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Pak npedcmamenvroil scene3svl 16a3emes 00HUM U3 Haubosee pAcnPOCMPAHEHHbIX OHKOYPOA0SUYeCKUX 3a001e6anuil. Yayuuenue memooog
duaeHocmuKU U WUpoKoe gHedpeHue 8 psde KAUHUK 00513amenbHo20 00c1edo8anus ¢ onpedeaenuem yposHs NPOCMamu4ecko2o cheyuguye-
ckoeo anmueena (IICA) npuseau K ygeauueHuro 4ucAa GbiA6ACHHBIX CAYHAEE NOKANUB08AHHBIX U MECIHO-PACNPOCMPAHEHHbIX opM paKa
npedcmamenvHoll Jicene3vl, @ MakKice K paculupeHuro NOKA3anuil K npuMeHeHur0 paoukanbHulx Memooog mepanuu. Tem ne menee buoxumu-
YecKuil peyudus nocae NPO8eaeHHO20 XUPypeutecKo2o Uil 1y4e6o2o aeverus pasgusaemcsy 30—50 % 604bHbIX 6 3a8UCUMOCTIU 0N 2DYNNbL
pucka 3aboneéanus. Hememacmamuueckuii kacmpayuonHo-pedhpakmephbulii pak npedcmamensHoll cenesvl 18A1emcs, KaK npaguao, cieo-
cmeuem npoepeccupos8anus 3a001e8anus NOcae NPOBeOeHHbIX Memod08 paouKkanbHo0 AeueHuUs: Ha hoHe AUmenbHol aHOpoeeH-0enpusau-
OHHOU mepanuu, KOmopoe nposeasiemcs HenpepvleHvim nosviuieruem yposus [ICA npu kacmpayuoHHbIX 3HAYEHUSX MeCMOoCmepora u om-
cymemeuem 0moaneHHbiX Memacmasos no pe3yabmamam KoMRAeKcHo20 paduonoeuueckoeo oocredosanus. B pade kpynHoix kauHuueckux
uccnedoganuii npOOeMOHCMPUPOBAHO, YMO 045 Y@eAUudeHUsl NoKa3amenell 8blicu8aemMocmu 0aHHO20 KOHMUH2eHMa 60AbHbIX U npedomapa-
wenus pasgumusi OMOAAeHHbIX MeMAacmas08 Kpumu4ecKoe 3HaueHue umerom npogederue peeyasipHo2o 00c1e008anus u KOHMpPoab 6peMeHU
yoeoenus ypogus [ICA — ocHogHoeo npocHocmutecko2o pakmopa, accoyuupo8anHHoeo ¢ HebAa2oNPUsSMHbIM UCX000M 3a001e6aHUS.

B nacmosuweii cmamove npusedet 0030p 0aHHbIX AUMEPAMYPbL, OCEEUAIOUUTI NPOOAEMbI OUACHOCIUKY U Ne4eHUsi D0NbHbIX HeMemacmamu -
YecKUM KacmpayuoHHO-pehpaKmepHoiM paKom npedcmamenvholl dcene3vl Ha OCHOBAHUU Pe3VAbMamos KPYRHbIX PAHOOMUUPOBAHHBIX
uccnedosanuil, NPOOeMOHCMPUPOBAGUILX Y8eauUeHlUe 00uell RPO00AICUMENbHOCIU JCU3HU OaHHOU K02OPMbl 60AbHBIX NPU NPOGEOeHUU me-
Panuu HOGbIM KAACCOM NPenapamos — cynepceseKmueHblX aHmazoHUcmo8 anopo2eH08020 peuenmopa.

Karoueevie caosa: nememacmamuueckuii KacmpayuoHHo-pedpaKmepHulii pak npedcmamenvbHoll Jcenessl, CeNeKmMuUHbLil 610Kamop aHopo-
2EHOBbIX Pelenmopos, KOMOUHUPOBAHHAS mepants, 0apoAymamuo
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Prostate cancer is one of the most common urological malignancies. Improved diagnostic methods and widespread implementation of manda-
tory prostate specific antigen (PSA) testing in a number of clinics have led to an increase in the number of timely diagnosed cases of localized
and locally advanced prostate cancer, as well as to the expansion of indications for radical therapies. Nevertheless, 30 % to 50 % of patients
(depending on their risk) develop biochemical relapse after surgery or radiotherapy. Non-metastatic castration-resistant prostate cancer
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is usually a result of disease progression after radical treatment and long-term androgen-deprivation therapy, which manifests by constant increase
in the PSA level along with castrate level of testosterone and no distant metastases according to the results of comprehensive radiological
examination. A number of large clinical studies have demonstrated that regular examinations and control of PSA doubling time (main prognostic
factor associated with poor disease outcome) are crucial to increase survival and prevent the development of distant metastases.

This paper aims to provide an overview of existing literature on the problems associated with diagnosis and treatment of non-metastatic cas-
tration-resistant prostate cancer. We have analyzed large randomized studies that demonstrated an increase in the overall survival of patients

receiving selective androgen receptor antagonists.
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Pak mipencratensHOI skenesnl (PTIK) 3anmmaert 2-e mMe-
CTO TIO YMCITy BBISIBJICHHBIX 3JIOKAUECTBEHHBIX OITyXOJIei
Y MY>KUMH 1 5-€ MECTO CPEIH IIPIMIMH CMEPTH BO BCEM MHUPE.
ITo ouenkam GLOBOCAN, B 2018 . B Mupe ObLIO 3aperi-
ctpuposato 1 276 106 HosbIx ciydaeB PITK, npryem B pas-
BUTHIX CTpaHaX OTMeUeHa 0oJjiee BRICOKAsT pacpOCTpaHEeH-
HOCTb IaHHOTO 3a0oseBaHus [1].

IMom MeTacTaTUYeCKUM KacTpallMOHHO-pedpaKkTep-
HeiM PIT2K (KPPITK) nonpasymeBatoT mporpeccupoBa-
HHe 3a00JIeBaHUSI, HECMOTPS Ha TIPOBOAMMYIO aHIPOTEH-
JIETTPUBALIMOHHYIO TEPAITHIO, KOTOPOE MOXKET ITPOSIBIISITHCS
HETIPEPBIBHBIM TTOBBIIICHNEM YPOBHS TIPOCTATHIECKOTO
cneundpuaeckoro antureHa (ITCA), wim pamgrogormae-
CKMM TIPOTPECCUPOBAHUEM paHee TMArHOCTUPOBAHHOTO
METacTaTUYEeCKOTO Ipoliecca (COrIacHO KPUTEPUSIM
RECIST), unu mosiBieHNEM HOBBIX METACTa30B, a TAKXKE
JII0001 KOMOMHAIIMEH BBIIIETICPeUNCICHHBIX IIPU3HAKOB.
Kpowme aToro, B HacrosIiee BpeMsI MPU3HAHO IIEIECO-
00pa3HbBIM BBIICIISITH KOTOPTY OOTBHBIX C HAJTMYEM HEMeTa-
cratnyeckoro KPPIT2XK, ripu koTropom JaHHbBIE O HAIMYUKU
OTITAJICHHBIX METACTa30B I10 Pe3yJIBTaTaM BBITOJTHEHHOTO
PaIMONIOTMIECKOTO 00CIeIOBaHNST (KOMITHIOTEPHOM TOMOTpa-
¢uu opraHoOB TPYIHOM 1 OPIOIITHOI TTOJIOCTH, MATHUTHO-PE-
30HAHCHOI1 TOMOTpaduy OPraHOB MaJIOTO Ta3a, OCTEOCIIMH-
TUTpadUI) OTCYTCTBYIOT, HO orpenesisicTcs pocT ypoBHs [ICA
Ha (poHe MPOAOIDKAKOLIEICS KACTPALIMOHHOM Teparuu. Takue
TMMALEHTHI HAXOMSTCS B TPYIIIE BRICOKOTO PHCKA PeaTn3allii
OTIAICHHBIX METACTA30B M CITCIIU(DUICCKOM 11T 3a00JIeBaHIS
cMepTHOCTH [2, 3].

B HacTtosmiee Bpemsi aHIporeH-AeNprUBallIOHHAsT Tepa-
TSI OCTACTCST CTAHIAPTOM JICYCHHSI TTALIMEHTOB C HAJTMUMEM
IEPBUYHO BBISIBIIEHHBIX OTIAJICHHBIX METACTa30B, a TAKKE
C TIPOTpeccCUpoBaHrEM 3a00JICBAaHNS M PELIMINBAMU TIOCIIe
nepBuUYHOTO JieueHus [4]. TeM He MeHee y OOIBITMHCTBA
OOJIBHBIX, TTOTYYAIOIINX aHAPOTeH-ICTTPUBALIMOHHYIO Tepa-
10, HAOTIONAIOTCS NaTbHEHIIIee TIporpeccupoBaHme 3a00-
neBanHus1 v pa3sutre KPPITK. Kak npasuio, y OoibIIMHCTBA
MMalIMEHTOB Ha 3Talle Pa3BUTHS PE3UCTEHTHOTO K KacTpa-
LIMOHHOM TepaItny 3a00JICBaHMS OHO SBIISICTCS] TCHEPaIH-
30BaHHBIM, C HaJWYMEeM OTHAJICHHBIX METacTa30B.

n Hi LUCMPUPOBAH Hi umopuu uu.
*[Ipenapam He 3ape2ucmpupoean Ha me, opuu Pocc
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Tem He MeHee 3HaUMTETBHAS OIS TTAIIMEHTOB, TTOJTYIHMBIIX
pamrKaIbHOE JICUSHUE T10 TIOBOIY TICPBUYHO BBISIBIIEHHOTO
JIOKAJIM30BAHHOTO M MECTHO-pacmpocTpaHeHHoro PITK,
B CJIydae OOHApPY:KEHUS PEIANBA MOTYT ITUTEILHO TIOTy-
YaTh TOPMOHATBHYIO TEPAITIIO 0e3 peai3aiii MeTacTaTHh -
yeckoi ¢asnl 3a0osneBanusi. Pazsutue KPPITK y Takmnx
OOJTBHBIX MOXKET M3HAYATBHO MPOSIBISITHCS CTOMKIM TTOBBI-
meHreM ypoBHs [1CA Ha (poHe KacTpallMOHHBIX 3HAYCHU
TectoctepoHa (<50 Hr/mwr), HO TP 3TOM JaHHBIE O HATMIUT
MEeTacCTaTUYECKUX 09aroB MO pe3yIkTaTaM KOMIUIEKCHOTO
PaIOIIOTIIECKOTO 00CICIOBAHMS OTCYTCTBYIOT. Takoe Te-
yeHMe 3a00JIeBaHMsI KIacCU(UIIMPYIOT KaK HeMeTacTaTH -
yeckuii KPPITXK [3]. KittoueBoii LIeIbIo JIeYeHNsT TaHHOM
KOTOPTHI ITALIMEHTOB SIBJISIETCS YBEIMUSHIE BPEMEHU 0 pe-
aMM3aliy OTIAJICHHBIX METacTa30B, a TAKKE ITOBHIIIICHIE
ToKa3aTesieil 00IIeit BEDKMBAEMOCTH, TIOCKOJTBKY, KaK ITPO-
JMIEMOHCTPUPOBAHO B PsIIe KIIMHUYICCKUX MCCIICIOBaHU,
MeTacTaTUUeCKOe IMOPakeHe KOCTeH MM BHYTPEHHUX Op-
TaHOB HAIIPSIMYIO CBSI3aHO CO CIIeM(MUECKOM TSI 320071e-
BaHMSI CMEPTHOCTHIO [5]. Ha ocHOBaHMM pe3y/nsraToB KpyIl-
HBIX pPaHIOMM3MPOBAHHBIX MCCJIEIOBAHUIN YETKO
YCTaHOBJIEHA HEOOXOAMMOCTb PAHHETO BBISIBIEHUS U CTpa-
TH(UKAIT KOTOPTHI OOJIBHBIX C Pa3BUBIIMMCS HEMETacTa-
tnyeckuM KPPITK ¢ yueroM BpemeHU yaBOEHUSI YPOBHSI
ITCA — ocHOBHOTO TTOKa3aTeJIsl, ACCOLIMMPOBAHHOTO C TIPO-
THO30M 3a00JICBaHUS U PUCKOM pean3alliid OTIAJICHHBIX
MeTacTaszoB. [IpomeMOHCTPUPOBAaHO, YTO BPeMsl YABOCHMS
ypoBHst [1CA <10 mMec accoIMmrpoBaHO C HeOIATONPUSITHBIM
HCXOIIOM, PUCKOM ITPOTPECCUPOBAHNST 3a00JIEBaHMSI, TTOSIB-
JICHWeM OTHaJICHHBIX MeTacTa30B. IMeHHO maHHasl rpyrima
OOJTbHBIX HYXKITAEeTCS B TIPOBEACHUM JOITOTHUTEIBHBIX Me-
TOIOB TepaIii, HAaIIPaBJICHHBIX Ha yBEIMICHUE Oe3MeTacTa-
TUYECKON U 001LEei BbKMBaeMocT [6—12].

B HacTosimiee BpeMsT TOITOTHUTENIBHO K CTaHAAPTHOM
aHAPOTCH-ICTIPUBAIIMOHHON Teparyy B KIIMHIYECKYIO ITpa-
KTHWKY BOIITM HOBBbIE MHTMOUTOPBI aHAPOTCHHBIX PEIIETITO-
POB, KOTOpPBIE TIO Pe3y/IBTaTaM MEXIYHAPOTHBIX KIIMHITIC-
CKMX WCCICHOBAaHWN PEKOMCHIOBAHBI IS JICYCHUS
HemeTtactatuyeckoro KPPITXK: ananyramun, sH3anyTamMuz,
1 TapOJTyTaMUI*,



0630pb1

CymnepceaeKTUBHBIC MTHTMONTOPHI aHAPOTEHHBIX PELIeTI-
TOPOB araIyTaMUII ¥ SH3AJTyTaMUI OOOPEHBI YTIpaBIeHUEM
10 CAHUTAapPHOMY HaI30py 32 KAYeCTBOM ITUIIICBBIX TIPOMYK-
ToB 1 MemnKaMeHTOB CIIA (FDA) mst meyeHnst HemeTta-
crarnyeckoro KPPITXK Ha ocHOBaHMM pe3yIBTaTOB MHOTO-
IEHTPOBHIX PaHIOMU3UPOBAHHBIX KIMHUYECKUX
uccaenosanuit 111 daszbl, MpoaeMOHCTPUPOBABILINX 3HAYM-
TeJIbHOE YBEIMUSHIE BBDKMBACMOCTH 110 PeATM3aIli OT/Ia-
JICHHBIX METacTa30B (0e3MeTacTaTUIeCKON BBIKBACMOCTH)
TIpH TIPOBEACHUHY Tepariviy JaHHBIMU TTpeTiapaTaMi B KOMOH-
HaIMM CO CTAaHIAPTHOM KaCTpaIllMOHHO TepaImeii o cpaB-
HEHMIO ¢ Tr1ane6o0. Tak, B IBOITHOM CJIETIOM paHIOMU3HPO-
BaHHOM TUIaLIe00-KOHTpopyeMoM ucciiemoBaniu 111 casbr
PROSPER 1401 maumenr ¢ Hemeracrarmyeckum KPPITXK
CITy4aitHO pacripenesieH B TPYIITBI SH3aIyTaMUIa 1 TUT1ale00
B COOTHOIIICHNH 2:1 B KOMOMHAIIMN CO CTAHAAPTHOM aHIPO-
TeH-JIeNPUBALIMOHHOI Tepanmeil. ITo cocTostHMIO Ha 28 nro-
Hs1 2017 . B o61wieit cioxkroctr 219 (23 %) 13 933 naruieHToB
B TPYIIIIEe SH3aJTyTaMHUIa MMEJIUM METacTa3bl WIM yMEpPJIu
110 cpaBHeHUIO ¢ 228 (49 %) 13 468 GOJILHBIX B IPYIIIIE 1A~
11e60. MenmraHa BEDKMBaeMOCTH 0e3 MeTacTa30B COCTaBHJIA
36,6 Mec B rpyIie 3H3auyTaMmuaa npotus 14,7 Mec B rpyine
miare6o (otHomeHue pruckos (OP) mist MeTactazupoBaHMsI
umn cmeptu 0,29; 95 % noBepuTesibHblil nHTEpBan (M)
0,24—0,35; p <0,001). Bpems 0o 1repBoro mpruMeHEeHUSI TT0-
CJIeIYIONIEi TIPOTUBOOITYXOJIEBOI Tepaliy OBLTO OOJIBIIIe
IIpY JIeYEHUU SH3AIYyTaAMUIOM, YeM rpu ruiane6o (39,6 mec
mpotuB 17,7 mec; OP 0,21; p <0,001); Takas Teparms mpume-
Hsutach y 15 u 48 % malueHTOB COOTBETCTBEHHO. BpeMst
1o nioBwiieHnst ypoHst ITCA cocraBwio 37,2 n 3,9 Mec
(OP 0,07; p <0,001); mporpeccupoBanme umenn 22 u 69 %
MMALIMEHTOB COOTBETCTBEHHO. [1p1 mIepBOM IIPOMEKYTOUHOM
aHaym3se o01ueit BbpkuBaemoct 103 (11 %) naumeHTa rpyi-
bl 3H3amyTaMuaa u 62 (13 %) GOMbHBIX TPYIITIBI M1ale6o
ymepiu. HexxenatenbHble siBiieHus 111 crenenu v Bblie ume-
1 Mecto y 31 % mauueHTOB, MOJIy4YaBILIUX SH3aTyTaMKI,
I10 CpaBHEHMIO C 23 % MaLMeHTOB, MOJTy4aBILMX IU1aLe6o [6].

Io pe3ynsraTaM IBOITHOTO CIICTIOTO PAHIOMU3UPOBAH-
Horo uccnenoBanud 111 ¢a3er SPARTAN mpemnapat araiy-
TaMMJI 3HAYNTEITHHO YBEJTMYMII BBDKMBAEMOCTb Oe3 MeTa-
CTa30B y MalUeHTOB ¢ Hemetactatuueckum KPPIIXK.
Bceero B uccienosanme 0buty BKIITOYEeHBI 1207 OONBHBIX:
807 — B rpyrmy anaxyramuga u 401 — B rpyrmy riaue6o.
CpenHuii Bo3pact 00JbHbIX cocTaBui 74 (48—97) roaa,
MearaHa BpeMEHU ¢ MOMEHTA YCTAaHOBJICHUSI KIIMHUIECKO-
ro nuarHo3a PITK — 7,9 roma. U3 pakTopoB cTpaTudmka-
uun y 71,3 % 0GObHBIX OINPEnessiioch BpeMsl YIBOCHUS
ypoBHst [ICA <6 mec, 10,0 % manyeHTOB ToJTydaiu Tepa-
M1I0 OCTeoMOAN(PULMPYIOLIMMU TpernapaTamMu u 83,6 %
He MMEJIM METacTa30B B IMM(baTUIEeCKUX y3/1ax. bompmmH-
cTBO O0sbHBIX (73,1 %) paHee Ioydaiy TEParuio aHTU-
aHgporeHamu 1-ro mokojieHus (hayTaMuI WM OUKaIyTa-
mu). Ha MOMeHT npeKpaliieHs Tepartim TI0Ciie JOCTYDKCHUST

n Hi LUCMPUPOBAH Hi umopuu uu.
*[Ipenapam He 3ape2ucmpupoean Ha me, opuu Pocc

MenmaHbl HaomoneHust 20,3 mec 60,9 % maiyeHToB B IPyIIe
anajyTaMMIa 1o cpaBHEeHUIO ¢ 29,9 % MalueHToB B TpyIIe
IU1ane0o Bce elle MoTyJaad Ha3HauYeHHOe UM JieueHue. Te-
parnms araxyTaMUIOM TOCTOBEPHO M CTATUCTUICCKY 3HAYM -
MO YBeIMUMIa MeAWaHy BpeMEHM 0e3 TTPOrpecCUpOBaHMS
1 pea3aliii OTIAJIEHHBIX METACTA30B IT0 CPABHEHUIO C TUTa-
1e6o: 40,5 mec potus 16,2 mec (OP 0,28; 95 % A 0,23—
0,35; p <0,001). ITpu Gomee Mo3THEM aHAIM3E PE3YIIBTATOB
nccnenoBannst SPARTAN Taxkske MpoaeMOHCTPHUPOBAHO 3HA-
YIMOE TIOBBIIIICHIE OOIIIei BBLKMBAEMOCTH: MeIaHa OOIIIei
BBDKMBAEMOCTH MeCSIIa B TPYIIIE armaayTaMiIa COCTaBIIa
73,9 mec, B rpynme mwiatiedo — 59,9 mec (OP cmeptr 0,78;
95 % AN 0,64—0,96; p = 0,0161). TokcMYHOCTb Tepanuu
¢ TIpUMEeHEHNEeM HOBOTO KJIacca IperapaToB 110 pe3yJisraTaM
paHgoMHM3UpoBaHHBIX wucciaegoBanuii SPARTAN
1 PROSPER 6b1ma MunmMansHoit 7, 8, 13].

HecMoTpst Ha TO UTO BBIIICYTIOMSIHYTHIE TIPETTapaThl aK-
TUBHO HAYaIM TIPUMEHSTD B KIIMHUYECKOI TTPAKTUKE C BBI-
COKOIT 3(p(heKTUBHOCTHIO 1 MUHUMAJIHbHOM TOKCUIHOCTBIO,
aKTyaJIbHBIM OCTaBaJICSI BOIIPOC O MEIUKaAMEHTO3HOI Tepa-
MY ¢ MOIM(UILIMPOBAHHBIM YPOBHEM 0€30ITAaCHOCTH 1 TOK-
CHYHOCTH, a TaKKe O CHIDKEHWHN PHCKa BO3SHUKHOBCHMUS
MeKJIEKapCTBEHHBIX B3aMOJICHCTBHIA.

JHaponyramun (ODM-201)" — HOBBII HeCTePOMIHBII
WHTUOUTOP aHIPOTECHHBIX PEIIETITOPOB, OIIOKUPYOIIIMIA pOCT
OITYXOJIEBBIX KJICTOK ITPEICTATEILHOM JKeJIe3hl 3a CUET BBICO-
K0a(pMHHOTO CBSA3BIBAHMS C aHIPOTCHHBIMU PELICTITOPaMH
1 MHTUOMPOBAHMS SIIEPHOI TpaHCIOKAMU. XUMHUIeCKast
CTPYKTypa JapolyTaMKaa o0ecIieYnBaeT MEHBIIIee U MEHee
TSDKEJI0€ TOKCHIECKOE ISHCTBIE, YeM aTtaTyTaMUI ¥ SH3aITy-
TaMUI, M3-3a HU3KOTO IMPOHNKHOBEHUST UYepe3 TeMaTO3HIIe-
ammueckmii 6aprep [9—11] 1 HU3KOTO CPOICTBA CBA3BIBAHNS
C perienTopaMu Y-aMUHOMACIISTHOM KMCIOTBI TUTIA A, KaK TT0-
Kazajiy pe3y/IbTaThl JOKJIMHWYECKUX MccaemoBanmii [12].
J1st o1ieHKM 6e3011acHOCTH 1 3(PHEKTUBHOCTH TIPY KITMHU -
YECKOW pa3paboTKe AaposiyraMuaa ObLUTA MPOBEIEHBI He-
CKOJTBKO KPYITHBIX KIIMHIYECKNX MCCIICIOBAHUI Y TIAIIIEHTOB
¢ Mmeractatnyeckum KPPITXK. IlepBoHavaibHOEe M3ydeHUe
JIapoJyTaMKIa BKITIOYAJIO 2 MCCIeNOBaHUST paHHe (a3bl,
B KOTOPBIX OLICHUBAIM 0E30ITaCHOCTD M TIPEABAPUTETHLHYIO
s¢dexTrBHOCTE Tpernapara y 0ombHbIX KPPITXK ¢ Hammanem
OTIaJICHHBIX METacTa30B. B OTKPBITOM HCCIeIOBaAaHUU
ARADES, nipoBenenHoM B 23 6onmbamiax Esporist n CIIA
C TIOCTOSTHHBIM JOJITOCPOYHBIM HAOMIOICHUEM, OLICHUBATI
0e30macHOCTh, (PapMaKOKMHETUKY Y akTUBHOCTE ODM-201
y ucrnbITyeMbIx ¢ Mmetactatuueckum KPPITXK. Bo Bpemst naH-
Horo 3Tara (KOMIToHeHT | ¢a3br) Ha3HaYaM JJeKapCTBEHHOE
CPENCTBO ¢ dcKanauueit 1o3bl, HaunHas ¢ 200 7o 1800Mr
€XeHEBHO; TIEPBUYHON KOHEYHOI TOUKOM SIBJISIIUCH 0e3-
OMAaCHOCTh U TIEPEHOCUMOCTD. Jlasiee CIyJaifHbIM 00pa3oM
(xommioHeHT 1 ¢ha3br) ObUTH pacTipene/ieHbI Pa3IMIHBIC 1036
nmaporyramuaa (200, 400, 1400 Mr exkeqHEBHO) B TIEJISIX pac-
YyeTa MO3MPOBKU IIperrapaTa, TP KOTOPOil HaOIIomaeTCs
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cHikeHue ypoHs [TICA Ha 50 % u 6onee. B uccienobatue
OBIIM BKITIOUCHBI 24 TIAIlMeHTa, HA Y OMHOTO M3 HUX HE JI0-
CTUTHYTa MaKCMMAJIGHO TIepeHOCHMas 103a, a TAKKE OTCYT-
ctBoBaM 0bo4YHbBIe 3dekThl III-IV creneneii TsokecTn,
CBSI3aHHBIC C JIEKAPCTBEHHBIM TIperiapaToM. Y 21 manmeHTa
uMenuch gaHHbie 00 ypoBHe [TCA, y 17 (81 %) u3 Hux rpo-
JIEMOHCTPHPOBAH OTBET Ha IIPOBOIUMYIO Teparuio. B kom-
nioHeHT I1 aser ARADES 6b1m1 BKmroueHs! 110 maiyieHToB,
cHipkeHue ypoBHst IICA >50 % nocturdyto B 29, 331 33 %
caydaes B rpynmax 200, 400 u 1400 MT cooTBeTCTBEHHO. Jle-
YeHHE IePEHOCHIIOCH YIOBICTBOPUTEILHO, HANOOJIEE YaCThI-
MU HeXeJIaTeIbHBIMU SIBICHUSIMU ObLIN ycTanoctb (12 %),
TpuIMBHbI kapa (5 %) u aHopekcust (4 %).

[MammeHTHI OTyYasv IperapaT epopaIbHO B KaricysIax
1o 100 MT, B CBSI3M ¢ YeM HCITBITYeMbIe, KOTOPBIM OBLTH Ha-
3HAYCHBI BBICOKWE TO3bI, BBIHYKICHBI IIPUHUMATH HECKOJTh-
KO KaricyJ1 B icHb. JIJ1sT perreHnst JaHHOM TTpo0JIeMBbI pa3pa-
6oraHbl TabseTku mo 300Mr, KOTOpbI€ MCIBITHIBAIN
B uccinenoBanu ARAFOR [14].

[Ipu mpoBemeHNMM MHOTOIICHTPOBOTO MCCJICIOBAHMS
ARAFOR (I ¢aza) Oput TIOCTaBIEHBI 2 OCHOBHBIC 3a0av:
cpaBHeHME (PapMaKOKMHETHMKM TabjaeTok 300Mr M Karicyma
100 Mr, a TaksKe OIleHKa 0e30ITaCHOCTH 1 IIPOTUBOOITYXOJICBOI
aKTMBHOCTHU Japosyramuia B go3e 600Mr 2 paza B CYTKU
y 30 mamnmeHToB, MOJYYaBIINX XMMHUOTEPAITHAIO IO TIOBOIY
metactatndeckoro KPPITK. B atom uccnegoBanuu mpomie-
MOHCTPMPOBaHA CBS3b A0COPOLIM JapOoTyTaMuIa C TTIPHEMOM
MUY HAaOMIOATOCH YABOSHHKE IOy noa Kpusoii C
TTOCJTE YITOTPeOICHIS XKUPHOM I TI0 CPABHEHMIO C TAKOBOI
TIpX YIIOTPeOIEHMI OXHOKPATHO# 10361 600 M HaToak. CHU-
skenue ypoBHst [ICA >50 % B TeueHue 12 Hen Ipy Teparuu
JapoIyTaMuIoM otMedeHo y 83 % (25 u3 30) GoIbHBIX, a Me-
JTMaHa BPEMEHHOTO ITPOMEXYTKa 0€3 OTpUIIATeTbHOM TMHAMI -
k1 110 ypoBHIO [TCA 1 peHTTeHOJIOTMIECKIX TTPU3HAKOB TTPO-
rpeccupoBaHusl 3a0ojieBaHus cocTaBuia 54 u 66 Hen
COOTBETCTBEHHO. HecMoTpsT Ha TO UTO HeKeslaTe IbHbIC SIBJIC-
HUs ObUIM 3aperucTpupoBaHbl Y 73 % mauuenros (y 91 %
GonbHbIX I—11 crenenu Tsekect), T01bK0 20 % 13 HUX ObLIU
aCCOLIMMPOBAHBI C IPUMEHEHIEM TepaITii UCCIIeIyeMbIM TIpe-
IapaToM, 4TO IPOIEMOHCTPHPOBAIO XOPOIIYIO TIEPEHOCH-
MOCTh Aaponyramuaa. Hanbosmee yacto ObUIM 3apeTUCTpUPO-
BaHbl T0OOYHBIE 3(dekThl | creneHu TsKecTH, Takue
KaK YCTaJIOCTh, aHOPEKCHST, TOJIOBHASI O0JTh, O0JTb B 3KUBOTE, IITyM
B YIIIaX ¥ COTHEYHBII IepMAaTUT, TeM He MeHee HH OIMH TAIeHT
He TIPeKpaTuI TeEPaITio 13-3a T0OOUHBIX (P dekToB [15].

JanpHeiimii anamm3 ucribirannii ARADES 1 ARAFOR
C JUTUTEJIEHBIM TIOC/ICAYIONTIM HAaOTIOICHIEM He TIPOIEMOH-
CTPUPOBAJT HOBBIX IMPU3HAKOB TOKCUIHOCTH, TAKXKE TIOMI-
TBep:KIeHa ycToiumBast 3(GEeKTUBHOCTb JapoyTaMHuIa
npu jedeHun metactatuyeckoro KPPIT2K. Ha ocHoBanuu
STUX PE3YJILTATOB JApOJIyTaMuUI B CyTOYHOM mo3e 600Mr
(2 Tabmetku o 300Mr), Ha3HAYaeMBIi 2 pasa B ICHb BO Bpe-
MsI e1IbI, OBLT BBIOpAH CXeMOI Tepariy IS TTOCTICAYIOIIEeTO
PaHIOMU3UPOBAHHOTO TUIALIE00-KOHTPOJIMPYEMOTO MCCIIe-
IOBaHUSI, OLIEHWBAIOIIETO TApOJIyTaMUI TIPU JICUCHUN
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HemetactatTdeckoro KPPITK Beicokoro (¢ BpeMeHeM yIBo-
enust ypoBHst ITCA <10 mec) pucka (ARAMIS) [16].

B uccnegoBanum ARAMIS, koTopoe TpoBOIMIOCH
¢ 2014 1o 2018 ., nmpuHsm yyactre 409 kimHUK B 36 crpa-
Hax. Bcero B maHHOe MHOTOIICHTPOBOE PAaHIOMU3MPOBAHHOE
nccnemosanne 111 ¢aspr 0bM BKITIOYeHB! 1509 maimeHToB:
955 MCIBITYeMBIX TTOTYIaIN JapoyTaMu, 554 — 1uiaie6o.
Hemorpadrueckre 1 KITMHIISCKIE XapaKTePUCTUKY TTalli-
€HTOB 00eux rpymil Obuin cornocraBumbl. [Ipu ananuse pe-
3yJIBTaTOB HCCIIeOBaHMs B ceHTsI0pe 2018 T. MemaHa Bpeme-
HM HaOMoAeHMs 3a O0JIBHBIMM cocTaBmia 17,9 mec. Ha Tot
MOMEHT CPEIHSISI TIPOIOJIKUTEILHOCTD TIepHUOIa JICUCHMS
coctaBmia 14,8 mec B rpymme mapoiyramuma u 11,0 mMec
B rpymine riane6o. Cpean ucnbITyeMbix 64 % 0OIbHBIX
B TpyIIIe napoiyramuia v 36 % NaleHToB B IpyIIre riare6o
BCE eII1e ITOTyJIaIi Ha3HAYeHHBIN peskiM Teparmi. [lepBud-
HBIi1 aHAJIN3 BEEKMBAEMOCTH OBLT IIPOBEICH TTOCIIE TIOSTBIICHUST
METACTa30B WM HACTYIUICHUST cMepTH y 437 marmeHToB. Me-
JIaHa BBDKMBAEMOCTH Oe3 MeTacTa3oB cocTaBuiia 40,4 mec
B TPYIIIE JapoJIyTaMuIa 10 CpaBHEHUIO ¢ 18,4 Mec B TpyTiITe
miane6o (OP mist MmeTacTasnpoBaHUST MM CMEPTHU B TPYIIITS
npaposyramuna 0,41; 95 % 11 0,34—0,50; p <0,001) (puc. 1).

Ha 2-M 3Tamne nccienoBaHUs TapolyTaMHI TAKKE TT0-
Ka3aJj 00J1b1yI0 3 (HEeKTUBHOCTD, YeM T1J1a1ie00, TT0 BCEM
3aJaHHBIM mapaMeTpaM. Ha MOMEHT IIpOMeXyTOUYHOTO
aHa/IM3a ToKa3aTesieil 00IIell BBLKMBAEMOCTH JapOIyTa-
MM aCCOLMMPOBAJICS C O0Jiee HU3KUM PHCKOM CMEPTH,
yewm miane6o (OP 0,71; 95 % AN 0,50—0,99; p = 0,045).
[Tpu mpoBeneHNM (DMHAIBHOTO aHAIM3a MCCICIOBAHUS
ARAMIS 6bUI0 yCTAaHOBJIEHO CTATUCTUYECKU JTOCTOBEP-
HOe YBeJIMUYCHHME MoKa3aTesel o0Ieil BbKMBAEMOCTH.
IMpemapar gaposyTaMun yMEHbBIIAT PUCK HACTYIUICHUS
neTtaiabHOro ucxona Ha 31 % (OP 0,69; 95 % AW 0,53—
0,88; p =0,003) (puc. 2).

BpemeHnHoit mpomekyToK 06e3 001eBOro CUHAPOMa ObLI
0oJTbIIIC B TPYIIIE JapoJIyTaMuIa, YeM B TPYIIIe IIIarcoo
(memmana 40,3 mec niporus 25,4 mec; OP 0,65; 95 % AU
0,53—-0,79; p <0,001). Bpemst mo Hayama MUTOTOKCHIESCKOM
XUMHUOTEPAITMA W BPeMsI 10 TIEPBOTO CMMITTOMATHYECKOTO
CKEJIETHOTO OCJIOXKHEHUS TaksKe OBLTN OOJBIIe B KOTOPTE
OOJTBHBIX, ITOTyJYaBIIMX AapoyTamu. [locite mporpeccupo-
BaHUs 3a00s1eBaHus 29,5 % MalMeHTOB IPYIIbl JapOJIyTa-
muaa u 36,7 % GObHBIX IPYIIIIbI IUIALEOO0 MMEIN BO3MOX-
HOCTh B JaJIbHEHIIEM MOJYYUTh CTAaHOAPTHYIO TEPAITHIO
no noBoay metactatuyeckoro KPPITXK. IIpenapatamu Bbi-
Oopa ObUIM JIOLIeTaKCell, abupaTepoHa aleTaT U dH3allyTa-
My, MeamaHa BBDKMBAEMOCTH 03 TIPOrpecCUpPOBaHMUS 3a-
OoJjieBaHuUsI cocTaBuia 36,8 Mec B IpyIllie JapoiyTaMuia
u 14,8 mec B rpymrne rwiaue6o (OP 0,38; 95 % 11 0,32—0.,45;
p <0,001). Mennana BpeMeHU OO TOBBLIIICHUST YPOBHS
IICA — 33,2 u 7,3 mec coorBerctBerHo (OP 0,13; 95 % AU
0,11-0,16; p <0,001). KauecTBO XM3HM MALUEHTOB B IPYII-
IMax 3HAYMMO HE pas3anJaiioch. B memom HeXenmaTeIbHBIC
SIBJIEHUST ObLIM 3aperucTpupoBaHbl y 83,2 % malueHTOB
IPYIIbL JapojayTamuaa u'y 76,9 % malueHTOB IpYIIIIbl
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100 - OTHocuTenbHbIil puck 0,41 (95 % noBepuTenbHbiii uktepsan 0,34-0,50) /
09 Relative risk 0.41 (95 % confidence interval 0.34—0.50)
S ' p <0,001
s 08 CHukeHue pucka Ha 59 % / 59 % risk reduction
§ 07 7 [laponyTaming + aHpporeH-aenpuBaLyoHHas Tepanua 40,4 mec (Meavana) /
'~§ 03 — Darolutamide + androgen-deprivation therapy for 40.4 months (median)
S
S I T e S e LR el
g
g 04
Z 03
g 02
’g 01 A — Raponyramua/ Darotutamide Mnauebo + aHp,poreH—p,er!ngauwouuaﬂ Tepanua 18,4 Mec (Me_nmaua)/
§' ! — Tnaue6o / Placebo Placebo + androgen-deprivation therapy for 18.4 months (median)
0 =
0 4 8 12 16 20 24 28 32 36 40 44 48
Mecsaupl/Months
Yucno nauvenToB B rpynne pucka / Number of patients at risk
[Naponyramup / Darolutamide 955 817 675 506 377 262 189 116 68 37 18 2 0
Mnaue6o / Placebo 554 368 275 180 117 75 50 0 12 4 0 0 0

Puc. 1. [lokazamens meduansl sviicueaemocmu b6e3 memacmaszupogarus 6 uccredosanuu ARAMIS

Fig. 1. Median metastasis-free survival in the ARAMIS study

miane6o. Cepbe3Hble HeXesaTeIbHble SIBJICHUST HA0I0a-
ek y 24,8 1 20,0 % nanueHToB COOTBEeTCTBEHHO. [IponeHT
0OJIbHbBIX, IPEKPATUBILIKMX HA3HAYEHHBIN PEKUM JICUCHUSI
M3-3a HEXeJIATeIbHbIX SIBJIEHUIA, ObLT ONMHAKOBBIM B 00EUX
rpynnax (8,9 % B rpynne gapoayramuna u 8,7 % B rpyriie
iaie6o0). YacTora cymopoKHBIX MPUITATKOB COCTaBUIIA
0,2 % B 00eux rpyInax, 4acToTa APYTMX HeXKeIaTeIbHbIX
SIBJICHUI, BKJIIOYAsl TUIIEPTEH3UIO, ChIllb, TOJIOBOKPYKEHUE
M KOTHUTHUBHbBIE PACCTPOMCTBA, TAKXKE 3HAYMMO HE pa3iiv-
yasach (cM. Tadmmiry) [17].

B Hacrosiliee BpeMst MPOAOJIKAETCS PAHIOMU3UPO-
BaHHOE MHOIOLIEHTPOBOE [BOIHOE cieroe Iiauebo-
koHTponupyemoe ncciienropanue ARASENS 111 ¢a3sl,

1IEJTBI0 KOTOPOTO SIBJISICTCS M3ydeHre 3(h(MeKTUBHOCTI KOM-
OMHAIIN JapoTyTaMUIa CO CTAHIAPTHOM aHIPOTeH-IIETIPH-
BAalIMOHHOW Tepanmeil W JOIeTaKCeJIOM Y ITallMeHTOB
¢ meractatnyeckuM KPPITK. B Hem npuHumaloT yuactue
1300 mammeHToB, paHIOMM3UPOBAHHBIX B COOTHOIIICHUH
1:1 Ha Tepamuio JOIeTaKCeIOM B KOMOMHAIIUN C aHIPOTeH-
MEeTPUBAIIMOHHON Tepamnueil M JapoIyTaMHUIOM B 03¢
600Mr/cyT, a TAKXKE Ha KACTPALIMOHHYIO TepPaIlniO aHAJIO-
raMu JIIOTEMHU3NUPYIOIIEer0 TOPMOHA PUIM3UHT-TOPMOHA
B KOMOMHALIMKU C AoLeTakceaoM U ruiaiedo. Ilepsbie pe-
3y/lBTaThl oxkuaaored B mioHe 2021 1. [18].

Emre omAMM BaxkHBIM (haKTOPOM TSI BEIOOpA JieKap-
CTBEHHOTO TIperrapaTa y OOJbHBIX HEMETAaCTaTUICCKUM

100
~ 90
=
§ < 80
ES 70 Jlaponytamua / Darolutamide
§:§ 60 1 Mnawe6o / Placebo
5 S
ST 50 t
£ 4 4 |
2 E 4 , 050 ; : Monyyanu nocnenytoLLlyio Tepaniio,
§ § 30 - O'ruocm;nlbuyupmlslzoé(’a;,;S fﬂos;smem?ubmm;roept;anoogg—o,%/ YBET4UBI0LLYHO TPOROTKITENLHOCTS KIGH /
23 elative risk 0.69; 95 % confidence interval 0.53~0. : Received subsequent therapy that increases survival
=3 20 p=0,003 H
8 10 - i NMnaue6o /
: Placebo
0
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 309 (56 %)
Mecawpl ¢ MomeHTa paHaomu3auum / Time from randomization, months
Yucno nauveHToB B rpynne pucka / Number of patients at risk
Naponytamua / Darolutamide 955 932 908 863 816 771 680 549 425 293 214 129 69 37 12 0
Mnaue6o/Placebo 554 530 497 460 432 394 333 261 182 130 93 54 28 16 4 0

Puc. 2. Iloxazamenv obueit evincusaemocmu 6 uccaedosanuu ARAMIS
Fig. 2. Overall survival in the ARAMIS study
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Ananu3s 3apeeucmpuposantbixX Hedceaamenvhbix ae1eHull 6 uccaedosanuu ARAMIS

Analysis of reported adverse events in the ARAMIS study

Any grade, % Grade I11-1V, %
= Japoayramun (n = 954) / Darolutamide (n = 954)
Ilnane6o (n = 554) / Placebo (n = 554)
ChpITb (TIepBUYHBIN aHATTN3) 2,9 0,1
KoxHble Rash (preliminary analysis) 0,9 0
Skin CoInb ((bMHATBHBIN aHATTU3) 3,1 0,2
Rash (final analysis) 1,1 0,2
napest 6,9 0
Co CEOP (())H;’I );ZJIYEO‘IHO— giarﬁlea 5,6 0,2
KUIIEYHOIO TPAKT:
Gastrointestinal tract Towxora 3,0 0,2
Nausea 5,8 0
Ilepenombr (IepBUYHBIN aHATTN3) 4,2 0,9
Fractures (preliminary analysis) 3,6 0,9
Tepenomsrl (bUHATBHBIN aHATTN3) 5,5 1,0
Fractures (final analysis) 3,6 0,9
CxeneTHble Boinb B criuHe 8.8 0,4
Skeleton Back pain 9,2 0,2
Aptpanrus 8,1 0,3
Arthralgia 9,2 0,4
Bosb B KoHEeYHOCTSIX 5,8
Pain in the extremities 3,2 0,2
Tunorupeonnusm 0,2 0
Hypothyroidism 0 0
DHIOKPUHHBIE CHMXEHMe Macchl Tejia 4,2 0
Endocrine system Weight loss 2,5 0
ITpunusel xapa 6,0 0
Hot flashes 4,5 0
TunepreHsus 7,8 3,5
Hypertension 6,5 2,3
Co CTOpPOHBI CEpIEYHO- Himemuyeckas 601e3Hb cepaLa 4,0 2,0
COCYAMCTOI CUCTEMBbI Coronary heart disease 2,7 0,4
Cardiovascular system
CepaevHast HeIOCTaTOYHOCTh 1,9 0,4
Heart failure 0,9

u metactatnyeckum KPPITXK ¢ yyerom Bo3pacta nanu-
€HTOB U HAJIMYUSI COTTYTCTBYIOIIEH MATOJIOTUN, OCOOEHHO
B CJTydae MpoBeIeHNsI KOMOMHUPOBAHHOM Teparuu B paM-
KaxX COBPEMEHHBIX PEKOMEHIAINIi, CUUTAETCSI PUCK Pa3-
BUTHSI HEXKEJIATEJIbHBIX SIBJIEHUH B pe3yJibTaTe MeXJIeKap-
CTBEHHBIX B3aMOACHCTBUI. DH3ATyTaMUI 1 aITaTyTaMUT
OBbLTM MACHTUMUIIMPOBAHBI KaK CyOCTpaThl, MHIYKTOPBI
/WU UHTUOUTOPHI META0OIM3UPYIONINX (HEPMEHTOB
Y MHTUOUTOPBI UM MHIYKTOPBI TPAHCTIOPTEPOB JIEKAPCT-
BeHHBIX cpencTs [19—22]. C yueToM TOTO 9TO OOJIBIITNH-
CTBO JIEKApPCTBEHHBIX CPEACTB METa0OIM3UPYETCS
10 KpaitHeil Mepe oMHUM (DepMEHTOM M3 TPYIIIHI IINTO-
xpoma P-450 [23], suzanyramun u anaryramua 001aaaoT
BBICOKWM TTOTEHIIMATIOM 7151 BO3HUKHOBEHUST MeXKJIeKap-
CTBEHHBIX B3aMMOJICICTBUI C LIEJIBIM PSIIOM JIEKAPCTBEH-
HBIX CPEACTB, KOTOPbIE OOBIYHO MCITOJIB3YIOTCST OOJTbHBIMU
PITXK ¢ yuetoMm ux Bo3pacTta v COMYTCTBYIOLIEN MATOJIO-
WU, HATIpUMeEp C TIperapataMu, BIUSIOIIUMU Ha XeJTy-
JIOYHO-KUIIEYHBIIN TPAKT, CEPACUHO-COCYAUCTYIO CUCTEMY,
u ¢ 06e30omBaImUMu cpeactBamu [24, 25]. C yuetom
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nmaHHoro akta FDA B pekoMeHIamsIx mo MpuMeHEHUIO
SH3aJTyTaMUIa M anajyTaMuja TpeajaraeT n3derarb uc-
TOTH30BAHUS TAKMX KOMOWHAIIMH U TIPEIyTIPEKAAET O TIO-
TEHIIMATHbHOM CHIDKEHUHU 3(PheKTUBHOCTH Tepanuu [26,
27]. Pe3ynbraThl MOKITMHUYECKUX UCTTBITAHUI TPOJEMOH -
CTPUPOBAU OIATOTIPUSATHBIN TPOPUITH MEXKIEKAPCTBEH-
HBIX B3aUMOJEWCTBUIM AapOlyTaMUAA: IPUMEHEHUE TIpe-
napara acCOUMMPOBAHO C KpailHE HE3HAUYMTEJIbHOU
unnykimeit CYP3A4 6e3 kinHUYecKr 3HaUNMbIX 3 dek-
TOB, TaKXXe OTMEUEHO OTCYTCTBHE 3HAUMMOTO BIUSTHUS
Ha (hapMaKOKUHETHKY IPYTUX MperapaTroB, Haubosee va-
CTO WCIIOJIB3YEMBbIX ISl JIEUEHUS KOMOPOUIHBIX COCTOSI-
Huii. ETMHCTBEHHBIM 3aMEeTHBIM B3aMMOJICICTBHIEM OKa3a-
JIach TIOBBIIIIEHHAS DKCITpeccusi po3yBacTtaTuHa [28].
Anamms 111 da3er nccnemoBanuss ARAMIS mokaszan,
YTO TMPAKTUIECKN BCE OOJIbHBIE HEMETACTATUUYECKUM
KPPILX, nonyyaBuine aHaporeH-aenpruBalMOHHYIO Te-
panuio THTMOUTOPaMU aHAPOTEHHBIX PELIETITOPOB, UMETHN
COTYTCTBYIOIIINE 3a00JIeBaHNsI, TPEOYIOIIME TPUMEHEHUST
JMOTIOTHUTENbHBIX JI€KAPCTBEHHBIX TIPENapaToB.
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WunuBunyanbHble JaHHBIE TaiieHToB B ARAMIS yka3sbl-
BaJIM HA TO, YTO MHOTME OOJIbHBIE MOJIyYyalyd MHOXECTBO
JIEKapCTBEHHbIX CPENCTB. B TaHHOI BO3pacTHOI KaTeropun
(cpemHuii Bo3pact 74 roma) Hanbosee pacIpoCcTpaHeHHBIMU
COMYTCTBYIOIIMMU 3a00JIeBaHUSIMU ObLIM apTepuaibHast
TUNEPTEH3US U JAPYTUe CepAeYHO-COCYAUCThIE 3a00J1eBa-
HUS, @ TAKXKE OXKUMPEHUE, TUTIEPIUTTUIEMUSI, OCTE0apTPO3
U caxapHblii 1MabeT. B cOOTBETCTBMHU € COMYTCTBYIOLLIMMU
3a00JieBaHUSIMY HanboJIee YacTo Ha3HavYaeMbIMU TIpena-
patamu ObLIM KOMOWHALIMU, IEUCTBYIOLIME Ha CEpAEYHO-
COCYIMCTYIO CUCTEMY, a TAKXKE COXPAHSLIACh HEOOXOAUMOCTh
B a[IeKBATHOM aHAJIbIE3UPYIOLIEH, TaCTPOIIPOTEKTOPHOM,
AHKCUOJIMTUYECKOM, 1IepeOpOnpOTeKTUBHOM Tepanuiu. JlaH-
HbII (hapMaKOKMHETUYECKUI aHAJIU3 TTOKa3aJl, YTO 3TU Mpe-
TTapaThbl He OKa3bIBAJIM CYIICCTBEHHOTO BIMSIHUS Ha (hapma-
KOKMHETUKY napoayramuna [29]. Kak u B paHHUX
HUCCIeNOBaHUAX, ObLIO MPU3HAHO 3HAYMMBIM BJIMSIHUE
IapoJyTaMHaa Ha 3KCIpecCHio polyBacTaTwHa [28],
TeM He MeHee, YeTKOU MPUUYMHHO-CJIeICTBEHHOU CBSI3U
BO3HUKHOBEHMS TAaKOTO B3aMMOJIEHCTBUSI YCTAHOBUTH
He ynanoch. YacToTa BOBHUKHOBEHMSI HEXeIaTeJIbHbIX
SIBJIGHUI Y X MTHTEHCUBHOCTb HE Obl1a 3HAYMUTEIBbHO YBe-
JIMYeHa BCJEACTBUE MEXIEKAPCTBEHHBIX B3aMMOAEHCT-
BUIii, TaK KaK aHAJOTMYHbIE TTOOOYHBIE d(PHEKThI OBLITN
3aperucTpUpOBaHbl MPU MPUMEHEHUU JapojyTamuaa
U 1mnane6o. IMocKobKy Ipymnmnbl O0JbHBIX B MPOTOKOJIE
ARAMIS 6bu1 yeTKO cOaaHCUPOBAHBI TTO COMTYTCTBYIO-
1LIMM BapuaHTaM Teparuu ¢ MPUMEHEHUEM IPYTUX JieKap-
CTBEHHBIX cpeacTB [17], yacroTa crienmpuueckKux Hexela-
TeJbHBIX SIBJICHUM, TaKMX KaK OPTOCTATUYECKUIA KOJUIarC,
¢1a00CTb, TUMIEPTOHMS U HEXeaTeIbHbIE SIBJICHNUS, CBSI3aH-
Hbl€ C LIEHTPAJIbHOI HEPBHOI CUCTEMON, O KOTOPBIX pPaHee
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5. Halabi S., Kelly W.K., Ma H. et al. 9. Sandmann S., Trummel D., Seidel D.
et al. Higher blood-brain barrier
penetration of [ 14CJapalutamide and

COO0IIATIOCH TIPU TTPUMEHEHUH SH3aIyTaM1Ia 1 aTtaiyTa-
MUJIa, IO CpaBHEHMIO C TuTane6o B uccaenoBanmsx I11 ¢a-
36l (PROSPER 1 SPARTAN COOTBETCTBEHHO) 3HAYMMO
He pasnmuaiach [6, 30]. JlanHbIii aHaM3 MIeHTU(UKALITN
MMOTeHIIMATbHBIX MEXJIEKapCTBEHHBIX B3aMMOICUCTBUI
HE SIBIISICTCST MCUYEPIIBIBAIOIINM, TaK KaK 3TH IIPOIECCHI
MOTYT BO3HMKATH C TIpeTiapaTaMy, KOTOPHIE 10 HACTOSIIIIe-
TO BpeMEHU HE MCITOIb30BATNCH B TOKIIMHUIECKIX UCCIIe-
TMOBaHUSIX 1 MicclenoBaHmsx | aszel. Kpome 3Toro, Henb3s
HMCKJTIOYATh CIIeM(MUIHBIC B3aMMOIECTBUS UTST OTHAC/Ib-
HBIX IIperapaToB B Ipeerax Kiacca jekaperB. CiemoBa-
TeJIbHO, 0€30MTaCHOCTh Ha3HAYCHUSI HTHTUOMTOPOB aHIPO-
TeHHBIX PEIIETITOPOB B YCIOBUSIX TTOJTUIIParMa3nu TpeOyeT
TIOTTOTHUTEILHOTO PACCMOTPEHMS JIeUallliM BpadoMm [29].

TakuMm obOpa3oM, pe3yJbTaThl KPYITHBIX MCCICIOBA-
HUI, B TOM 4YHCJIC y OOJBHBIX HEMETACTATUICCKUM
KPPITX npoagemMoHcTpupoBaiu, 4YTO JapoyTaMujl 3Ha-
YUTEIBHO TTOBBIIIAET OOIIYIO BBDKMBAEMOCTh ITO CPaBHE-
HUIO C TIJ1a11e00 TpU MPUMEHEHUW B KOMOMHAIIAM C Kac-
TPAIMOHHOM Tepaliieii, CHIKaeT PUCK ITPOrPeCCUPOBAHMS
3a00JIeBaHUSI U BEPOSITHOCTD pean3allii OTIaIeHHBIX
MeTacTta3oB. [Ipu mauTeTbHOM HAOMIOOSHUM TIPOGWIH
0e30ITaCHOCTH TapOIyTaAMMIIA CUUTACTCS OJIarOIIPUSITHBIM
U COOTBETCTBYET pe3yjbraTaM paHee IPOBEICHHBIX
KIMHUYEeCKUX UcnbITaHuil. [To maHHBIM hapMaKoKIHe-
TUYECKOTO aHaJIN3a BEPOSITHOCTh BOSHUKHOBEHUST MEXK-
JIEKapCTBEHHBIX B3aMMOJCHCTBIIT ¢ HAauOOoJIee 9acToO MC-
ITOJIB3YEMBIMU IS TePalTii KOMOPOUIHBIX COCTOSTHUI
npenapaTamMy HIKe, YeM y SH3aJTyTaMKJIa U arloJlyTaMu/ia,
YTO TOBOPUT B ITOJIb3Y IIIMPOKOTO IPUMEHEHUS TapOoJTyTa-
MHIIa B OHKOJIOTMYECKOM TTpaKTHKE TTPH JICUCHNN HeMeTa-
cratudyeckoro KPPTTXK.
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