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Kpunoabmanus — 3¢ (eKTUBHBIA METO IIEPBUYHOM Te-
pariy IpH JISYeHUH paKa npeJcTaTesbHON Jkerne3bl. OHaKo
MIPETOJIOKEHUE, YTO 3aMOPAKUBAHHE SBIISIETCSI HEU30€XK-
HBIM JIETAIBHBIM CTPECCOM, TTO/IBEPracTCsi COMHEHHIO, UC-
X015 M3 KIIMHUYECKOTO OITBITA M SKCIIEPUMEHTANIBHBIX TAHHBIX
0 3aBHCHMOCTH THOENH KJIETOK OT BpEMEHH U TeMITEpaTyphbl.
Bospacthas Tpanchopmarliust anaporenzasucumoii (A3) B
anaporen-He3zaBucumyto (AH) popmy sBiIsieTcss OCHOBHOM
npo0JIeMOii B Tepanuu paka IpeacTaTe/ibHou xee3nl. AH-
KIIETKU OTJINYAIOTCS MOP(OIOTHUECKH 1 00JIaJal0T YCTOM-
YHBOCTHIO KO MHOTUM BH/IaM Tepanuu. ITy yCTOWIUBOCTh
CBSI3BIBAIOT C TUIEPIKCIPeccheil 0l64-HHTerpHHOB B pe-
3yIbTaTe MOTEPH aHIpOreHHOTo pernentopa (AP). B atoit
CBSI3H MBI ICCJIC/IOBAIIN BIIMSIHUE TTOBBIIEHHOH 9KCIIPECCHU
HMHTETPUHOB B pe3ynbTare ucuesHoBeHus: AP Ha ycTaHOB-
JICHHYO TTOBBIIICHHYIO X0JI0A0BYIO ToepanTHOCTh AH —
paxa npoctaTsl. KpoMme Toro, uccienoBaHo mejieHanpaBieH-
HOE M3MEHEHHE KCIPECCHHM MHTETPHHA B COYETAHHH C
KpHoaOanuei Ha ru0esb KIeTOK paKa poCTaThl.

HW3yueHue 3KCIpeccuy HHTErpuHa 064 nokasaio, uto
KieTkr AH-IMHAYM CBEpXIKCIIPECCHPOBAIIH ATOT OEIIOK, IIPH
9TOM HaOMIONATIICH MOP(OIOTNIECKUE N3MEHEHNS U yBEIIU-
YMBAJINCH IIOKA3aTEIH aAre3nn. B 4acTHOCTH, IpH 3aMopa-
*kuBaHUH 10 —15°C AH-kneTku npogeMOHCTPpUPOBAIH
TIOBBIIICHHYIO YCTOHYMBOCTH K XOJIOJIOBOMY OBPEKACHHIO
110 cpaBHeHNIO ¢ A3-kierkamu (55 1 18% COOTBETCTBEHHO).
MormnekynsipHbIE MCCIIEOBaHUS MOKa3ald 3HAUYUTEIBHOE
CHIDKEHHe ypoBHS Kacma3 8, 9 u 3 B AH-knerkax mocne
3amopaxkuBanus. MHrubuposanue o634-unrerpunos B AH-
o0pa3iax NPUBOAMIIO K YBEINYEHHIO aKTUBHOCTH Kacras u
pocTy rOeITH KIIETOK.

'YCTaHOBIEHO, UTO IKCIIPECCHUS HHTETPUHOB CYIIIECTBEH-
HBIM 00pa30M BIHSAET Ha YCTOHYMBOCTD KJIETOK K Kproabia-
nuu. [TomydeHHble 1aHHBIE TOKa3bIBAIOT, YTO YTHETCHHE
GYyHKIUOHHPOBaHUSA O6P4-HHTCTPUHOB MPUBOIUT K
3HAYUTENIFHOMY YBEIMUECHHIO XOJIOIOBOH TyBCTBUTEIBHOCTH
KJIeTOK paka npoctarsl AH-dopmel. Pesynbrars! nokaszanm,
YTO IIOHMMaHHUE POJIM aHJPOTCH-PELENTOp — 3aBUCUMOMN
9KCIIPECCHH MHTETPHHOB B KJIETOYHOM OTBETE HA 3aMOPaXKH-
BaHHE MOXET OBITh OCHOBOM pa3pabOTKU HOBBIX JIOTIOJIHH-
TEJIbHBIX TTOJIXOJIOB B JICUCHUH paKa MPeCTaTeIbHOM Keme3bl.
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Cryoablation has emerged as a primary therapy to treat
prostate cancer. While effective, the assumption that freez-
ing serves as a ubiquitous lethal stress is challenged by cli-
nical experience and experimental evidence demonstrating
time-temperature related cell death dependence. The age-
related transformation from an androgen-sensitive (AS) to
an androgen-insensitive (Al) phenotype is a major challen-
ge in the management of prostate cancer. Al cells exhibit
morphological changes and treatment resistance to many
therapies. This resistance has been linked with a:6p4 integrin
overexpression as a result of androgen receptor (AR) loss.
As such, we investigated the influence of increased integrin
expression as a result of AR loss, on the reported increased
freeze tolerance of Al prostate cancer. Further, we evaluated
the targeted modulation of integrin expression in combina-
tion with cryoablation on prostate cancer cell death.

Investigation into 0l6B4 integrin expression revealed that
Al cell lines overexpressed this protein, thereby altering
morphology and increasing adhesion characteristics. For
instance, following freezing to —15°C, Al cells were found
to exhibit increased resistance to freezing injury compared
to AS cells (55% vs. 18%, respectively). Molecular investi-
gations revealed a significant decrease in caspase 8, 9, and
3 levels in Al cells following freezing. Inhibition of 634
integrin in Al samples resulted in increased caspase activity
and enhanced cell death.

These studies demonstrate that integrin expression
significantly influences cell tolerance to cryoablation. The
data demonstrate that the inhibition of 06p4 integrin func-
tion results in a significant increase in freeze sensitivity of
Al prostate cancer cell. The results show that understanding
the role of androgen-receptor related integrin expression in
cell response to freezing may lead to novel options for neo-
adjunctive approaches to treat prostate cancer.
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