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W OE BH: PRI 2R WIE T 6 (CDC6) 7ERFAIMR (HCC) ik MOHI H S 3L,
Fiik: A qRT-PCR. Western blot Al 146346 I 85 61 T AR VI Bk A9 HCC B X 1V 9 57 41 4R A
1 CDC6 mRNA RFE MM, /0 CDC6 MK EE HCC BH IR R L HF KR
L5 HCCAZH CDC6 1Y mRNA 58 1R KK P2 m T X B 55 24, qRT-PCR 45 4L 5 43 B i
IREFAGITFE L (P<0.05) ; CDC6 Fik 5 K/ R0, AR EE B DRSS WAL (B
P<0.05) ; CDC6 =23k 1Y 8 35 JCIE8 A= A7 B ] A S AE A7) (] B4R T CDC6 IRR K (3 P<0.05) ;
HHRELSZHEZ /AN B2, CDC6 &M HCC B3 R EFF 3R (HR=1.089, 95% CI=0.986~1.186,
P=0.033) K fE% (HR=2.441, 95% CI=1.128~3.652, P=0.012) FYf~7 &K K T
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Expression of cell division cycle 6 in hepatocellular carcinoma and
its clinical significance
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Abstract Objective: To investigate the expression of cell division cycle 6 (CDC6) in hepatocellular carcinoma (HCC) and
its clinical significance.
Methods: The mRNA and protein expressions of CDC6 in 85 surgical specimens of HCC tissue and matched
adjacent tissue were determined by qRT-PCR, Western blot analysis and immunohistochemical staining,
respectively. The relations of CDC6 expression with clinicopathologic characteristics and prognosis of HCC
patients were analyzed.
Results: Both mRNA and protein expression levels of CDC6 were increased in HCC tissue compared with
adjacent tissue, and quantitative analysis of gRT-PCR results showed that the difference had statistical significance

(P<0.05). The CDC6 expression was significantly related to tumor size, clinical stage, degree of differentiation and
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satellite lesions (all P<0.05). Both tumor-free survival rate and overall survival rate in patients with high CDC6

expression were significantly lower than those in patients with low CDC6 expression (both P<0.05), and both

univariate and multivariate analyses showed that CDC6 was an independently risk factor for tumor-free survival

rate (HR=1.089, 95% CI=0.986-1.186, P=0.033) and overall survival rate (HR=2.441, 95% CI=1.128-3.652,

P=0.012) in HCC patients.

Conclusion: CDC6 is highly expressed in HCC tissue, and is closely related to malignant clinicopathologic

teatures and poor prognosis. CDC6 may contribute to the occurrence and development of HCC, and may be used

as an index for estimating tumor recurrence and outcomes.
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FIORAF 4 o 85I FE AR FHqRT-PCR Iy 43 4l
SAHTHCCHI L 55 40P CDC6 mRNAFE L, 17
Western blot Fl e & ALK CDCOFE H 3R ik -
1.2 FZEiKF

TRIzol.WRNAHRHUA ], ¢ DNA K H 51k
&, qRT—PCRﬁQ?ﬂJﬁSYBR prime scripti"gﬂ!@ﬁ
Takara’yFl; CDC6 M B -actin qPCRZ| ¥ H R 4E
KEFEYRHEARAR A ; RILACDCOH 5
R 0 AR S AR ao A Ak ) i b 0 e e/ B = 3
F 3 B Abcam 2y 7 ;. S 4l H &0 F g H
EWEARATBR A
1.3 gRT-PCR

G RIRr c S A T N a1 N R 1
AT mL TRIzol 5 Bk 71 42 B K 55 41 21 6
RNA, #cDNAR LSBT A543 51K 1 pgiimRNA
R cDNAL 51#F5] . CDC6LIiF5I#15'-GGG
AAT CAG AGG CTC AGA AG-3', FiFgl¥s5'-
CAC TGG ATG TTT GCA GGA GA-3'; B -actin I
W51¥)5'-TCA TAC TCC TGC TTG CTG AT-3', F
W5I¥5'-GGG ACC TGA CTG ACT ACC TC-3',
$ qRT-PCR U B 5 ZE R BC ] )z ik REFTPCRY™
R . LLB-actindER HNZ, RH2 2%
T CDC6 mRNATEHCC KI5 55 4 21 il A 4 6
STy 4
1.4 Western blot

WUTR A7 2 R AR 22 ORI S 4 IR R 1 JF
W7 B e B, JBORH ) 5 o 9 2 O RE L AT R
I T B BE S HL UK ( SDS-PAGE ) J5#ENZEPVDF
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(1:500) —4i, 0.5% TBSTYEM: =W, ZREEHE
B S ALY R bR IC R — 4T (1:1 000) 1 h, 0.5%
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Figure 1 Measurement of mRNA and protein expressions of CDC6
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B2 ®EALEI CDC6 RKixk ( x200)
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A: qRT-PCR ZER. . B: Western blot 28

A: Results of qRT-PCR; B: Results of Western blot analysis
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Figure2 Immunohistochemical staining for CDC6 expression (x200)

A: Tumor adjacent tissue; B: HCC tissue
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2.3 CDC6 HyFkiL/KFEHCC B2EIGKRFER
E:IPSER
WA HCCH LR A P Y CDC6 3R Ik 5 1
I, W FREANCDC6EFIKA (476]) ,
T FHEM I CDC6fERBA (3861) , Gits
BrH S BFH KRR ST R CR . BH

SN BE 2 E 5505 %
Er g R B8, HCCHLIH CDCOREE F A /K F
5EEMRE R GRS R & TR

WA BA L (HP<0.05) , M5B FEMHEN . 4F
i . AFP. HbsAg. HFHEALRE K fih s it fisd o 2 1
¥ (#P>0.05) (F1) .

#1 CDC6 %iZ5 HCC BEIERFESHEXER [0 (%) ]
Table 1 Relations of CDC6 expression with clinicopathologic factors of HCC patients [n (%)]

CDC6 Kk CDC6 ik CDC6 M35k CDC6 HFik
B (n=38) (n=47) P Shs (n=38) (n=47) F

ezl I PR 4330

B 15 (39.47) 26 (55.31) 0.535 114 28 (73.68) 15 (31.91) 0.037
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iy (%) R
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135 AFP (pg/L) MiEE KN Cem )
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Figure 3 Comparison of tumor-free survival rate and overall survival rate between HCC patients with different CDC6 expression levels
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Table 2  Univariate analysis of prognostic factors for HCC patients
ToRAAT BAER ToRAAT BAER
ES R A A » v A= A7 40 » SN R A A » rRA A A7 »
(A) (H) (H) (H)
5] AR
e 20.9 32.8 =1 26.8 342
" o1 0.86 Jony 0.760 i 06 0.016 1 0.024
FEiy (%) Fiifga RN Cem )
< 50 22.8 31.8 <5 24.6 32.5
= 50 21.9 0.64 30.6 0.550 =5 22.4 0.168 31.6 0.231
13 AFP (pe/L) Ik e g
<25 21.6 32.1 SERE 20.6 33.5
> 25 18.3 0.68 26.7 0-960 ARGEHL 19.9 0.096 32.4 0.126
IR BIN=E
G 21.8 36.4 f 11.6 16.3
g 173 0.046 0 0.043 i 263 0.039 389 0.046
HbsAg CDC6 Fik
BH 22.8 33.6 A 50.8 59.4
FHAE 19.6 0.067 30.9 0-290 eIk 19.7 0.0 25.2 0.020
Il AR 531
I 4] 24.6 35.1
1I/111 8 11.3 0.019 12.6 0.026
#®3 ®MWMHCC &EEWENSEEZS
Table 3 Multivariate analysis of prognostic factors for HCC patients
= ToRAAT R BER
- HR (95% CI ) P HR (95% CI') P
W R4 (1 vs. T/IIL ) 1.023 (0.998~1.112) 0.031 2.13 (0.978~3.132) 0.095
IEREE (& s IR 1.143 (1.027~1.281) 0.021 3.071 (0.981~4.189 ) 0.038
CDC6 Fik (7 vs. i) 1.089 (0.986~1.186) 0.033 2441 (1.128~3.652) 0.012
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