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FopMoHanbHad mepanug Bmopoi NUHUU
C NPUMEHeHUeM npenapama 3H3anymamup
vy 60IbHBIX KACMPaUUOHHO-PE3UCMEHMHbIM
Pakom npecmamenbHol Henesbl

b.41. Anekcee, K. M. Hiomko, A.C. Kammuuckuii, A.Jl. Kanpun

Mockosckuii HayuHo-uccaedosamenvckuli onkoaoeudeckuti uncmumym um. I1.A. lepyena —
Guauan PIbY HMHUPI] Mun3zdpasa Poccuu;
Poccus, Mockea, 125284, 2-ii bomkunckuii np-0, 3

Konmaxmot: Anexceii Cepeeesuy Kannunckuil dr. Kalpinskiy @rambler.ru

Pax npedcmamenvroii scenesor (PI1K) sersiemes akmyansHoil npobaemoti cospemeHHol OHK0YPOA02UU N0 NPUHUHE COXPAHIOUUXCS 8bICOKUX
nokasameneil 3a6onesaemocmu U cmepmHocmu om 0anHoli hamonoeuu. Hecmomps na yayuwenue memodoe duacnocmuku, uacmoma
8blsI8NEHUs PACNPOCMPAHEHHbIX (opm 3a001eanusi ocmaemcs 6bicokoi. Memacmamuyeckuii kacmpayuonno-pesucmenmuoiti PIIK
(KPPIIK) sieasiemcs 3a6oneeanuem ¢ Kpaiine HebAa20NPUSMHBIM NPOCHO30M, NPU KOMOPOM CIAHOapmHble Memoodsl 20PMOHANBHO20 603~
deiicmeus seasomces Heagpexmusnoimu. lemepoeennocmes nonyasyuu 6oavhvix KPPIIK mpeGyem oughghepenyuposantnoeo nooxooda
npuU HA3HAYeHUU Mepanuu C y4emom HAAUUUS meX UAU UHBbIX Pakmopog npochosa. He mak Oaeno xumuomepanusi ¢ npumeHeHuem
doyemakcena s16451acb OCHOBHbIM MEMOOOM AeHeHuss 0aHH020 KOHmUHeeHma 6oavHbix. Topmonanvhas mepanus 6o 2-ii AuHUU 86e0eHA
6 KauHuueckyro npakmuky ¢ 2011 e. ¢ nosgreHuem HOBbIX N1EKAPCMBEHHBIX CPeOCME, HANPABGAEHHbIX HA NOAHOe nodasaeHue NPoOyKyuu
mecmocmepona. [IpuHyunuaibHo UHLIM MeXaHu3MoMm Oelicmeus o6aadaem HOGbll npenapam 05 20PMOHAAbHOU mepanuu 2-i AuHUU
JH3ANYMAMUD, KOMOPbIl CHOCOOEH CeNeKMUBHO OA0KUPOBAMb AHOPOEHOBble DPeUenmopsl U HAPYWAms MPAHCAOKAUUK CUeHana
Om peyenmopa Hympb KAemKu u kaemouHoe s10po. Kpynuvie pandomusupogantsie ucciedo8anus, uzyvasuiue 3p@exmusHocms 0aHH020
npenapama, N03604UNU 3aPeUCMPUPOBAMb €20 051 KAUHUHeCK020 NPUMEeHeHUs, 8 MOM Yucae 8 Hauleil cmpane. B cmamve npedcmaenen
0030p Aumepamypul, 0ceew,arouuil Uccaedoganus no nPUMeHeHuo npenapama 3u3aiymamud y 6oroHoix KPPILK.

Karouesnle caosa: kacmpayuoHHo-pe3UuCmeHmHbLI paK npeocmamensHoll dcenessl, 0PMOHANbHAA Mepanus 2-i AUHUU, ceAeKMUBHbIL
610Kamop aHOPOeHOBbIX PeUenmopos, Mexanu3m O0eicmeus, UHUOUMOP CUCHAAbHO20 NYMU AHOPO2EHOBbIX PeUenmopos, ag@urHHocms,
0epHas MPAHCAOKAYUs CUSHANA, KCMAHOU, SH3aAYmamuo
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Second-line hormonal therapy with the enzalutamid in patients
with castrate-resistant prostate cancer

B.Ya. Alekseev, K.M. Nyushko, A.S. Kalpinskiy, A.D. Kaprin
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Prostate cancer (PC) is an actual problem of modern oncourology due to the continuing high rates of this disease morbidity and mortality.
Despite improvements in diagnostic techniques, incidence of common forms of the disease remain to be high. Metastatic castrate-resistant
prostate cancer (mCRPC) is a disease with an extremely poor prognosis, in which standard methods of hormonal treatment are ineffective.
Heterogeneity of CRPC patient population requires differentiated approach to the administration of therapy based on the availability of vari-
ous prognostic factors. Not so long ago chemotherapy with docetaxel was the main treatment for this group of patients. Second-line hormonal
therapy was introduced into clinical practice in 2011 with the advent of new drugs aimed at the complete suppression of testosterone production.
Enzalutamid, a new drug for second-line hormonal therapy, has essentially different mechanism of action. It is able to block androgen recep-
tors selectively and disrupt translocation of the signal from the receptor into the cell and into the cell nucleus. Large randomized trials that
studied the effectiveness of this drug allowed to register it for clinical use, including our country. An article presents a review of the literature
on clinical trials devoted to the use of a drug in CRPC patients.

Key words: castrate-resistant prostate cancer, second-line hormonal therapy, selective androgen receptor blocker, mechanism of action, an-
drogen receptor signaling pathway inhibitor, affinity, nuclear signal translocation, xtandi, enzalutamid
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Pak nipencrarensHol Xene3nl (PTIK) siBasteTcs akTy-
aJbHOI ITPO0JIEMOIT OHKOYPOJIOTHH BO BCEM MUPE T10 IIPH-
YUHE COXPaHSIOIMNXCS BHICOKMX ITOKa3aTelieil 3a00eBa-
€MOCTHU ¥ CMEPTHOCTH. ExXXeromHo B MUpe TMarHOCTUPYIOT
6osee 1100 ThIC. HOBBIX clTyyaeB 3a00J1eBaHUsI JAHHOM T1a-
tonorueii. B Poccun PTTK 3anmMaeTt 2-¢ MeCTO B CTPYK-
Type 3a00JIeBaeMOCTH MYKCKOTO HaceJeHUS 3JI0Ka4eCT-
BEHHBIMU HOBOOOpPa30BaHUSIMM, €TO JOJS COCTABIISCT
14,3 % [1]. B 2014 &. B Poccuu 3apeructpuposado 37 168 Ho-
BBIX citydaeB 3a0oseBanust PITK, mpu aTom cpegHuii Bo3-
pacT MyX4YUH ¢ BrepBble BeissBIeHHBIM PIT2K cocraBun
64,4 ropa. CTaHmapTU30BaHHBII ITOKa3aTeNlb 3a00J1eBae-
mocti PITK B 2014 1. Ha 100 TBIC. MY>KCKOTO HaceJIeHUsI
B Poccun — 39,38. Ilpu cpeaneromoBom Temie 7,11 %
npupoct 3aboneBaemoctr PITXK ¢ 2004 mo 2014 1. cocTaBun
116,68 %. B 2014 r. mo cpaBHeHuto ¢ 2004 . y MyX4uH
Ha (poHE 3HAYNTEIIFHOTO CHIDKEHUS CTaHIapTU30BAHHOTO
rokasarejisi cMeptHocT (—12,3 %) OT Beex 3710KaueCTBEH-
HBIX HOBOOOPa30BaHMIT COXpaHsIeTCs HapacTaHMe MOKa3a-
tens emeptHocTr ot PITK. Ero mpupoct o manaeim 2014 1.
coctaBui 26,2 %. Y myxunH B Bo3pacte 60—69 et PITK
SIBJISIETCSI IPUYMHOM cMepTH B 6,2 % ciiydaeB, a B BO3pacT-
Hoii rpyrme crapie 70 et gocrturaet 14,16 %, 3anumas
2-e MeCTO MOCJIe OITyXoJiei Tpaxen, OpOHXOB M jieTkoro [1].
Takum obpazoM, Ha cerogHsHuM geHb PITXK saBasercs
OIIHO 13 HanboJIee aKTyaIbHBIX ITPO0JIeM OHKOJIOTHH.

PIT2K — oTHOCUTENIHLHO MEIJIEHHO IPOrPECCUPYIOLNIEE
1 Ipe3BBIYAHO reTeporeHHoe 3ado1eBanne. OT MOMEHTa
BO3HMKHOBEHUS KIIMHUIeCcKH HesHaunmmoro PIT2K mo mosi-
JIEHUSI CUMIITOMOB 3a00JIeBaH1sI MOXeT npoiitn 15—20 JieT.
Ha parHmMx sTamax mpoiiecc mpoTeKaeT 0eCCUMITTOMHO.
ITo 3T0it MpruMHe GONBPHBIC YACTO 0OPAIIAIOTCA K Bpady
CJIIIIKOM ITO3HO U TIPOBEICHNE PaIUKAIbHOTO JICUCHUST
HEBO3MOXHO [2]. OCHOBHBIM METOIOM TEpaIUH IUCCe-
MmuHIpoBaHHOTO PITK sBiIsieTcst ropMoHabHas Teparnust
(I'T). INyrem O0Kampl aHAPOTEHOB YIaeTCs JOCTUYh CTa-
oman3anuy 3adosieBanus 6osiee yeMm y 90 % maimeHToB
[3], omHAKO cpemHee BpeMsI 10 IIPOTPECCUPOBAaHUSI ITOCTIe
npoBeneHHoM I'T y 0onbHBIX MeTacTaTuueckum PITXK co-
craBiseT B cpegHeM 24 Mmec [4]. TTanmeHTHI, Y KOTOPBIX
HaOJI0gaeTCsl MPOrpeCcCUpPOBaHTE OIyXO0JIEBOTO ITpoIiecca
Ha (hOHE COXPAHSIOIIETOCS KACTPAIIMOHHOTO YPOBHSI TECTO-
CTEpOHa, ITePEXOIAT B CTAIUIO KaCTPALIMOHHO-PE3NUCTEHT -
Horo PIT2K (KPPITX). Kpome Toro, y psima mammueHTOB
(mo 20 %) omyxoJib M3HAYAJIbHO PE3UCTEHTHA K TOPMO-
HaJIbHOMY BO3IEUCTBHIO [3, 6].

C 2004 1. «<30JI0TBIM CTaHAAPTOM» TE€PAITUU OOJTBHBIX
KPPITX gaBnsieTcst muTocTaTndeckast xumuorepanud [7, 8].
Jolerakcen — IepBBIN Iperapar, MpoaeMOHCTPUPOBAB-
Wi TOCTOBEPHOE yBEIWUCHUE OOIIE BRDKMBACMOCTH
y 6ombHBIX KPPITXK [8]. ¥V maumenToB ¢ KPPITXK B kaue-
CTBE 2-11 IMHWY JIEKApCTBEHHOTO BO3IEICTBIS IIPH TIPOTPec-
CHpPOBaHUM 3a00JIeBaHUS TOCJIC TePAITNU ITOLIETAKCEIOM
B KIIMHUYECKYIO IIPAKTUKY BHEIPEH TAKCaH HOBOT'O TTOKOJIE-
HMS — KabazuTakcesl. Ha ocHoBaHMM pe3yJIbTaToB KPYITHOTO

88

pannomusnpoBaHHoTO uccienoBanus TROPIC, mponemoH-
CTPUPOBABIIETro 3(h(PEKTUBHOCTh XMMHUOTEPAITHH 2~ TMHIN
¢ IpUMEHEeHUEM Kaba3uTakcesa, JaHHbIN MpenapaT ObLT
onobpeH y 6onpHbIX KPPITXK, B ToM uniciie B Poccun [9].

Boinee rirydokoe moHMMaHME ITATOTEHETUYECKUAX Me-
XaHW3MOB, JIEKAIIUX B OCHOBE Pa3BUTHSI KaCTPAIIMOHHOM
PE3UCTEHTHOCTH, TTO3BOJIMJIO Pa3paboTaTh PsI HOBBIX
MMOIXOIOB B TepallMyd JAHHOTO TSKEJIOT0 KOHTHMHTEHTA
OOJBHBIX. AmaITalus OMyXOJIEBBIX KJIETOK K HU3KUM
YPOBHSM TECTOCTEPOHA ITOCPEACTBOM TUTICPIKCITPECCHI
aHIPOTEHOBBIX pelenTopoB (AP), a TakKe mpyrmx Mexa-
HH3MOB MOXET OBITh YOS TUTEIIEHBIM JT0KA3aTeJIbCTBOM MX
COXPAHSIOIIEHCS 3aBUCMMOCTH OT aHIPOTEHOB. DTOT (haKT
CBHIETETLCTBYET O HEOOXOIUMOCTH TTPOIOJIKEHISI TOPMO-
HaJIPHOI aHAPOTeH-IeIIPUBALIMOHHOM Tepaniy, HallpaB-
JICHHOM Ha CHMXEHME YPOBHS TECTOCTEPOHA y OOJIBHBIX
KPPILX. Bbosnee Toro, pa3paboTka HOBBIX IIpenapaTos,
HaIIpaBJICHHBIX Ha OJJOKMPOBAaHNE BHYTPUKJICTOYHOTO
CMHTE3a aHAPOTEeHOB B OITYXOJIM WKW UHTUOMPOBAHUE Me-
XaHW3Ma Tepenadyu curHajga ot AP BHYTpb onyxoJyieBoi
KJICTKH, SIBJISICTCSI BEChMa aKTyaJIbHOIA.

OmHUM 13 TIePBBIX TOPMOHAIBHBIX TIpernapaToB 2-i
JIMHUY TeParnu SIBUJICS TIperapaT abrpaTepoHa alleTar,
IIPOIEMOHCTPUPOBABIINI CBOIO 3 (MEKTUBHOCTD B MCCIIE-
noBaHusix 111 ¢pa3sl y maimeHTOB Kak 10, TaK U MOCJE PO~
BeJleHHOM XUMUOoTepanuu gouerakcesioM [10, 11]. Abupa-
TepOH — IIpemnapar, HalpaBJICHHBIII HA MHTUONPOBaHNUE
depmenta CYP17, apnsionierocss OgHUM 13 KOSH3UMOB
mutoxpoma P450. JaHHBIN (pepMEeHT UTPaeT KITIOYEBYIO
POJTIb B OMOCHHTE3¢ TECTOCTePOHA U3 BHETOHAIHBIX aHIPO-
T€HOB U XOJIECTEPMHA B HAJMOUYEUHUKE, SIMYKAX U IPYTUX
opraHax M TKaHsx. B ocHoBe MexaHM3Ma AeiicTBIsI abrpa-
TepOHa alleTaTa JICXKHT MoJaBIeHIEe CHHTE3a TECTOCTepOHA
B opranusme 6onbHoro KPPITXK myrem cenekTuBHOro
nHruouposanus aktuBHocTH pepmeHTa CYP17A1 B TKa-
HSIX SIMYEK, HAAIMOYeYHUKOB, a TaKXKe HETIOCPEICTBEHHO
B IIpeICTaTeIbHOM Xele3e. biokupoBaHe KOSH3UMOB
CYP17, a umenno pepmeHTOB 17- 11 20-TMa3bl MPUBOIUAT
K MOIABJICHUIO TTPOMYKIINY TECTOCTEPOHA U3 €TO IIPEeAIIIe-
CTBEHHHMKOB Ha BCEX YPOBHAX. AOMpaTepoH HE BIMSCT
Ha aKTUBHOCTHh (DEPMEHTOB, NMIPUHUMAIOIINX yJIacTHE
B OMOCHHTE3€e aIbIOCTEPOHA U3 XOJIECTEPOJIa, TTIO3TOMY
B OTBET Ha yTHETCHUE MPOAYKIINMN TECTOCTEPOHA IIPOMC-
XOINT YCUJICHE MIUHEPAIIOKOPTUKONIHON aKTUBHOCTH
3a CYET MOBHIIICHNS ITPOAYKIINH aTbIOCTePOHA 13 OOIIINX
C TECTOCTEPOHOM TIPEIIeCTBEeHHUKOB, TAKUX KakK Iper-
HEHOJIOH | TIporectepoH (puc. 1). CHIKeHre KOHIIEHT-
palmy KOPTU30JIa U TECTOCTEPOHA B KPOBH BIICUET 3a CO-
00¥i CTUMYJISILUIO TPOAYKLIMY aApeHOKOPTUKOTPOITHOTO
TOPMOHA TUIIOTAJIAMYCOM U 3aITycKaeT TaK Ha3bIBaeMbIi
ITOPOYHBIN KPYT, 3aKTIOYAIOIINICS B CTUMYJISIIIAN TIOBBI-
IIEHHOW MPOIYKIIMK albIocTepoHa [12]. BTo mpuBoauT
K pa3BUTHUIO TTOOOYHBIX 2(D(EKTOB Tepanny adbuparepo-
HOM, TaK1X KaK apTepuajIbHas TUIIEPTCH3USI, THITOKAIHE-
MU ¥ 3aJepXKKa XKUIKOCTH, 9YTO TPEOYEeT IMMOCTOSTHHOTO
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Puc. 1. Cxema 6uocunmesza mecmocmepona u mexanusm deiicmeus abupamepona. AKTI — adpenoxopmurxomponHuiii 20pMoH

MOHUTOPWHIA apTEPUATBHOTO NABICHUST U KOHTPOJISI O1O-
XUMUYECKOTo aHanmm3a kposu. Kpome Toro, B 1ies1x cHU-
JKEHUS CTEMEeHU BBIPAXXEHHOCTU MOOOYHBIX 3(DDHEeKTOB
MpU TIPOBEICHUM Tepanuu OOJTbHBIM PEKOMEHIYIOT J10-
TTOJTHUTENIbHBIN TTPUEM MPETHU30I0HA, KOTOPBIA, B CBOIO
oyepeab, 0bJanaeT psiioM HEOIaronprsITHLIX MOOOYHBIX
3¢ dexToB, 0COOEHHO TTPU JUIUTETHLHOM UCTIOIb30BAHUM.
Bce 370 co3nmaet onpeneaeHHbIE HEYIOOCTBA MTPY TEPATTUU
JTAHHBIM TIPENapaToM HECMOTPSI Ha TOT (PaKT, YTO B LIEJIOM
mobouyHbIe 3 (heKThI abMpaTepoHa alleTaTa, Kak IpaBUIo,
HE SIBIISIIOTCS TSKEJTBIMMU.

Hogwrii cynepcenexkTuBHbIN O10KaTOp AP — aH3amy-
TaMUI — TakKXke ABIsIeTca npermapatoM I'T 2-if TuHWN.
JlaHHOE JIeKapCTBEHHOE CPEICTBO 3aperucTpupoBaHo B Poc-
cuiickoit ®egepanuu B mae 2016 r. B oTinume ot abupa-
TEepOHa, Tpernapar o0IaJaeT HBIM MEXaHU3MOM JIEHCT-
BUSI: OH HE BIMSIET HA aKTUBHOCTb KOYH3MMOB IIUTOXPOMA
P450 u sBnsieTcs cenexTuBHBIM Oj0KatopoM AP 3a cuet
ropasmo 6osblneit abGUHHOCTH, T. €. CPOACTBA K JIUTAH/I-
CBSI3BIBAIOIIIEMY IOMEHY perienitopa. Kpome Toro, sH3a-
JIyTaMUJT HE TOJIbKO KOHKYPEHTHO CBsI3bIBaeTcst ¢ AP,
YTO MPUBOAUT K €T0 KOHKYPEHTHOMY aHTarOHUCTUYECKO-
My OJIOKMPOBAHUIO, HO M HApyIIaeT TPaHCIOKAINIO, T. €.
repeaady CUTHa/Ia OT PELENnTopa BHYTPb KJIETKU U KJie-
TOYHOTO SIIpa 32 CYET HeoOpaTUMOl KoHdopMalum oes-
KOBOI CTPYKTYypbl perientopa. CxeMaTUIHO MEXaHU3M
JIECTBUST SH3ATyTaMKIa TIpeficTaBieH Ha puc. 2. [Tockonb-
Ky IIpernapar He BIMSET Ha aKTUBHOCTH IuToxpoma P450,
TIpY eTO IPUMEHEHNH He Ha0JTIomaeTcst TOOOUYHBIX 3 deK-
TOB, CBSI3AHHBIX C TIOBBIIIIEHNEM MUHEPATOKOPTUKOUTHOMN

aKTUBHOCTH, TAKUX KaK TUTIEPKATUEMUs, TUTIEPTEH3US
U 3a7epKKa KUIKOCTH, YTO HUBEJIMPYET HEOOXOIUMOCTh
MOHMTOPUHTA KOHIEHTPALINY Kausl B aHAJIN3aX KPOBU
U TIOKa3aTeiel apTepruaIbHOTO NABIEHUST, 2 TAKXKE COITYT-
CTBYIOIIETO TipreMa npeaHu3onoHa. Eme oqHuM nmpenmy-
LIECTBOM JH3TyTaMU/IA SIBJISIETCST OTCYTCTBME HEOOXOIM -
MOCTU TIPUMEHEHUSI TIperiapaTta HaToIllakK, MMO3TOMY eTO
IIpYeM MOXHO COYETaTh C YIIoTpebeHrneM rmuiu [ 13].

B nporiecce axcrneprMeHTaTbHBIX UCCENOBAHUN OT-
MEUYEHO, YTO YCTOMYMBOCTb K aHTaroHuctam AP 1-ro no-
KOJIEHUSI, TAKUM KaK OMKaTyTaMuj 1 (piryTaMu, accoiu-
WPOBaHA C aTOHUCTUYECKUMU CBOMCTBAMM B KJIETKAaX,
9KCIPECCUPYIOLIUX Oosiee BbICOKME KOHLeHTpauuu AP,
HO TOJIBKO B ciIydae, korga AP comepxuT pyHKIIMOHAIb-
HBII TUTaHACBSA3bIBaOIIMA moMmeH [14, 15]. Pa3pabdoTka
9H3ayTaMuaa Oblja HayaTta ¢ Co3AaHus OUOIMOTEKU MO-
JIEKYJT C MCTIOJIb30BAHUEM HECTEPOUJHOTO arOHUCTA
RU59063 B kauecTBe UCXOAHOM XUMUYECKON MATPULIbI
Ha OCHOBAaHUM €TI0 OTHOCHUTEJIEHO BEICOKOM appruHHOCTH
K AP 1 celeKTUBHOCTH B OTHOIIIEHUY PElIeNTOpa MO CPaB-
HEHUIO C IPYTUMU SIIEPHBIMU TOPMOHATBHBIMU PEIIeTITO-
pamu [13, 16—17]. 3ateM GbLIO IIPOBEAEHO UCCIEA0OBAHIE
COOTHOIIIEHUS CTPYKTYPBI M aKTUBHOCTH Ha PsIie aHAJIO-
TOB C UCIOJIb30BAaHUEM IKCIIPECCUN TTPOCTATUYECKOTO
criermudmaeckoro antureHa (ITCA) B KauecTBe peruCTpH-
pyeMoli BeIMIMHBI Ha 2 pa3inyHbIX TUHUSIX KiieTok PITK
YeJIoBeKa: HOPMAJIbHOU (TOPMOH-YyBCTBUTENILHOM) KITe-
touHoit imHuM LNCaP u KacTpanimoHHO-pe3nCTeHTHOM
kinetouHoit TuHUM LNCaR, KoTtopast co3maHa 1IsT 9KC-
Impeccuy 3- M 5-KpaTHBIX ypoBHe#l AP mmkoro twuia.
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Puc. 2. Mexanusm deticmeus cynepceaekmugroeo 6410Kamopa aHopoeeHHO20 peyenmopa npenapama SH3aAymamuod

MDV3100, BriociaencTBMUA Ha3BaHHbBIN H3AIyTAMUIOM, —
MMPOM3BOTHOE (PEHUITHOTUAAHTONHA C CYIb(MDOHAMUITHOMN
OOKOBOIA 1LIETIbI0 — OBLJIO BEIOPAHO B KAY€CTBE OCHOBHOM
MOJIEKYJTBI HA OCHOBAaHWUH PE3YJIBTaTOB, IEMOHCTPUPYIOIIIX
MOIITHOE MHIMOMPOBaHVE aKTUBAIINY CUTHAIBHOTO TIyT! AP
¥ OJTaronpusTHEIE (hapMaKOKMHETUIeCKUe cBolicTBa [18].

Ou3anyramun 6;1okupyetr AP B xiretkax LNCaP/AR
¢ apcdmHHOCTEIO, B 5—8 pa3 npesbinalonieit ahGUHHOCTD
Oukanytamuia v B 2—3 pasa Huke adduHHocTH 16B-hTOp-
50-IATUAPOTECTOCTEPOHA, TIPOM3BOTHOTO TECTOCTEPOHA.
JledeHne sH3aTyTaMUIOM HEe MHIYIHAPYET SKCIPECCHUIO
dochocepuHamuHOTpaHcdepassl 1, ceprHa 1 TpaHCMEM-
6panHoii poTeassl 2 (TMPS2), 4To MOXKET CBUIETETBCT-
BOBATb O TOM, UTO B YCJIOBHUSX KaCTPAIIMOHHOM Pe3UCTEHT-
HOCTH TAHHBIH MperrapaT He IIPOSIBIISIET arOHUCTUIECKOTO
neiictBug [13]. B otnmnume ot sH3anmyTaMuaa, OMKamyTa-
Mmua He npegoTBpaitaeT cBsizbiBaHue AP ¢ JIHK, a akTu-
BUpPYET HaKOIICHIE KopeTpeccopoB, Takux Kak NCoR
1 SMRT, B pernoHax-IpoMoyTepax reHoB-MuleHeir AP
[19, 20]. OmHUM U3 HECKOIBKUX CITIOCOOOB, ITOCPEACTBOM
KOTOPBIX SH3aJTyTaMUI MHIMOMPYET aKTUBAIINIO CUTHATb-
Horo nytu AP, siBisiercst 0J10KMpOBaHWE TPAHCIOKAIINHI
AP B aapo, npegorBpaiatoiee ces3biBanue AP ¢ JJTHK
[13], uTo MO3BOJISIET SH3ATYTAMULY COXPAHATH dPPEKTUB-
HOCTh MHTMOMPOBAHUS aKTUBAIIMY CUTHAIBHOTO ITyTH AP
JTaxke B YCIIOBHSIX €TI0 M30BITOTHOM SKCIIPECCHUN.

B mpocriekTuBHOM OTKpBITOM HcciaenoBanuu I1 ¢aszer
IO OIIEHKE 3KCIPECCUU MOJEKYISIPHBIX KOMIIOHEHTOB
akTuBauMu curHajabHoro nytu AP y 6oabHbIx KPPITXK,
MTOTYYaBIINX SH3ATyTaMUI, JIoKa3aiyst AP nMena cnpur
OT SIIepHOM K IIMTOIUIa3MaTUYECKOM ITocie 8 Hex Iede-
HUSI, a KOHIICHTPAIIMU TECTOCTepOHA B KOCTHOM MO3Te
¥ B KPOBH TTOBBICWJINCH, UYTO CBHIETEIIECTBOBANIO O (PH3HO-
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JIOTUIECKOM MeXaHM3Me 00paTHOM CBA3M. DTO OBIIO I0-
Ka3aTeJIbCTBOM TOTO, UTO TepareBTUUISCKas TT0JIb3a SH3a-
JIyTaMua MorJjia ObITh 00yC/IOBIeHa MHrMOupoBaHuem AP,
aCcCOIIMUPOBAHHBIM C TIepeMellieHrneM siaepHbIX AP B 111-
Torutasmy [21].

ITo pe3ynasrataM JOKJIMHUYECKHUX UCCICIOBAHMI 110~
Ka3aHoO, YTO BO3ACHCTBHE SH3aTyTaMUIa Ha MOIEITb KCe-
HotpaHciutantata KPPITK y MbIiy npuBoauiao K cokpa-
meHno oobeMa orryxonu [22]. Ha ocHoBaHMY BBICOKOi
adprHHOCTU K AP, OTCYTCTBUSI arOHUCTHYECKOTO IEHCT-
BUS M STHX MHOTOOOCIIAIOIINX TOKIMHUIECKIX PE3YIhb-
TaTOB SH3aJTyTaMMUI OB OTOOpAaH ISl KITMHUIECKOM pa3-
padoTku Accomuanueil KIMHUIECKUX MCCIeIOBaHUM
PITXK. D10 uccnemoBanue 1-ro mpuMeHEHUST TaHHOTO
mperrapaTa y yenoBeka (NCT00510718) ObL10 M3HAYATIEHO
pa3paboTaHo Kak rccienoBaHue I dha3el st olieHKH 6e30-
IMACHOCTH ¥ TIEPEHOCMMOCTH, a TaKKe IJIST pacyeTa MaK-
cUMaJTbHOM NepeHocuMoit mo3bl [23]. [Tocie HabmoxaeMoro
BeIpaxkeHHOTO OoTBeTa I1ICA TIpy MprMeHEeHUN HAUMEHb-
IIei TO3bI MCClIeNOBaHNE OBUIO M3MEHEHO M PacIIMpPeHO
1o riccienoBadms azbl 1/11, 9To6s! TTpoBecT 6oJIee HameX-
HYIO OLIEHKY 3 deKTUBHOCTH ieueHus [24]. Takke ObUN
U3y9eHBI (DApMAaKOKMHETHKA, IIPOTUBOOITYXOJIeBasT aKTHB-
HOCTB, BKJTIOUasl BIUsSHUE Ha ypoBeHb [ICA, mmpKymmpy-
IOIIMe OITyXOJIEBbIe KJIETKM, METacTa3bl B MSITKME TKaHU
¥ KOCTH U BiIussHKE Ha 3axBar 2-[ 18F]-dTop-5a-meokcn-
D-rmoko3s1 (OT) 1o JaHHBIM ITO3UTPOHHO-3MHUCCHUOH-
HO¥ ToMorpadun y OTOOpaHHBIX MTallueHTOB [25]. b
oueHeHbl 7 BapuaHToB 103 (20, 60, 150, 240, 360, 480
u 600 mMr/cyT). B uccienoBaHue BKIIIOYaIU GOJIbHBIX
KPPILX kak 0e3 mpeaiiecTByolieil XMuMUOTeparun J01e-
TaKCEJIOM, TaK U C Heil, C TUCTOJIOTMUECKH ITONTBEPKICHHOM
aIeHOKAPIIMHOMOM TIpeACTaTeIbHOM XeJle3bl U KacTpa-
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IIMOHHBIM ypoBHeM TecTocTepoHa < 50 ar/mi1. [Tomxomsa-
11as1 103a ObUTa BEIOpaHa Ha OCHOBAHUU HECKOJIBKUX (pak-
TOPOB, BKIIIoYas (hapMaKOKMHETUKY, 3¢ (HEKTUBHOCTD
1 6€30IaCHOCTh. DH3aJIyTaMHI BO BCEX T03aX BRI3bIBAI
cyliecTBeHHOe M3MeHeHue cBs3biBanms OII, makcu-
MAaJIBHBIA 3¢ GEKT OBLT JOCTUTHYT MPU KOHIIEHTPALUSIX
B TUTa3Me KPOBH 5—15 MKT/MJI, CBHIETEIBCTBYS, 9YTO 3TO
KOHIICHTpAIINS, TIpU KOTOPOii cBsA3biBaHNe AP sH3amyTa-
MUIOM SIBJISUIOCH HACBHIIIEHHBIM [25]. JlaHHbIE KOHLIEHT-
palnu B TUTa3Me KPOBU OBLIN COTJIACOBAHHO TOCTUTHYTHI
y IMaIlMeHTOB, MTOIYJaloIINX IIpemapar B no3e 150 mr/cyr,
HO He y OOJIBHBIX, ITOJyYaBIINX 0ojiee HU3KME T03bI. OT-
CYTCTBOBAJIA BBIPaXKeHHBIE Pa3INIUsl IIPOTHUBOOITYXOJIe-
Boro addekTa 103 150 u 240 Mr/cyT, TeM He MeHee ObLIO
coo0mreHo 06 yromisieMoctu 111 crerrenn y 10 % manyen-
TOB, TIOJTYYAIOLIMX 103y 240 MI/CyT, HO JiULLIb Y 2 % OONBHBIX,
nony4asiuux 150 mr/cyt. ¥ 3 (o 1 B rpynnax mgo3 360, 480
u 600 Mr/cyT) MalKMeHTOB BO3HUKIM CYIOPOrM, HU OJUH
13 OOJIBHBIX HE OTMeYal BOSHUKHOBEHMS CYyIOpOT IIPHU
bostee HU3KUX Mo3ax. [To mpuymHE 3TOro, a TAKKEe BBUILY
YacTOM HEOOXOMMMOCTH TOCPOYHOTO ITPEKPAIIICHMS JIeUe-
HUSI IpH 00JIee BEICOKUX M03aX 103a 240 Mr/cyT ObLTa 00B-
sIBJIeHa MaKCUMAaJIbHOU ITePEeHOCUMOI m030ii. TBepmpie
JKeJIaTHHOBBIE KaTICyJIhI 110 30 MT OBbIITM 3aMEHEHBI Ha MSIT-
KUe XeJJaTUHOBBIC 110 40 MT IJ11 yMEeHBIIICHUSI TPEOyeMo-
r0 UX KOJWYECTBA IJISI JOCTIKCHMS ITPAaBIILHOM TO3HI;
TakuM obpa3om, B ucciaenoBaHusix 111 ¢assr ucronb3zoBanu
no3y 160 mr/cyr, a He 150 mr/cyT [26]. OnpeneneHue mpo-
1t METabOIMTOB TTOCPEIACTBOM SKCIIEpUMEHTAIbHOM
XKUIKOCTHOI XpoMaTorpadum-mMacc-CIeKTpOMETPUN
B OCTaTOYHBIX 00pa3Iiiax MallMeHTOB ITOCTIE UCCIICAOBAHUS
I/1I1 ¢a3el ycTaHOBUIO 2 M30BITOYHBIX MEeTabOIUTA:
N-gecMeTHI-MeTadoauT U KapOOHOBYIO KUCIOTY. B Teue-
HHE HECKOJBKUX MECSIIEB OCJIC 3TOTO OTKPBHITUS METOI
XKUIKOCTHOM XpoMaTorpachun-TaHIeMHOM MacC-CIIeKT-
poOMeTpUM OBUT BATMAUPOBAH IIJIT OMHOBPEMEHHOTO M3-
MepeHMS KOHILIEHTPAIIMK 3H3aTyTaMUIa U 2 N30BITOYHBIX
IIPOAYKTOB €T0 MeTaboIM3Ma B IUIa3Me KPOBU YEIOBEKa.
DTO IBMJIOCH BaXKHBIM MHCTPYMEHTOM JIJIT ONTTUMU3AIIAN
ITO3BI ¥ CXEMBI TIPUMEHEHUSI SH3aTyTaMIIa IIPY pa3Ind-
HBIX TTATOJIOTUIECKIX COCTOSTHUSX WU TTPY KOMOMHAIINHI
€ro ¢ APYruMHM JIeKapCTBEHHBIMHU cpeacTBaMu [27].

B uccnemosanue Il ¢pa3zst TERRAN, cpaBHuBIIIEE
KJIIMHNYECKYI0 3(p(HEeKTUBHOCTh SH3aJlyTaMu1Ia U OUKay-
Tamuga y 6osibHbIX MetactatudeckuM KPPIIK, Obuin
BKJIIOUEHBI 375 GOJLHBIX, KOTOPHIX PaHIOMU3NPOBAIN
B COOTHOIIIeHNH 1:1 Ha Tepanmio bumKaxyraMumoM S0 Mr/cyT
WY DH3ayTaMuaoM B 160 Mr/cyT Ha (poHe IPOIOIIKEHUS
KacTpaluMoHHOM Tepanuu [28]. [TepBUYHBIM KpUTEPUEM
OILICHKH SIBIJIACH BBLKMBAEMOCTH 0€3 TTPU3HAKOB IIPOTpec-
cupoBaHus. [TapaMmeTpsl 6e301TaCHOCTH OBUIH ITPOAHAH-
3MPOBaHBI Y BCEX IMAIIMCHTOB, MOJYYMBIINX 110 KpaitHeit
Mepe 1 mo3y ucciienyeMoro mmpemnapara. Tepamnuio 3H3airy-
TaMUJIOM npoBesn 184 6ombHBIM, OMKayTamuaoM — 191 ma-
mmeHTy. [IpekpaTim Ha3HaYeHHOE JICYSHHE 10 OKOHYAHMST

HCCJIeIOBAaHMS [JIABHBIM 00pa30M M0 MPUYMHE IPOrpec-
cupoBaHus 3ab6ojeBaHus y 126 (68 %) u 168 (88 %) na-
LINEHTOB COOTBETCTBEHHO. MeauaHa reproia HaOJoaeHIs
cocrasuna 20,0 (15,0—26,6) Mec B rpyIie 3H3aa1yTaMuaa
n 16,7 (10,2—21,9) mec B rpymiie Gukanyramuaa. Y mamu-
€HTOB IPYIIIbl 9H3aJyTaMKIa OTMEYalIu 3HAYUTEIbHOE
yBeJIMYEHUE MeIMaHbl BBLKMUBAEMOCTU 0€3 IIPOTrpeccrupo-
BaHus (15,7 mec (95 % nosepurtenbHblit MHTEpBan (J1N)
11,5—19,4)) mo cpaBHEHMUIO C TTAIIMEHTAMU TPYIIITHI OMKa-
nyramuaa (5,8 mec (otHoieHue prckos (OP) 0,44; 95 % 11
0,34—0,57; p < 0,0001)), gyTo OTpakeHO Ha puc. 3 1 4.

CaMbIMM YaCTBIMU HEXeJIaTelbHBIMU SIBJCHUSIMU
B IOATPYIIIE 3H3AJIyTaMKIa SIBUIUCh YTOMISIEMOCTD (51
(28 %) u3 183 maLKeHTOB IPYIIIbl SH3aTyTaAMU/A I10 CPaB-
HeHuio ¢ 38 (20 %) u3 189 maLmeHTOB IPYIIbl OMKaTyTa-
muna), 6omp B cimHe (35 (19 %) u 34 (18 %) 60TBHBIX
cootBeTcTBeHHO) 1 runepemust (27 (15 %) u 21 (11 %) co-
oTBeTcTBeHHO). Cpeiu SIBIeHMIA, KOTOPbIe BCTPEYAIMCh Yallle
pu JieYeHUU OUKATyTaMUIoM, ObLIu TolHOTa (26 (14 %)
o cpaBHeHUIO ¢ 33 (17 %) GONBHBIMU COOTBETCTBEHHO),
3amop (23 (13 %) n 25 (13 %) cOOTBETCTBEHHO) U apTpa-
rust (18 (10 %) u 30 (16 %) coorBeTcTBeHHO). CaMBIMU
YaCThIMM HexXelaTeabHbIMU sBiaeHussMu 111 crenenu Bbi-
PaXXeHHOCTH U BbILLE B TPYIIIE dH3ATyTaMKIa U OMKay-
TaMKJa COOTBETCTBEHHO ObUIM apTepualibHask TUIEPTEH-
3ust (13 (7 %) u 8 (4 %) 6onbHBIX), TUAPOHEDPO3 (3 (2 %)
174 %)) u6ombBcruHe (5 (3 %) u 3 (2 %)). CepbesHbie
HeXeJlaTeIbHbIe sIBJieHUs1 ObLIM oT™MeueHbl Y 57 (31 %)
u3 183 marLueHTOB B rpyiine sH3anyramuaa uy 44 (23 %)
n3 189 00JIBHBIX B TPYIIIE OMKATyTaMHIIa.

Takum ob6pa3oM, naHHbie ucciaenqoBaHuss TERRAIN
MPOJAEMOHCTPUPOBAIN HEOCIOPUMBIE MPEUMYILIECTBA
SH3aIyTaMKA I10 CPABHEHMIO C OMKAITYTAMUIOM Y GOIBHBIX
metactatuyeckum KPPIT2K 6e3 cuMNTOMOB WM C MUHU -
MaJIbHBIMU CUMIITOMaMHU 3a00JIeBaHUSI.

Knunnueckast 3(p¢eKTUBHOCTD ¥ 0€30IaCHOCTb DH-
3anyramuga y oonbpHbix KPPITXK npoapemoHcTpupoBaHbl
B 2 pPaHAOMU3UPOBAHHBIX KJIMHUYECKUX UCCIIEIOBAHMUSIX
111 dassr [26, 29]. B uccnemobanue 111 dazet AFFIRM
osum BKITIOUeHHI 1199 6ompHBIXx KPPITXK, moxyyaBmmx
paHee XMMHUOTEPAIHIO JOLIETAKCEIOM, KOTOPBIX PAHAOMU-
3MPOBAJIM Ha Tepamuio sH3aTyramuaoM 160 mr/cyt (n = 800)
1160 1iaue6o (7 = 399) B cootHoweHuu 2:1 [26]. ComyT-
CTBYIOLLEE JIeUeHE CTEPOUIAMU ObUIO pa3pelieHo, HO He
TpeboBasioch. Takke Oblj1a MpOBedeHA OLIEHKA YaCTOThI
OTBETA OYArOB B MSITKUX TKAHSIX QYHKLIMOHAIbHAS OLICH -
Ka MPOTHUBOOIIYXO0JIEBOI Tepalluy COLJIACHO OMPOCHUKY
FACT-P, onpenenieHO 91CI0 MUPKYIMPYIOLINX OITyXOJIe-
BBIX KJIETOK, ¥ TTIPOBENICHO TLIATEIBbHOE JIEKTPOKAPINO-
rpaduyeckoe ucciegoanue. [locie 3armIaHUPOBAHHOTO
TPOMEXKYTOUHOTO aHATM3a 10 AOCTKeHnn 520 cMepTelTb-
HbIX UCXOJ0B, IPOAEMOHCTPUPOBABILIETO CTATUCTUYECKH
3HAYMMYIO TI0JIb3Y SH3ATYTaMU/IA IO CPABHEHMIO C TJIa-
11€60, HE3aBUCUMBbII KOMUTET [0 MOHUTOPUHIY JaHHBIX
1 6e30IIaCHOCTH PEKOMEHI0BAJl OCTAHOBUTh MCCJIEOBAHME
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W TIPEIUIOKUTH SH3aTyTaMMI TTAIINEHTaM, pAHIOMHU3UPO-
BaHHBIM B TpymITy I1ae6o. Ha MoMeHT TpoMeKyTOUHO-
TO aHaJIM3a OTMEYECHO TOCTOBEPHOE IIPENMYIIIECTBO SH3a-
JyTamMmuja B BUAE CHUXEeHUS pucka cMmepTtu oT PITK
Ha 37 % 1o cpaBHeHuIo ¢ 1uiane6o (OP 0,63; 95 % AU
0,53-0,75; p < 0,001, Mmequrana o01Ie# T BEDKMBAEMOCTH —
18,4 1 13,6 Mec COOTBETCTBEHHO). DTOT 3(PheKT OTMEUEH
BO BCEX IPOAHAIM3MPOBAHHBIX ITOATPYIIIAX MAIlMEHTOB.
DH3aryTaMuI ObLT ACCOLIMUPOBAH CO 3HAUMMBIM YIydIIIe-
HUEM BCEX BTOPUYHBIX KOHEYHBIX TOUCK 10 CPAaBHEHUIO
¢ Tiaie6o, BKJII09asi BEBLKMBAEMOCTh 0€3 PaaroIOrnIecKO-
ro niporpeccupoBanus, [ICA-6e3peIMINBHYIO BbIXKMBAae-
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MOCTB, 9acTOTy oTBeTa co cTopoHbI [ICA n MITKHX TKa-
Heit [26]. KadecTBO X13HU GOJIBHBIX, aCCOLIMMPOBAHHOE
¢ 00JIEBBIM CHMHIPOMOM, YaCTOTOM Pa3BUTHUS KOCTHBIX
OCJIOXXHEHMH 1 OOIIMM CaMOYyBCTBHEM, TaKKe OBLIO T0-
CTOBEPHO JIyYIIINM B ITOATPYIIIE ITAIIUEHTOB, TOJTyYaBIIINX
Tepanuio sH3anyraMuaoM [26, 30]. Pesynsrarsl nccieno-
BaHust AFFIRM npencrasieHs! B Ta0II. 1.

BropuuHbIif aHAIN3 TIOATBE PO TIPEUMYIIIECTBA 3H-
3aJIyTaMHIIa B YBEIMUCHUHN TTOKa3aTeneil ooIeii, oe3pe-
LMUAVBHOI BBKMBAEMOCTH, a TAKXKE pPaglOJIOTHIIECKOM
BBDKMBAEMOCTH 0€3 IIPOrpecCupPOBaHUS IO CPAaBHEHUIO
¢ IU1ane0o y 60IBHBIX TTOXMIIOTO (> 75 mmet) u 6oyee Mo-
somoro (< 75 ner) Bo3pacta [31] ¥ y TallMEHTOB B pa3Idd-
HBIX TPYIIAaxX pUcKa, CTPaTUGUINPOBAHHBIX COTIACHO
OLIEHKE 10 MCXOMHBIM KOHIIeHTpanusm ypoBHs [TCA [32].

B uccnenpoBanuu 111 ¢a3zer PREVAIL, BktouynBiIEM
1717 6onpHbix KPPITXK, paHee He moiy4aBIINX XUMUO-
TepaItio, IMaIMeHTOB TaKKe PaHIOMHU3NPOBAIM Ha Tepa-
K10 3H3aIyTaMuaoM 160 Mr/cyT u mianedo B COOTHOLLE-
Huu 1:1 [29]. Y 12 % GobHbBIX, BKJIIOYEHHBIX B IIPOTOKOJI,
OIIpeNe/ISIINCh BUCIepalibHBIC MeTacTa3bel. Ha MoMeHT
3aIUTAHMPOBAHHOTO ITPOMEXXYTOUHOTO aHaJIM3a (TI0 TOCTH-
KeHnu 540 cMepTeIbHBIX UCXOIOB) B TPYIIIe OOJBHEIX,
MTOJTYJaBIINX TEPATUIO SH3AITyTaAMHUIOM, OTMEUECHO JOCTO-
BepHOE CHIDKCHUE PUCKA paguoJIOTHICCKOTO IIPOrPeCCH-
poBaHus Ha 81 % mo cpaBHeHuio ¢ 1miaue6o (OP 0,19;
95 % AN 0,15—0,23; p < 0,001), a TakKe pricKa CMEPTH
Ha29 % (OP0,71;95 % AU 0,60—0,84; p < 0,001). Ipe-
MMYIIIEeCTBa H3aJyTaMHIa 3apeTrUCTPUPOBAHBI BO BCeX
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Tabmua 1. O6o6wennsie peyssmamet uccaedosarnus AFFIRM

Gistus pos T s O Avrr
MennaHa o01IeN BBIKMBAEMOCTH, MEC 18,4 13,6 0,63 (0,53—0,75) <0,001
Panunonornyeckasi BBLKUBAEMOCTD 0€3 MPOrpecCupoBaHUsI, MeC 8,3 2,9 0,49 (0,35—0,47) < 0,001
Cauxenne ypoBHst [ICA > 50 % or HCXOTHOTO 395/731 (54) 5/330 (2) — <0,001
e e -
ITaumeHTsI ¢ U3MepsieMbIMU 04aramu, # (%) 446 (56) 208 (52) - -
[oJHBI/9aCTUYHBI 0ObEKTUBHEII OTBET, % 129/446 (29) 8/208 (4) - <0,001
Menuana BpeMmenu 10 [TCA-nporpeccupoBaHusi, MeC 8,3 3,0 0,25 (0,2—0,3) < 0,001
MenyaHa BpeMeHU 10 TIEPBOr0 KOCTHOTO OCJIOXHEHMSI, MEC 16,7 13,3 0,69 (0,57—0,84) <0,001
OTBeT cO CTOPOHBI KauecTBa ku3Hu, #/N (%) 281/651 (43) 47/257 (18) - <0,001

TICA — npocmamuueckuii cneyuguueckuii aHmueeH.

IMOATPYIITaX OOJIFHBIX, BKIIIOUYAsI CTPaTU(UIINPOBAHHBIX
ITO BO3PACTY, ICXOMHOM MHTEHCUBHOCTH OOJIEBOTO CHHAPOMA,
KOJIMYECTBO KOCTHBIX OYaroB 1 APYTruX (hakTopOB IMPOTHO3A.
Kpowme 3toro, Teparmmst sH3aIyTaMUIOM OBLIAa aCCOITUUPO-
BaHa C YBEJIMYCHUEM BPEMEHU JO Havyajla XUMUOTEePAIIUU
(OP0,35;95 % A1 0,3—0,4) 1 Bpemenu a0 IICA-niporpec-
cupoanus (OP 0,17; 95 % AU 0,15—0,20). CHrxeHMe
koHueHTpauyu [TCA, 00beKTUBHBIN OTBET CO CTOPOHBI
MSITKMIX TKaHEH 1 JIydIliee Ka4eCTBO KM3HU TAKXKe OTMede-
HBI B ITOATPYIIIE OOIBHBIX, IOYJABIINX TePAITHIO SH3aIy-
TamuaoM [29]. O006IIeHHBIE pe3yIbTaThl UCCICIOBAHMS
PREVAIL nipencraBieHb! B Ta0I. 2.

B uccaegosannu PREVAIL sH3anyTamua mpoaeMoH-
CTPUPOBAJI B LIEJIOM OJIATONIPUSITHBIN PO TTEPEHO-

Tadmuua 2. O6o6wennvie pezyavmamot uccaedosanus PREVAIL

KoHeuHas Touka

MennaHa o0l1ei BEIKMBAEMOCTH, MEC
Pannonornyeckasi BBLKUBAEMOCTD O€3 MPOrpeccCupoBaHUsI, MeC
MenuraHa BpeMeHHU 10 Hayajla XUMUOTepanuu, Mec

CHUXEHUE YPOBHSI IIPOCTATUYECKOrO Crieln(UYECKOro aHTUIEHA
>50 % OT UCXOIHOTO

CHUXEHUE YPOBHS IPOCTATUYECKOTO Creln(pUYECKOro aHTUIEHA
>90 % OT UCXOIMHOTO

TlanueHTsI ¢ U3MEpsieMBIMU odarami, n (%)

[ToHBII WM YaCTUYHBINM 00bEeKTUBHBIN OTBET, #/N (%)
Menuana Bpemenu 1o [1CA-niporpeccupoBaHusi, Mec
MenvaHa BpeMeHHU 10 IEPBOTO KOCTHOTO OCJIOXHEHUSI, MEC

OTBeT cO CTOPOHBI KauecTBa Xu3Hu, n/N (%)

cumoctu. [Tobounbie 3 hEKTHI Tepari BKIIIOYaJIA YTOM-
nsseMocTh (36 % B rpymime sH3anyTamuaa u 26 % B rpyiie
miaie6o), 60b B ciube (27 u 22 % COOTBETCTBEHHO),
3arop (22 u 17 % cootBeTcTBeHHO) 1 apTpairuio (20 u 16 %
COOTBETCTBEHHO). HexkenaTenbHBIC SIBICHUSI CO CTOPOHBI
CepaeYHO-COCYAUCTOM cucTeMbl Habmomaau y 10 % na-
LIMEHTOB, MOJYYaBIIMX SH3AIYTaMUA, Uy 8 % OOJbHBIX
TPYIIILI IU1a1e00. ApTepraibHyI0 TUIIEPTEH3UI0 HA0II01a-
JI B TPYIIIIE SH3aTyTaMIIa JOCTOBEPHO YaIlle, YeM B TPYII-
e rane6o (13 % o cpaBHeHuIoO ¢ 4 %).

Takum o6pa3oM, BO3MOXHOCTU Tepanuu OOJbHBIX
KPPILX B HacTosi11Iee BpeMsi CyLLeCTBEHHO PAaCIIUPUINCh
3a cueT OoJIee IryOOKOro MOHUMAaHWS MEXaHMU3MOB, JieXKa-
IIMX B OCHOBE Pa3BUTUS KACTPAIIMOHHOW PEe3UCTECHTHO-

DH3AIyTAMH] ILnane6o OrtHomenne puckos (95 %
(n=2872) (n=845)  noBepuTENBHBIA HHTEPBAI)
32,4 30,2 0,71 (0,60—0,84) <0,001
He nocrurayra 3,9 0,19 (0,15-0,23) <0,001
28,0 10,8 0,35 (0,30-0,40) <0,001
666/854 (78)  27/777 (3) = <0,001
400/854 (47)  9/777 (1) - < 0,001
396 (45) 381 (45) - -
223/396 (59) 19/381 (5) - <0,001
11,2 2,8 0,17 (0,15—0,20) <0,001
31,1 31,3 0,72 (0,61—0,84) <0,001
328/827 (40)  181/790 (23) - <0,0001
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CTH, ¥ BHEIPEHNUS B KIIMHUYECKYIO MMPAKTUKY MHHOBAIIH-
OHHBIX JEKapCTBEHHBIX IpeliapaToB, HaIpaBJIEeHHBIX
Ha CeJIeKTUBHOE OJIOKMPOBaHNE JIMTAHI3aBUCMOTO Ty TH
aktuBanuu AP. Dta HoBag spa neuennst KPPITXK otuactu
00ycCJIOBJIeHA YCIIEXOM dH3aayTamuaa. MoIIHbIM MTHIuou-
Top AP sH3anyTamu ObUT pa3paboTaH C UCIIOJb30BaHUEM
3HAHUI O JiexXalleil B OCHOBE 3a00jieBaHUSI OMOJIOTUH
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1 YCTOMYMBOCTH K CTaHAApTHOMY jiedeHn1o. OH criocob-
CTBOBAJI pPagUKaJIbHOMY U3MEHEHUIO TeparleBTUYECKUX
noaxonoB y 6oabHbIX KPPITXK 3a cuet mpenocraBieHust
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Mpemnapara, KOTOPBIii He TOJLKO YydIllaeT IToKa3aTesIn
OB, cyiiecTBEHHO OTHANSET BpeMsI 10 Hadajla XUMHOTepa-
MU, HO U YJy4YIlIaeT KaueCTBO XXU3HU OOJIbHBIX.
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