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Hormonal therapy and chemotherapy in patients with hormone-sensitive prostate cancer
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Prostate cancer is the most common men's cancer in men in developed world and the second cause of death in this population.

This review focuses on management of advanced castration resistant prostate cancer (CRPC) has been rapidly changing and is still evolving.
In the last years, there has been an increasing knowledge of prostate cancer biology. New therapeutic agents and approaches have been
evaluated demonstrating benefits in survival and quality of life in patients with metastatic prostate cancer.

Key words: prostate cancer; chemotherapy; hormonal therapy

BseneHue

Pak npencratenpHoit xkeme3nl (PIT2K) sBisercs Ham-
boJiee pacIpocTpaHeHHBIM OHKOJIOTMUYECKIM 3200/ IeBaHN -
€M Y MY>XUMH B Pa3BUTHIX CTPaHAX MUPA 1 BTOPHIM B PSILY
CMEpPTHOCTH B 3TOM nomnysisauuu [1]. B opurnHanpHOM pa-
o6ote C. Huggins B 1941 1. [2] 6bUT TpOIEeMOHCTPHUPOBAH
IMOJIOXKUTEIbHBIN 3P GEeKT XMPYypruidecKoil KacTpanuu
PITXK, u ¢ Toro xe BpeMeHU aHAPOTreH-AeIPUBALIMOHHAS
tepanus (AJIT) 3aHsu1a TITaBEHCTBYIOIIYIO POJIb B JICUCHUT
NalueHToB ¢ 3TUM 3a0oeBanueM. AJIT BKItoyaeT Xxupyp-
TUIECKYIO MM MEIUKAMEHTO3HYIO (aTOHMCTHI WJIM aHTa-
TOHUCTHI JIIOTEMHU3NPYIOIIETO TOPMOHA PUJIM3UHT-TOP-
moHa — JIT'PI') kactpamuio ¢ ncnoirb30BaHUEM WA 0e3
HCITOJIb30BaHUSI HECTEPOUIHBIX aHTHAHIPOTEHOB. DTO
W €CTh TIepBast TUHUS JeUCHUS MTallMeHTOB C MEeTacTaTH-
yecknM PITXK [3, 4]. Hame Bcero AIIT mo3BoJIIET HOCTUYD
KacTpallMOHHBIX 3HAYeHUI TecTocTepoHa (< 50 Hr/mi),
¥ OOJIBITMHCTBO MAIIMEHTOB ¢ METACTATUIECKIM TOPMO-
HOUuyBCTBUTEIBbHBIM PIT2K m3HaYaibHO OTBEYArOT HA 3TO
neuyenue [5]. Tem He MeHee y OOJIBIIMHCTBA MTALIMEHTOB
OymeT pa3BUBATHCS YCTOMYMBOCTD K 3TUM TPaIUIIMOHHBIM
TOPMOHAJIBHBIM MpOLIeAypaM, a MEAMAHA BPEMEHU 10 MPO-
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rpeccupoBaHusl OOBIYHO cocTtaBisieT 18—24 mec [6].
I1o maHHBIM pa3HBIX aBTOPOB, 0osiee ueM B 20—40 % ciy-
YyaeB OIpenesIsIeTCsI OTBET Ha 2-10 M 3-F0 JUHUU TOPMO-
HanpHOI Tepanuu (I'T), 9TO CBUAETEILCTBYET O CYIIECT-
BEHHOI1 pOJIM aHIPOTeHOBOTO petienitopa (AP) B mepenaye
CcHUTHaJa y 00JIbHBIX KacTpalimoHHO-pedpakTepHbIM PTTK
(KPPITX) [3—7]. [lepenaua curHana AP urpaer 1eHT-
pajnbHYI0 poib B ouoniorun PITXK, HeoOxoaumyro a1s1 TIpo-
Jmdepaly 1 BBDKMBAHUS paKOBBIX KJIETOK [8]. AP — 1im-
TOMJa3MaTUIECCKUU CTEPOUI-PEIENTOP, KOTOPBIA
CBSI3BIBACTCS C IUTAHIAMHK — aHIPOTeHAMU. AHIPOTCHHBIC
CTEPOUIBI SIBJISTIOTCS HanboJtee BasXKHBIMU aroHrcTaMu AP,
OHM BKJTIOYAIOT TECTOCTEPOH, AETUAPOINUAHIPOCTEPOH,
aHIPOCTCHINOH M aHAPOCTEHANO. TecToCTepOH — OCHOB-
Holi anaporeH, 90—95 % ero CMHTE3UPYIOTCS B KJIETKAX
Jleiinnra ssmuek, a 5—10 % MMeIOT HaAMOYEYHNKOBOE
IMpoucXoXaeHne. B KileTkax mpeacTaTeTbHOM XKele3Hl,
depMeHT 5-anbda-peaykraza mpeBpaniaeT TeCTOCTEPOH
B aKTHUBHBI TOPMOH IETHUAPOTECTOCTEPOH, KOTOPBIN
u cBsi3biBaeTcs ¢ AP [9]. [Ipu orcyrerBrm anaporeHoB AP
CBSI3BIBACTCS C OEJTKOM TETUIOBOTO IITOKa M OCTAaeTCs Tpe-
WMYIIECTBEHHO B uToruia3Mme. Ilocite akrmBalimm aHIpo-



ﬂuaeﬁocmtma u1evenue onnyﬂeIZ Mo4enon06oii cucmemsl. Pax npedcmameﬂbﬁo[t Jicenesnl

reHoB AP otaensieTcst oT 6e1KOB TETUIOBOIO 1110Ka U TpaHC-
JIOLIMPYETCS B SIAPO, TAE CBA3BIBACTCS C KOAKTUBATOPaMU
U KopempeccopaMy, CTUMYJIMPYS IMPOMOTOPHI TEeHOB
IJISI 3aITycKa WX TPAaHCKPUIIINU. DTO B3aUMOIEHCTBHE
oIpenesisieT aKTUBAILINIO MJIU TTOIaBICHNE TEHOB, PETryJI-
PYIOIINX pa3BUTHE, TU(PHEPESHIIMPOBKY U IIPOI(EpaITIio
kyeToK [10]. CyiiecTByeT 00JIbIITOE KOJTUYECTBO JOKITMHU-
YEeCKMX U KIMHMYECKUX MTaHHBIX, CBUAETEIbCTBYIOLINX
o ToM, uTo AP ocraercsa aktuBHbIM nipu KPPITK. Coxpa-
HeHUe aKTUBHOCTU AP SIBIIsIeTCs KITFOUOM K IIPOTPeCcCrUpo-
BaHuio PIT2K, a cam peuenTop npeacrapisieT codoit Hau-
0oJiee BaXKHYIO TepalleBTUICCKYIO MUIIICHD B JICYCHUH 3TOM
0oJIe3HU, KaK IPH TOPMOHOUYYBCTBUTEIBHOM, TakK
U PpU KaCTPALMOHHO-PE3MCTEHTHOM 3aboyieBaHuu [11—
13]. AP cBg3bIBaeT aHIPOTeHAKTUBUPYIONINE CIielndye-
ckue nocienoBateabHocT JIHK ¢ Tpanckpuniueii aH-
IPOTCHKOPPEIUPOBAHHBIX T€HOB, ONpEaeISIONINX
dusunonornueckue 3(pGeKThl aHAPOICHOB.

Kax uzBectHo, xumuorepanus (XT) momerakcenoM
IOCTOBEPHO YBEJIMYMBAeT 001Ny BEKBaeMocThb (OB)
npu MetactatndyeckoM KPPITXK [14, 15]. B HacTogiee
BpEMSI TIPOBOJSTCS UCCEA0BAHMS, KOTOPbIE HAIIpaBJIEHbI
Ha M3yYeHME BIUSHUS KOMOMHAIIMI IIMTOCTAaTHIECKOM
u I'T B KOMITIEKCE ¢ OCHOBHEIM JiedeHEeM (JrydeBasi Tepa-
HsI, paIuKaJbHas oIlepallns) y TallMeHTOB C HeMeTacTa-
THIecKnM 3aboneBaHreM. OCHOBHOM BOITPOC, IIOVMCK OT-
BeTa Ha KOTOPBII BEOYT MCCIEHOBATENIN: MOXET JIN
nobasnenue I'T u XT K MecTHOMY JIEYEHUIO YIYUIIUTh
PEe3YJIBTaTHI JICUCHUSI B 11€JI0M Y OOJBHBIX JIOKATN30BaH-
HBIMH ¥ MECTHO-pacIipocTpaHeHHBIM PITXK BBICOKOTO
pHICKa IIPOTrpeCcCUpPOBaHMS?

PITK BBICOKOTO pricKa ITPOTPeCCPOBAHNSI COCTABIISI-
€T 0K0J10 15 % Bcex HOBBIX CilydaeB 3a00/1eBaHuUsI U SIBJISI-
eTCs ITOTEHIIMAIBHO CMepTeIbHBIM. HecMOTpsT Ha TIpoBO-

IUMOE MECTHOE JIeUeHUE, KaXIBIi 3-1 malmueHT
MoABEpPXKEH PUCKY peunansa u cmepTtu ot PITXK [16, 17].
Hawnboee BasXkHBIMH IIPOTHOCTUISCKUMH (DaKTOpaMMu,
onpenensoMu puck BosHukHoBeHUus: PIT2K, ciyxat
KJIMHWYECKasI CTanus OIYyXOJIM, YPOBEHb MHUIIMAIBHOTO
mpocTaTnieckoro crennduaeckoro antureHa (I1CA),
cymMma OamroB mo mkane [nmncona (maHmekc ImmcoHa)
U TIPOLIEHT MOJIOXKUTEIBbHBIX 61onTaToB [18—20]. Cymre-
CTBYET pacTyIIN MHTEPEC K MYJIBTUMOIAITBHOMY ITOAXOY
IIpY BBICOKOM pHcKe HeMeTactatmaeckoro PITK, koTo-
PBIif OOBEAMHSIET MECTHBIC U CUCTEMHBIC METOMIBI JIeUe-
Husi. B aToM koHTekcTe XT MOXET urpaTh BaKHYIO pPOJib
B 60pn0e ¢ 60e3HbI0. B yacTHOCTH, TTpenmyiecTBo B OB
npu Metactatuueckom PIT2K mpuBeno K M3y4yeHUIo BO3-
MOKHOCTH MCITOJTb30BaHUS MOIIeTaKCeIa Ha paHHUX CTa-
nusix 3ab6oneBanus. Heckonbko ucciaegoanuii 111 ¢assl
n3ydator BiusHre X1 B HeoamblOBAaHTHOM M aIbIOBAaHT-
HoM pexxuMe ripu PIT2K B kom6uHaumu ¢ I'T unm 6e3 Hee.
[MotpedyeTcst WmMTEIbHOE BpeMsl, YTOOBI OILICHUTD PE3YiIb-
TaTHI JICICHUS TAKUX OOJIBHBIX, XOTSI U3BECTHO, UTO JIUIIb
HEMHOTHE U3 3TUX MCCICIOBAaHNI 3aBEPIIMINCH TNIAHO-
BBIMH HaOopamMu. MBI mipeAcTaBUM HauboJiee BaXHBIC
WCCIIEIOBAHMUS B OTHOIIICHNH POJIM JOIIeTaKceIa B Heoa-
I'BIOBAHTHOM M aIbIOBAHTHOM PEXMMaXx (CM. TaOJIHILY).

FopMoHanbHas u Xumuomepanus

Y ropMOH-HaUBHbIX NayueHmMoB

HUcnonb3zoBanue HeoagbioBaHTHOM XT oueHEHO
npu PTTK Beicokoro pucka. Couetanue I'T u XT ¢ noue-
TaKCeJIOM, NO-BUAMMOMY, MPUBOAUT K YMEHBILIEHUIO pac-
IMPOCTPAaHEHHOCTH OITyXOJIEBOTO IpoIiecca IIPU YIOBIET-
BOPHTENIBHBIX TTOKA3aTeNISIX O0IIeil TOKCUIHOCTU. BhlTo
MpoBeneHO HeCcKoIbKO uccaenoBanuii 111 ¢asbl, oueHu-
Bawlux npeumyinectso XT mepen onepauueit Ha poHe

Different chemotherapy regimens used in patients with high risk localized and locally advanced PC (Recine, 2015)

Local
Study name tumor Design of the study
treatment
GETUG 12 XRT NA DOC + E + ADT (3 years)
NA DOC (6 cycles) + ADT

CALGERD A e R R E
RTOG 0521 XRT AT DOC (6 cycles) + ADT (2 years)
TAX 3501 RPE AT DOC (6 cycles) + ADT
VA # 553 CAP RPE AT DOC (6 cycles)
AdPro RPE AT DOC (6 cycles)
AdRad XRT AT DOC (6 cycles) +ADT
Dana FARBER XRT NA DOC (6 cycles) + ADT

Control group Primary endpoint Trial status
ADT (3 years) PFS Accrual completed
RPE PFS Ongoing
ADT
By PFS Accrual completed
ADT PES Accrual completed
Observation PFS Ongoing
Surveillance Time to treatment failure Accrual completed
ADT PSA progression rate Ongoing
ADT (6 cycles) OS Ongoing

Notes. XRT — external radiation therapy, RPE — radical prostatectomy; PFS — progression-free survival; OS — overall survival; NA — neoadjuvant;

AT — adjuvant therapy; DOC — docetaxel; E — estramustine
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AJIT, HO pe3ybTaThl 3TUX UCIIBITAHUH eIlle He OITyOJIUKO-
BaHEI.

B nacrosiee Bpemst iposogutcs 111 ¢paza pangomu-
supoBaHHoro ucciaegoBanusg CALGB 90203, koropas
oueHuBaeT HeoanbloBaHTHYIO X T 1 AIIT 1o pagukanbHO
mpocrarakTomMun (PI1D) mo cpaBHeHUIO ¢ HEMOCPEACT-
BeHHOI PI1D y mammeHTOB ¢ BEICOKUM PHCKOM JIOKaJIHA-
30BaHHOTO 1 MeCTHO-pacrnpocTtpaHeHHoro PITXK (cragust
T1—-3aNOMO0). Bcero B ucciaemoBaHNHY JICUCHNE TIPOBEIC-
Ho 750 mammeHTaM: B OCHOBHOM TPYIIIe IPOBOIMIOCH
MYJIETUMOJAJIbHOE JIeYeHKEe, KOTOPOE BKJIIOUAJIO 6 LIMKIIOB
HeoanbioBaHTHOM X T TakcaHamu Ha (poHe AT ¢ mocie-
nytomeir PIID; B KOHTpOIBbHOM TpyIINe BHITOJHSIACH
TonbKo PITD. TlepBuyHOIT KOHEYHOM TOYKOM MCCIeq0Ba~
HUs OyIeT OLICHMBAThCS BBLKMBAEMOCTH O€3 ITPOTPECCH-
posanus (BBII) B reuenme 5 et [21].

GETUG 12 — ¢ppaniy3ckoe paHIOMU3UPOBAaHHOE MC-
caemoBanme 111 a3er, B KOTOpOM CpaBHUBAIOTCS 4 LIMKJIIA
HEOabIOBAHTHOM TEPAMMNU JOLIETAKCEIIOM U 3CTPaMyCTH-
HOM 110 MecTHOU Tepanuu 1ioc AT B TeueHue 3 et
¥ MeCTHas Teparus B KomonHaumu ¢ 3-netHeit AIIT. B stot
IIPOTOKOJ OBLIO paHIOMHM3UPOBaHO 413 mammeHTOB
C MECTHO-PAaCIIPOCTPaHEHHBIM WX JIOKATN30BaHHBIM
PITXK BbICOKOroO pucka, 60JIbIIMHCTBY MauneHToB (87 %)
ObLIa TTPOBecHA TUCTAHIIMOHHAS JTydeBast Teparms. JJaH-
HBIE 3TOTO MCCICA0BAHUS TOCTOBEPHO IMPOIEMOHCTPUPO-
Banu 3HauuTenbHoe yayuineHue BBII B rpymnmne komOu-
HUPOBAHHOMW TepamuM II0 CPaBHEHUIO C TPYIIION,
mosrygaromieit Toapko AT (otHOCUTENnbpHEIN prucK (OP)
0,75; 95 % noseputenbHbiii nuuTepBan (AM) 0,55—1,01;
p=0,06). Taxxe O6bLU10 TTOKa3aHO IperMyiecTBO o [TCA-
OTBETY, KOTOPBII ObLT 3HAYUTEIIEHO OJIATOIIPHUSITHEE B TPYII-
11e, mojryJaBiei X T, yeM y MarueHTOB, TTOTyYaBIINX TOTb-
ko AJIT. Ilo pe3ynpTaTaM aHaiamu3a HeXejgaTeJabHBIX
SIBIICHU# OBLJIO TTOKA3aHO, YTO COUYCTAaHME JOIleTaKcesia
C 3CTPaMYCTHHOM MMeeT IIPUEMIIEMbI IPO(UIb TOKCHI-
HoctH [22]. EcTh HeCKOJIbKO KPYITHBIX UCCIIETIOBAHMIA, OLie-
HUBaWIIUX agbloBaHTHYIO X T mouerakcesoMm y 00JbHBIX
HemeTactatndeckuM PIT2XK ¢ BbICOKMM pHCKOM IIporpec-
CUpPOBaHUS, KOTOPBIM ObIa TIpoBeneHa PITID. JlanHbie
HU ogHoro u3 uccnenosanuii 111 ¢passl 1o n3ydeHuro 3Toin
ITOCJICIOBATEIBHOCTHY TTOKA HE TIPEACTABICHBI.

Uccnenoanme 111 ¢paser RTOG 0521 66110 pa3pabo-
TaHO AJIsI OLIeHKU 3(PheKTUBHOCTU aabloBaHTHOU XT
¢ morieTakcesioM B codetaHny ¢ AT u ydeBoii Tepanmeii.
D10 McciienoBaHue BKIIOUYMiIo 0oibHBIX PIT2K BeicOKOTO
pucka, nonaydatomux AJIT B TeueHure 2 1e€T B KOMOMHALIAN
C JTy4eBOM Tepamnueit, agboBaHTHOU XT molieTakceaoMm
WM Ge3 TAKOBOi B TeueHue 6 IMKIIOB. [1epBUYHOI KOHEeu-
Hoii Toukoit orpeneniena OB. Ha ASCO 2015 6bumm mipen-
cTaBlieHBl maHHble UccnegoBaHusg RTOG 0521. Tak,
5-netusia BBIT cocraBuna 66 % mnst AT + JIT un 73 %
st AT + JIT + XT (OP 0,76; 95 % A 0,57—1,00; p =
0,05), 4-netusis OB B rpynne XT cocraBuia 93 % npotus
89 %. TokcuuHOCTH ObLIa pueMiemMoit [23].

64

TAX 3501 — III ¢paza KIMHNYECKOTO UCCIIeTOBAaHUS
10 OlIEHKE aIbIOBAHTHOM TEpaIMu 10 CPaBHEHMIO C aK-
THUBHBIM HaOJIIOIeHUEM TIPU PETUCTPALINA OMOXUMIIC-
cKoro nporpeccupoBaHus. [TaliMeHTHl BBICOKOTO pucKa
OBIIM PaHIOMU3UPOBAHBI HA 2 TPYMNNbI, B 1-i1 TpyIe
npoBogmiiack AJIT anamoramu JITPT B Teuenne 18 mec,
BO 2-11 rpynne Ha3HaueHbl aHanoru JITPT + monerakcen
75 mr/ M2 Kaxple 3 Hel B TedeHue 6 IMKIIOB. I1epBuuHoit
KOHEYHOI TouyKoli Ob1a onpeneneHa BBIT. Bro uccie-
JIOBaHWe He OBIJIO 3aBePIIeHO M3-3a TPYIHOCTEM Habopa
MalEeHTOB, a MOJyUYeHHbIE Pe3yabTaThl HEAOCTATOYHBI
IUISL oTnpeaesieHusl 3HauuMbIX pa3nnuuii B BBII 3a6o0me-
BaHud [24].

Bpuranckoe ucciaegoBanme STAMPEDE gBnsietcs
KPYITHEUIIIMM T10 N3Y4eHWIO BIMSTHUS Pa3IMYHBIX PEXXIMOB
CHUCTEMHOM TepaItiy TIPY MECTHO-PACITPOCTPAHEHHOM 1 Me-
tactaTndeckoMm PITXK. DTo MHOTOTpynIioBoe MHOTOCTY-
MeHYaToe MCCIeq0BaHue HallpaBlIeHO Ha U3ydyeHue 3(-
($EeXTUBHOCTM HECKOJILKUX IIpernapaToB B COUYETAHUM
C TOPMOHAJIBHOM Tepanueil y 607IbHBIX MECTHO-PACITPOCTPa-
HeHHBbIM 1 MeTtactatndeckuM PIT2K ¢ BEICOKHM prcKOM.
Llenb nccnemoBaHust — OLEHUTH 3(P(PEKTUBHOCTD TOLIETAK-
cena, 30JIeAPOHOBOI KMCIIOTHI, 1IeIeKOKCH0a, abupaTrepoHa,
SH3AJTyTaMUJA U JIy4eBOM Tepariy (TOJIBKO CpeIy TTaleH-
TOB ¢ MeTacTazaMu) B couetannu ¢ AJIT B cpanenuu ¢ AT
B MOHopeskuMe. OCHOBHAS 3aja4a UCCIIEAOBAHUS — OIpe-
nenenne OB. UccnemoBanue Havastoch B okTsiope 2005 r;
MaIeHThI OBUTU pacIipeie/ieHbl Ha 5 9KCITepUMEHTAIbHBIX
OPUTHMHAJILHBIX TPYIIIT, KOTOPhIE CPABHUBAJIMCH C KOHTPOJIb-
Hoii rpyrmoii. C Hos6ps 2011 . o ssHBaph 2014 1. 6bIT OCy-
LIEeCTBJIEeH HabOp B Ipylnny MalUeHTOB, MOIYYalOIInX
abupaTepoH B KOMOMHALIMK C TIPEIHU30JIOHOM Ha (poHe
AJIT. ®opMupoBaHUe TPYIITHI TTO OLICHKE JTy4eBOI Tepann
JIJISI TAlIMEHTOB CO BHOBD JMArHOCTUPOBAHHBIM METACTaTH -
yeckuM PITXK craprosano B ssHBape 2013 . B ssHBape 2014 1.
WHULMMPOBAHO BKITIOUEHME ellle OMHOM TPYIIIhI MallkeH-
TOB, TTOJTyYaIOIINX a0UpaTEPOH, MPETHN30JIOH U SH3aTyTa-
vz Ha ore AT [25]. Ipyrima maimeHToB, OTyJaroIiX
LIeJIEKOKCHO, ObIJTa 3aKphITa M3-3a OTCYTCTBUS dddeKTa
I10 pe3yJIBTaTaM 2-To IIPOMEXYTOYHOro aHanm3a [26]. Habop
B 3 TIOATPYIIITHI C 30JIEAPOHOBOI KMCIIOTOM, TOLIETAKCETIOM
1 30JIEAPOHOBOI KUCJIOTOIM B KOMOMHAIINH C TOLIETAKCETIOM
ycrnenrHo 3aBepiieH B MapTe 2013 . [TpoMeKyTouHbI aHa-
JIN3 Pe3yJIBTaTOB BhIKMBaeMocTu B Tpyniie AT mokazan
yiyaiienre OB B rpyrimne 001bHBIX C BIIEpBBIE TMarHOCTUA-
poBaHHBIM MeTacTatnaecknuM PTT2K mo cpaBHeHUIO ¢ Tipe-
IBIIYyIIMMY faHHBIMU JuTepatypbl. Ha ASCO 2015 npen-
CTaBJeHbl OOHOBJIEHHBIE JAHHBIE IO BBIXKMBAEMOCTH
B uccnegoBann STAMPEDE, rine 65110 MokazaHo KITMHU-
YeCK! M CTATUCTUYECKU 3HAYNMOe yBeJIMUeHNEe BEIKMBae-
mocTtu B rpynne AT B KoMOMHALIMK C TOLIETAKCEIOM,
HO He B Tpymniie ¢ J00aBJIeHUEM 30JIeIPOHOBOIM KMCITIOTHI
[27].

Taxke HegaBHO OBIJIO TTOKA3aHO, UTO paHHEEe TIprUMe-
HeHre XT MOXeT yay4dIInTb pe3ybTaThl JJeYeHUs 00JIb-
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HBIX M€TacTaTUuuYeCKUM ropMoH-HauBHbIX PITXK, oco-
OEHHO B IOATPYINE OOJbHBIX C HEOJArompusITHBIM
IMpOrHO30M [28, 29]. DTa KOHIISIIIINS 10 MOCICAHETO Bpe-
MEHHU OCTaBaIach CIIOPHOM, BHICKA3BIBAJINCH APTyMEHTHI
3a M IPOTUB TAKOTO MOAX0Aa. ApTYyMEHTOM B IOJIb3Y JIaH-
HO KOHIICTILINY SIBWJICS TOT (baKT, YTO paHHEE BO3MEICT-
BHE Ha TECTOCTEPOH-HE3aBUCUMBIC KJIIOHBI OITyXOJIEBBIX
KJIETOK MOKET YBEIMIUTD IIUTEIBHOCTD 3 GEKTUBHOMN
AJIT 1 TeM caMbIM YIJIMHUTD TPOJOJIKUTEIbHOCTD PEMUC-
crm. Kpome Toro, CyIecTByeT OIacHOCTD, YTO HEKOTOPBIC
MMAIlMEeHTHI ITOCJIe TIPOrPEeCCUPOBaHMS Ha (hOHE U30IMPO-
BaHHOU AJIT MOTYT OBITh CIMIIIKOM OCIa0J€HHBIMU, UTO-
Obl B mociaenylouieMm moaydath XT. Takxke M3BeCTHO,
yT0 monarocpodHas AT MoxXeT clienaTh OIyXoJIeBhIe KIIeT-
K MEHEe YYBCTBUTEIBHBIMU K IIMTOCTATUICCKOMY BO3-
nmeicTBrio. ToT (hakT, YTO HEKOTOPBIC MAIIMEHTHI B TeUE-
HUE IJUTEIbHOTO BpeMeHM oTBedaoT Ha AT u um
Hukoraa He moHagmooutcst XT, ctan OCHOBHBIM apTyMeH-
ToM mpotuB panHeit XT. g oueHKN 3DHEeKTUBHOCTU
panHeit XT y 00JbHBIX TOPMOHOUYYBCTBUTEAbHBIM PIT2K
¢ Havaza 1980-X romoB poBeneH psiI KPYITHBIX UCCIIEI0-
BaHnii [30—36]. Hu ogHO 13 HUX HE ITPOIEMOHCTPUPOBA-
JIO TIOJIOXUTEIBHBIX PEe3yJbTaTOB. bBIIO mMoKasaHoO,
YTO aHAPOTEHHAS IEIPUBAIINSI OCTaBaJIaCh ITPEITIOUTH -
TEJIbHOM ONIINEH B IIepBOI TMHUM JICICHUST METACTATH -
yeckoro PIT2K, Hu ogHOTO mpumMepa MoJ0XUTEIbHOTO
BIMSTHUSI IIUTOCTAaTUICCKOTO pesKMa B OTHOIIIEHUH TOP-
MoHouyBcTBUTEABbHOTO PITK He oTMeueHo.

Xumuomepanus y GonbHbIX Memacmamuyeckum PN

Ha mipoTsckeHr MHOTHX JIET MCCIICIOBAHMS C UCTIONb-
30BaHMEM IIUTOCTATUKOB He MOKa3bIBaIN yBemaeHuss OB
y 6osbHBIX HemeTactaTuueckuM PITK. Tonbko B mocnen-
HHE TOMBI, C TTOSIBJICHUEM ITPerapaToB HOBOT'O ITOKOJICHMS,
BO300HOBWJICS MHTEPEC K MCCACAOBAHUSAM Pa3TNIHBIX
JIEKapCTBEHHBIX ar€HTOB IIPU TOPMOHOUYYBCTBUTEIILHOM
PITXK. B uccnenosanue R.E. Millikan 1 coaBr. [37] Oblia
BKJIIOUeHbI 286 60JibHBIX. CpaBHMUBAIOCH COYETAHHUE KETO-
KOHA30J1a ¥ JOKCOPYOHUIIMHA C TTOOYEPEIHBIM IIEPEX0OI0M
Ha BUMHOJIACTUH U 3CTpaMyCTUH B gonojHeHue K AT
u AJIT B MmoHOpexume. Takue KOMOMHALIUM TTpEerapaToB
He ITOKa3aJIx Pa3Inyrii BO BpeMEHHM 0 Pa3BUTHUS KacTpa-
IIMOHHOM PEe3MCTEHTHOCTH U Pa3IMUMil MeANAHBI BBIKH-
BaeMOCTH MEXIy ABYMsI TpyrmamMu. B rcciiemoBanmm, mpo-
BemeHHOM J. Wang 1 coaBT., CpaBHMBAJIOCh COUYCTaHNE
mutokcanTpoHa ¢ AJIT u tonbko AJIT y 93 nmanyeHTOB
C MECTHO-pacIpOCTPaHEHHBIM WJIM METAaCTaTUUEeCKUM
PITX [38]. Bruto moka3zano 3HaunTebHOE yBemueHne OB
B OTBET Ha JICYCHHE Y ITAIIMEHTOB C MECTHO-PACIIPOCTPa-
HeHHbIM PIT2K B rpyrime MuTokcaHTpoHa, HO 0e3 CyIecT-
BEHHBIX TIPEUMYIIECCTB B TPYIIITEe OOJbHBIX METaCTaTHIEC-
kum PTTXK.

Bo ¢dpannysckom nccnegosann GETUG-15, mipo-
BeneHHoM G. Gravis 1 cOaBT., ¢ ydacTeM 385 malmeHTOB
C MeTacTaTuIeCKUM TOPMOHOUYYBCTBUTEIbHBIM PITK,

OCHOBHas TpyImna mojydana gomnetakcena u AJIT, KoHTp-
onbHasa — toabko AJIT [30]. DTo nccnenoBaHue OBLIO
IIepBBIM, TJIe IEPBUIHOM KOHEUHOM 1IeJIbI0 OBLIa OIlpeie-
nena OB 1 BpeMsT 10 pa3BUTHSI KacTPallMOHHOM pe3u-
creHTHOCTHU. Llenpio mccimeqoBaHmusa OBUIO TOKAa3aTh,
4yTO paHHee HazHaueHHe X T mmeeT OOJbIIYIO TOJIb3Y
npu MetactatnueckoM PIT2K Ha HayanbHBIX 9Tanax, He-
XKenmu Tipu otcpoueHHOM X T Ha aTame pa3BUTHS KacTpa-
LIMOHHOM pe3ncTeHTHOCTH. [1anieHTH! moaydJanu 10 9 m-
KJIOB JolieTakcena. MenmaHa mepuoaa HaOMOIeHUS
cocraBmia 50 Mec. CireyeT OTMETUTh, UYTO Y OOJIBITNHCT-
Ba IMAIlMCHTOB, BKIIIOYCHHBIX B CCIeAOBaHUE, TUAaTHO-
crupoBaH PITXK ¢ xopominM rnmporno3om. PesynbsraThl 1o-
Kazanu 3HauutenbHoe ynydiieHue BBII u Bpemenu
1o ITCA-miporpeccum 6e3 3HaUnTEIbHOM pa3HuLibl B OB.
Ha ASCO GU 2015 6b111 nipeacTaBlieHbl OOHOBJIEHHbBIE
pe3yabTaThl 00JIee IIUTeIbHOro HabmoneHus (80 Mec).
Meanana OB cocraBuima 46,5 mec B rpymme AT
n 60,9 mec B rpymme AIT + mouerakcen (OP 0,9; 95 % AU
0,7—1,2). Pesynbrarsl uccnenoBanust GETUG 15 6butn
CXOXMMMU C TEMM, YTO 1 B MPOBEACHHOM IO3HEE UCCTIE-
noBanuun CHAARTED, ognako uccnemoBanne GETUG
15 mokasaino He3HauuTenbHOe yayuimeHue OB B rpymme
AJIT + pouerakces, KOTOpoe COCTaBMIIo okouio 4 mec [39].

Hakomnei, Ha ASCO B 2014 1. mpencTaBiIeHBI JaHHbIE
nccienoBanusi CHAARTED, B KoTopoM cpaBHUBAJINCH
pe3yJabTaThl paHHETO MPUMEHEHUST [IUTOCTATUYECKOMN
¥ TOPMOHAJILHOM Teparnuu y 00JIbHBIX TOPMOHOUYBCTBH-
TeabHBIM MeTacTatmdeckuM PIT2K. Oto nccmenoanue 111
¢aswl mpencrabiieHo C. Sweeney 1 coasnT. [29]. [TareHTHI
¢ Mmetactatnueckum PIT2K Ha nepBom aTane nmomydanu XT
IoreTakcesroMm 75 mr/ M2 Kaxabiid 21-if 1eHb B TeYyeHUE
MakcumyM 6 nukiios + AJIT. B rpyriny cpaBHEHMS BOLIIN
OoJbHEIE, TTONy4JaBiIne ToJbKo AJIT B MOHOTEpanuu. DTo
HCCIIeIOBaHME ITPOAEMOHCTPUPOBAIO HEOCTIOPUMBIE TIpe-
UMyIecTBa paHHero Havdana X1, 0cOOeHHO B IMOATPYIIIIE
¢ HeOJIArOIIPUSITHBEIM ITPOTHO30M B COOTBETCTBUM C pac-
IMPOCTPAaHEHHOCTHIO MeTacTa3oB. bobiroit 00beM MeTa-
CTAaTUYECKOTO IMOPAKEHMS XapaKTepU30BaJicsl KaK Hali-
Yre BUCIEPATbHBIX METaCTa30B (B JIETKHE WU TI€YCHB)
1/vu 4 vim 6oJtee MeTacTa3a B KOCTH (110 KpaitHeil Mepe
1 ouar 3a rpeneaMu IMTO3BOHOYHMKA M Ta30BBIX KOCTEH),
YTO OIPEIEISIIO TTOATPYIITY OOJBHBIX ¢ HEOIAaTOTIPHUSIT-
HBIM IIPOTHO30M. B Hauaje ncciemoBaHus y4acTBOBAIN
TOJIBKO MALIMEHTHI C «OOJIBIITNM 00BEMOM ITOPAKEHUSI»,
HO B MOCJICAYIOIIEM OBLIO TIPUHSITO PEIlIeHNE O BHECEHUH
W3MEHEHUI B IIPOTOKOJ, W, TAKUM 00pa3oM, OOJbHEIE
C «MaJiIbIM 00BEeMOM MOpakKeHMWI» TaKKe BKIIOYAINCH
B ucciemoBanue. B ornmmune or GETUG 15 mpumepHO
2/3 naunentoB B CHAARTED uMenu «00bI10it 06beM
nopaxeHuit». [lepprnuHOl KOHEYHOI TOYKOM ObLIa ompe-
nmeneHa OB, B To BpeMs KaK BTOPUYHBIC KOHEUHBIC TOUKHU
COOTBETCTBOBAJIM BPEMEHM 0 Pa3BUTHS IIPOTPECCUPOBaA-
HUS 3a00JICBaHMS U BPEeMEHH 110 TTOSIBIICHUSI CUMIITOMOB
nporpeccupoBanus. Couetanue XT u AJIT B aToM nccie-
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JTOBaHWU OBLTO MOTUBHPOBAHO MIPEIITONIOKEHIEM, ITO Te-
CTOCTEpPOH-HE3aBUCUMBIC KJICTOYHBIC KJIOHBI TOJIKHEI
JIy4ie oTBedaTh Ha X T Ha paHHUX CTagusIX 3200 IeBaHUS
[40]. Kpome Toro, coob11anoch, 4To B pse padboT, B TOM
yucne B ucciemoBanne SWOG, rie cpaBHUBaJIach IMOCTO-
STHHAsI 1 THTEPMUTTHUPYIOIIAs Tepalus, ObUIO ITOKa3aHo,
YTO OOJIBIIION 00bEM MOPAKEHMS C HATMIMEM BHCIICPATTh-
HBIX METACTa30B U MHOKECTBEHHBIM ITOPaXKeHNUEM KOCTEH
CKeJIeTa KOPPEJINpPYeT C TUIOXUM IIPOTHO30M U KOPOTKHUM
nepuogom OB [35, 36, 38, 41]. B uccaemoBanum
CHAARTED couetanne nonerakcena u AT mokazano
npeumyirectBo B OB 14 mec 1o cpaBHenuto ¢ AJIT B Mo-
Hopexume (57,6 mec nipotus 44 mec; OP 0,61; 95 % AU
0,47—0,80; p = 0,0003). B rpymme ¢ mioxum MporHo30M
Mennana OB cocraBmiia 49,2 Mec pu Teparmmu A0IeTaK-
cesioM B koMonHaumu ¢ AJIT no cpaBHeHmIo ¢ 32,2 Mec
[pY Ha3HAYEHUHU TOJIbKO u3oaupoBaHHoi AT (OP 0,60;
95 % AN 0,45—0,81; p = 0,0006), pazHuLia COCTaBUIA
17 mec. Y GOIbHBIX B TOATPYIINE XOPOILIETo IPOrHo3a Me-
nraHa OB emie He OblIa TOCTUTHYTa HAa MOMEHT aHAIM3a
npu Meavane HabmoneHus 29 mec. Pe3ynsrarsl nccneno-
Banuss CHAARTED Takke moka3any yBeJIM4eHUE MeIV-
aHBI BpEeMEHH 0 IIPOTrpeCcCUPOBaHMS 3a00I€BaAHUS U Me-
IWaHBI BPEeMEHHM OO pPa3BUTUSA KaCTpallMOHHOU
pe3ucTeHTHOCTH. OCOOBIil MHTEPEC BHI3BAJIO TO, YTO ME-
IraHa BPEeMEHU OO IMPOrpecCUPOBAHUS 3a00JIeBaHUS
B TpYyIIIIe KOMOMHUPOBAHHOM Tepanuu cocTaBmia 32,7 Mec
o cpaBHeHMIO ¢ 19,8 Mec B rpyrme AT B MoHOpeXmMe
(OP0,49; 95 % A1 0,37—0,65; p < 0,0001). Kpome Toro,
MeIraHa BpeMEHHU 0 Pa3BUTUS KaCTPALIMOHHOM pe3u-

CTEHTHOCTH cocTaBmia 20,7 Mec ITpu KOMOMHNPOBAHHOM
Tepanuu 1o cpaBHeHUIO ¢ 14,7 mec B rpynmie AT B Mo-
Hopexume (OP 0,56; 95 % AU 0,44—0,70; p < 0,0001).
CienyeT oTMeTUTh, 4T0 129 (74 %) u3 174 nmauueHTOB
¢ rmporpeccupoBanreM Ha ¢oHe AJIT BrrocaencTBuu mo-
Jryyau pouerakcen. [Ipodumnbs HexXenmaTe IbHBIX SIBICHUMA
obuT mpremiieMbIM. PeOprTbHAS HEUTPOTICHUSI OTMEUCHA
TOJIbKO B 6 % ciy4aeB, BHe3aIlHass CMEPTb HACTyIIMIa
y OosibHOrO, nonyyaBuiero XT. [emaTojiornueckast TOK-
cnyHocThb 11 crernenn Obl1a OCTATOYHO HU3KOM, B 2 %
OTMEeYaIUCh ajuleprudeckue peakuuu u B 4 % ycrajaocThb,
0K0Ji0 1 % malueHTOB UCIbITHIBAIN HEBPOJIOTUYECKIE
Hapywenus I11 crerrenn [40].

3akniouenue

JleueoHnas mapanurma PIT2K nocrostHHO pa3BuBaeTcs.
I[MonnMaHMe MeXaHU3MOB, JICXKAIIINX B OCHOBE ITATOTeHe-
3a U TeTEPOre€HHOCTY NAaHHOTO 3a00JieBaHUS, MTO3BOJUT
pa3paboTaTh HOBBIC TTOAXOIBI C MCIIOIb30BaHIEM PA3INI-
HBIX JICKAPCTBEHHEBIX IpenapaTtoB. HecMoTpst Ha yoydiire-
HUE 3HAaHUK 0 MoJeKynsspHoit 6uonoruu PIT2K, B HacTo-
silmee BpeMsI OTCYTCTBYIOT aJeKBaTHBIE OMOMapKepHl
1 (aKTOPHI IIPOTHO3a, YTO MPETATCTBYET BEIOOPY MEPCO-
HUUIITPOBAHHOTO JICUCHUS, CITOCOOHOTO MPUBECTHU
K Hambosee 3 GeKTUBHBIM pe3yiaprataM. OCHOBHBIMU
3agayaMu B JieueHn 0osbHbIX PITXK siBnsiroTcst pazpabot-
Ka MOJIEKYJISIPHOU Kj1accuuKaluu, BBIOOP BpEMEHU Ha-
3HAYCHUS JCICHUS, ONITUMAaIbHAS TIOC/IeI0BATeIbHOCTD
Ha3HAYCHUS JICKApCTBEHHBIX aTrTeHTOB ¥ BHEAPEHUE B KITH-
HUYECKYIO ITPAKTUKY 3TUX MHHOBAIIW [42].
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