KCTAHOMW - eamMHCTBEHHbIN* 3aperncTpupoBaHHbiv B PO aHTMaHpporeH,
YBENNYNBAIOLLMIA NMPOAOIDKUTENBHOCTb XXM3HU MaLMEHTOB ¢ TpeMs Tunamu PIK:
MITYPIDK, HMKPPIDK, MKPPIDK -8

Y KcTaHau

JH3ANYTdMUL

Y naumeHToB ¢ HEMETACTAaTHYECKMM KacTpaLUOHHO-PE3UCTEHTHbIM

pakoM npepctarenbHoii xenesbl (HMKPPIK) -

*YposeHb MCA 32 HI/MJ1, 3apernucTprpoBaHo Kak MUHUMYM 3 MoC/efoBaTe bHbIX NOBbieHWs ypoBHa [ICA, HeCMOTPA Ha KacTpaLMoHHbIe YpoBHK TecTocTepoHa (<50 Hr/an)?

Oner, 68 ner, 5 net Ha3af Obin NOCTaBJEH AMArHO3 I0KAIU30BaHHOIO
paka npefcTaTeNbHOM XKeNesbl, BbIMOJHEHa pafuKasibHas
npocrar3akToMus. Tpu roga Hasag 6oina Hayara ALLT no nosopy
buoxummuyeckoro peunansa PIDK. OgHako B HacToswee BpeMs
0TMEYaeTcA NOCTOAHHOE NoBblweHue ypoBHa NICA HecMoTps

Ha KacTpaLMOoHHbIe ypoBHY TecTocTepona (30 Hr/nn).

MaymeHT n cnyqa|7| He ABNATCA peasibHbIMU. KoHTeHT co3paH B MNNOCTPATUBHbIX Lensx.

b NeT Ha3ag 3 ropa Hasaj
e [locTaBneH gmarHos - e Hayanocb nosblweHne
NOKaNnn30BaHHbIN pakK ypoBHsa [1CA

npeacrtaTtesibHO M xenesbl

e bbina HavyaTta AQT
e [lpoBepeHo xupypruye-

CKoe BMellaTeNbCcTBO e OguH pa3 B 3 Mecsaua
(panukanbHas npo- CAAET aHaNnU3 KPoBM
CTaTaKTOMMUSi) Ha ypoBeHb MCA

e CtabunbHble ypoBHu MNCA
nocne onepauumu

MCA - npoctatcneunduyeckunii aHTureH.

MokasaHus Ansi pUMeHenms'

Mpenapat KCTAHAW (3H3anytaMua) nokasaH ang neveHus:
® KaCTPaLMOHHO-PE3UCTEHTHOrO paka NpeacTaTeNbHOMN Xenesbl;
® MeTacTaTU4ecKoro ropMOHOYYBCTBUTEIbHOMO paka NpeacTaTeNbHON dKenesbl.

Ananu3zbl MNCA nokasanu Tpu
nocnepoBaTeNibHbIX NOBbILEHUS,
a Bpems yaBoeHus ypoBHs MCA
cocTaBuno 4 Mecsila

PeHTreHonorunyeckmne
JoKa3aTenbCcTBa HaMuua
OTAaNIEHHbIX METacTa3oB
OTCYTCTBYIOT

Y nauumeHTa puarHocTMpoBaH
HMKPPITK

Ha ocHoBaHMK KNMHUYECKUX
pekoMeHpaunin M3 PO k AT
pobasneH 3H3anytamug 160 mr/cyt*

’ astellas



KPATKAA UHOOPMALIUA U3 UHCTPYKLIW MO MEAWNLIUHCKOMY MPUMEHEHWI0 NEKAPCTBEHHOTO MPEMAPATA

PerncrpauuoHHblii Homep: J1M-003605. Kcranaum.

wamn Suzanytamug, J ¢opma: kancynbl. MokasaHua Ana npumeHeHuna. Kctanam
noKa3aH AN1A /IEYEHNA: KACTPALMOHHO-PE3NCTEHTHOTO PaKa MPeACTaTe/IbHOM JKe/esbl; MeTacTaTMYecKoro rOPMOHOUYBCTBUTE b
HOTO paKa NpeACTaTeNbHOM kenesbl. MPoTMBONOKa3aHuA. [MNEePUYBCTBUTENLHOCT K ACHCTBYIOUIEMY BewecTsy (sH3anyTamuay)
WM K I10BOMY 13 BCTIOMOTaTE/IbHBIX BELWECTS Npenaparta. POTUBONOKa3aH Y KeHWMH 1 AeTeit. C OCTOPOIKHOCTBIO: Y NALNEHTOB C
PMCKOM Pa3BuTIA CYAOPOT; Y MAUMEHTOB C CUHAPOMOM 3a/iHeit 06PAaTUMON 3HUedanonaTm (PEKOMEHAYETCA NPEKPATUTL Nprem
npenaparta KcTaHav npu noaTeepkaeHHOM AnarHose); npu p ¢ nexapcr CpeacTBamM, KoTo-
pble ABNAIOTCA YYBCTBUTE/IbHBIMM CyBCTPATaMM MHOTX METaBONN3NPYIOWMX GePMEHTOB UM TPaHC pos; TAxenan
He/JOCTATOHOCTb; TAXKENAA NEYEHOUHAA HEJ0CTAaTOYHOCTb; C/IE/YET NPOABNATL OCTOPOXKHOCTb Y NALMEHTOB, KOTOPbIE HEAABHO
nepeHecan MHGAPKT MUOKapAa (B TeYEHNE NOCAGAHUX 6 MECALEB) UM CTPa/AKT HECTaBUNLHON CTeHOKapanel (8 TeyeHMe no-
cnegHUx 3 MecALes), cepaedHoit HegocTaTouHoCTbIo Knacca IIl uau IV no wkane NYHA ¢ dpakumeit Bbibpoca nesoro enyaouka
meHee 55%, Bpaaukapaneit UM HEKOHT i apTepi ir i; Y NALMEHTOB C PUCKOM YANMHEHUA UHTep-
8ana QT; NpyU OAHOBPEMEHHOM MPUMEHEHMN C XMMUOTEPANuel Ha OCHOBE /IOLETAKCeNa; HaCAeACTBEHHAA HEMepeHOCMMOCTb
dpyKTO3bI; CNIeayeT nsberatb 04HOBPEMEHHOTO NP! CU/IBHBIX UHTI o) HTa CYP2C8. Cnocob npumeHeHus
¥ po3bl. Jo3bl. Pekomengyemas cytouHas Ao3a Ketanam cocrasnser 160 mr (YeTbipe kancyabl no 40 mr) 1 pas 8 geHb. Cnoco6
npumeHeHus. Kancynbi crieflyeT NpOraTbiBaTh UENMKOM, 3aM1Ban BOAOH, UX MOKHO NMPUHUMATL HE3aBMCMMO OT MPUEMA MULLM.
He pa3eBblBaTh, He PACTBOPATH U He BCKPLIBATh. [penapar caeayeT NPUMEHATL MPUMEPHO B OAHO 1 TO e Bpema cyTok. Ecam na-
UMEHT NPONYCTUA NPUEM 3H3a/yTamnaa B 06bINHOE BPeM#, NPeANMCaHHYIO 403y C/IelyeT MPUHATHL Kak MOXHO B/nke K 06bluHOMY
8pemeHu. ECM naumeHT nponyctin npuem npenapata B TeYeHMe LE/IOr0 AHA, IeYeHmne caeayeT BO30GHOBUTL Ha CleAylowmil
AieHb C 0BbIMHON CYTOYHON /403bI. MeANKaMeHTO3HaA KacTpaLuA C UCTIONb30BaHMeM aHasora JINPT aomkHa 6biTb NPOAOMKEHa BO
BPEM#A Ie4eHIA Y NALMEHTOB, HEe NPOLLEALIMX XUPYPTUUYECKYIO KacTpauuio. ECIM y NaumueHTa passmBaeTca TOKCMYHOCTb 3 CTeneHn
1 BbILLIE MW ONACHBIE HEXENATe/bHbIE PEAKLMK, NPMEM Npenapara HeOBXoAMMO OTMEHUTL Ha OfHY HEAENIO UM /10 CHUKEHUA
CUMNTOMOB 10 YPOBHA 2 CTENEHM U HIXKE, 3 3aTem, €C/IM 3TO ONPaBAAHO, BO30GHOBUTL NPUEM B TAaKOW e UM yMeHbLIEHHO
Ao3upoBKe (120 uan 80 mr). Becem, KpOME NAaLMEHTa M UL, YXaKUBAIOWMX 33 HAM, CredyeT u3beraTb KOHTaKTa ¢ Npenapatom
3H3aNyTaMUA. IH3a/NYTaMUz, MOXKET OKa3blBaTb OTPULIATE/ILHOE BO3AEHCTBUE Ha Pa3BMBAIOUMIACA M/IOA Ha OCHOBAHWM €ro me-
XaHWU3Ma feicTeus U 3MBpUodeTanbHON TOKCUYHOCTU, HabNI0AAEMON Y Mblleid. BepeMEHHbBIM KEHLMHAM AN KEeHLM-
Ham 4eTOPOAHOTO BO3pacTa He creayeT KOHTBKTMPOBaTb C NOBPEXAEHHBIMW UM BCKPBITBIMM Kancynamu 3H3anyramw,qa
6e3 CpeACTB IMYHOM 3aLWNTbI (NEPYATOK MU T.M.). cc

CYP2C8. Mo BO3MOKHOCTU, CneayeT usberatb OLHOBPEMEHHOTO NPUMEHEHUs CUAbHBIX MHTMBUTOpOB depmeHTa CYP2CS.
ECAM NaumeHT AoMKeH OAHOBPEMEHHO NPUHUMATL CUNbHbINA MHIMBUTOP dpepmenTa CYP2C8, ao3y aH3anyTammaa Heobxo-
AUMO CHU3UTb A0 80 Mr 0MH pas B AeHb. ECM npumeHeHmne cunbHoro nHrubutopa pepmerta CYP2C8 npekpalieHo, Ao3y
3H3aNyTaMMAa CefyeT NOBbICUTH 10 NEPBOHAYANbHOTO YPOBHA. Ocobble 2pynbl il N0 UN020 803-
pacma. KoppeKuum 403kl y NaUMeHTOB NOXMAOr0 Bo3pacTa He Tpebyerca. [T c nevexu. Y
NaLUMEHTOB C HapyweHnem GyHKLIMN NeYeHN NIErKOM, YMEPEHHOI nan TAXenoi cTenenn (knacc A, B, C no knaccuduraumm
Yaiinga-Mblo COOTBETCTBEHHO) KOPPEKUMM A03bl He TpebyeTcA. OAHAKO Y NaLMEHTOB C TAKENbIM HapyleHneM GyHKUUM
neyeHu 66110 OTMEYEHO Y nepuoga nony NI c yHKYUU noYeK . Y NauneHTos
C HapyweHuem GYHKLUWM NOYEK NIETKOM UM YMEPEHHOI CTeNeHU KOPPEeKLUMK A03bl He TpebyeTcA. Y NauneHToB C TAKeNon
NOYeYHON HEe[OCTATOYHOCTBIO U C TEPMUHANLHOW CTafAueil NOYEYHON HEA0CTATOMHOCTM NPenapaT AO/KEH NPUMEHATLCA
C OCTOpOXKHOCTbIO. Jemu. TpumeHeHue 3H3anyTamuaa y AeTeil He akTyanbHO, MOCKONbKY Npenapart nokasaH Ans Tepa-
MUK B3POCABIX MYXKUYMH C METACTaTUYECKNUM KaCTPaLMOHHO-PE3UCTEHTHBIM UM METACTaTUYECKNUM TOPMOHOUYBCTBUTE/IbHBIM
paKoM npezcTaTenbHON Kenesbl. Mo6ouHoe AeicTBue. Hanbosee YaCTbIMM HEKeENATEIbHBIMM PEAKUMAMM ABAAIOTCA YCTaNOCTb,
TowHoTa, , Avapes, runep , acTeHms, 1 1 M NageHus. [lpyrie BaxHble HemenaTe/lbHble PeakLum BKoYa-
10T KOTHUTMBHbIE PACCTPOMCTBA, HEMTPONEHMIO U cyaopori. Cyaoporu Habaloaanmcs y 0,5% NauneHToB, NONYYaBLMX SH3ANYTa-
mua, y 0,1% naumeHTos B rpynne nnaue6o uy 0,3% nauMeHTos, Nosy4asLnx 6MKanyTammua,. Bbiv 3aperncTpUpoBaHsl pefkue cny-

HUK y c uHrn6uTopammn CYP3A4 KoppeKuua f03bl He Tpebyetca. MHAykmopsl CYP2C8 u CYP3A4. Mocne npuema
BHYTPb yMepeHHoro uHayktopa CYP2C8 u cunbHoro uHayktopa CYP3A4 pudamnuupmta (600 Mr oAuH pas B CyTKM) 340p0BbIMK
Ao6poBonbLuamu Myskckoro nona AUC aH3anyTammuaa v akTMBHOTO MeTabonuTa CHuxanack Ha 37 %, B To Bpems kak Cmax octasa-
nacb 0. Mpu o, p np! 3H3anyTamuaa c uHayktopamu CYP2C8 unu CYP3A4 KoppeKuun A03bl
He TpebyeTca. BauaHue Ha dpyaue JH3aNYTaMNAL ABNACTCA MOUIHBIM UH-
[AYKTOPOM GepPMEHTOB 1 NOBBILAET CUHTE3 MHOTUX EPMEHTOB M TPaHCMOPTEPOB, NO3TOMY OH B3aMMOAENCTBYET CO MHOTUMU
0BbIYHBIMM NIEKAPCTBEHHBIMM CPEACTBAMM, KOTOPbIE ABAAIOTCA CYBCTPaTamu GepMEHTOB MM TPaHCTIOPTEPaMu. CHUKEHME KOH-
LeHTPaLMM B N1a3Me MOXKET GbITb CYLLECTBEHHbIM 1 BECTM K NOTEPE MW YMEHBLIEHMIO KIMHUYECKOTO 3 deKTa. CyulecTsyeT Takke
puck AKTUBHBIX . K hepmeHTam, 06pasosaHme KOTOPbIX MOMKET 6bITb MHAYUMPOBAHO, OTHOCATCA CYP3A
B nedeHn U KuweuHuke, CYP2B6, CYP2CY, CYPIC19 u ypuanH-5'- audocdat rmiokypoHosunTtpaHcdepasa. Takke BO3SMOXKHA
VHZYKLMA TPAHCMOPTHOTO 6e/Ka P- mINKONPOTeNHa U APYrvX TPAHCMOPTEPOB, a TakKe, Hanpumep, 6eKa MHOKeCTBEHHO eKap-
CTBEHHOM pe3ucTeHTHocTU 2 (MRP2), 6enka pesncTeHTHOCTM paka MONOYHOIA ene3bl (BCRP) 1 0praHM4eckoro aH1oH-TpaHcnop-
Tupytowero noavnentuaa 1B1 (OATP1B1). MccnepoBanws in vivo NOKasanw, YTo 3H3anyTamuz, ABAAETCA CUbHBIM UHAYKTOPOM
CYP3A4 1 ymepeHHbIM uHAYKTOpom CYP2C9 n CYP2C19. CoBMECTHOE NpMMeHeHue 3H3anyTamuaa (160 Mr oauH pas B AeHb) y
NaLMeHTOB C PaKOM NPEeACTaTe/IbHOM Kenesbl NpUBeno K 86%-Homy cHikeHnio AUC muaasonama (cyberpatr CYP3A4), 56%-Homy
cHuxeHuio AUC S-BapdapuHa (cybctpat CYP2C9) n 70%-Homy cHukeHuto AUC omenpa3sona (cy6etpata CYP2C19). Takke BO3MOXK-
Ha y UGT1A1.B KOM HWW Y NauMeHToB ¢ meTactatuyeckum KPP npuem Keranam (160 mr oguH pas
B AieHb) HE MMEeN KNMHWYECKN 3HaYMmoro addeKTa Ha PpapMaKOKMHETUKY AOLETaKcena, BBOANMOrO BHYTPUBEHHO (75 mr/m? 8/8
kaxable 3 Hegenu). AUC pouetakcena cHusunach Ha 12% [cpeaHee reomeTpuyeckoe otHolweHue (CrO) = 0.882 (90% AM: 0.767,
1.02)], Toraa kak Cmax cHusunach Ha 4% [CrO =0.963 (90% 1M: 0.834, 1.11)]. Tak:ke npenapaT B3anMOAEICTBYET C ONpeaeNeHHbl-
MM /1eKapCTBEHHBIMM CPE/ICTBAMM, KOTOPbIE BLIBOAATCA B NPOLIECCE MeTabo/M3Ma UM aKTUBHOTO TpaHcnopTa. Ecin ux Tepanes-
TUYECKNT 3D HEKT MMeeT 60/IbLLIOE 3HAYEHME ANIA NALMEHTa U KOPPEKLMIO 03bl HA OCHOBE KOHTPONA 3G dEKTUBHOCTM MM KOHLEH-
Tpauuu 8 Nnasme cAenatb He Tak NPOCTO, NPUEMa ITUX IeKaPCTBEHHBIX CPEACTB cAeayeT u3beraTb AU MPUMEHATB UX C OCTOPOXK-
HOCTbI0. MpeanonaraeTca, 4To, PUCK NOBPEXAGHNA NeYeHn Noc/e Npyuema napaueTamona sbiwe y nauweHToB, KOTOPbIM O4HOBpe-
MEHHO BBOAW/IM MHAYKTOPbI GePMEHTOB. K rpynne 1eKapcTBeHHbIX CPEACTB, KOTOPbIE MOTYT T C

OTHOCATCA, He OTPaHMYMBAACH: AHANLIETUKN (HANPUMep, GeHTaHWUA, TPamaaon); aHTUEMOTUKM (HaNpPUMep, KNapUTPOMMLMH,
AOKCULIMKANMH); NPOTUBOOMNYX0N1EBbIE areHTbl (Hanpumep, kabasutakcen); aHTUINUAGNTUKM (
nam, GEeHUTOMH, MPUMUAIOH, BaNbNPOEBAA KNCNOTA); HEPONENTUKN (HAanNpUMep, ranonepuaon); aHTUKOAryNAHTbI (nanpnmep,
aueHoKymapon, BapdapuH, knonugorpen)» 6eta-6nokartops! (Hanpmmep, 61conponon, NponpaHoon); 610KaToOpPbI KanbLUeBbIX
KaHanos ( anntnasem, ¢ 5 5 ); cep, [y (H. an-
TOKCHH); KOPTUKOCTEPONADI ( AeKc 5 H); aHTMBMvaHb\e npenaparsi Ana nedexna BUY-uHperumm
(Hanpumep, MHANHABMP, PUTOHABMP); CHOTBOPHbIE CPeACTBa (Hanpumep, Mupaasonam, 30. ); MMMyHOCynpecca-
Tbl (HaNPUMEP, TAKPOMMYC); UHTUBUTOPbI NPOTOHHOI NOMNbI (HANPUMEP, OMENPa30A); CTaTUHbI, METaBOAN3NPYEMbIE C yYacTUem
depmenTa CYP3A4 (Hanpumep, aTOPBaCTaTMH, CUMBACTaTUH);TUPEOUAHbBIE CPEACTBA (HAaNpPUMep, NEBOTUPOKCUH). Bce MHAYKUMOH-
Hble BO3MOMHOCTM 3H3a/lyTammaa MOTYT NPOABUTLCA NPUBN3UTENLHO Yepes 1 MeCAL, Noc/e Hayaa eqeHns, Noce AoCTIKEHNA
CTabubHOM NN1a3MEHHOI KOHUEHTPALMM H3aNYTaMMAE, XOTA HEKOTOPbIE MHAYKUMOHHBIE SGGEKTbI MOryT CTaTb 3aMeTHbIMK U
paHblie. Y NauMeHTos, NPMHMMAIOWNX NIeKAPCTBEHHbIE NPenaparbl, KOTopble ABAAKOTCA cyGeTpatamu pepmentos CYP2B6,
CYP3A4, CYP2C9, CYP2C19 unn UGT1AL, cneayet b BO3MOXHOE M4ECKOro BO3AeCTBUA (MK yBe-
nnyeHne it 8 cAyyae aKTUBHbIX METabo/MTOB) B TeYeHMeE NePBOTO MeCALA IeYEHNA IH3aNYTAMMUAOM U
COOTBETCTBYIOWMM 06Pa3oM KOPPEKTUPOBaTb 403Y. YunTbIBaA 4 i nepuog, no H3anyTamuga (5,8 cyTok),
BMAHME Ha 06pa30BaHNE GEPMEHTOB MOXET COXPaHATLCA B TEYEHNE OAHOTO MECALA U Boslee NoC/e NPEKpPalleHns TPUMEHEHNA
3H3aNyTammMaa. My NPeKpaLeHnm Ie4eHnA IH3aNYTaMMAOM MOXKET NOTPeBOBATLCA MOCTENEHHOE CHUKEHME 103bI CONYTCTBYIO-
WX NeKapCTBEHHbIX cpeacTs. Cybcmpamsr CYP2C8 u CYP1A2. Susanytamug, (160 Mr oauH pas B AeHb) He BbI3bIBAET KAUHUYECKN
3HaYMMBbIX M3MeHeHuit 8 AUC unu Cmax kodewnHa (cybetpat CYP1A2) nan nuornutasoHa (cyberpat CYP2C8). AUC nuornutasoHa

4an cuHApoma o6paTUMOii 3aAHei 3HUehanoNaTUM y NaLmneHTos, Nony y 4. Huxe v paci

N0 4YacToTe HexenaTesibHble peakuuu, HaSmop,aewmecn B X04€e KNNHUYEeCKUX MC(I\EAOESHMFL KETGI'OPMM 4YacToTbl pacnpegeneHsbl
CcneayioLm 06pasom: ouers HacTo (21/10); yacto (ot 21/100 4o <1/10); HevacTo (ot 21/1000 Ao <1/100), peaxo (ot 21/10 000 4o

<1/1 000), o4eHb peako (<1/10 000); HeussecTHO (i OLeHUTb Ha [AaHHbIX).
Cuctema opraHos Yacrora
CO CTOPOHbI i W numo; KO CUCTEMbI | HewacTo: nel i

CO CTOPOHbI MMMYHHOIA CHCTEMb Heu3BECTHO*: OTeK /IML|a, OTeK A3bIKa, OTeK ry6, OTeK MOTKH

b Ha 20%, B TO Bpems Kak Cmax cHusunach Ha 18%. AUC u Cmax KopemnHa cHU3MAUch Ha 11% u 4% cooTBETCTBEHHO.
Ech cy6erpatel CYP2C8 unu CYP1A2 NpUMMEHSIIOT COBMECTHO C 3H3asly A03bl He T| Cy6cmpamel
P-271uKonpomeuHa. [laHHble in Vitro NOKasbIBaloT, YTO 3H3A/NYTAMUZ MOXKET BbiTb MHIMBMTOPOM 3dd/IOKCHOTO TpaHCNopTepa
P-raukonpoTenta. [leiicTane 3H3anyTammnaa Ha cy6etpartbl P-r in vivo He , O/JHAKO B YC/IOBMAX KIMHUYe-
CKOTO NPUMEHEHUA SH3aNYTaMUZL MOXET BbITb MHAYKTOPOM P-IIMKONPOTENHA Yepes aKTMBALMIO AZ.PHOTO NperHaH-peuentopa
(nperHaH-X- peuenTtop). J/lekapcTeeHHble bl C Y3KAM T KUM AManasoHom, cybctpatamu gns
P-rinKonpoTenHa (HaNpUMep, KONXMUMH, AaBUTaTpaH 3TEKCUAAT, AMTOKCUH), NPY OAHOBPEMEHHOM NPUMEHEHMN C SH3ANYTaMM-
[IOM C/leflyeT NPUMEHATD C b0, a AN1A Nog, ONTUMA/NLHOM KOHUEHTPALMK B Na3me MOXeT noTpe6osaTbes

HapyweHwa co CTOPOHbI HePBHOI CHCTeMbI CMHAPOM BECMOKOIHbIX HOT; HeyacTo: KUTHMTMBHME paccTpoiicrsa, cyoporu’ ;

HEM3BECTHO*: CUHAPOM 3a4HeN

HapyLieHua co CTOpoHbI cepaua 4aCTO: MUIEMMIECKaR G0Ne3Hb CepALA%; HEU3BECTHO: YAMHEHUe HTepsana QT

= no3bl. Cybecmpamel 6enkos pesuc 'mu paka Ui s#enesvl (BCRP), Geskos MHOMeEcmeeHHOU neKap-
Ncuxnyeckvie paccrpoiicrsa 4ACTO: TPEBOKHOCTL; HENacTo: . i pesuc mu 2 (MRP2), mpa . 3 muna (OAT3) u mparcropmepa
4acTo: T0N0BHaA 60/b, YXYAIEHME NAMATH, aMHE3WA, HapyLUeHVe BHUMaHWe, AUCTeB3Ms, Kux 1(0CT1). Ha ocHose [:\aHHbI)( NabopaToOpHbIX UCCNEA0BAHMNIA, HENb3A UCKAKOYNTL UHIMGK-

pOBaHMﬁ BCRP 1 MRP2 (B KMLWEYHMKE), @ TAKKE TPAHCNOPTEPOB OPraHUYecKUX aHMoHOB Yenoseka 3 Tuna (OAT3) u TpaHcnop-
TepoB OpraHMYecKnX KaTMoHos yenoseka 1 (OCT1) (cuctemHoro). TeopeTUyeckm, MHAYKUMA STUX TPAHCMIOPTEPOB TaKKe BO3-
MOJHa, 1 CYMMapHBIit 3G deKT B HacToAWEee Bpema HenssecTeH. /1) QT. B cBasu c Tem, 4to
aHApOreHAeNpUBaLMOHHAA TePanuA MOXeT YANMHATL UHTepBan QT, AOMKHO BbiTh TWATENbHO OLEHEHO OAHOBPeMeHHoe

€O CTOPOHbI COCYA08 0UeHb YaCTo: « ]

€O CTOPOHbI ey, TpakTa Heu3BeCTHO* : TOWHOTa, PBOTa, Anapes
HapyweHy A co CTOPOHbI KOXM M NOKOXHbIX TKaHeil
HapywieHys o CTOPOHbI KOCTHO-MbILIEYHOM CHCTEMBI
e A TKaHY

4aCTO: CYXOCTb KOMXM, KOXHbIVA 3y/3; HEM3BECTHO* : ChiMb, TAKEIbIE KOXHbIE peaKLu’

0deHb YacTo: NepeNIOMbI’; HeU3BECTHO: MUANTYA, MbILLEYHbIE CNa3Mbl,
MblweuHas cnabocrb, 6onb 8 cnuHe

HapywieHwa co CTOPOHbI PENpOAYKTUBHOM CHCTEMbI M MONIOYHOI
Kenesbl

4aCTO: FUHEKOMACTUA

O6uyte paccTpoiicTa u 8 MeCTe BBe/IeHHA 4acTo: acTeHwA , Y

pi Kctanam smecte ¢ npenapatamu, yanuHalowmumn nitepsan QT, a Takxe npenapatamu, KOTOPbIE MOFYT Bbi3bl-
BaTb BO3HUKHOBEHME KENYA0YKOBOW TaxMKapAMW TUMA «MUPYIT», TaKUMKU KaK aHTUApUTMUYECKWe npenapatbl knacca |A
(Hanpumep, XMHUAMH, Au3onupamua) uam knacca lll (Hanpumep, amuogapoH, cotanon, odeTunna, nbyTnang), MeTagoH,
MOKCM¢I|0KC6L(MH, Neﬁponenmkm nap. BausaHue nuwu Ha npuem Mprem NUWKM He UMeeT KNMHUYECKM 3Ha-
YMMOrO BIMAHUA Ha CTENeHb EOSAQI?CTBI’W 3H3anyTamuaa. B KctaHan n He3aBucumo
oT npuema nuuu. Ocobbie y Puck cydopoe. Mp 3H3anyTamuaa 6biN0 CBA3AHO C ABAEHUAMMU
cypopor (cm. pasgen «MoboyHoe AeiicTeue»). PeweHne o NPOAOMKEHUM Tepanun y NauMeHTos ¢ CYA0POraMmu A0MKHO pac-
CMaTpMBaTbCA UHAMBWAYANbHO B KaXK4OM KOHKpeTHoMm cnydae. CuHOpom 3adHeli obpamumoli aHyepanonamuu. B xope

KX 1cene,

Tpasmbi, W OCNOKHEHHA,
MCCnef0BaTeNbCKHX NpoLieayp

0deHb 4acTo: nageHua

nauueHTamm npenapata Kctanam 6binm 3aperuct peakue c 0 pasBUTHM CUHAPOMa 3aAHe
oﬁpammow sHuedpanonatum (PRES). CuHApom 3aaHei 06paTMmoii sHUedpanonaTim — 310 peAkoe 06paTMMOe HeBPOOTUYe-
ckoe KOTOPOE MOXeT XapaKTepu3oBaTbCA GbICTPO Pa3BUBAIOLMMMUCA CUMMITOMAMM, TAKUMM KaK CYA0pOrH, ro-

*Coo6LeHNA, NoNyyeHHbIe B NOCTPErMCTPALMOHHBIA Nepuos,

1 N0 OLEHKE C MCMONb30BAHMEM Y3KOrO TepmuHa SMQ «Cyoporu», BKIOYAA Cya0pory, GONbWONA SNMAENTUYECKMI  NPUNAAOK,
COXKHbIE N npunagku, 1 3MMNENTUYECKMiA cTaTyC. BRAlouas pejkue cyyan cyaopor ¢ oc-
JIOKHEHMAMM, NPUBOAALAMMA K CMEPTENIbHOMY MCXOAY. 2 MO OLEHKE C UCMONIb30BaHNEM Y3KNX TepMUHOB SMQ «MHbapKT muo-
Kapaa» u «[ipyrve BuAbl UEMUYEcKoit 6onesHn cepauar, BRAKOYAA CeayloLme TePMUHbI NPEANOYTUTENLHOMO ynoTpebaeHuns,
Habnlogaemble, Kak MUHUMYM, Yy 2 MaUMEHTOB B PaHAOMW3UPOBAHHLIX NNaLeBo-KOHTPOAMpPYeMbIX uccneaoBaHuax Il dpasel:
CTeHOKapAA, Mwemunyeckan 60nesHb cepaua, MHGapKT MUOKapAa, OCTPbIM MHbAPKT MMOKAPAA, OCTPbIN KOPOHAPHbIA CUHAPOM,
HecTabu/bHaA CTEHOKAPAWA, MIEMNA MUOKAPAA M apTEPMOCKIEPO3 KOPOHAPHbIX apTEpHit. * BK/IIOYaA BCE TEPMUHBI MPeAnoy-
TUTENLHOrO YNOTPE6IEHUA CO CI0BOM «MEPesoM» B KOCTAX. ¢ MO OLEHKE C UCMONb30BaHWEM Y3KUX TepMuHoB SMQ «Taxensie

KOKHblE . B nocrper HHOM nepuoae GbiM 3aPeruCcTPUPOBaHbI OCTPbIN reHepan130BaHHbIN
3pUTEMATO3HBIN nycTynes, 6 it aepmarur, i 3KCHOMATUBHBIN ACPMATUT, IEKAPCTBEHHAA CbiMlb C 30-
P! 7 U cuc npo: , MyNbT 3puTEMa, IKCPONMATMBHAA CbiMb, CUHAPOM CTBeHCa-[KOHCOHa

(CCAL), ToKCUUYEeCKMit SNMAepManbHblil HeKPoon3 (TIH) 1 TOKCUYECKME KOXKHbIE BbICbINAHUA

Cydopoau. B xope KOHTPONMPYEMbIX KIMHUYECKMX UCCNeA0BaHUIA CYA0pOrM OTMeYanuch y 22 naumeHTos (0.5%) u3 4168 naumeH-
TOB, KOTOPbIE eXXeHeBHO NPUHUMANM 3H3anyTamua, B fose 160 mr, y 3 naumenTos (0.1%), nonyyaswmx nnauebo, u y 1 naumeHta
(0,3%), nonyyaswero 6ukanyTamna,. [l03a NpeACTaBAACTCA BaXHbIM NPEAMKTOPOM PUCKa Pa3BUTUA CYAOPON, O YeM CBUAETENb-
CTBYIOT JaHHbIE JOKNMHUYECKUX UCCNEA0BaHNI U JaHHbIE UCCNEA0BaHMI C yBeNMYEHMEM A03bl. M3 KOHTPONMPYEMBIX KNNHMYe-
CKMX MCCIe0BaHNI UCKANIOYANMCh NALMEHTBI C Cy0POraMm B aHamHese uau $pakTopamu pu1cKa BO3HMKHOBEHWA Cyaopor. B He-
cpasHuTENbHOM nccneaosaHun UPWARD ANns OUEHKM YacTOTbl BO3HUKHOBEHWA CYA0POXHbIX NPUNAAKOB Y NaLMeHTOoB C npeapac-

N0BHaA 60/Ib, CNYTaHHOCTb CO3HAHMA, CIENOTa U APYT1e 3pUTeNbHbIE M HEBPOIOTMYECKME PACCTPOIICTBA, CONPOBOMKAaEMble
WAV He CONPOBOXAaeMble runepTeHsuneit. [JnarHos «CMHAPOM 3afHei 06paTUMOit SHLepanonaTmn» AoMKEH BbiTb NOATBEPKAEH
pesynbTaTamMu TOMOrpaum rofoBHOTO MO3ra, lydwe Bcero pesysibtatamin MPT. PekomeHayeTca npekpaTuTs npuem npenapata
Kcranav npu noateepaeHHOM AunarHose. O¢ C Opyaumu nekap cpedcmeamu. SH3anyTa-
MU, ABNACTCA MOWIHBIM UHAYKTOPOM $EPMEHTOB 1 MOMET NPUBECTU K CHUKEHMIO 3hGEKTUBHOCTU MHOIMX HacTo MCMO/b3yeMbIX
NeKapcTBEHHbIX CPeACTB. MO3TOMY, HauMHaA leqeHne 3H3aNYTaMMAOM, HEOBXOAMMO NPOBECTY aHANN3 COMYTCTBYIOWMX NeKap-
CTBEHHbIX cpeacTs. Cneayet nsberatb OfH! oro npi H3anyTammaa ¢ CpeacTBamu, KoTopble
AB/IAIOTCA YYBCTBUTE/IbHBIMM CyBCTPaTaMM1 MHOTMX METaBboNM3NPYIOWMX GEPMEHTOB UM TPAHCTIOPTEPOB, EC/IM MX TepanesTUye-
CKOe BO3/EVACTBIE MMEET GO/IbUIOE 3HAUEHNE NIA MALMEHTA, 3 TAKIKe €C/IM Ha OCHOBAHMM KOHTPOAA 3QGEKTUBHOCTI MNM KOHUEH-
TPauum B NNasme HEBO3MOXKHO CKOPPEKTUPOBATb A03y. CiefiyeT u3beratb OfHC oro np! c 1 Kyma-
PUH-NOAO6HBIMK aHTUKOArynAHTaMK. Ecin KCTaHamM UCNONb3yeTcs COBMECTHO C aHTUKOAry/IMHTOM, KOTOPbIi MeTabonnsmpyerca
depmenTom CYP2CI ( o) MAN aueH TpebyeTcA A0NONHUTENbHBIA KOHTPONb MEKAYHAPOAHOTO HOP-
Mann30BaHHoro otHoweHus (MHO). loyeyras Hedocmamo4yHoCMe. C OCTOPOXKHOCTLIO C/IeyeT Ha3HauaTb NaUNEHTaM C A0
NOYEYHOI HEJ0CTATOYHOCTBIO, TaK KaK Ae/CTBUE SH3A/YTAMUAA B TON rPYNNe NAUMEHTOB He 3yueHo. THMENas neyeHouHas He-
00cmamo4HoCMb. Y NAUMEHTOB C TAXKE/NON NEYEHOUHOI HEO0CTaTOYHOCTBIO H TCA Y nepvoaa nony

NeKapCTBEHHOrO CPE/ICTBA, YTO BO3MOXHO CBA3AHO C YBEMYEHUEM PACTIDEAENEHUA B TKAHAX. KAMHUYECKAA 3HAYMMOCTb 3TOrO
Hab/IIO/leHNA OCTAETCA HEU3BECTHOI. TeM He MeHee, MOXKeT NoTpe6oBaTbCA AAUTENbHOE BPEMA ANA AOCTUKEHNA CTabUNbHbIX
KOHUEHTPALWM, 1 MOXET GbiTb YBE/IMUEHO BPEMA A0 AOCTUKEHUA MAKCMMabHOTO GapMaKoNorMyeckoro a¢pdexTa, a Takxke Bpema
[0 HaYasia M CHKEHUA MHAYKUMM GepmMeHTOB (cm. pasaen «B3anmozeiicTeme ¢ ApYrMmm 1EKapCTBEHHBIMM NpenapaTtamm v Apy-
Ve BUAbI B3aUmogencTeunA»). HedasHo nepeHeceHHsle cepOeyHo-cocyducmole 3abonesarus. B uccneposanus Il dpasel He 6binmn

nonaraowmumm GakTopamm1 Ux passuTiA 1,6 % NaumMeHTOB, BKIIOYEHHDIX B UCCIEAOBAHME, MMEN B Hble npu-
nagku, y 8 u3 366 (2,2 %) nauneHTos, nony 3H3anyTamuA, o Hble M ITeNbHO-
CTV neyenna coctasnana 9,3 mecaua. MexaHusm, MocpeACTBOM KOTOPOTO 3H3aNYTaMU/ MOKET CHUKATb CyAOPOXKHBI MOpOr, He-
u3secTeH. OIHaKO OH MOXKET GbITb CBA3aH C AaHHBIMM UCCEA0BAHMIA in Vitro, KOTOPbIE NOKA3a/M, YTO SH3ANYTAMMA U €10 aKTUB-
HbIit METaBONNT CBA3BIBAIOTCA U MOTYT nnrwﬁnposarb aKTUBHOCTL XOPHbIX KaHano8 MAMK-peuentopos. Mwemuveckas 6onesHe
cepdya. B p: OHT| KUX UCC) Kan 6onesHb cepaua Bo3-
HUKNa y 3,7 % NauueHTOB, NONYYaBLIMX SH3anyTamua, natoc AT, no cpaBHeHuio ¢ 1,5 % nauueHToB, Nony4asLmnx naaye6o naoc
AQT. Mepepo3npoBKa. AHTMAOTOB H3aNYTaMMAA He CyWeCTBYeT. B cyyae nepeso3vpoBKM 1eYeHne SH3aNYTaMUAOM CeayeT
NpeKpaTUTh 1 NPUHATL 06LIME MePbI C y4eToM NepUOAa NoAy8biBEACHHA 5,8 cyTok. Mocne Nepe/o3upPOBKY Y NAUMEHTOB MOXKET
6bITb NOBbILWEHHbIN PUCK Pa3BUTUA CYAOPOT. c 1 Apyrue BUAbI B3a-
umopencTeus. BausHue dpyaux Ha CYP2C8. ®epmeHT CYP2C8 urpaeT BaXHyI0 ponb
8 BbIBEAEHNM 3H3aNyTaMIUAA 1 B GOPMUPOBAHMM €r0 aKTUBHOTO MeTabouTa. Mocie NepopanbHOro NPUMEHEHMA CUIbHOTO HIU-
6utopa CYP2C8 rempubposmna (600 mr ABakapbl B eHb) Y 340POBbIX NALMEHTOB MY»KCKOro nona AUC aH3anyTammuaa ysenmuunacs
Ha 326%, Torga Kak Cmax 3H3anyTamuaa ymeHblumnach Ha 18%. Ha cymmy HECBA3AHHOTO 3H3aNyTaMMAA NKC HECBA3AHHbIN aK-
TUBHbIN MeTabonuTt, AUC yBenuumnach Ha 77%, B TO Bpema Kak C max cHu3unach Ha 19%. Bo Bpema neyeHns sH3anyTammaom
cneyet usberatb Npuema CUbHBIX MHT poB (Hanpumep, r ) uam np bUXC Tbi0. EC/M naumen-
Tam Heo6X0AMMO COBMECTHO NPUMEHATbL CUAbHBINM MHTMBUTOP CYP2C8, n03y 3H3anyTamuaa cnefyeT CHU3UTL A0 80 Mr 0AMH pas B
AeHb. MHaubumopel CYP3A4. ®epmenT CYP3A4 urpaeT HesHauuTeNbHYI0 ponb B meTabonusme sHsanytamuga. Mocne npuema
cUnbHOro MHrMbutopa pepmerta CYP3A4 utpakoHasona (200 mr oauH pas B AeHb) 340poBbiMu Ao6pososibuamu, AUC aH3anyTa-
MUAa yBennumunack Ha 41%, B To Bpema Kak Cmax He b. Ha cymmy 3H3aNyTamMAa NAOC HeCBA3AHHbIN
aKTUBHbI meTabonuT, AUC yBenmumnnace Ha 27%, Toraa kak C max cHoBa octanach 6e3 usmeHeHuit. Mpu cOBMECTHOM NpumeHe-
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nNaLMeHTbl, KOTOPbIE HEAABHO NepPeHec/ M NHbAaPKT MUOKAPAA (B TeYEHME NOCAEAHNX 6 MECALIEB) UM CTPAAAIOT HeCTa-
6UNbHON CTeHOKapAKelt (B TeueHHe NOCNeAHUX 3 MECALLEB), CEpAEUHOI HeAOCTaTOUHOCTbIO Kaacca Il uaw IV no wkane Huto-Mopk-
cKomn MYecKoi (NYHA) 3a uc naumeHToB ¢ dpaKumeit BbIGpoca NeBoro Kenyaoyka (PB/IK) 6o-
nee 45%, 6pagyKapamein an HEKOHTPOMPYEeMON 0¥t runep . 910 H NPUHATL BO npw
HasHayeHun KcTaHAW Takum naumeHTam. AHO) Moxem QT. Y nauneHToB ¢
HaNMuMeM YANMHEHHOTO MHTepBana QT WK ¢ Npeapacnonaralowrmm GakTopamm 1 y NaUNEHTOB, NOY4AIOWMX CONYTCTBYIOWLYIO
Tepanuio Npenapatamu, KOTOpble MOTYT YAMHATL MHTepBan QT, Bpaqu nepes HasHaueHMem KCTaHa I0/KHbI OLEHUTb COOTHOLIE-
HUE MO/Ib3bl U PUCKa, BK/IOYAA BO3MOKHOCTb BOSHUKHOBEHUA }Ke/NY/04KOBOI TaXMKapANUM TUNa «NnpysT». [TpuMeHeHue ¢ Xumuo-
mepanueli. 5e30NacHOCTb U 3$HEKTMBHOCTb OAHOBPEMEHHOTO MPUMEHEHMA KCTaHAM C LMTOTOKCMUECKON XMMUOTepanueii He
YCT: o) 3H3aNyTaMUAa He MMeeT KAMHUYECKM 3HaYMMOro spdekTa Ha GapMaKOKUHETUKY
[AoUETaKCenNa, BBOANMOTO BHYTPUBEHHO; O[HAKO YBENMUYEHMUE YACTOTbI HEATPOMEHUM, BbI3BAHHO NPUEMOM 0LETAKCeNa, HeNb3A
WCKAloYaTh. BcnomozamenbHeie sewecmea. KetaHam coaepsut copbuton (E420). MaumeHTam ¢ peAKoii HacneaCcTBEHHOM Henepe-
HOCMMOCTbIO GPYKTO3bI HE C/IeAyeT NPUHUMATL STOT 1EKAPCTBEHHBI _Peakyuu P ‘mu. Mpu npume-
HEHMW IH33NYTaMUAA HAB/IOAANNCH a/IEPTUUecKUe PeaKLM, KOTOPbIE MPOABAANMCL CUMITOMaMK, BKIOYas, HO He OTpaHn4MBa-
AICb, OTEK /LA, OTEK A3bIKA, OTEK ry6, OTEK MOTKM M Cbinb (cM. pasgen «MoboyHoe aeiicTeue»). Mpu NOABAEHUM YKA3aHHBIX CUM-
NTOMOB C/IE/lyeT NPEKPaTUTL MPUMEHEHNe Npenaparta 1 06paTUTLCA 3a MeAMUMHCKONM NOMOWLbI0. KOHMpauenyus 0 Myw4uH u
JHEHWUH. HET AaHHbIX, NPUCYTCTBYET /I 3H3aNYTaMUA WM €ro MeTaboUTbI B Criepme. ECAIN NaUMEHT UMEET CeKCyalbHbIi KOHTaKT
© 6epemeHHOI KEHILMHOI, BO BPeMs 1 B TeYeHMe 3 MeCALLeB NOC/e IeYEHNA SH3aNY Tpebyetca uc npesep-
BatMBa. EC/IM NAaLMEHT MMEET CeKCyabHbIA KOHTAKT C KEHLWHOM 4eTOPOAHOro BO3pacTa, M“cnonb3oBaTL N
TMB HApAZY C APYIMMM 3GGEKTUBHBIMM METOAAMM KOHTPALLENLMM BO BPEMA 1 B TeyeHne 3 MecALes nocsie nevenus. Uccneaosa-
HUA Ha XKMBOTHBIX NOKa3a/M PENpPOAYKTUBHYIO TOKCUYHOCTL Npenapara.
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