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Association of Tspan8 over-expression with metastastic potential
and prognosis of hepatocellular carcinoma
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Abstract Objective: To investigate the association of Tspan8 expression with metastatic potential and prognosis in
hepatocellular carcinoma (HCC).
Methods: The mRNA and protein expressions in different HCC cell lines and surgical specimens of 80 HCC
patients were determined by qRT-PCR and Western blot analysis, and Tspan8 expressions in tissue samples
from another 352 HCC patients were detected by tissue microarray. The relations of Tspan8 expression with
clinicopathologic factors as well as recurrence and prognosis in HCC patients were analyzed.
Results: Both mRNA and protein expressions of Tspan8 were significantly higher in HCC cell lines with high
metastatic potential (MHCC97-H, MHCC97-L) than those in HCC cell lines with low metastatic potential (PLC/

E2TWR: FEARBEIESTIITE (811603105 81260367 ) ; MR FRBMHEIEAIIT H (812155; 814318) .
WimBEHA: 2016-04-10; fEiTHHA: 2016-06-17.

EEEINY: TEL, WA NRERE AN, F2 SR ARG R 2 & 5 m st .

BIEMEE: K47, Email: wujincai021@126. com

© JEAC T o [ 8 S0 FL 22 & T 998 http://pw.amegroups.com



557

FAEK, F: Tspan8 TR HADBRB B ATURN AR 999

PRF/S, SMMC7721, HepG2), significantly higher in HCC tissue than those in tumor-adjacent tissue or normal
liver tissue, and significantly higher in HCC tissue from patients with intrahepatic metastases or vascular invasion
than those in HCC tissue from patients without intrahepatic metastases and vascular invasion (all P<0.05). High
Tspan8 expression was independent risk factor for postoperative recurrence (HR=1.64, 95% CI=1.21-2.23,
P=0.002) and survival (HR=1.66, 95% CI=1.23-2.25, P=0.001), and in patients with high Tspan8 expression
compared with those with low Tspan8 expression, the postoperative S-year overall survival was significantly
decreased and time to tumor recurrence was significantly shortened (both P<0.05).

Conclusion: Tspan8 can promote HCC metastasis and invasion, and patients with high Tspan8 may face a poor

prognosis.
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Table 1 Analysis of clinicopathologic features of the two groups
of patients [n (%)]
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MHCC97-H, MHCC97-L. PLC/PRF/5 .
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1.2 RT-PCR. Western blot # ] 43 #fr

RT-PCR: MIEH FFAZLURA . T br A 2 il
XPREFH B bR A . AN R PR HUERNA L 2 U
2 HBTRIzo A & Ui W] 78 4E 5 Tspan8AY5I
Y Primer 5.05| ¥ it ik 17t , EHRAE
5149, Tspan8/F%A5-ATA GAT ATC GAC AAG
CCT GTA ACG AA-3' ( Bi#51%) , 5'-GAT CTC
GAG GTT CCC GAT CTG G-3' ( FiFgI¥) ; i&
BGAPDHEHAE NS BMIEER, 517 515'-CCA
CTA GGC GCT CAC TGT TCT-3' ( RiE5149)
5'-GCG AAC TCA CCC GT TGA CT-3' ( FiiFgl
V) o RNIR RS IR O ROV AR & UL
PCR™ W HL UK I 282 88 10 -G o3 BT AGHE AT R WO B2
SRS . LN 94 °C 455, 57 C 40 s,
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Figure 1 Association of Tspan8 expression with metastasis potential in HCC A-C: The mRNA and protein expressions of Tspan8 in

A-C: Tspan8 mRNA SEAEARR AP AFEE; D-F: Tspan8 mRNA 5

different HCC cell lines; D-F: The mRNA and protein expressions of Tspan8 in HCC, tumor-adjacent tissue and normal liver tissue;

G-I: The mRNA and protein expressions of Tspan8 in HCC tissues from patients with different disease statuses
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Figure2 Tspan8 expression detected by tissue microarray
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Table2 Association of Tspan8 expression with clinicopathologic features [n (%)]
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ﬁaﬁ A ( ><400)

N

:;"f

-~ e Tspan8 FHE: Tspan8 FHP: . ) Tspan8 FH4: Tspan8 [HP:
I ARAREEAFAE (n=185) (n=167) IR (n=185) (n=167)
iy (%) ilvEa g H
=55 81 (43.8) 77 (46.1) =2 35 (18.9) 10 (6.0)
<55 104 (56.2) 90 (53.9) 0-662 1 150 (81.1) 157 (94.0) <0.001
4 531) TNM 434
L 151 (81.6) 139 (83.2) 1I/111 54 (29.2) 38 (22.8)
8 34 (18.4) 28 (16.8) 0692 I 131 (70.8) 129 (77.2) 0-170
HBsAg Ji e EL MR e Pk
FH 168 (90.8) 142 (85.0) & 132 (71.4) 121 (72.5)
BH P 17 (9.2) 25 (15.0) 0.093 P 53 (28.6) 46 (27.5) 0.818
TS Ak v Edmondson 43-2%
H 142 (76.8) 115 (68.9) /v 106 (57.3) 70 (41.9)
Tt 43 (232) 52 (31.1) 0.096 /1 79 (42.7) 97 (58.1) 0.004
AFP 7K (pg/L) AL
=20 130 (70.3) 113 (67.7) H 93 (50.3) 53 (31.7)
<20 55 (29.7) 54 (323) 0.598 I 92 (49.7) 114 (68.3) <0.001
PifEd ELAEC em )
=5 115 (62.2) 79 (47.3)
<5 70 (378) 88 (527) 0005
3 Tspan8 RiAAHEEBEBEEXR [n (%) ]
Table 3 Association of Tspan8 expression with metastatic potential of HCC [ (%)]
crovang Tspan8 HEZfb e s
TR FIFE (n=185) I (167 P
1% 73 (39.5) 88 (53.7)
=1 112 (60.5) 79 (46.3) 0.013
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Table4 Cox multivariate regression analysis of relations of Tspan8 expression with TTR and OS of HCC
- TTR 0S
el HR (95% CI) P HR (95% CI) p
= 55 % 1.00 (0.74~1.36) 0.991 1.14 (0.84~1.55) 0.410
B 0.88 (0.86~1.33) 0.542 0.92 (0.61~1.39) 0.691
NPT E M 0.65 (0.4~1.00) 0.047 0.71 (0.47~1.08) 0.110
ZEREE i 1.35 (0.97~1.88) 0.076 1.18 (0.85~1.64) 0.323
AFP JK3F-= 20 pg/L 1.15 (0.83~1.60) 0.389 1.11 (0.80~1.53) 0.531
JiEE = 5 cm 1.58 (1.15~2.18) 0.005 1.38 (1.12~1.73) 0.004
Jihga = 2 212 (1.54~2.92) <0.001 1.98 (1.44~2.71) <0.001
TNM II~111 18 1.21 (0.91~1.62) 0.197 1.25 (0.93~1.66) 0.136
ToAu JfEE 0.97 (0.72~1.32) 0.865 1.12 (0.82~1.52) 0.488
Edmondson ITI~1V 2 1.46 (1.08~1.95) 0.012 1.55 (1.16~2.08 ) 0.003
A I ERIC 1.51 (1.11~2.04) 0.009 1.41 (1.04~1.91) 0.026
Tspan8 735 1.64 (1.21~2.23) 0.002 1.66 (1.23~2.25) 0.001
1.0 1.0
0.8 0.8+
0.6 E 0.6
S -
0.4 T () 4
| _ M ik d M
0.2 g 027 7 fsin
P<0.001 P<0.001
O_O- L) L) L) L) L) L) OO L L L T L L
0 10 20 30 40 50 60 0 10 20 30 40 50 60
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B3 Tspan8 RiZKFEEREEXEWERZ A BAML; B B4

Figure 3 Relations of Tspan8 expression with tumor recurrence and prognosis
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