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Expression of TLR4 in Liver Tissue Infected HBV and HepG2/ HepG2.2.15

GUO Yun- wei, WEI Xiu- ging, LI Yong- wei, YANG Shao- ji
( Department of Gastroenterology, The Third Affiliated Hospital, SUN Yat- Sen University, Guangzhou 510630, China )

Abstract: Objective To investigate the expression of Toll- like receptor (TLR4) in liver tissue with hepatitis
B virus (HBV) and cell lines HepG2/HepG2.2.15. Methods ~ The expression of TLR4 was determined by
immunohistochemistry in human livers with chronic viral hepatitis B (CHB), chronic severe hepatitis (CSH), and
health control. The results were evaluated by integrative index. Hepatocellular carcinoma HepG2 and HepG2.2.15
cells were cultured by routine method. Immunofluorescence flow cytometry was used to detect TLR4+ cells and
mean fluorescence intensity (MFI). Results The intensity of TLR4 expression in liver tissue of CHB and CSH was
significantly higher than that of health control P< 0.01). The positive staining was mainly located in cytoplasm and
some on cell membrane. In chronic viral hepatitis B, the intensity of TLR4 expression was positively correlated with
the grade of necroinflammatory activity (r=0.632, P< 0.001). MFI of TLR4 (18.24 + 8.18) and TLR4+ cell
percentage of HepG2.2.15 cells (17.79% £ 9.46%) were significantly higher than those of HepG2 (2.33 + 0.41,
1.71% + 0.77%, P< 0.001). Conclusions  The expression of TLR4 had closely correlation with the grade of
necroinflammatory activity of viral hepatitis B. Hepatitis B virus might directly up- regulate the expression of TLRA4.
Therefore TLR4 might participate in immunoreaction, especially in immune- mediated hepatic damage in course of
viral hepatitis B.
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Table 1 Expression of TLR4 in liver tissue of viral hepatitis B

Intensity of TLR4 expression (n/frequency)

Group n

+ ++ +Ht+
Normal liver tissue 10 8(0.80) 2(0.20) 0(0) 0(0)
Chronic viral hepatitis B

Gl 15 2(0.13) 8(0.53) 3(0.20) 2(0.13)
G2 18 0(0) 3(0.17) 9(0.50) 6(0.33)42
G3 18 0(0) 00) 5(0.28)  13(0.72)%2
G4 12 0(0) 00) 2(0.17) 10(0.83)%2

Chronic severe hepatitis 11  1(0.10) 8(0.73) 1(0.09) 1(0.09)¥

1) TLR4 expression in liver tissue of chronic viral hepatitis B
(Groups G1~G4: x?=11.667, x?=22.773, X*=28.000, x*=22.000, P<
0.001) and chronic severe hepatitis (x?=11.022, P< 0.05) were
stronger than that of normal liver tissue; 2) In group of chronic viral
hepatitis B, TLR4 expression in liver tissue of groups G3~G4 (x°=
18.446, x?*=15.390, P< 0.001) and group G2 (x?=9.075, P< 0.05) were
stronger than that of group G1; TLR4 expression in liver tissue of
groups G3~G4 were stronger than that of group G2 (x*=6.722, X’=
7.557, P< 0.05).

24 TLR4 HepG2 HepG2.2.15
TLR4 HepG2.2.15
18.24+8.18(n=12),
HepG2 2.33 +
0.41(n=12,1' =6.729,P< 0.001); TLR4+
,  HepG2.2.15 (17.79 + 9.46) %,
HepG2 (L.71 £ 0.77)%

(t'=5.870, P< 0.001)
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Fig.1 Expression of TLR4 in liver tissue
A: Normal liver tissue; Negative staining (Imunchistochemistry,
Elivision x400); B:
reaction appears brown staining (Imunohistochemistry, Elivisionx100);

Liver tissue of chronic hepatitis B; Positive

C: Liver tissue of chronic hepatitis B; Positive staining locates in
cytoplasma; No positive staining in nucleolus (Imunchistochemistry,
Elivision x400); D: Liver tissue of chronic severe hepatitis; Positive
area appears small nobble (Imunohistochemistry, Elivisionx40)
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