IPUMEHEHUI.

AJNEHYPHUK® npumeHseTCs IepopajibHO, HE3aBUCUMO OT IIpueMa IIUIIN.
et

BezonacHocTth 1 apPpekTuBHOCTL TpUMeHeHuss AIIEHYPUK® pgetsm B Bo3pacTte 1o 18
JIET He YCTAHOBJIEHH!. [laHHEbIEe I10 IPUMEHEHNIO OTCYTCTBYIOT.

ITlepemo3upoBka

B cnydae mepemo3uMpoBKY ITOKa3aHa CUMIITOMaTU4YecKas U IMoAmepKuBaloas
Tepanus.

ITo6o4YHbIE peaKIIuu

Pesiome mpoduist 6€30IaCHOCTH.

Hawubosee yacThIMU MOOOYHBIMU PeaKIUSIMHU B KIIMHUYECKUX UcciaenoBanusax (4072
nanueHToB, NpuMeHABIIUX 003y oT 10 Mr go 300 Mr) u B mIpoiecce
IMOCTMAPKETUHTOBOTO HaJI30pa y MaleHTOB C ITogarpoi Oblin 000CTPEeHUSs



(mpucCTyIBI) TTOAArphl, HapylleHus GYHKIIUY IIeYeHU, Auapesi, TOITHOTa, TOJIOBHAsA
00J1b, CHIIb ¥ OTEKHU . ITU ITOOOUYHBIE PEAKIIMU UMeJIU B OONBIIMHCTBE ClIydyaeB JIETKUHU
WUJIU CPeJHEeN CTelleHU TsIKeCTU. Bo BpeMsi MOCTMapKeTUHIOBOT0 Haf30pa OblTx
COOOIIIeHUS O PEOKUX ClIydasx CePhbe3HBIX peaKluil TUIIePUYyBCTBUTEIbHOCTU Ha
(hebykcocTaT, HEKOTOPHIE U3 HUX COIIPOBOKAAIUCH CUCTEMHBIMU PEaKIUAMU, U O
penKux sIBJIEHUSI BHE3AITHOM CEpPOeYHON CMEPTH.

B Huxecnenyoilnel Tabnuile yKa3aHbl T0O0YHEIE PeaKIii, KOTOPhble BO3SHUKAIOT MPHU
npuMeHeHun GebyKcocTaTy nalueHTaMu U KiacCUPUIIMPOBAHbBI CIEIYIOIINM
obpazoM: yacTo (oT = 1/100 go <1/10), HewacTo (ot = 1/1000 mo <1/100) u penko (oT
= 1/10000 go <1/1000). HacToTa pa3BuUTHSI OCHOBHIBAETCS HA MCCIEOOBaHUAX U
IMIOCTMAapPKETUHTOBOM OITHITE II0 ITAIlMEeHTOB C ITOOAarpPoM.

B kaxpgou T'PVIIIIEe II0 9aCTOTe PA3BUTUA MMOOOYHBIX PeaKluu IIpeacCTaBJIEHEL B IIOPAOKe
YMEHBIIIEHUA CTEIIEHU TAXKECTH.

Tabnuua 2. [TobouHble peakIlinu, KOTOPLie Habmomanuck B ¢pa3e 3 KOMOMHUPOBAHHBIX
pacCIIUPEHHBIX TOITOCPOYHBIX UCCJIEAOBAaHUN U B IIEPUOJI ITIOCTMapPKETUHTOBOTO
HaOJIIOgeHus y mallueHTOB C MOJarpou.

Co CTOPOHBI KPOBU U Penko: ITaHIIUTOIIEHU ST, TPOMOOIIUTOIIEHUS,
nmuM@PaTUdeCKOM CUCTEMBI [@arpaHyJIonuTO3 *

Co CTOpPOHBI UMMYHHOU Penko: AHapunakTuueckue peakiuu *,
CUCTEMEI TUIEePUYyBCTBUTEBHOCTD K IIpemnapary *

Co cToponsl 3HOOKpuHHOY [HedacTo: IToBhEIIIEHNE YPOBHS TUPEOCTUMYIUPYIOILIHE
CHUCTEMBI rOpMOHa KpPOBU

Co CTOpPOHEBI OPraHoOB
Pepnko: 3aTymMaHEeHHOe 3peHUe
3peHud

YacTto ***: O6ocTpeHue (IPUCTYMIHI) ITOgarpPhl

HeuacTo: CaxapHbiil frabeT, TUIIEPIUITUAEMUS, CHUXKEHUE
Co CTOpPOHEI IUTAHUSA U
arreTuTa, yBeJIM4eHUe MacChl Teja
oOMeHa BeIlleCTB

Penko: CHUXXEHHEe MacChl Tejla, MOBHIIIIEeHNE alllleTUTa,
AHOPEKCHUSI




CO CTOPOHEI IICUXUKHU

HeuacTo: 3uuXXeHHs 1i0ino, 6e3COHHSA

Penko: HepBo3HICTH

Co CTOpPOHBI HEPBHOU
CUCTEMEI

YacTto: ['onmoBHUN 0iTb

HeuacTo: 3anaMopo4eHHs, ITapecTesil, reMinapes,
COHJIUBICTH, 3MiHa CMaKOBOI'O CIIPUUHATTS, TilecTesid,
rnocnabyieHHS HIOXY

Co cTOpOHEI OpraHa ciyxa
1 paBHOBECUS

Pepko: Illym y Byxax

Co CTOPOHEI CepIevdHo-
COCYOUCTOU CUCTEMEL

HeuacTo: ®ubpunnsinus npeacepnuii, cepaiedbuenue,
OTKJIOHEHUsI OT HopMbI Ha JDKI', 6510Kaza 1eBoM HOXKKU
ny4dka I'mca (cM. «CHUHOPOM JIM3HKCa OIIYXO0JIK»), CHHyCOBas
Taxukapgus (cM. «CUHOPOM JIU3KCa OILyXOJIK»)

Penko: BHe3anHasa cepgeyHas cMepTh *

Co CTOPOHBI COCYIUCTOMU
CUCTEMBI

HeyacTo: ApTepuanbHas TUIIEPTEH3Us, IIPUJIUBEI,
IIPUJIUBHI C OUIyILIeHHEM XKapa, KpPOBOTEeYEeHUs (CM.
«CUHOPOM JTHU3UCa OIIYXOIHU»)

Co CTOpPOHBHI ObIXaTEIbHOU
CUCTEMBI

HeuacTto: Opnpiriika, OpOHXUT, UHPEKIUY BEPXHUX
ObIXaTeJIbHBIX IyTEeM, KallleJib

Co CTOPOHBEI XKeJTyOOYHO-
KHUIIEYHOT' 0 TpaKTa

YacTto: Iuapesa**, TomrHoTa

Heuacto: Boib B XUBOTe, B3QyTHE KUBOTA,
ractpoa3odareanbHas pedaoKcHas 00Je3Hb, PBOTA,
CYXOCTb BO PTY, JUCIHEIICHUS, 3aIl0pP, YaCThIU CTYII,
MeTeOopu3M, IMCKOMPOPT B KeNyOKe UM KUIIeYHUKEe

Penko: [TaHnkpeaTuT, si3BBI B 00J1aCTH pTa




Co CTOpPOHBEI ITIEYEHU U
2KeJTYEeBLIBOOSIIINX IIyTEeU

YacTto: Hapymienue QyHKIIUY IedeHu **
HeuacTo: )kenruHOKaMeHHas 00JIe3Hb

Pepko: I'ematuT, XKenTyxa * mnedeHoOYHass HEJOCTAaTOYHOCTD
%k

CoO CTOpPOHHBI KOXKU U
MMOOKOXKHO-2KUPOBOU
TKaHU

YacTo: Brichimanus (B TOM 4MCJI€ BLICHIIIAHHUS C Oojiee
HH3KOHM YaCTOTOM BO3HUKHOBEHUsI, cM. Huxke)

HeuacTo: [lepMaTHUT, KpaIuBHUIIA, 3y, U3MEHEHHUEe
OKPACKU KOXKHU, ITOBPEXIEHUS KOXKU, ITIETeXUU, IISITHUCTHIH
CBHITIb, MAKYyJIOIaMyJie3Has ChIllb, MTAIyJIe3HbIe BEICHITTAHUS

Penko: TokcuyecKuu anugepMallbHbIM HEKPOIU3 *,
cuagpoMm CtuBeHcCa-[IKOHCOHA *, aHTUOHEBPOTUYECKOT' 0
OTeKa *, peaklIUM Ha IIpelapaT, COIIPOBOXKOAIOIINECS
503UHOpUNINEN U CUCTEMHBIMU CUMIITOMaMHu *
reHepajin30BaHHLIE BhHICHIIAHUS (Cepbe3Hbie) * apuTema,
9KC(OIMaTUBHBIN BEICHIIIAHMUSA, (QOJIIUKYISIPHBIE
BBLICHITIAHUSI, BE3UKYJIbO3HY BBLICHIIIAHUS, TyCTyJI€3HLIE
BBICHITIQHUS, 3yOSIINE BLICHIIAHUA * , 9puTEeMaTO3HEIE
BBICBHITIAHUSI, KOpernoaoOHas BHICHIIIAaHUS, aJIONelus,
MOBHIIIEHHAs IIOTJINBOCTD

CO CTOPOHEI OIIOPHO-
OBUTaTEJIbHOI'O alllapaTa
1 COeIUHUTENbHOU TKaHU

HeuacTo: Bonb B cycTaBax, apTPUT, 00U B MBIIIIIAX,
CKeJIeTHO-MbIIIe4YHasi 0071b, €j1ab0CTh B MBIIIIIAX, CyHOPOTH
MBI, CKOBAHHOCTb MHIIIII, OYPCUT

Penko: PaGmomuonu3 * CKOBAaHHOCTh CYCTaBOB, KOCTHO-
MBIIIIeYHAs CKOBAHHOCTh

Co CTOpPOHBEI TTIOYEK U
MOYEBBLIBOOSMIINX IIyTEHU

HeuacTo: [ToueuyHass HEIOCTATOYHOCTh, MOYEKaMeHHas
00J1e3Hb, TEMATYypPUS, IMOJIJIAaKUYPUS, TPOTEUHYPUS

Penko: TyOymouHTEPCTUIIUAILHBIN HEDPUT * HACTONYUBLIE
MMO3BIBBI K MOYEHUCITYCKaHUIO




Co CTOpPOHEI

PEenponyKTUBHOU
HeuacTo: 3pekTunbHas IUCHPYHKINA
CUCTEMBI ¥ MOJIOYHBIX

xXeje3

Yacto: OTexku

Co cTopoHsl opranu3dMa B |[HedacTto: [ToBeIIIIeHHAss yTOMJIIEMOCTD, O0JIb B TPYOH,
IIeJIOM oLIyIllleHue gucKoMdopTa B Ipyau

Penoko: 2ZKaxna

HeuacTo: IToBHIIIIEHNE YPOBHS aMuIla3hkl B KPOBH,
yMEeHbIIIEHVEe KOMTUYeCTBa TPOMOOIIMTOB, YMEHbIIIEHUE
KOJIMYECTBA JIEUKOIIUTOB B KPOBU, YMEHBIIIEHUE
KOoIu4decTBa TUM@OIIMTOB B KPOBH, ITOBHIIIEHNE YPOBHSI
KpeaTHHa B KPOBHU, ITOBHIIIIEHNE YPOBHS KpeaTUHUHA B
KPOBHU, CHUXKEHIE YPOBHS reMorjio0rHa KpOBH,
TOBLINIIEHYE YPOBHS MOYEBUHEBI B KDOBHU, ITOBHIIIIEHUE
YPOBHS TPUTJIUIIEPUIOOB B KPOBHU , IIOBLIIIIEHNE YPOBHS

JomonmHUTEIbHBIE METOObI

HCCIIeIOBAHMI X0JIeCTePHUHA B KPOBU, CHUXKEHNEe reMaTOKPUTa,
MMOBHIIIIEHNE YPOBHSA NakKTatoeruaporexassl (JIOI') B KpoBHy,

IIOBBEIINIEHNE YPOBHA KaJInd B KPOBHU

Pernxko: IloBrIllIeHUEe YPOBHS I'JIIOKO3EL B KPOBY, YOJIVHEHUE
aKTUBUPOBAHHOTO YaCTUYHOT0 TPOMOOIIJIaCTUHOBOTO
BpeMeHU, CHUXKEHNE KOJIUYEeCTBa IPUTPOLIUTOB B KPOBY,
MMOBHIIIIEHNE YPOBHS IIEI04YHOU (hocdhaTa3bl B KPOBH,
noseltieHue ypoBEsa KOK B Kposu *

* [To6ouHBIE peaKliuv, KOTOPhIEe Habofanuch B IIpengeax moOCTMapPKETUHI OBOT'O HaOone .

** [lnapest ¥ OTKJIOHEHUS Pe3yIbTaTOB QYHKIIMOHAIbHLIX TPO0 MeYeHW OT HOPMHBI, TpeOoBaIu Tepanuu
HaOTIOOamuCch B UCCIIeAOBaHUAX a3kl 3, pa3BUBAJIMCH Yallle V MAIlMeHTOB, TTOTy4YaBIInX
COTTYTCTBYIOIITYIO TEPATIUIO KOTXUIIMHOM.

** CM. pasgen «®PapmMaKoJIOTUYeCKHUe» 10 YaCcTOTe 000CTpeHu (IPUCTYIIOB) ITOOATrPHL,
HabmogaBiIrecs B ¢pase 3 UHOUBUAYATbHEIX PAHOOMU3UPOBAHHEIX KOHTPOJIUPYEMBIX MCCIIeNOBaHUN.

OnucaHue omoeibHbIX NOOOUHbIX peakyull.

B paMKax moCTMapKeTUHIOBOT'O HaA30pa ObIIM COOOIIIEHUS O PEOKUX CIIydasx
Cepbe3HbIX PeaKIui TuIepuYyBCTBUTEILHOCTY Ha ¢pebyKcocTaT, B TOM YHCJIe CUHOPOM
CtuBeHca-/I2KOHCOHA, TOKCUYECKUH SNMHUOepPMalIbHBIM HEKPOJIN3 U aHaPUIIaKTUYEeCKUe



peakuu/mokK. CuagpoMm CTuBeHCa-[[>KOHCOHA ¥ TOKCUYECKUU SMUAepMalbHbIA
HEKPOJIU3 XapaKTepPu3yeTCs IMIPOTrPECCUPYIOININM KOXKHBIM BHICHIIIAHUSAM C OYIJIe3HBIM
ImopazkKeHueM KOXKM UJIN CIIU3UCTHIX 000JI04Y€K U pa3fgpaKeHueM CIIU3UCTON 000JI04YKHN
rna3. Peakliuy runepyyBCTBUTENBHOCTH Ha (pebyKCcocTaT MOTYT IPOSIBASTECS TaKUMU
CUMIITOMaMM: KOXKHBIMHU PeaKIUIMU, XapaKTepU3yIIIUXCA UHPUIbTPUPOBaHHBIMU
MaKyJIonamnyjae3Has BhICHIIAaHUSMU, TeHepali30BaHHBIMU UJIH 9KC(HOTHaTUBHBIN
BBICBHIIIAHUSIMHU, a TaKXKe [MOpaxKeHUIMHU KOXKM, OTEKOM JItlla, JINXOPagKou,
reMaToJIOTUYeCKUMU HapyIIeHUSIMU, TAaKUMU KaK TPOMOOIIMTOIIEHUS 1 903UHODUIIUS,
U IIOpakKeHUeM OTHEIbHBIX OPTaHOB UJIM HECKOJILKUX OPTraHOB (Ie4YeHb U II0YKH, B TOM
yucie TyOyJIOMHTEPCTULIMATbHBIN HE(QPUT).

OOocTpeHus (IPUCTYIIBI) MOOarpbkl 0OBIYHO HaOII0Oaauch BCKOpPe MMocjie Hadalia
JIeYEeHUS U B TeYEHUE IIEPBBIX MECSIeB JIedeHusa. YacToTa MPUCTYIIOB IIOoAarpsl
CHHUKAaJIach co BpeMeHeM. [Ipu npumMeHeHun GeOyKCcoCcTaTy peKOMEeHIYyeTC s
npodunakTUKa OCTPHIX IPUCTYIOB IIOOArPHI.

CunagpoM nu3nca onyxosuen (CJIIT)

Pestome npoguas 6ezonacHocmu

B xome paHmOMH3UPOBAHHOTO, IBOMHOT'O CJIEIIOT0 OIIOPHOT0 UCCclenoBanus das3nl 3
FLORENCE (FLO-01), B koTOpOoM cpaBHUBanu ¢pedyKkcocTaT U ajnonypuHoin (346
NanueHTOB, IOABEPraloIUXCs XMMHUOTEPAIUU 10 IOBOAY IeMaTOJIOTUYEeCKUX
37I0Ka4YeCTBEHHBIX HOBOOOPAa30BaHUM C YMEPEHHBLIM UJIM BLICOKUM puckoMm CJIII),
TOJNBKO y 22 (6,4 %) manmeHTOB HaOM0ganuch Mo00YHbIE PeakKIllui, a UMeHHO B 11
(6,4%) maueHTOB B KaXKOOU I'PyIIIe JiedeHNsI. BONbIIMHCTBO MMOOOYHBIX peakKlnui
OBIITH JIETKOM MJIM YMEePEeHHOM! CTeIeHH.

B eniom B xope uccnepgoBanusi FLORENCE kakux-nu60 OOTOTHUTEJIBHBIX II0A03PEHUMN
OTHOCUTENbHO Oe3onacHocTu npumMmeHenuss AIIEHYPHUK® nanueHTaM C ITogarpou He
OBINI0, 3@ UCKJIIOUEHNEM HUKEeYKa3aHHBIX TPeX MOO0YHBIX peakiu (cMm. Tabs. 2).

Co cmopoHbl cepdua.

HeuacTo: 6710Kaza j1eBOM HOXKKHU My4dKa ['1ca, CHHycoBas TaXUKapOus.
Co cmopoHbl cocyoucmotl cucmembl.

HeuacTo: KpoBOTEUEHUSA

Coo011ieHne 0 Ioa03peBaeMbIX NTOO0YHEIE PeaKIIUU

Coo0111eHre 0 IoI03peBaeMbIX ITOO0YHBIE PEAKIIUU ITI0C/Ie PETUCTPAIINU
JIEKAPCTBEHHOTO CPEICTBA UT'PAIOT BaXKHYIO POJIb. DTO IIO3BOJIAET HAOIIOOeHNEe 3a



COOTHOIIIEHUEM II0JIb3a/PHUCK B OTHOIIIEHUH HAHHOTO JIEKaPCTBEHHOTO CPEJICTRa.
PaboTHHUKOB 30paBOOXpPaHeHUsI IIPOCIT COOOIIATh O JIIOOLIX TOJO3PeBaeMbIe II000YHEIE
PeaxIinm.

CpoK rogHocru

3 roma.

He ucnonp30BaTh 1OCIEe UCTEYEHUS CPOKa TOOHOCTH, YKa3aHHOT'O Ha YIIaKOBKeE.
YcnoBusi XxpaHeHUus

CnennanbHBIE YCIIOBHU A XPAaHEHUSA HEe TPGGYIOTCSI. XpaHI/ITB B HEOOCTYITHOM OJIsA meTen
MecCTe.

YnakoBKa

ITo 14 TabneToK, MOKPHITHIX IIJIEHOYHOM 000JI0YKOM, B O/1rcTepe, Mo 2 61ucrepa B
KapTOHHOU KOpPOOKe.

KaTeropus ormycka

ITo penenrty.
IIpou3Boourenb
Menapunu-®on Xeiigen I'm6X.

MecTOHaxOXKaeHHe IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylnIieCTBIICHHUSA
oesiTeJIbHOCTH

Jleunnurep mwrpacce 7-13, 01097 [pe3neH, 'epmaHus.
N CTOYHUK HHCTPYKIUH

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