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ITPOTHOCTNYECKOE 3HAYEHUE 9KCIIPECCHUU PEIIEIITOPOB
AHAPOTEHOB B PAKE ITPOCTATbDI

YO «Benopyccxkuii zocyoapcmeenmvliic. MEOUUUNCKUL YHUBepcUumems

B pa6ome 6vina uccaedosana IKCNpeccus peuenmopos anopozenos 6 pake npocmamol. Buino noxaszano, umo 6
59,6 % uccaedosannvlx 00pas3y06 paxa peyenimopsvl RPUCYMCMEosall 6 sopax Ooee uem 6 2/ 3 onyxoiesolx KJiemox,
00HAKO UHMENCUBHOCTND OKPAWUBAHUS A0ep uaue OblAd YMepenHol. IKCPeccus petenmopos aHopozenos Koppeaupo-
6aza co cmenenvio Jupdepenuuposru onyxoau no cucmeme I iucond, ee npoupepamueHoll akmueHOCMbI0, IKCRPeC-
cuell 6 Onyxoau pezyaamopos anonmosa Bax u p53 u netiposndoxpunnotl dupgepenyuposxoii. Cnusxenue sxcnpeccuu
peuenmopos anopozeHos A6UI0Cs HeOIAzONPUSIMHBIN NPOZHOCINULECKUM NPUSHAKOM Y NAUUEHINOE NOCAe PAOUKATOHOU
nPOCMAMIKMOMULU.

Knatouesvie croea: pax npocmamot, peyenmopvl aHopozenos, cymmad I aucona, npoeHocmuyeckoe 3naveHue,
PaouKanvHas nPoCMAmIKMoMUSL.

T. A. Liatkovskaya, M. V. Puchinskaya
PROGNOSTIC VALUE OF ANDROGEN RECEPTOR EXPRESSION IN PROSTATE
CANCER

In our work we studied androgen receptor expression in prostate cancer. We found out that in 59,6 % of studied
specimens androgen receptors were present in nuclei of more than 23 of all tumour cells, but intensity of staining
usually was middle. Androgen receptor expression correlated significantly with the differentiation of the tumour, its
proliferative activity, expression of apoptosis requlators Bax and p53, and neuroendocrine differentiation. Reduced
androgen receptor expression proved to be a negative prognostic factor in prostate cancer patients after radical

prostatectomy.
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PaK npeacrtatenbHom xenesbl (PIMXK) aBnaercsa aktyanb-
HOM NPo6/IEMON OTEYECTBEHHOIO 3APAaBOOXPAHEHUS Ha
COBpPEMEHHOM 3Tane B CBA3W C BbICOKOW YacTOTOW JaHHOIo
3aboneBaHus. B CTPYKType OHKONOrM4yecKom 3abosieBaemMoCcTu
y My>X4mH B 2009 roagy PIMXK 3aHnman TpeTbe MecTo, M 3a noc-
nepHue 10 net 3ab6oneBaeMoCTb UM B pecnybivKe Bblpocia B
2,1 pasa.

PIMX npeacraBnsiet cobon SspKUin NpuMep ropMoHO3aBu-
cumomn onyxonu. B pa3BuTtnm ero 6onbluasi pofib OTBOAUTCSH MYX-
CKMM NONIOBbIM FOPMOHaM — aHApOreHam, OCHOBHbIMMW U3 KO-
TOPbIX ABASIOTCA TECTOCTEPOH U AUTMAPOTECTOCTEPOH. Bo3aew-
CTBME UX Ha KNETKM OCYLLECTBASETCA NMOCPEACTBOM peLenTo-
poB aHaporeHoB (PA), KOTOpble OTHOCATCA K CynepceMencTBy
PELIENTOPOB CTEPOMIHBIX TOPMOHOB M MO GYHKLUKU ABASIOTCS
NIUraHa-3aBUCMMbIMU perynatopamu TpaHcKkpunuuu [2, 4, 5.
Cratyc PA B P BO MHOroM MOXET MOAYIMpOBaTh AENCTBUE
Ha Hero aHApOreHoB, cieAoBaTeNbHO, MOXET ObiTb CBA3aAH C
MOPPONOrMYECKUMU NN KIMHUYECKUMU NMPU3HAKAMKU OMyxo-

M U BNMATb Ha NPOrHOo3 3aboneBaHWsa y NaLMeHToB nocne
pasnuyHbIX BUAOB fievyeHus [6, 7, 8]. COOTBETCTBEHHO, U3y4e-
HWe aKkcnpeccun PA 'y nauMeHTOB ¢ pakoM NpocTaTbl MO3BONUT
6onee MHAWBUAYaNbHO NMOJOMTU K IEHYEHUIO KaXK/I0ro nawmeH-
Ta Ha OCHOBE 3HaHWUS BUOSIOMMYECKMX CBOMCTB OMYyXOJIMN.

Llenb HacTosilen paboTbl — U3Yy4UTb OCOBEHHOCTM 3KCM-
peccum PA B PIMK, ee cBS3b € pAaoM KIIMHUKO-MOpdOonornyec-
KWX XapaKTePUCTMK OMYXOaN U MPOrHOCTUYECKOE 3HAYeHUe cTa-
Tyca PA y naumMeHTOB nocne paauMkanbHON NPOCTaTaKTOMUK.

Matepuan n meToabl

O6pasubl TKaHun PIMK 6biamn nonyydeHbl ot 104 naumMeHToB
npu onepaunu pagukaabHOW NPOCTaTaKTOMMKU. Ha MOMEHT
onepawumv cpefHui Bo3pacT NauneHToB coctaBun 65,31+6,13
NEeT, CPOK HabntoaeHus nocne onepauumn ot 3,0 oo 111,6 mecsa-
LeB, 3Ha4YeHUs yPOBHA npocTaTtcneundnyeckoro aHTureHa
(MCA)y naumeHTOB A0 onepaunn BapbmpoBanu o1 0,1 4o 199,6
HI /M. HYM ogHOMY M3 NaLMeHTOB He NPOBOANIACh FOPMOHab-
Has Tepanusa B AO-UIM NocneonepaunoHHoM nepuoae. Mmcto-



NlorMyecKune npenapatbl (ToAWKWHa cpe3a 4 MKM) OKpalumBa-
JIUCb TEMATOKCUANHOM M 303MHOM, a TaKXe MMMYHOTMCTOXM-
Mundeckn (MINX) ¢ nucnonb3oBaHnem aHtuten K PA (BioGenex).
McToYHMKOM aHTWTeN K PA cnyxuna Mbllb, pa3BefeHne nep-
BMYHOro aHTuUTeNa coctaBuno 1:50. B kayecTBe NO3UTUBHOIO
KOHTPOAA Ucnonb3oBanacb HopMasnbHasa TKaHb MpocTaThl, B
KayecTBe HeraTMBHOIO KOHTPOAS — UCK/IOYEHME NEPBUYHOIO
aHTuTena. lNepen uccnegoBaHMem NpoBoaMach oTpaboTKa
pexuma UIMX okpawmBaHus ana nogéopa ontuMalsnbHOro pas-
BEEHNS NEPBUYHbIX aHTUTEN U PEXMMA AEMACKUPOBKN aHTH-
reHa. Ctatuctnyeckas o6paboTKa AaHHbIX MPOBOAMNACh C No-
MOLLblO NakeTa nporpamm Statistica 6.0 (StatSoft.Inc, CLUA).
[na npoBeaeHMs KOpPPENsSLMOHHOIO aHanM3a 1crnonb3oBascs
HenapameTpuyeckuin Tect CnnpmeHa, ansg onpeaeneHuns npo-
FHOCTMYECKOro 3HA4YEeHMS MapKepoB — aHanu3 no KannaHy-
MaWepy ¢ NnpoBepKOM AOCTOBEPHOCTH JI0r-pPaHroBbIM KpuUTe-
puem.

Pesynbratbl M 06CyxaeHUe

B npenaparax, oKpalleHHbIX FEMaTOKCUANHOM U 303UHOM,
onpeaensancs rucToorMYecKmii TUM onyxosim U cTeneHb ee And-
depeHLMpoBKM No cucteme MMucoHa. Bo Bcex U3y4eHHbIX HaMu
o6pasuax onpeaensinacb aageHokapunHoMa npoctaTbl. Cymma
[nncoHa coctaBuna 4 6anna — B 15 (14,42%) o6pasuax, 5
6annoB — B 17 (16,35%) cnyyasx, 6 u 8 6annos — no 25 (24,04%)
cnyyaes, 7 6annoB — B 14 (13,46%), 9 — B 6 (5,77%) n 10
6annoB — B 2 (1,92%) cny4asx.

Mpn UMX nccneposaHum akenpeccum PA B pake npocTaTbl
onpegenanoch 94epHoOe OKpalwmBaHue, LMTonnasma npu atom
ocCTaBasiacb HeOKpalleHHoN. xkecnpeccus PA oueHuBanach no
LBYM KPUTEPUSIM — [0S KNETOK ¢ PA-MO3UTUBHbBIMK Sapamu B
o6pasLie U MHTEHCUMBHOCTb OKpallMBaHUa ux aaep. Kputepuu
MONYKOIMYECTBEHHOMN OLLEHKM 3TUX XapPaKTEPUCTUK W MOyY€EH-
Hble pe3ynbTaTbl NpeacTaBneHbl B Tabnvue 1.

TakKe Ana Kaxkaoro ciyvas onpeaensnacb Cymma nosyyeH-
HbIX 6an10B, KoTopas coctaBuna 3 1 4 6anna B 3 (2,88%) cny-
yasx, 5 6annos B 10 (9,62%) cnyyasx, 6 6annos B 26 (25,0%), 7
6annoB B 39 (37,5%) o6pa3uax u 8 6annos B 23 (22,12%) cny-

Tabauua 1. XapaKTepucTuKa akcnpeccuu PA B pake npo-
cTartbl.

Bann | XapakTepHcTHKA | Uncsio caydaes | IIponent
Jlons uMmynono3umusHulx Kiemox
0 0 0 0
1 0—1/100 0 0
2 1/100 — 1/10 5 4,8
3 1/10-1/3 7 6,7
4 1/3-2/3 30 28,9
5 2/3-1 62 59,6
HHmeHCueHoCmb OKPAUIUBAHUS
1 Cnabas 11 10,6
2 YMmepeHHas 67 64,4
3 CunsHas 26 25,0

Tabauya 2. KoppensiuMoHHbIM aHanu3 cBA3Ku akcnpeccuu Pa ¢ paaoM xapaktepuctuk PIK.
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PucyHok 1 — PIXK, auMHapHbIi TMN CTPOEHMUS, NOKasa-
Tenb MMucoHa 3.

MI'X oKkpalwunBaHue ¢ aHTUTENaMK K peLentopam aHapore-
HOB: 3KCNpeccus peLenTopoB B fapax >2/3 paKoBbIX KNETOK,
npeo6nagatoT f4pa C CUAbHOW MHTEHCUBHOCTbIO OKpallMBa-
HUS.

XpomoreH AMaMMHOBEH3WUAMH, KOHTPOKpallMBaHMe rema-
ToKcunnHoMm Manepa. Y 40.

yaax. Kak BUOHO M3 NpMBEAEHHbIX AaHHbIX, akcnpeccua PA
Habnoaanacb BO BCeX MccnefoBaHHbIX o6pa3uax M B 59,6%
cnyvyaeB 605e YeM B 2/3 KNETOK, YTO CBUAETENLCTBYET O BbICO-
KOWM YacToTe 3KCMpPeCccHn aToro peLentopa Kak B HOpManbHOM
npocTtarte, Tak 1 B PMX. TeM He MeHee MHTEHCUBHOCTb OKpa-
LUMBAHMSA MO3UTMBHBIX f1€P, KOCBEHHO OTpaxatowas Y1cio
peLenTopoB B OAHOW KNETKe, Yalle (64,4%) 6bina ymepeHHoOM.
MMEeHHO 3a cYeT 3TOro KOMMOHEHTa CyMMapHas OLeHKa 3Kcn-
peccun PA Yaule oKkasbiBanacb He MakCMManbHO BO3MOXKHOWM
(8 6annos, 22,12%), a coctaBngna 7 6annos (37,5%).

[ns BbISBIEHUSA KOPPENALMOHHOM CBA3M aKcnpeccun PA u
psiaa Apyrux xapakTepuUcTUK onyxonun ncnonb3osascs Tect Cnmp-
MeHa. Mbl onpeaensny Koppensiumio oM U MUHTEHCUBHOCTH
OKpawunBaHusa PA-NO3UTUBHLIX KNETOK, @ TaKXKe CymMMapHOM
OLIEHKM 3aKcnpeccun PA co cteneHbio anddepeHLMpoBKY Mo
cucteme [MucoHa (NepBUYHBbIA U BTOPUYHbBIKM NOKa3atenu Mu-
COHa, cymMa [MncoHa), a TakKe onpeaeneHHbiMM HaMu B npe-
OblAYWMX HaLIKMX paboTax Ha 3TOM e MaTepuasne xapakTepuc-
TMKamu PIMXK: nHgexkcom nponudepatnsHom aktueHocTh (UMMA),
KOJIM4ECTBOM HEMPOIHAOKPUHHBIX KNeTok (HOK) B npocTtate m
3KCnpeccuen 6enKoB-perynaTopoB anonto3a Bax n p53. MNony-
YeHHble Mpu 3TOM KO3IbPULMEHTbI KOpPensunn NpMBeaEHbl B
Tabnuue 2 (8o Bcex cnydasx p<0,01).

CnenyeTt OTMETUTb, YTO KOPPENSLIMOHHbIE CBA3M MEXAY BCe-
MU nNapameTpamu 6bian JOCTOBEPHbLIMU; KOPPENALMS IKCNpec-
cun PA 1 cTeneHun guddepeHUMpoBKKU NO cucteMe [MncoHa
Oblla OTHOCUTENIbHO HEBbLICOKOW, HECKO/IbKO CH/IbHEE 3KCMpec-
cusa PA KoppenupoBa-
Nla c aKcnpeccuen npo-
anonTtotuyeckoro 6en-

Honsa PA- Hutencupnocts | CymmapHasi onenka | Ka Bax, npuyem Tonb-
ITokazaTenn

MO3UTUBHBIX KJIETOK | OKpamuBaHus skcnpeccuu PA KO C 3TUM NoKasaTesnem

IlepBHuHbIii NOKa-3aTeb IiIHCOHA -0,371 -0,363 -0,435 KoppenduMoHHad
Bropuunslii noka-3aress Lancona -0,295 -0,305 -0,376 CBA3b GblNa NPsMoMn.
Cymma I'tncona -0,359 -0,369 -0,442 HocTato4Ho cunbHOM
NIIA -0,608 -0,632 -0,743 Oblla o6paTHas Koppe-
HOK -0,837 -0,649 -0,897 NaunoHHan CBA3b
Bax 0,421 0,411 0,496 MeXAy aKcnpeccuen
p53 -0,576 -0,530 -0,660 PA v Hann4ynem B KneT-




Kax PIMNX mytaHTHoro p53. TpyaHO roBOpUTb, CyLLECTBYET /K
HEenocpeacTBEHHAA CBA3b MeXay MexaHU3MaMn U3MEeHEeHUs
JaHHbIX MAapPaMeTPOB WM OHW ABASIOTCS NIMLIb NPU3HaKaMu
60/1blien BUOSIOrMYECKON arpeCcCMBHOCTM OMNyXonun. TakKe cne-
AyeT OTMETUTb CUMbHYI0O 0OpaTHY0 KOPPENsALMOHHYIO CBA3b
Mexay akcnpeccuen PA n konndyectsom HIK B PINXK n ero npo-
nudepaTMBHON aKTMBHOCTbIO. OHa CBMAETENbCTBYET O BbICO-
KoM nponndepaTtMBHON aKTUBHOCTH OMyXOJeN C HU3KOM 3KCM-
peccuen PA u, cnefoBaTtefibHO, MEHEE aHAPOreHYyBCTBUTENb-
HbIX, @ TAK}XXe KOCBEHHO MOATBEPXKAAET CYLECTBYIOLLYIO MMMNOo-
Te3y 0 BOSMOXHOCTU TpaHcandpdepeHunpoBku B PMHK PA-no-
3UTUBHbIX 3NUTENMNAbHbIX KNETOK B KTIETKM B HEMPOIHAOKPHH-
HbIM PEHOTUMOM B npouecce nporpeccuun onyxonm [3].

[porHocTnyecKkoe 3HaveHne akenpeccun PA onpeaensnocb
no metoay KannaHa-Manepa. Y4uUTbiBanoCb HacTynaieHue y
nauneHToB GMoxumMmnyecKkoro peumamsa (n=40), nosBneHune
OTAaNIEHHbIX MeTacTa3oB (N=9) unu cMepTb nauueHTta (n=2).
[pn 3TOM yCTaHOB/EHO, YTO CHUXKEHUEe aKcnpeccun PA aBns-
eTcs AocToBepHbIM (p<0,01) He6naronpuaTHLIM MPOrHOCTUYEC-
KWM MPU3HAKOM Yy NauMeHTOB Nocne pagnMKaabHOM NpocTaTaK-
TOMUU. TaKKe Mbl OnNpeaenan NPOrHOCTUYECKYI0 3HAaYUMOCTb
COYEeTaHMSA CHUXKEHHON aKkcnpeccuu PA ¢ opyrMmu ycTaHoB-
NIEHHbIMW paHee HeGNaronpPUATHLIMU MPOrHOCTUYECKUMU NPU-
3Hakamu npu P [1]. OKa3anocb, 4TO COYETAHUE ee C Halu-
Yynem MyTaHTHOM GOopMbl P53 UK CHUXKEHWEM 3KCnpeccumn Bax
nnn UMA>10 nporHoctTuyecku goctoepHo (p<0,01) 6onee He-
61aronpusaTHO, YeM HaNlM4YMe TONbKO OAHOMO U3 HeGaronpusT-
HbIX MPU3HAKOB. 15 CoYeTaHMa CHUMKEHUS aKcnpeccun PA m
60sbLlWoro Ynucna HIK B onyxonu Noflo6HbLIM aHanM3 oKasascs
HEBO3MOXHbIM, TaK KaK /illb B 9 o6pasLiax CHUKEHUE IKCI-
peccun PA He codeTanock ¢ 60nblwnm Yucnom HIK (B 7 cnyyvasx
nmenocb 6onbloe Yncno HOK npu HopmanbHOM 3Kcnpeccuu
PA v B 2 cnyyasx — cHuxeHue PA npu manom uncne HIOK; B 4 n3
9 aTux cnyyaeB Habnganca HebnaronpUATHbIA Ucxofd, B 5 OH
OTCYTCTBOBA), YTO 6blIO HEAOCTAaTOYHO AN1F aHanun3a.

Takum 06pa3oM, B HacTosiLen paboTe NpoBeAeHa OLEHKa
cTaTyca PA B paKke npocTaTbl, a TaKKe onpeaeneHa CBs3b 3KC-
npeccun PA ¢ apyrumu KIMHUKO-Mopdonorniyecknummn n UMKX
npu3Hakamu PITK. YcTaHOBNEHA BbICOKAs 3KCMNpeccus peLen-
TOpoB B TKaHu Pl (6onee yem B 2/3 0onyxoneBbiX KIETOK B
59,6% 06pa3u0B), a TaKKe CBSA3b aKcnpeccun PA co cTeneHblo
andbdepeHUMpPoBKKU onyxonn (cyMmown MucoHa), ee nponuoe-
paTUBHOW aKTMBHOCTbIO M 3KCMNPECCHEN anonTo3-peryampyto-
Lnx 6enkos Bax u mytaHTHOro p53. CHMKeHUe aKkenpeccunn PA
MOXEeT yBeIn4MBaTbh NpondepaTuBHY0O aKTUBHOCTb PIK.

CunbHast o6paTHas KoppenauMoHHasa CBA3b MEXAY Konnye-
ctBom HOK B TKaHM onyxonu u akcnpeccuen PA (r=-0,897,
p<0,01) MOXKeET O6biTb CBMAETENLCTBOM TpaHchopMaLuum PA-
NO3UTUBHbIX aHAPOrEHYYBCTBUTENbHbBIX KNETOK B aHAPOreHHe-
YyBCTBUTENIbHbIE KNETKMN C HEMPOIHAOKPUHHBIM GEHOTUMOM, HTO
MOXET 6bITb AONONAHUTENBHLIM GaKTOPOM MPOrpeccMpoBaHms
PMX. Ho, Bo3amoxHO, HOK npocTo cnoco6CTBYIOT CHUMKEHUIO
aKcnpeccun PA B anuTennanbHbix KneTkax. [NpuynHa u mexa-
HU3MbI NeXallne B OCHOBE 3TOM KOPPeNnsiLmm, TpebytoT yToUYHe-
HUSA NPUY AaNbHENLLMX UccneaoBaHusax. TakKe B Hallen paboTte
ObI/10 YCTAHOBNEHO OTPULLATENIbHOM MPOrHOCTUYECKOE 3HaYe-
HUe CHMXeHusa akcnpeccum PA B PIXK, a Takxke yxyaweHue
NporHo3a Afs nauMeHTa Npu coYeTaHnm ero ¢ Apyrumu Hebna-
ronpUATHBIMKU MPOrHOCTUYECKMMM haKTOpaMu Npu pake npo-
cTatbl. [lanbHewliee U3y4eHne posn aHAPOreHoB M KX peLen-
TOpoB B Pl no3BosnT 6051ee TOYHO MOHATL POJSIb FOPMOHOB B
pa3BUTUM ITOTO CEPbE3HOro 3abosieBaHNA U pa3paboTaTtb
HOBbl€ MOAXOAb! K ero Tepanuun n NnpodunaKkTuKe.
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