IH3anyramuj B jjedenud MI'IPIIK

Y.KcTtanau

JH3ANYTAMUL

HE OTKNAABIBANTE 3®®EKTUBHbI KOHTPOJIb HAJL ONYXOJIbIO
HAYHUTE TEPAMWIO NPEMAPATOM KCTAHOU

Ans YBEJIMYEHNA BbDKUBAEMOCTU

no cpaBHeHuto ¢ AAT + nnaue6o npu mrYPIX!

A

KCTAHOW — nepBblii M eAMHCTBEHHLIW* 3apErncTPpUPOBaHHbI B PP nekapcTBeHHbIH Npenapar, yBENWYMBaloLLMil BbDKMBAEMOCTb NaLMEHTOB
¢ 3 TMNRamn pacnpocTPaHEHHOTo paka npeacTaTensHoi xenessl — MIYPIK, HMKPPMX u MKPPIXK (go unu nocne xumuoTepanun)*&-°

AT = anpporen-aenpuBauuroHHas Tepanus; KPPIMXK = kacTpaumoHHO-pe3nCTEHTHbIN paK NpeacTaTeslsHoN Xenesbl;
MIYPTDK = meTacTaTnyecknit ropMOHOHYBCTBUTENBHBIA pak NPeAcTaTeNbHOMN Xenesbl.
*Mo AaHHLIM WwWw.grls.rosminzdrav.ru no COCTOSIHUIO Ha fiekabpk 2021 r.




MCCNEOOBAHUE ARCHES

ARCHES — 310 gBOWHOE cnenoe paHAOMU3UPOBaHHOE MaLe60-KOHTpoNpyemoe MexayHapoaHoe uccre-
poganume lll chasbl, B koTOoOpom KCTAHAW + AQAT cpaBHuMBanu ¢ nnaue6o + AAT y myxu4uH ¢ mMYPMK4

KCTAHOM + AAT
0Of06pEH ANs NeYeHns
MIYPTIK?

Ha OCHOBaHUM
NPOLEMOHCTPUPOBAHHOM
KIIMHWUYECKOW Nonb3bl B
nceneposaHum ARCHES?

B nepBUYHOM aHanunse
unccneposanHns ARCHES
KCTAHOW + AOT
[OCTOBEPHO CHWXanN

P1CK Paivonorn4eckoro
nporpeccrpoBaHna n
yAyyLIan Knyesble
BTOPU4HbIE KOHEYHbIE
nokasarenu adeKTMBHOCTH
no cpaBHeHMIO C Nnayebo +
ALOT*. OpHako gaHHble Mo

061wan BbIXUBAaEMOCTb —
NPUHLMNNaNLHO

BaXKHbIA KpUTEPUA
OLIEHKM KJTMHUYECKOM
adcpekTnBHOCTU. Ha
[aHHbIA MOMEHT YXKe
LOCTYMHbI pesynbTarhl
3apaHee ornpeaeneHHoro
3aKNo4MTeNbHOro aHanmaa
OB B uccnegoBaHun
ARCHES'

obLueit Bbikusaemoctu (OB)
eLLe 6bISIM HEMOSTHLIMU, YTOObI
WX MOXHO ObINO OLEeHUTL*

AT = aHaporeH-aenpueaumoHHas Tepanus; KPPIMX = kacTpaLmMoHHO-pe3nUCTeHTHBIM pak npeacTaTenbHoi xeneasl; MMHYPIXK = MeTacTaTU4eckuii ropMOHOHYBCTBUTENbHbIN pak npeacTatensHoi
xenesbl. Mpenapar KctaHam nokasaH [Ans NevYeHus: KacTpaunoHHO-PE3NCTEHTHOrO paka NpeacTarenbHOM Xenesbl; MeTactTaTiyeckoro ropMOHOHYBCTBUTENBHONO paKa NpeacTarenbHO Xenesbl?.
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AW3AWH UICCNEAQOBAHUA ARCHES

KnioveBble kputepum BKIIOYEHUs

* MICHPIMK (noaTBEpXAEHHbIA
OaHHbIMK ocTeocumuHTUrpacdun, KT
vwnn MPT ckeneta), rMCTONOrMYecKu
NoATBepXAeHHas afeHokapLyHoma

* OC no wkane ECOG 0-1

* TekyLuas npogomkuTensHocTe AOT
< 3 MecALeB, ecnn NaLueHT He
noslyyan fouetakcen; < 6 MecsLes,
€C/IN NauueHT nonyyan aouerakcen

®dakTopb! cTpaTudnKaumum

* O6beM NopaXKeHust
(mManbiii unm 6onbLuoit*)

¢ [pepLuecTByOLLLas Tepanus
nouertakcenom no nosogy MrYPIMK
(He npoeoamMnace,
1-5 unu 6 UMKNOoB)

B chuHanLHOM aHannse Ha faTy OKOHYaHus
c6opa faHHbIX (28 mas 2021 r.):
®uHanbHbI 06LLUA aHANN3 BbDKMBAEMOCTHU
Bpems go nocnepytoLLeri MpOTUBOOMYX0NEeBON
Tepanum

BesonacHocTb
N =1150

OH3anyTtamupg
160 mr/cyT + AAT

—_—
1:1
|
Pangomuzauus DuHanbHbI aHanMa DuHanbHbIA
nnaueﬁo +AAT nepeoro pBBMN aHanus OB
naumeHTa [MpoMeXyTO4HBI (nocne 356
aHanus OB COBbITUIA)
MapT 2016 . Opyriie BTOpULHbIE
KOHEHHbIe TOYKN Man 2021 r.

OkTsi6pb 2018 T.

¢ OcHOBbIBasiCb Ha JOKa3aHHOW Nosib3e cxembl 3H3anyTamug + AT B nepBU4HOM aHanmnse, uccrneposaHmne 6bino
paccnenneHo, 4Tobbl NauMeHThbl, nonyyasLume nnaueéo + AT, mornn nepeity Ha Tepanuio sH3anytamuaom + ALT B
pamKax OTKPLITOro NPOAOIKEHMS UCCIIeA0BaHUsA, KOTOPOE eLlie He 3aBepLUeHO

*BOnbLLOA 06LEM ONPeAeNseTes No HAIMYKI0 BUCLIEPANEHEIX METACTAZ0B UM, NPU OTCYTCTRBUM BUCLIEPANbHBLIX METACTA30B, N0 HANUYMIO >4 KOCTHLIX METAcTasoR, >1 U3 KOTOPbIX AOMKHLI HAXOAUTLCA B
KOCTHbIX CTPYKTYpax, OT/IM4HBIX OT MO3BOHOYHMKA 1 KocTell Tasa. AT = aHaporeH-aenpuvBaumnorHas Tepanus; KT = komnsioTepHas Tomorpadus; OC no wkane ECOG = ouerka 061ero CoCTosiHWA no
LwKane BocTo4HO 06beAMHEHHON rpynMbl OHKoNoros; MMYPIMXK = MeTacTaTn4eckuin ropMOHOMYBCTBUTENbHBIN pak NpeacTatensHom xenesbl; MPT = MarHUTHO-pe3oHaHcHas ToMmorpachus; OB = obLuasn

Bbl Tb; BEpI =

Tb 6€3 paavonorM4ecKoro NPorpeccMpoBaHna sabonesaHns.




OBLUAA BbIXDKUBAEMOCTb

KCTAHOWU + AOT nocToBEepHO CHMXaJ pUCK cMepTu Ha 34% no cpaBHeHUIo ¢ nnaye6éo + AAT®

Kusbi 86%

A KCTAHOW + AOT
AOCTOBEPHO YBenn4nBars

XKusbl 78%
Kuebl 71%

N
a
L

§ 06LYy10 BbDKMBA€MOCTb
e
£ e CO CHM)XXEeHUEM puUCKa
£50 cmepTH Ha 34%
§ JKuebi 57%
g
z no cpaBHEHMIO
é Konuuectso LleHaypupoBaHsl  Co6biTus MeaunaHa 95% AU 6 A T
nauneHToB (%) (%)
257 KCTAHAM+AIT 574 420 (73.2) 154 (26,8) HI HE, HA ¢ nnauye6o + AQl
MnaueGo + AT 576 374 (64,9) 202 (35,1) HO 49,74, HA

CTpaThMUMPOBaHHbIt NIOTPAHIOBBI KPUTEPHIA:
<0,0001 OP (95% [IN): 0,66 (0,53, 0,81)

0 * MeavaHa NPOAODKNTENBHOCTU

0 6 12 18 24 30 % P 8 54 60 rocneayoLiero HabnoaeHms:
K Bpemsi (MecsLibl) 44 6 mecsaua
ONMH4ECTBO * MeauaHa npoaoiKUTENbHOCTY
nauveHToB nevens:
B rpynne pucka :
e KCTAHOW + AOT: 40,2 mecsiua
KCTAHOM + AOT 574 ) 535 498 457 427 396 316 120 17 1 * Mnaue6o + AMT: 13,8 mecsua
* [epexon 13 rpynnbl nnaue6o +
Mnaue6o+ AOT 576 548 511 468 404 363 822 2832 80 4 1 ALT: 23,9 mecaua

ApantvposaHo ¢ paspetuerns npod. Andrew J Armstrong. 31oT rpadmk 6bin ogobpeH 1 paHee npeacTasned Andrew J Armstrong u coasT.
Ha BUpTyansHoM koHrpecce ESMO 2021 r. Bee npasa saLyyiieHsbl.

ANT = aHpporeH-genprBaLvorHas Tepanus; O = noBepuTentHbIli nHTepsan; OP = oTHoLeHne puckos; ITT = nonynsums Bcex
PaHAOMM3MPOBaHHBIX NauneHTos; H/l = He AOCTUrHYTa.
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BbiBOAbl UCCNEAOBAHNA ARCHES

¢ Pe3ynbTathl (hbMHaNLHOro aHanmsa nccrnegoBanHms
ARCHES cBupeTtenbcTtBytoT 0 ToM, 4to KCTAHOW + AOT
yBenu4nBaeT o6u.|,y|o BbDKMBAEMOCTb CO CH/XXEeHUEM pUcKa
cMepTh Ha 34% no cpaBHeHWIo ¢ nnaue6o + AOT y My>X4nH
¢ MMYPMX!

* PaHHee Ha3Ha4eHve Tepanuu KCTAHOW + AOT goctoBepHO
yBenMyvBearno BpemMs 40 nocneayoLLen npoTmeoonyxonesomn
Tepanun co CHUXEHWEM pUcKa Havana cneaytoLlen nMHum
Tepanun Ha 62%'

* YBenu4eHne BbXMBAEMOCTU HabN4anocL He3aBMCUMO
OT BMAa NocfiedytoLlert NPoTUBOONYXONeBon
Tepanuu; BbKMBAEMOCTb Oblnia JlyyLle HecMoTps
Ha TO, 4To 70% nauneHToB rpynnsl nnauebdo + AOT
nonyyanu B ganbHEWLLEM Tepanuio, YBennmymnBaroLLyto
NPOAOIKUTENIbHOCTb XMN3HU, BKtoYas 40% naumeHTos,
nony4YasLLMX NOCNeayIoLLyIo Tepanuio npenaparom
KCTAHOW®

¢ [Mpodomne 6e3onacHoctn cxeMbl KCTAHOU + ALT no
cpaeHeHuto ¢ nnaue6o + AAT cooTBeTCTBOBAaN pesynbtatam
nepBUYHOro aHanmaa'

AT = aHpporeH-aenpvsaLoHHas Tepanwus; MM P = MeTacTaT4eckiii ropMOHOHYBCTBUTENbHDIN paK
NPeACTaTeNbHOM Xernesbl.




KPATKASl MH®OOPMALIUA N3 UHCTPYKLUWM NO MEAWLUWHCKOMY MPUMEHEHWIO NEKAPCTBEHHOIO MPEMNAPATA

PerucTpaunonubii owep: JI1-003605, Toprosoe npenapara; Keranan. Hena- rorapra, ocTpHA paa, ocTpsi n
TOHTOBNHOO WM Gopua; ranys. oasann i, Buwodan 6oo pec o SHanTANZA (50 CYTO), MG 12 OGGEXBEINe EDIHIOR LOHGT CODIATLCR TG
* KX Tepumnoa SMQ
cramtieckon paia L Tensiuie peatir. B opurena CYPICEU
npenapara. Gynnessisi nepuani, CYPIAD SHAanyTaHAs (1BDAK Sl 1208 V) e Bcer WA Sk e LA i Crnax
¥ :y el HodWIMER W CHCTEMHSMM Spurena, com, uiapon Crvoose e (cybcrpar CYPTAZ) i rwormurazona (cy6erpar CYPZCE). AUC normracora yoemwunac a 20%  To
ofpanwoh ) (T3H) n s, B epews
’ ouesanmcs y 22
160w, 1%). af 1nage  portewe, fass b Vit e, 10 vy Ak wowes Su mARGHTIDOR anwﬂ “pancropepa
wes worap- (0.3%), CYAOPOT, 0 el i i 8 yonosuax
fa (8 TeveHve crpagarT i e e i i [ 6T vayTopOM
0 wKane (npenas-X- peventop). penapars ¢ yi WENE0HOM, SN0~
CRBIMBRANEA MW HEXONTDONPYENCH pTEPUATAON TIEPIHE: | TLUEHTOR C DA e wmpum HOBEHI CYIOPOT. B HeCDRBHWTENEHOM WOCTEL0BEH UPWARD AN OLEHKH VACTOTe! CyropoRHsX omuLK, rOKCHH),
o paseumis 1,6 % naLwenTos,
wm\ CHERJT VI, OOSDSMEHHOTD TPAUENGHUS ALK HTORs 1YOPepUEHTa CYPZCA Choco s, 843366 (2.2 omuexan B N3 NOXeT NOTPEBOBETLCA KOPPERLAR A0, CYBCTIpamL GET0 PeSUCMEHTHOCU PaKA MONOUHOI!
cranam cocraenser 160 ur Mepuara 9,3 wecsiia. Mexarww, nocpencreom ko xenest (BCRP), Genvos Mroxecmasrsoll noKapcmeekod peaucmenmsocmu 2 (MRPZ), mpascropmepe opeaue-
1 pas & perw. Criocos. Kamwu CNBAYET NPOTTIAT bIBATH UETMKO, HESABACHMO HewseecreH. wecne- oRux 3 muna (OAT3) opeanuseckux 1 (OCT4). Ha ocrose
o npweia v I ‘Rosawi i vitro, WHGNpOBATs AKX i, MO UCKTIOMTS BCRP n MRP? (8 westwe). a ranxe
70 W o YO, B AN TOYCT TOAEM KSR 8 8 e, TG Feoycronyr Ty 0D 1013700 TAMK-peu@nropos. uewirieoras 6oneis copoua nauie- Tina (OATS) senosera |
HHRTL KaK 1MGKHO GAVOKG K OGLIHOMY BREIAGHY. EGIH NaUNGHT NPanyCTAn i npenapara & cepata e ¥37% - (OCTI ). T " i 8 HacTo-
1.5 % naueHtos, Tpencpam, y paan Q. B GoA3 G Tew, Tepa-
s08akwen aHanora JITPT 107KHa GiTs NPIOTAEHG BO BDEMS NEeHIS Y NALIEKTOR, He NPOLLENLIMX XUDYPINECky0 1 HOXET 200 e BueCTe ¢

ANTWIOTOB SHSATYTEMWLA HE CYLLECTEYET. B CyaE NEPESIOSHPOSKN Nexie H3aNYTMMION CEET NDEADATTS 1
¢ yerou 58 cytox y

KECTDRUO.ECIA Y NBLIEHTA PAIBHBRETCA TORGAIHOCTS 3 CTeMe  BLILe WA OnacHsie peastyn, NAYGHTOR MOKET BiTs  Npenaparany,
10 ypoaHA2 a KGR0 TN TV YSTr, TAGNA KX HATHIIGCHS Ppenapan Khacca A (ianpep, o oo
by Brusnue dpyeux npenapamoe ha aw3anymanud. Hneubumopsi CYP2CE. @epuent CYP2C8  pauua) wrw knacea Il (anpuep, amwonapos, coranon, Aoderumta, WByTnW). WeTaqow, WoKCHGNORCal
TAUMOHTE W T, YXAKWBAIOUMX 33 HIM, CTIEAYET wipaer Ll DENTHEN W AD. TTpWeM MWLM HE WMBET KITMHMECKH SHAMMMOTO lmwnm a
i peicTams Matﬁpvn— peaxas 8 Aens) y MYKCIO  GTeeHs BOSABHCTENA ORSAIYTAMATA. B THHINECK)X WCCTEAOBAHHFX KCTAHIH TPMMEHSI HESEBNCHNO OT TpeINa
dperansioi i y Wi, y 326%, Torga Ka C va 18%. Ha cywy» . OCOBbIG yvasawa. PUcK paseumus cyopoz. T
cnayer i e R T oo tanmT, AUC (oM.
(EpHaTOK 1 T.1). OGHOBPENEHHOB NDUMBHEHUS 6 GUITaHbA UFELIBUTIODEMU GDepeHa GYP2CA. 10 BOSMOAHOGTH,  GHAINAG Ha 19%. CHNGHSI IHMNTOpOS (PG, Baocn

GnEAyer waberaTb OHOBDENEHHOTD NPHMENEHHA CeHoX MATVOHTOPOB EMENTa CYP2GB. ECrit nalieHT AOMKEN
O[IHOBPEMEHHO NMHANGT CHNoHLI WHTWGATOD heptiera CYPICE, 0% SHIBNYTaN1a HEOBKOMANO CHUSHTE £0 80
I O P33 B Dok ECTW NPHNBHBHS CATHOIO WHVEMTODa (pepuiesTa CYP2CS Npepalen, 103y 343anyTaw-
18 CEAYeT NOBLICHTE A0 MEPCHANATHOND YDOBHS. lueAms NoRun020 sopacma.
Kopperum a0 naupenTos He Tpeyerce. Mauuenmer et neson, Y ra-

cneyer
FENCHMBDO3H) WA MDHWERATE KX G CTOPOKHOCTLN0. ECNM NALUEHTaM HEOTXOMO COBMECTHO NPHMEHST Gl
mmmmpcwzcs / CYP3AL_ Oephiest

. GuHdpo
Vet AL TEA Tpenaps T G SPENCTIMDIEES pedBie oOBLE o P CIADOMS sagveih
Heapono-

6.

(nacoA.B,
Haiin 110 COOTOETCTaEHHO) KOPPEKLYM 03t e TSOYETCS. OHAKD Y NALHGHTOB C TSN HapYISHHEM DYHILI
EGHH GolNo OTHES.HO YBENHHEHHE NEPHOA NONyBLIBE/IcHY. [TAUUSHTIE! ¢ HAPYMIEHUBH BYHKULY NOeK. Y nau-
HTOB G HapYLLGHHEM YKLV NOYEK. NENKOR W YWeDeHHOR GTeneHH KOPDEKLUA /1035 He TPEDYETCA. Y NaLIEHTOn G
TRXENOH NOMEHO IDENapa HOMKeH npi-

CYP3A4 parorasons (200 wr o pas  nes) Jaapossn AoGposonsuaun, AUC HanyTauwga yeeriurace a  pom, onosan o, cryratiocrs oz, o
41%, 8 10 8peus kax C max o umewnace. Ha cyuury HecaRsariOr HsanyTammaa i nepresnei. [Iuarios «caapow sagei oBpaTiwOT SHedbanonaTHIY

G0, AUC yoerunnace ka 27%, rpacun Peroner-
asanyramnga i CYPcsu cwau Tiocne npue-

CYP3Ad i pass & cyTH)
Ocaaa ToEPOROTNY MYRCHI R AL Sy AR A0l NaTAGOTS G 3 %, 5 T3
Mon

JNOTOR MperpaTATs rvow DperpaTa KCTara Nt MCATSGpAGSMO AHATISS OOSDOUGHIOS TLMEHOHUS ¢
pedcr

npuee-
TI00TOMY, HaiHan neserine

spens @k Gax oomasancs © nHaycTOpaun

, HOBXORMO NDOBECTH ors. Creayer

e, nerel He BKTYAMSHO, NOCKOMKY pENaaT noKkasaH  CYPZCE unu CYPY TeByeTes. L VHOMUA  SDEMEHHOIO NDHUEHEHIS, H3ANYTAMHLa © NEKGDCTORHHEIMH CDECTERM, SOl FTEA T e
ana My TopOHOHYE- :manymmn SBTAET OLp AAUNTOBR OPTOS U NOLLAEY CHTEY WO QopUOITo0 #  CYGcTpaTauM BoericTene
CTBuTenLHM xenessi MoBounoe AeicTene. wieer A NaUWeHTa, & TaKG BcTA
MW FBNAOTCH YCTANOCTS, TOWHOTa, SPHIIAESD, nepeomt I naswe woer Goirs & nnaswe neyer

i . Cygoporn Db ywecTayer
0,5% RaLIGHTOB, NOMYN@BLLMX 3K3anyTaWAR Y 0,1% NaUWEHTOR B fpyTRe f1TaueGo M y 0,3% NaumewTos, nonysasuinx T8, K hepwienan, MoKer B o B feveHn W WMWewMKe,  GONMSMpyETCA dhepMenTOM CYP2CY (mpm-p 'BIPAPHIH W AUEHOKYMAPON), TPEBYETCA AONONHMTENbHI KOH-
Gmanyrauwg pegire tnyan sagpiei ynauveos,  GYP2B6, CYP2CS, CYPICHO 1 ypua-5 - gucbocse P Tpone ‘orHowerns (MHO). Mlosesnan HedOCMamOHOC. C OGTOPOKHOCTs 0

XCHle KIHHIMECHIX WCCHe08a i KATETOpWH YaCTOTE PACTDEIENEHSl CTEAYIOLMN CGDAIOM: CHEHD aCTO m/m)
000),

DEWCTENTHOUTH 2 (NRPZ), Gt DEWEIETHECT po WSRO KN (P)  0PREEIOTD SHADATPHCIO
THpyRLLEMD RounenTusa 181 (OATP1B1). in vivo noxasany,

GGRYGT HG3HENAT, TG Ta G TRAGTG ¥ HERUETaTOHOGTU, K K JGACTIAE SHSANVTaNNGR 0 T
IDYINE NBLYEHTOB He HIyWeHo. ¥ nauenTos o

010pon CYPSAL i ylapDiwi HITOpoW CYEZCH WOTPZCIS, ConMBETIon Ppiuaomd

e 8 THGHAX. KIWIHMNECKSA SHZHUMOCTb STOTO HABMIONSHAS GCTEETCR HEUSBECTHOI.

11 P23 B )  MBUHGHTOR C PKOM NDECTATENHO eNE3bl MWBEND K BE%-HOMy chickeriio AUC wgazonaua

Tew e anee, koXeT 1 HOXET BT

{cyBcrpar CYP3A4), 56%-owmy cuvarenno AUC S-sapdsapua (cyBcrpar CYP2CO) n
npasona (cyGcTpara CYP2C18). Taoke Boawoxa wiayiuun UGTIAT. B kinuiseckom uooneaosasm y natentos o
‘eractatsecku KPPIDK npwew Kcranan (160 wr g pas B AeHe) e WMen KIsw<ect Sa-uuoro Xpexra Ha

a0 (or 211100 20 <1 1000 po <1100},
pt
Cucmema opeanoe Hacmoma
T e ——————
"Hapyuwes#n €0 CTOPOHS IMMYHHOM CUCTEMSI »sueauo‘ msuwg oTex A3k, OTeX 6, oTex oM
Nomseons pacpoicrsa ety o

6k, (s . ST L G
wmpuub«mwm e e pCETOHTS, P,
HerBECTIO" o norany

Hapywesdes co CTopo Kl HepSHDH CcTens o
an

Hapyuweres:co cropows cepna e —

(75 wiiné als 3 ). AUC o

T 8pewA Ko Kaana n -
KEHWR MHRYKLUMH (DEPMEHTOB (Ch. paien «B3aUMOREHCTEMe C DYTHNM NEKAPCTBEHHSINA NPEMAaTai W ADYTVie
s aaGonssanun. B i pass
11 S R AT, TS VBB TSI G O (e TR € Mo

Ha 12% [cpeHiee reoeTpitveckoe orhowehe (CT0) = 0,862 (90% A 0767, 1,02)], Torm

Hw crpaRaior

nace
Ha 4% [GIO =0,963 (90% AIM: 0,834, 1,11)] Tatore npenapar

calllum IV ' tapny

CPELICTBaNY, KOTODEE: BSISOIATCA B MDOLECCR METAOOTIHSNA WT AKTHBHOTO TPAHCTIODTa. ECTH WX
SUUPEKT UMEET GOTLLIOS 342404 ATA NaUNEHT3 W KOPPEILID O3 Ha 00038 KOHTRN FDGEXTISHOCT T (K-

| Happueras co copows cepms |  wessscrvn
Hapyerss co CTope sl cocyios i, UAETE arguIWest, 20TEDAAT A NIEDTBIOHS

He Tak npocTo, npueNa 3T

Texmed,

HesseCrHO': TowDra pacTa, fHapes

YOnuKAMS uHmepean Q. Y NALIHEHTOR ¢ HaNWHEN YATHHEHHORS Wiepeana QT WK C nper-

acro:Cpes 108, Ko
oo HEKSECTHO'. G, TRREISG K00 Do

Hawmwaupnw YOGTHO-MELIEHON AGTONS | Gl SCTD. e HEIBSGTHO'. WAV, WSLUETHE CIasi, WSLE-+an
oA BocT, Gom

TOB, KOTOPLIM BBOLNIM WHAYKTOPL! (DepMEHTOB. K pyIne NeKapcTBeHHEIX CPEACTS, KOTOPHE MOryT
SSBMMGIGHCTSOBAT.  IDANUGETON,GIVOEATCR, 48 OTSHAWSARC SUSILTSTA (SIPANSE, DSHTSHAT. TPSMELr):

bakTopamm  y naupenTos, n YTCTBYIOWYIO TEPANMIO PNapaTaNM, KOTOPIE MOTYT
yanwwaTs wirepsan Q, sparin

asTuBHOTHOH

BOSMOKHOCTS BOSHUKHOBEHHA XMYTIOHKOBOM TAXHKADAWM THI ATHDYIT. [IpUMSHeHUE C XUMuomepanued. Besonac-
X

wirens TUOTMAENTHH (HANANED, KEPGGMEAH, KNGHOENaN, EHUTONH, APAUHIOH weiponenTiu
o > oo po—— (vanpiep, (ranpiep, Bapep, onwzoren): praeo; Hensa
s (vanpie, Gacongonon, . eraows, wiap- DT 3 Taueian
g s e U, HADELTH, BEDENAUAT); CODIELHLR , MIOKCHH); ol ppyrToan He creayer rporage_Peoruy amepeol-
To. rasromn sGermoms oo | o p— et B o, prcvany  mamsoomy
- ( waseran, wigasoran, (aromi ogemaci o g, 1 10 G, e T T8 s, T f, 1 7 fagreiinny Teinaoe
; Coienu oy  mTpenCTTRUHA Pt i owenpason); geicraves), Mlon

Tepnua SMQ «Cynoporis,
Bun

(Hanpwuep, atopeacrami,

ya0por ony.
110 OueHKE C HCNONS30BZMUEM YaKX TepuHOS SMQ allHchapKT MioKapaa» 1 <[Ipye SO WLENHECKo Gonesnn
2nauuen-

Bee m
18pe3 1 Mecsly nocie Havana Neverus, NOCTe AOCTIKE-
e

s
METHEIMA 1 paKLe. Y naweHTOR,
, CYPAAd,

npenapars, yOcTpaTaMH dhep

7 MYXYU U XGHLLUH, HOT RZKHSEK, NDHCYTCTRYET 1n SHSanyTama Hin "ow
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0 BDEM U B TedenMe 3 MECALLER Nocne Neser. Heanenosany Ha X

BbiBOAbl NCCNEAOBAHWUA ARCHES

» PeaynbTathl dmHansHoro aHanusa OB B uccnegoranun ARCHES noareepxaatoT yBenuyeHne BbXKMBAEMOCTH CO
CHWMXXeHMEM pucka cMepTu Ha 34% npu npumeHeHun npenapata KCTAHAOW y myxunH ¢ MTHPIK no cpaBHeHmio ¢

nnaue6éo + AOT!

s Takxe 6blM NPOAEMOHCTPUPOBaHbI NpenmyLlecTsa npenapata KCTAHOW no cpaBHeHUO ¢ aHTUaAHAPOreHaMun
| nokonexuns B oTHowweHn OB y myxumH ¢ MITYPIK B uccneposanm ENZAMET®

O6wan nonynsauma B uccnegosanun ENZAMET Bkntodana naumeHToB, KOTOpble NoslyYany Unu He nony4any ogHOBPEMEHHYIO Tepanmio
pouetakceniom; ahdexkTMBHOCTL U 6e3onacHocTb npenapata KCTAHOW, npyMeHsieMoro B KOMGMHaLMK C [OLETAKCENOM, HE YCTaHOBMEHbI.
HunzaiiH uccneposanna ENZAMET He npeaycmarpuean aHanva obLuen BbiXXMBaeMOCT B OTAENbHbIX nogrpynnax. CnepgoeatenbHo,
yny4iieH1e o6LLeil BbDKMBAEMOCTU HENMb3s YCTaHOBUTL HM B OOHOW NOArpynne, BKoYas naumeHtos ¢ MMTHPIDK, nony4asLunx Tonsko
Tepanuio npenapatom KCTAHOW + AAT, unv naumeHToB, NONyYaBLUUX UMM HE MOMyYaBLUMX COMYTCTBYIOLLYIO Tepanuto AoLeTakcenoms®

PesynbTatel uccnegosaHna ARCHES pgononHsiloT umerowmecs
KNMHU4YecKue fgokasarenbcTtBa Toro, 4to KCTAHAW — nepBbin
M eAUHCTBEHHbIW* 3aperucTpupoBaHHbIi B PP nekapcTBeHHbIN

npenapart, yBEJ'IVI‘-WIBaIOLLWIﬁ BbDKMBAaeMOCTb NaLMeHToB ¢ 3 TunamMmu

pacnpocTpaHeHHOro paka HpeACTaTeJ'IbHOﬁ xenes3bl —

mIrYPIK,

HMKPPTX u mKPPIX (go unu nocne xumuoTtepanum)' %2,

Y naumeHtoB ¢ MMYPIMXK KCTAHAWU no3BonsieT CHU3UTb PUCK
nporpeccupoBaHus 3a6onesaHus Ha 61% v puck cmepT Ha 34%"4.
Y nayueHToB ¢ HMKPPM)X KCTAHOW gocToBepHO yBenn4nsaet

0o6LLYI0 BbDKUBAEMOCThL, NO3BONAET CHU3UTL PUCK MeTacTa3upoBaHUSA
U cMmepTu Ha 71%37.

AQNT = aHaporeH-aenpusaumoHHas Tepanus; KPPIMXK = KacTpaLMoHHO-Pe3UCTeHTHBINA paK npeacTaTtensHoi xenessl; MMYPIK = metacTaTuyeckuii ropMOHOHYBCTBUTENbHLINA pak npejcTarensHoi
xeneabl; HCAA = HecTepouaHble aHTWaHaporeHs!; HMKPPIK = HemeTacTaTnyeckmii KacTpaunoHHO-Pe3NCTEHTHBIA Pak npefcTaTensHon xeneasl; MKPPITXK = meTacTatiyeckuid KacTpaLuoHHO-

PE3UCTEHTHBI paK NpefcTaTenbHON Xenesbl.

*Mo gaHHbIM www.grls.rosminzdrav.ru no cocToAHMIO Ha Aekadpb 2021 r.




KPATKASl MH®OOPMALIUA N3 UHCTPYKLUWM NO MEAWLUWHCKOMY MPUMEHEHWIO NEKAPCTBEHHOIO MPEMNAPATA

PerncTpaunonHbii Wowep: /TN-003605, Toprosoe HanmeroBaHe npenapata: Krara. MexayHapoRKo® Hona- PAL. worpge, 10 weca
TEHTOBAHHO® WNH (bopwa: kancynbi. rlmunm * Biniodan Boe ynorpetne- CYTOK), BMAHHE. COPAHATECR B TENBHHE
¥
cramtieckon paia it i peatin. B oprena- CYP2C8u
npenapara. 6 CYPIAD Ouanyran 160 Ut o 5338 AEHe) e BLI820T KrAamicc adA KSNEHH & ALC W m Cax
i el HodWIMER W CHCTEMHSMM aputena, cuime, cuagpom Crvcess-  odpewa (cyberpar CYP1AZ) win rwomurasoea (cyerpa 20% 510
ofpanwoh 1 n c). auicuinawss, Cydopozu. B epews 18%.AUCK % d%
@ ouesanmcs y 22 TpeGyerca.
160w, 1%). Anawe  mpomeua. flaHHeIe in VilTo OKARIBANT, 4TO HSATYTANHG MOKET GHITS WHTHGHTOPOW XXTIOKCHOT TPAHCIOpTEpa
eira (03%), Cy0por, 0 e JHBIO 8 YCAOBRX
A (l TeHeHHE NoCTeAHNX & MecRues) W Cwm HeCTaBH/at TeseHe 3 wecaues), Vs KoriTponi- moer B
wane 55%, peventop). IPENADATE G YK/ TEPANEBTVMECKHIM AUANG3OHOM, SO~
Spaamapue w veoiTonupyech .;mpum»m TUDEDTEHSUEA, y NBLIWEATOB C PUCKON YIUMHEHHS WHTEDSANA  HOBEH.S CYZOPOI. B HECDABHITENSHOU HCCneORaHA UPWARD A7 OLEHKN SacTorel CYROpOKHEX omuLK,
nepeHoCHCETs paseiTi 1,6 % naLIeHTOS,
Wrmu AT VEGSTaT, OSSO IS CANILK WIVNGTIR Ve CYPLCE, Cracs s YB3 366 (22 OTMENATM  TPALWH B NNEME MOKET NOTDEBOBETHE KOPDEKLMAR Ho3. CyBCMPaMsl GeMkoa PESUCTIEHTIHOCTI PaKA MOMOHHO
M 93 [ xenese (BCRP), Genkos wHoKecmaewo nexapemeenod pesucmenmocmu 2 (MRP2), mparcnopmepe opzakuse-
1 pau 8 pers. Crioco6. l(an:ym crenyer HESABACHMO W HewseecreH. 3 muna (OAT3) 1 (OCT4). Ha ocrose
crenyer ‘Rosawi i vitro, compsaaTon oy - n oy 1, HE3A WCKTIOAUTS BCRP 1 MRP2 (5 rwesnie), a Tane
Bpemn cyTo. Ecnu naupen o3y Creayer  aKTABHOCTS XTIOpHX Kananio [AMK-peyenopos. Muewueckas Goness cepdua. eye-  Tpas Tna (OAT3) u venosera 1
T K AR G Gy SN, ECI TGN oy ° e Y37 % nawnenTos, nony-  (OCT1) (cvcrenora). Teopemecn, " 8 HacTon-
1 ITpen: mepean Q. B CBASH G Tew, 410 aHIDOTEHAENPHBALMOK Hasi Tepa-
S08akWe aHanora JITPT [07XKa G NPOOTKENA B0 EDEHS NEEHS  NBLIETOR, He NDOLLENLINX He CylLeCTEyer Ce)eT NDBIDATHTE N HOXET 20m830 6 BueCTe C
KGCTDaU40.ECTA Y NALMGHT DAIBHBEETCA TOKIHOCTE 3 CTENeH i BULLE WIA ONaCHR pea, © yuerou 58 cytox ¥ NALWGHTOR MOXET WTo  Npenaparani,
ypoHA2 a 0 TEXGDLIN T2 CTUDSST, TEGMM K3 BHTAGPHTHHLEOU TRENEPA KTECE 1A (anPAGD, XL, AU
06y (120 Brusinue dpyaux npenapamos a swaanymamud. Wweubumopsi CYP2CS. Gepuest CYPICE  pawua) wi knacca Il { WByTanan), MeTanos, Heiipo-
cneayer wipaer n nemTHKW v AP, BIusiue MU Ka Mpuen tsanmaULE. ﬂpuw WAL HE WMBET KIMHMMECKH SHAMMMOO BMAHIA Ha
i i ROFCTOHA W MOHO- peana 5 Aows) y CTeoHb BOaRETHCTEHS IWIATYTaMHEA. B KTHIMGCKHX WCCTRIOBAHASX KCTIHIH TDANGHSTA HESBBHHNO 0T pHOMa
qmnn»mﬁ y MR, ve TOA K2 C 8% Ha cyuny e pas
CoeRcTe R 2oL waany 0o, AUC max (o pi
(o TPUMBHEHUE G CUaHBIM UHELUTOpaM GYPZCA. 110 BOSHONHOGTY,  GHHSHNAGH Ha 19%. im0 Wep,  Bamhon o
AT Jeras CVOSPENEAHOD TAMEIENS X WUAOJOR hpuets CP2CE.ECTit TV JCTKCH WMD) M MG ¢ ¢ CTOPURHOCTO EChW RLpenTa ie0Sionu A e naLeRTauH Geann DELIE COOBLLEHNR 0 PASEHTHH CHAZDOME SaHEH
depuesra CYP; . o YP3AA. Oephest epon
g g 20 Euu TPHNGHCHE CATSHIO WUEMTODa m«a CYPaCs npowauero, 1y s«mmam paer
ypoers. Nauuesme noxunoeo eospacma.  CYP3AL urpakorasona (200 W omw pa3 & Aek) 0posEM porw, GIYTAHHOGT COSHEHMS, o
Kopporim o y apont e Mww. Nau Ve 41%, 510 spows ek C max ve la cywwry Hecassaroro i axTveH i . fivarvos i oBgamimon
i i (nacc A, B, weratonr, AUC h, i Toworpadwn . Pokonen-
Uaiing1bi0 COOTBETCTBEHHO) KOPPEKLIWM 103 He TPEByeTca. OAHAKD Y NALMEHTOS C TRKENbIM Nipyme»m yn SHSRMyTAMHAR rp-ﬁrm.mmmpu Tocne npwe- AYeToR MpexpaTuT, npHew npenapara KCTaHA NPH MOATSEPXAGHHOM AUATHOSS. OHOGPEMeHHO® MpLMSHEHLE C
MeeHM GLiNO OTMENEHO YBENINEHHS NEPHORA NONYBLIBSACHIA. [TaUUBHMS! C HAPYWEHUEM MYHKYUU MoseK. Y Mauy- M BHYTDL ogwH pa3 cy'm} cpedcmeany. npues-
rToh © AEyLAEN Gy PG PO A JUCDEHROR TNt 10D B 9 TSP, o TOITOR G TOpIanA Joeponcn vl WD At AUC mnrrymmu %, 870 TI00TOMY, HaiHan neserine
THKENO NCNENHOR npenapar fomKen npu- A KaK Cnay OCTaBaNACH e © HayKTopauH X0 NPOBECTH cpencra. Creayer omvo-
e Aereit He aTyanLHO, noasas  CYPICH win CYP3AL rpedyeml MAOYAIUA BDRNEHHOID NDUMEHEHAS, SHIANYTAUML C MEKEDCTAEHHEMA CDRACTEGM, SOl FTEA T e
an My epuEHmOR. DH3ANYT2MAD SENSETCA MOLLKIM AYKTODOM (JEDMEHTOR W N0BLILIZET e W cyborpaamn
3. MoBouHoe AesicTBiHe. aTae ecnn
Wi SENRIOTCR YCTArOCTS, TOLMOTa, ApAIABIY, nepenomss i nnasme woxer Gurms. 8 nnasme Crenyer

" . Cyaopor . Cyuecrayer i
0,5% naLenTos, nonyasuumx InsanyTauna, y 0,1% naumenTos  rpynne Muy na%nwmmnn nonysasu Tos. K diepmeriran, MoKer BuiTs B NeveHn W KALIEHIKS, Gonwampyerca depmenton CYP2CY (unpmp 'BaPAPHH W AUEHOKYMAPON), TPEGYETC AONONHMTENbHI KOH-
Guwanytauma. peatate cny-an Y NayHenHTos, CYP286, CYP2C9, CYP1C19 u ypuam-5- auocgan TPaHC Tpone ‘otHowewws (MHO). MMoyeunan HedocmamosHocms. C: 0CTOPOKHOCTEI
P ‘cneayeT HasHavaTh NAUMEHTAM C TRKENOA NOMEVHOR HEAOCTATOMHOCTEIO, TaK KaKk ASHCTEME IHIANYTAWHAA B JTOH

B XO0E KIMHIECHX KaTeropi vactorsl oseHb uacTo (21/10), (MRP2), paKa ManouHoR TPYNNE NALMEHTOR HE H3ySeHo.

10 <11100), 3 THpyioLLeTD noknenTWaa 181 (OATP1B1). in vivo nokasank, 3

nCYP2C19. P 2aHo ¢ B THAHAX. KNMHMYECKAR HAYUMOCTL STOTD HABMIOAR HUS OCTAETCA HEMIBECTHON.
o P2 8 feks)y N npHBeno K B UC Mgazonauia e He WaHee, WNOXET BbiTE
Cucmeua opéanos Gacmoma (cybcrpar CYP3A), 56%-owy cwerewno AUC S-sapcbapisa (cybcrpar CY P2C3) n 70% AUC owe- TAGKe BPGMA RO Havana U Ok
Nlﬂﬂ_ﬂnmmmm 1POSETOPHON W npasoria (cybeTpara CYP2C19). Takke Bosmona wiaykumn UGT1A1. B knnmseckom WCCrieqosanim ¥ naumenTos o Wenus wnayxumn epmenTos (ch. pasgen «Bsaumopeiicrene ¢ ApyrMM MWBW’HWHMN npenapatamu  apyrae
- ‘meractarseckim KPPIK npuew Keranan (160 Mr OfMH pas & £Hb) He WMeN KIWHHHECK SHamworo adibexTa Ha I passs
%WMMM“MM“ SR (75 i’ el kaxasie 3 egens). AUC foeTarcena chusH- e GbiriH BKTIOEHS! NALMEHTSI, KOTOpSIE HEJABHO NePeHeC UH(ApKT MHOKSPAA (B TeeHHe NOGNE X 6 MecALies)
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Ha 4% [GIO =0,963 (90% AIM: 0,834, 1,11)] Takore npenapat
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Hapyawesaco CTopoHS HepsHoi HCTems uwww wmxwm o Hesee nm calllum IV Kapay
N CPEACTRANY, KOTODHIE BEOATCA B IPOLECOR METAGOMMIMA WNK BKTHBHOTD TRAHCNOPTA. ECIH WX
Happweram co cropons cepaa ABCTD nueM KR CopE, weuaeECTHO ‘SDUDEKT VBB GONLLIOE: HaseHHe: ANA NALIMEHTA W KOPDEKLID 03I HA OCHOB KOHTPONA SDOEKTHBHOCTA I KOH-  TeHae,
[ iapyuweess oo cropor cocyaos | owem sacra: v, SoTepuaNL 38 ey TaKNPOCTO, MPUENa aTHK QT. ¥ naentos ¢ T Wn ¢ npen-
Hapywesys co croporl [ ————— DEKTOPAN U Y NALMEHTOS, NIOMYS@IOWX COMTCTBYIOUAYKD TEPANHIO NPENAPATaMIM, KOTOPHIE MOTYT
| denoeo aueuiors aca . 106, Korops 5500 #HAY 0Pt hopHGHTOS. K TDyINo noRapCTBeHHIX CPEACTD, KOTOPHG MOYT  YWTWHATS Wopean QT, opasn &
s o ol 10wk 50 o o, 10 35 penaparow, ariocaTcs, CSETAISTINN (1GTPHNSP, GRATBHUT, TPAMGLON  BOSUORHCCTS BOSIMHOSEIMA XEMYRCAKORDH TAXIKESAWM THTA <TUPYSTs. ITAEHOHUE © KUMOTGPATET. Besonac.
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