FS0H H2W HOM KR % % W O (E EOR) Vol. 50 No. 2
2

400 0244F 3 H Journal of Jilin University (Medicine Edition) Mar. 2024

[XEZHE] 1671-587X(2024)02-0400-11 DOI:10. 13481/j. 1671-587X. 20240213

AEAEZEHAEEINEF CUDC-101 37 51 % f£ &% DU145 40 f
DNA 15 EF 0 Lk B - 18 it 59 52 0

AL, RAEE, R F' 8 L E #', 25H' £
(1. FESREM R BE B s BARL , T AR S35 13300052, 4d e = il 48 P B 6 B e s HLRL
L7 JHE 112700)

[(# Z] B Wiz RAedEn (H2AX) 7EATH M (PCa) FUE 5 B PEHT 51 M 41 21 b i R 5k
K ESHPCa B &I RR S M Z MM KR, MU A E A L B $ 5 (HDACI) CUDC-101
X PCaly DNA #1455 . B8 K& b z-la ik (EMT) M52, k. MmN 4it (TCGA) BiwE
FTUALCAN B A R 4% Fosa iE 41 210 Ff H2AX mRNA 19 2 3545 I K HAE PCa 5 1 % 1 1) IR 41 21 b 1Y
FBES, HHHEEEPCaBEIMIKIUS KR ; R GEHL Y kK TE PCa 2H 2RI 55
BLPE R 41 B 20 21 rh H2AX BB U R B 50, A H2AX B I RB 5 PCa B IG KRB S5 X & 1k
SRR FE DULAS M, 4> A AFIR4 . 5% FBS4H . 5% FBS+100 pmol-L ™' CUDC-101 41 #1 5% FBS+
200 pmol- L™ CUDC-101 41, % H 40 g %l J& 55 46 F1 Transwell /N % 52 55 46 M CUDC-101 &b 3 A J5
PCa DU145 2 g 1) 20 M %) 952 1o AR R G 76 240 B A S 9 g vk Al CUDC-101 4 #LS PCa DU 145
AR bR A AR ) E 85 I (E-cadherin) 1B BR b 41 8 (1 y-H2AX R A 0l ; Western
blotting ¥ Kl CUDC-101 Ab B J5 EMT M G 1 . y-H2AX FIBEBRIL & (M B (p-AKT) £k .
R . TCGASIEIERM UALCAN B E 0 #r, H2AX mRNA 7 PCal4Uh %Kik, I H H2AX (%
KB F TR A (DFS) B2 5 T H2AX mRNA &£ k4 (P<<0.001); fssl 8144y,
16 PCafH 4Uh H2AX 1158 FHPE R 8 R 5 T7E R 55 R VERT O IR AH 20 (64. 3400 vs 14.29%), Hid %Kik
5 PCafy T4r#l (P=0.001) Attt 5 T A0 40/ F BRI BH% L 2 2 (WHO/ISUP) s 7 95 A
(P=0.004) A%, H5PCaBH MR . Gleason T4y . WELEH . MM KE L L (P>
0.05); AEDEY BN, 53 WA MEMT % 4 &, CUDC-101 4b 3 41 E-cadherin F
y-H2AX 25 [ A2 6 26 a5 1 5 5 20 M Rl 91 52 36 1 Transwell /N S2E 46, 5% 40 o4, CUDC-101
AL E ] DU145 4088 fr A i FALURN IR A2 40 i %00 i F 985 Western blotting 341, 5 EMT i S 4 b #x¢,
CUDC-101 4b # 20 E-cadherin il y -H2AX 2 1 & 35 K °F F+ /& P<<0.05 8¢ P<<0.01) , B HE A
(Vimentin) Hlp-AKT & [ F& kK FE M (P<<0.058 P<<0.01). %i: H2AXEH T HE S PCaltt
FHR B TRE B U CHE . B A HDACHIH 7 CUDC-101 A #1458 H2AX F AKT BB iRk, #0H PCaZi
BEMT i/ .
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Effect of histone deacetylase inhibitor CUDC-101 on DNA
damage, migration, and epithelial-mesenchymal transition of
prostate cancer DU145 cells

NA Bugi'?, QUAN Chunji', ZHAO Fang', YANG Fan', XIAO Ru', JIN Xuemei', LI Zhenling'
(1. Department of Pathology, Affiliated Hospital, Yanbian University, Yanji 133000, China;

2. Department of Pathology, Tiemei General Hospital of Health Industry Group,
Diaobingshan 112700, China)

ABSTRACT Objective: To discuss the expression of ubiquitinated histone (H2AX) in the prostate cancer
(PCa) and adjacent benign prostate tissues, and its relationship with the clinicopathological parameters of
the PCa patients, and to clarify the effect of the novel histone deacetylase inhibitor (HDACi) CUDC-101 on
the DNA damage, migration, and epithelial-mesenchymal transition (EMT) in PCa. Methods: The
expression levels of HZAX mRNA in various cancer tissues were retrieved from The Cancer Genome Atlas
(TCGA) and UALCAN Databases to analyze the expression differences between PCa and normal prostate
tissues and its connection with the clinical prognosis of the patients with PCa; immunohistochemistry
method was used to detect the expression of H2ZAX protein in PCa tissue and adjacent benign prostate
tissue, and its relationship with the clinicopathological parameters of the PCa patients was analyzed.
The DUI145 cells were cultured in vitro and divided into control group, 5% FBS group, 5% FBS+
100 pmol-L™" CUDC-101 group, and 5% FBS-+200 pmol-L.™" CUDC-101 group. Cell scratch assay and
Transwell chamber assay were used to detect the scratch area of the cells and the number of migration cells
in the PCa DU145 cells before and after treated with CUDC-101; immunofluorescence staining was used
to detect the expressions of epithelial cell marker E-cadherin ( E-cadherin ) and phosphorylated histone
v-H2AX in the PCa DU145 cells after treated with CUDC-101; Western blotting method was used to
detect the expression levels of EMT-related protein, y-H2AX, and phosphorylated protein kinase B
(p-AKT) in the PCa DU145 cells after treated with CUDC-101. Results: The TCGA Database and
UALCAN Database analysis results showed that HZAX mRNA was highly expressed in the PCa tissue,
and the disease-free survival (DFS) of the patients with low expression of H2AX was longer than those
patients with high expression of H2ZAX mRNA (P<C0.001); the immunohistochemistry results showed
that compared with adjacent benign prostate tissue, the rate of strong positive expression of HZAX protein in
PCa tissue was increased (64.34% wvs 14.29%), and its over-expression was associated with the T stage of
PCa (P=0.001) and World Health Organization (WHO)/International Society of Urological Pathology
(ISUP) prognostic grapde group (GG) (P=0.004) , but was not associated with the patients’ age,
Gleason score, lymphnode metastasis, or nerve and vascular invasion (P>>0.05) ; the immunofluorescence
staining results showed that the compared with control and EMT induction groups, the fluorescence
expressions of E-cadherin and y-H2AX proteins in CUDC-101 treatment group were increased; the cell
scratch assay and Transwell chamber assay results showed that compared with control group, the scratch
healing area and number of migration DU145 cells in CUDC-101 treatment group was significantly
decreased; the Western blotting results showed that compared with EMT induction group, the expression
levels of E-cadherin and vy -H2AX proteins in the cells in CUDC-101 treatment group were
increased (P<C0.05 or P<C0.01) , while the expression levels of Vimentin and p-AKT proteins were
decreased (P<C0.05 or P<C0.01). Conclusion: Over-expression of HZAX protein is closely associated with
poor prognosis of the patients with PCa. The novel HDAC: inhibitor CUDC-101 can regulate the
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phosphorylations of HZAX and AKT and inhibit the EMT process in the PCa cells.
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Wi R4 (prostate cancer, PCa) J& 3 PRI IR
A TH R G W BB IR 2 — 29 T P i R
1 30% o Bl T BN F & S A0 A AR T O U v
fb, PCa &g FMAT- Rt LI, Bk
PCa G I7 ik AW oe % , (HIE b %% . &2
R LA K AT T 25 475 02 iR A5 figg D g 1) R, b 2 -[R] ot
4k (epithelial-mesenchymal transition, EMT) J&
- iz 240 SR U ) ek 96 At A AR G B RN IR 2R AR T I R
BERE AR, (R B A A 1] ] R 2 2R B0 v s R A
B s Bk, SR g i kR R EMT &R
w4 AL, I EMT B &4, 78— B L
SRR R AR EMER ., ZRAHAEA
(histone H2A family member X, H2AX) JEHEH
H2A Z5 W A2 K 7 5, 16 DNA BUEE 25 # W7 ¢
(DNA double-strand breaks, DSBs) & 4:=f}, ffizz
HR- AW -5 &M (Ser-GIn-Glu, SQE) %5
B 139Ser &k A B MR Ak, B WU BE PR fL A R A
y-H2AX, Z 5 DNA B, 75k . FLIR
LB U R I A bR AN M R S A . R T &
EMT (%5 7, CUDC-101 1 k8 8 14 241 46 1 25
Z Wt Ak Bl 30 ) 3] (histone deacetylase inhibitor,
HDACH) , [0 2 2 A4 K I ¥ 524k (epidermal
growth factor receptor, EGFR) F1 A 4K KT
% 4K 2 (human epidermal growth factor receptor 2,
HER-2), Jf HXFAE/N 0 M98 . B BR U g A0 B i
I 240 L 5L ) 2 RS VR T, {HX DNA
P 008 52 1 52 ) i R DL AR DG R TE o AR AR 9 o A
JE o3 M A0 G B AL AUA 2 e ki, R H2AXE
PCafH 2P 3L, 70 b Hool B R GA 5 K Im R
3 B S B ) Y Gk 5 F — A G AR A S R )
CUDC-101 9 il PCa 4t il EMT i #2 1 y-H2AX 19
Fik, A PCafBiFH M TS IPAL . I AR ] 25 4 () fift
FHUA KR YT 7 28 W #R d2 AL 308 B Al
1 #EREHE
L1 %4 E& % FH bR N HE (The
Cancer Genome Atlas, TCGA) %4 JFE KB H2AX
mRNA 76 Z F b8 7 9 Rk 15 8 . UALCAN %4

FEKE BRI M H2AX 2K 1 7E PCa 4 23 FilIE 11 51 iR
AR REKT LS B EER . s,

Histone H2A family member X;

Prostate neoplasm; Epithelial-

Gleason PF43 . bk B 435 5% B Rl PR 195 119 € 4% o

L2 WARFH  BEEIRE 20154F 3 H—2020 4
9 H T E i K 2 e B B i BB 6 12 0T A7 R Y PCa
FARBRA 129 1], Horp 42 b5 A 4D 7 98 55 R MR
SRR 2L, W AE e B D) R E s AT B BRI R
Be] Fr O B B R BEORE . BB OR AT R 2l AT
BT« BOR B A A SRR YT o AW 9T i SE
KB e B B e 38 2 s At e (HEHE S .
2022296 %),

1.3 WAL XA PCadlZY ., WK¥EEH
R B T 433 . Gleason 43 (Gleason score,
GS)., AT AEHL (World Health Organization,
WHO) /HE Br W IR FF 45 B % 25 (International
Society of Urological Pathology, ISUP) 43 %% /5 21
(grade group, GG) HREG . MELEHE . LR
K A& I AT o 2 . MRS R AR IR S <<65 %
20 (23f) F>65% 41 (106 %) ; H4E M T 55
W5y T1-T240 (48145)) FIT3-T44l (8141); 4R
W GSAr <7 /- (784)) M=>7 432 (5141);
WA WHO/ISUP GG 5708 GG 14 (14 4]) |
GG 24 (34%1)., GG34H (30#]). GG4H
(2201) FGGSZH (2941) 5 HAEA ToWk 2 455
ORNA MR A (18 149]) TG bk I 45 A 4
(11146 ) 5 AR 4 A7 JC #2232 T 43 S A i 483 3 4
(5741) AT ph&=iEAl (7261); WA ThkE
B oA MK RE A (641]) 1 kA R E A
(123%1) .

1.4 w22 XMNAMNE A PCaDUIL4S 4
FH JE i R 2 B B e a0 S g 4R i ;. CUDC-101
14 [ 2% [ MedCham Express AE ¥ RHE A 7] 5 Jif 24 1M
{if . RPMI-1640, 75 % 3 -4 % 3% M1 0. 2506 R g -
EDTA ¥y 11 3 & Gibco A ® , Ryt IE E A
(Vimentin) #ifk . BPt E-FFH I (E-cadherin)
Bk . R¥TEE B (protein kinase B, AKT)
Pk . Bk R fb AKT (phosphorylated AKT,
p-AKT) #Hifd . i y-H2ZAX HL & B B-actin $t
& ¥ [ 2 [ Cell Signaling Technology /A ®], %
Pt H2AX $it /K H 7175 Alfinity Biosciences 23 Al ,
Western blotting 2¢ Y64t % —HT Fze St B il A
K E LI-CORA A, S5 i —Pu bt R =t
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g A 2¢ B APEXBIO 2 H] 5 COLfH R B 7246 1 [ 56
[E Thermo A A, Odyssey CLX W% R 4t H 52 [H
LI-CORZA H), ECHO %6 %% 1 A £ E ECHO
NCIR

1.5 #EARLFREHRRPCaAR P HZAX &
GREEL A RARLZ 10% W 7 WA G
T, HHAMOE ., E8Y Kk, 2EDTAR
EERRPUE R, SRR TS, H2AX —
P4 CHESER, —H 37 CHER, DAB &4
W, BESRE, EREERK, ZHREY,
PR I A [, AR WA L A BT
FECZH Y — B0 o W R #h 2% vh i (phosphate buffer
saline, PBS). fEd 4 b=t Efnifli: OF
U0 E . 2 BH A 40T S R <1096 FE R
043, PHYEANMLIT &5 A 2023 10%~50% FE R 147,
FEE 40 0 P 5 2 R >50% HIE 20y, @F (Rt
o B RBITERE R0, BIRE ORI E R
14y, HREOHE R 25, WECHMRBME G
BEB MM, ERARRLRAEER: 054 R
PERIL (=), 1 REHEERE (+), 24 8%
AR EBAME R (H1), 44 MsmBAME L (HP).
BRIE (H~t) R5r s ML, Bl &Rk 4l
1.6 #mp3zs DUASHIER 32 T & 10% FBS
MY HHZE-HEHEZNDMEM & ER T, &
F 5% CO,. 37 CHff ks =4 h 5 7%

1.7 £EFALESRNEHPCatmibd y-H2AX
#2 E-cadherin & & & ik KT X E 4 K PCa
DUL45 40 i, #EATiHfb. &0, EEE, B3
Tl o 38 M 6 L 40 i K5 3% b, LA
2mLEEFRE, BTHRAMATER. FHRERS
30%~40%, 4y A% B4 . 5% FBS 41 fl CUDC-
10140, XFHEZH . JCI TG MR = ; 5% FBS4L:
5% FBSM4i 5 = ; CUDC-10141: & 5%
FBS 140 i 15 5% % b Al A 200 nmol- L™ CUDC-101.
T 48 h )5 #EAT 525 . PBS ZEmPi ik 25, FHRE
[E % 15 min, PBS ZZ Wi shik 37k, B YK 3 min,
1 : 100 RER —HiiAl (y-H2AX. E-cadherin Fil
EMAK), 4°CUKAEIE R, KH, 1XPBS 2 thil th ik
3K, BRR 3 min, FREARRN 296 " H. 4, 6-—
Jok HE -2- 2K JL w5 Bk (4', 6-diamidino-2-phenylindole,
DAPI) A% S, Hroot s hflE R s,
ECHO % 5t i fU 58 T W8 5 4% 20 4 i 1) 2% O e 5
B, JREA

1.8 @mA XK = B&n L4 mHeH XK ER
BUA RORAS R A B A R A0 L, 4 i %35
JEPEE Ny 2X10° mL T, 43Sl 2 6 L A i By 37 AR
W, RRAl & 29 70% B, 1 200 pL A9 AR+
ST H PR SIRIE, SRS AR
W B (100 1200 nmol-1.7") CUDC-101, 4 %l 7
0. 24 F148 h iy H G058 0 BT 43 Hr DR 18 52 72
JE, O SCE 4y A X RE4H . 100 nmol-L7' CUDC-101
24 1 200 nmol- L' CUDC-101 41, % JH Image J #
4 4% 4 ) T AR, GraphPad Prism 8. 0 #E 474811
ST RIS 2, SLER A 3R
1.9 Transwell J» & 5 B4 M| & 20 41 i 69 T 45 4m o
K OHATERAMNE . B0 JE A  E
J91X10'mL~", B 100 pl A /NS B B R4
WEE 24 h, FrAMMOiRESS, Wt E AR SR,
A If W E CUDC-101 (% 1% FBS) 100 plL,
2AFLAN MR FER T EIMA &R FE (& 20%
FBS) 750 pl. , 46220 FH 16~20 ho BERUNE
JHPBS Zé v i e, W[ 15 min, 0. 120 45 &
LW T, MR O AR TN E A4l
JfL, S ARCEE R WS T BEAILIE L 5 A S A5 B AL R AT
M . SR A Image J 3K 1 F 47 4% 41 40 i 1 %k,
GraphPad Prism 8. 0 #4758 340 By f ge it K 2 1 o
1.10 Western blotting 3 # M & 48 %48 . F EMT 48
X% G . y-H2AX o p-AKT & & R B K+ R
SR 1 S T L2 i b BT IS PCa DU 145 41 il
MRV H, A BCA B vk B s ) 3k 7 & A ) 44
BOE AR E, W30 pg HEHZ 6%~12% SDS-
PAGE 408, 561505 5% MR Wik 0, 20 %0
AL VimentinHifk (1 : 1000). ¥t E-cadherin
ok (1:1000). fbty-H2ZAX ik (1:1000) .,
S bt p-AKT Hi ik (1:1000) 14 B-actin i 14
(1:1000), &FRIKL, 4 CHERE LK,
TBS-TZ i vk, —Ht (1:10000) #H2h)5
BTHERGE PG, BGREI4. HIVER
FIBAKF=HME A S KEE/ NS B-actin A
SO KEEAR , wER AL H I A R BAKF =0 ik &
P25 KA/ B 1 4% K A
1.11 %#t %54 KA SPSS 25.0 4t it 4k {4 it
781t /> #r, GraphPad Prism 8. 0 §k f it 41 %
Bl B R D (00) FoR, H2AXHE HRILM
JE 5 PCa f8 3 1l PR 2 2 80000 5C 3R H ) K 30 1
Fisher’s i I 2 ; S AR F, EMT
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K HEILKF, p-AKT Fly-H2AX 5 H £k K
WL ots Fon, 22 4 PR AR 3 80 H B R IR R
Ji 255 M, 2R R L R T SNK-g K256 . A P<<
0.05 WA G L.

2 & B

2.1 BEEARER TCCARIFEKRL R L
~: H2AX mRNA 7E45 i . B . & 88 fop
HBREFEZRMEAL P RBEKRERS (B,
UALCAN ¥ JE 70 7 45 5 B8« 7E PCa 4 41

H2AX mRNA%ﬁyk%%ﬁm?Eaﬁuﬁu%zﬂ,,\

(P<C0.001, K 2A); 5 IE W 150 B 40 28 1 5
Gleason PE4r A 6. 7. 8F1 940 ) PCatH 41 H H2AX
mRNA ik AKF 8 F5 (B 2B); PCaoibk L 4%
HE (NO) AMAMEZEEE (N1) PCadls!

H2AX mRNA FiA7K V-2 m TR % §i o) R4 (K
2C) . WM& A4 R /R: HZAX mRNA
RFRBABEN IR AEFY (disease free survival,
DFS) & # ik T H2AX mRNA @& £ ik 4 (P<
0.001), 1M 2#H B F 0 84 F (overall survival,
0S) WEZERIGI#EL (P=0.074) (K 3),

4500
o
4000}
=
< 3500}
[~}
= o
Z o P
z 3000} ° °
=4 °
g
< 2500 3 E e
< ° 8 °
N o
jusy ) o o ) 8
o 2000 5 o i
© o 8 i
=] o .
2 o g ° 8 i :
2 1500 o 8 § s 8 g : ;
o 2 .
g <+ L T +£ : °
= : : : ° - o : : :
m s H i ° H d . .
1000f ° _!_ : L3 s ° : ° : °
H : ' . ' 3
i . g | i B T
o
- il.l.i"iglg T B
= e — T = A — R sl = I A N A
00 - = o e Sis
3 & & & & & & & & & & & & & & & 3
& & F & FF R F Ry S
[¢) < 4 % < < < < O O L& < < O O 4 2
S O F F £ & ¥ S F oy F e s 8
S <9 6$ o £ < év? & & & < & zc‘\ éz?’ 6{5
<
< F & ¢ & $ o« ¢ ¢
Ly <
Qgr

B 1 ZEARRMEAL P H2AX mRNA R BB
Fig. 1 Expression of HZAX mRNA in different kinds of tumor tissues

2.2 PCa@B#B ¥ H2ZAX B @9 REKF HEd
U e e R 25 R R . H2AX B e (0 2
T ANML T, 7E 5% B A 2 b 2 PR i s PR R
ik, MAE PCadl 2 5 pHE ko PHME Rk . LR 4,
PCa 4l 41 H2AX 25 [ 5 BH 1 26 38 R I 1 5 T 55
BLMEZH 20 (64.34% ws 14.29%) (P<<0.01)., W
# 1, H2AX 3 FH PR 5 PCa iy T 43 ] (P<
0.001) A WHO/ISUP GG (P=0.004) £ %Ht,
1M H2AX 58 FH M 38 5 B F 4E I . Gleason 1T 47
Ik O 45 5 7% R A 28 Kk R S G B (P=>0..05) .
W2, 7884 PCatl4lrp HZAX | R B &N T
giptx (E4B ik i), Ho T2 564, T3
W36, Gleason ¥FE4r<<7 4y 4 1, Gleason ¥ 43 >
7504405 ISUP GG: GG 14 16, GG 24114 .

GG 34l 26, GG44H 16, GG 543,

2.3 Z#PCaDUIl45% e y-H2AX #= E-cadherin
FaORE RETOCR ALK R BN 5XR
i, EMTiER (5% FBSARH) 4o ok
Ve F iR 55, 26 B E-cadherin 25 [ %% 35 7K FE FEAK 5
X HAMEMT %5 (5% FBSAhH) 4,
CUDC-101 A Wy &k M e e ue e £k Wb m,
B vy -H2AX F1 E-cadherin % H % 35 K F FF 5 .
JNES

2.4 & PCaDUl45 e XK ERFo L4 @ik
o OAMMRDE LA IS R B 5X IR A,
100 1 200 nmol-L."'CUDC-101 4t ¥ 20 PCa DU145
411 i Y R JR T AL RS i (P<<0. 053¢ P<<0.001) . ML
B 617, Transwell /N2 SCH K I 25 @R . 5 X)
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B2 ZEAFKEKKEESHEPCaBERUAL P HZAX
mRNA KX

Fig. 2 Expression of HZAX mRNA in cancer tissue
of PCa patients with different clinicopathological

factors

M4 H %, 200 nmol- L 'CUDC-101 4b P 41 #Y
PCa DU145 40 il iF # 50 Wi 2> (P<<0.05) ., I
& 8 H19,

8 “— Low expression of 8 Low expression of
H2AFX TPM (n=121) H2AFX TPM (n=121)
— i ; High onlof
. et ) HRE BT
—_ LogrankP=1.4e-05 o Logrank P=0.074
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Fig. 3 Relationship between HZ2AX expression and

clinical prognosis of PCa patients

2.5 Z#impa P E-cadherin,Vimentin,y-H2AX #=
p-AKT & & & X K F Western blotting ¥ 5 I 2%
RER: SXTEAM 5% FBS dh Al i, 5%
FBS+100 nmol-L™" # 5% FBS+200 nmol-L"'
CUDC-101 4 B 41 # E-cadherin F1 y-H2AX & |4 %
KK TR (P<<0.05 5 P<<0.01), Vimentin fl
p-AKT # H & B AL (P<<0. 053 P<<0.01).
LA 10,
3 it i

H2AX B3 i /MEAE A (24 H2AT,
H2A2, H2AZ fil H2AX) W& O 2 —, 1
DSBs & 4= 0F, 7 T DSBs J& Bl 14 B B M UL 3-1%
fit (phosphatidylinositol 3-kinase, PI3K) %% i bt
WS [r] DNA Wi 2485067, SQE 45 #3819 139Ser
RAEWRA, B y-H2AX, WA DNA $i 4 iy 5
W ER Y Y N TR H2ZAX EH (X% PCa &
AR RWSE IR, AR S T e KR TCGA Sl g Fi
UALCAN ¥4 5 v H2AX By k38 508, 450 W
/N : H2AX mRNA 7 K 50432 45 PCa 19 52 1 1P 9
Rk KE TR E, fE PCa 2l 417 H2AX mRNA ¢
Rk K- FIEH AL, HHELRKFEE Gleason
ROy . U O 4 e B TN BB 3 TR A AR R A AR B G
B, #/R H2AX W RES 5 PCa KL, WA
H2AX A1 K PCai2 Wi fIPEH W5 1 45 bn . A
WF5EXF 129 6] PCabf At HZAX B H KB K5 &
G R HE S B S R AT /00T, S5 RBoR: PCa
HA T H2AX 45 [ BH P 3235 2 0] b & T e 98 05 R
4, HREY PCaile#H MM T 43 81 fl WHO/
ISUP GG A X, SHIEEMERLRIEA -, &
WFgE, 84l PCadl4irh H2AX I R ILE M T
4 f 4%, Horh WHO/ISUP GG H 1% 141 . 2%
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A': BPH tissue; B—D: PCatissue; B: Nucleus and cytoplasm location; C: Positive expression; D: Strongly positive expression. Arrow :

H2AX protein.
B4 H2AXZEH7E PCa A KRS B A AU g R% (B4, X 200)

Fig.4 Expression of HZAX proteins in PCa and adjacent benign tissues (Immunohistochemistry, > 200)

F1 H2AXEAZEPCatHAFEF REHA T HRBHFRL
Tab. 1 Expression of H2AX protein in PCa tissue and adjacent benign tissue

H2AX expression

Group n Strong positive rate(y/ %) b P
- + H H
Adjacent benign tissue 42 9 27 6 0 14.29
31.808 <20.01
PCa tissue 129 10 36 51 32 64.34

2 HZAXEHARKXE PCa BEIERRERHMTEN LR
Tab. 2 Relationships between expression of H2ZAX protein and clinicopathological characteristics of PCa patients

H2AX protein expression

Clinicapathological characteristic n Strong positive rate(5/ %) e P
—— -
Age (year)
<65 23 11 12 52.1
1.806 0.179
>65 106 35 71 66.9

Tumor stage

T1-T2 48 26 22 45.8
11.413 0.001
T3-T4 81 20 61 75.3
Gleason score
<7 78 32 46 58.9
2.477 0.116
=7 51 14 37 72.5
WHO/ISUP
GG1 14 9 5 35.7
GG2 34 18 16 47.0
GG3 30 5 25 83.3 15.641 0.004
GG4 22 6 16 72.7
GG5 29 8 21 72.4
Lympnode metastasis
Yes 19 7 12 63.1
0.014 0.907
No 110 39 71 64.5
Perineural invasion
Yes 57 16 41 71.9
2.563 0.109
No 72 30 42 58.3
Vascular invasion
Yes 6 2 4 66.7
0.015 0.636

No 123 44 79 64.2
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Fig. 6 Migration of PCa DUI145 cells in various
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Fig. 7 Scratch areas of PCa DU145 cells in various

groups
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A: Control group; B: CUDC-101 group.
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Fig. 8 Migration of PCa DU145 cells in two groups
(Crystal violet, X40)
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Fig. 10 Expressions of E-cadherin, Vimentin, y-H2AX, p-AKT, and AKT proteins in cells in various groups
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