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Mechanism of TLR9-mediated intrahepatic cholangiocarcinogenesis by Helicobacter
sp. infection
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bil In this study, we investigated the mechanism of biliary carcinogenesis with
H. bilis.

Methods: H.bilis was co-cultured with purchased immortalized human bile duct epithelial cells
(MMNK-1) under various conditions, and cell-derived inflammatory cytokines, reactive oxygen species,
and cell proliferation activity were detected by ELISA, fluorescence, and WST-1 assay,
respectively, and compared with those of the non-cultured group. The results showed that even in
short-term co-culture of MMNK-1 and H. bilis, there was an increase in secretion of IL-6, IL-8, and
reactive oxygen species that can convert cells to malignant and invasive forms.



Helicobacter pylori H.pylori H_pylori
2000 H.pylori
Helicobacter 1994 Helicobacter bilis (H.bilis)
H.bilis
2002
H_bilis Hepatogastroenterology. 2002; 49(45): 648-51
H.bilis Carcinogenesis. 2002; 23(11): 1927-31.
H.bilis Br J Surg. 2010;
97(4): 544-9. Helicobacter H.bilis
H.bilis
H.bilis H.bilis
DNA PCR
H.bilis H.bilis
H.bilis H.bilis
DNA
TLR9
in vitro
DNA
TLR9
in vitro
MMNK-1 H.bilis
(0.6.24 )
(24 ,MOl 50,100 )
24
DNA 24
DNA 24 mRNA
(0.6.24 )
g/ IL-6 (n=7) X tog/mi) IL-8 (n=7) (pe/mi) TNFa (n=8)
o e l"‘|i [ 0 —_— '_L|i rLI 0
|0:|MMNK-1 6.MMNK-1+2HA.biIis DMOMNK-I .l\ellMNK»1+H,bf'lz;s |:|OIVIMNK-1 .GMMNK-1+H.b2i;s
1L-6,1L-8 H.bilis 6,24
(24 ,MOI 50,100 )



DCFDA (n=6)

14 *
E; 12 -|—
55 °
E :.S: 08
E 2 0.6
]
v o
S Lo
3
= 0.2
0
MMNK-1+ H.bilis  MMNK-1 + H.bilis
MMNK-1 MOI 50 MOI 100
MO1100
24
= =9)
WST-1 assay (n=12 AT (n
y (n=12) X105 *
11 * 4.0 |
35
Z 105 3
g 3 . 3.0
£ E 25
v 8 20
2 P 0.95 R
232 g9 15
g& 10
2 085 0s
0.8 0.0
MMNK-1 MMNK-1 + H.bilis MMNK-1 MMNK-1 + H.bilis
DNA 24
(pg/H) 8-OHdG (n=8)
7
6 I
5
4
3
2
1
0
MMNK-1 MMNK-1 + H.bilis
DNA
DNA 24 mRNA
0GG1 (n=8) MUTYH (n=8) NUDT1 (n=8)
12 * 12 14
_ 1 1 12
e —
Zos g os s !
E 0.6 g 06 §o®
o T 2 06
S04 £ o4 3 04
02 02 02
0 0 o
MMNK-1 MMNK-1 + H.bilis MMNK-1 MMNK-1+ H.bilis MMNK-1 MMNK-1 + H.bilis
0GG1 MUTYH  NUDT1
H. bilis

bilis

DNA




Helicobacter bilis

119

2019

(Kosaka Taichiro)

(00437881) (17301)
(Eguchi Susumu)
(80404218) (17301)
(Ono Shinichiro)
(90567174) (17301)




