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Acid sphingomyelinase-derived liver macrophage inhibits growth of metastatic
colon cancer in the liver.

Yosuke, Osawa
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Sphingolipids regulate carcinogenesis and proliferation, survival, and
apoptosis of cancer cells.In this study, the involvement of ASM in liver metastasis of colon cancer
was examined. ASM in the liver inhibits tumor growth through cytotoxic macrophage. Thus, targeting
ASM may represent a new therapeutic strategy for treating liver metastasis of colon cancer.



M2

M1
ML M2
1
2
3
1
1

Liver Spleen Liversurface Liver section

B16C2M




o

"

[9%]
[=]

Hepatic replacement area (%)
3 B

ADGFP AdASM

(=]

Hepatic replacement area (%]M
=]

=

Wnt/p

CBP/B

(5]
o
[=]

|

-

3o

o

o
I

—

(=)

o
|

Hydroxyproline
(ug/g liver weight)
T

il

ol 8w
BICCl, 8 w+PBS 8 w
[ ICCl, 8 w+PRI-724 8 w

CBP/f3

&

o

CBP/B

Day 0 DayS Day12

C-82 (10 pM)

CBP/B
CBP/B

1o MMP-9 MMP-2 ;o MMP-8 _ —gg,,
. . ol [PRI-724 1w
: Wccl, 8w
X P oo Hccl, 8w
) . mCCh 8w
| 0 o -PRI-724 1w

CBP/B
NP
CBP/B

CBP/B DEN



4
Hoshi M, Osawa Y, Ito H, Ohtaki H, Ando T,
Takamatsu M, Hara A, Saito K, Seishima M.
Blockade of Indoleamine 2,3-Dioxygenase
Reduces Mortality from Peritonitis and
Sepsis in Mice by Regulating Functions of
CD11b+ Peritoned Cells. Infect Immun. 82,
4487-4495, 2014.
Osawa Y, Oboki K, Imamura J, Kojika E,
Hayashi Y, Hishima T, Saibara T, Shibasaki
F, KoharaM, Kimura K. Inhibition of Cyclic
Adenosine Monophosphate
(cCAMP)-response Element-binding Protein
(CREB)-binding Protein (CBP)/p-Catenin
Reduces Liver Fibrosis in  Mice.
EBioMedicine, 2, 1751-1758, 2015
Kowazaki Y, Osawa Y, Imamura J, Ohashi
K, Sakamaki H, Kimura K. Immunological
analysis of a patient with hepatitis B virus
(HBV) reactivation after bone marrow
transplantation. Intern Med. 54, 1213-1217,
2015.
Tokunaga Y, Osawa Y, Ohtsuki T, Hayashi
Y, Yamaji K, Yamane D, Hara M, Munekata
K, Tsukiyama-Kohara K, Hishima T,
Kojima S, Kimura K, Kohara M. Selective
inhibitor of Wnt/B-catenin/CBP signaling
ameliorates hepatitis C virus-induced liver
fibrosis in mouse model. Sci Rep. 7, 325.
2017

100 ;

2014.
2.
Kupffer
TNF-alpha . 50
2014
3.
9
Wnt/p -catenin
- 51
, 2015
4,
2
Wnt/(3 -catenin
. 102
2016
5.
4
Wnt/[3 -catenin
. 52
, 2016
0
o 0
o 0
@

OSAWA YOSUKE



60447787

@

®

*



