(®)
2015 2016

The role of BAFF in progression of hepatocellular carcinoma
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Originally we aimed to identify the role of B cell activation factor
belonging to the tumor necrosis factor family (BAFF) and its physiological significance in
hepatocellular carcinoma (HCC). Using BAFF expression attenuated liver cancer cell lines, we failed
to show significant features that may explain physiological alteration in HCC. During our above
mentioned research, we encountered to a protein, Acidic Nuclear Phosphoprotein 32 Family Member B
(ANP32B), which may contribute to the pathogenesis of HCC. Therefore, we investigated the role of
ANP32B in HCC. ANP32B was expressed in human HCC tissue and low levels of ANP32B were correlated
with poor prognosis. Down-regulation of ANP32B plays a role in the suppression of apoptosis and

contributes to the progression of cancer.
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Tumor low ANP32B (N =16) Tumor high ANP32B (N =15) p-value
Age (mean £ SD), year 69 (49-81) 67 (51-83) 0.729
Sex (M/F) 12/4 12/3 0.739
Virus (HBV/HCV/none) 4/ 8/ 4 5/17/3 0.865
Child-Pugh (A/B/C) 16/0/0 14/0/ 1 0.223
Fibrosis (F1/ F2/ F3/ F4) 2/2/3/9 2/6/2/5 0331
Pathological stage (I+II/ III+IV) 10/ 6 14/1 0,032i
AFP, ng/ml (range) 26.5 (2-1525) 7.2(1.6-936) 0.710
DCP. mAU/ml (range) 409 (16-418820) 65 (13-6012) 0.284
PT, % (range) 84.1 (72.8-100.8) 86.6 (56.5-180.9) 0.976
Tumor size 36 (15-160) 30 (18-160) 0.976
Tumor differentiation (well/ moderate/ poor) 2/12/2 4/ 10/ 1 0.557
Tumor multiplicity (solitary/ multiple) 12/4 9/6 0371
Huh? HLE
o q‘j L Q-,s‘*
& g5 G ¥
x5 ‘-‘Q 5 Q
f @ d
ANPIZB (o — . ANP328 [em=
B-actin — — Bactin |——

SIRNA ANP32B



3
ANP32B

Huh?
ANP32B si - -+ = =
DMSO - - - -
Staurosporine - - - -
-————
Caspase-8 | | i

Caspase-g | = e ——

ANP32B

HLE

- -

B

-

+ ]

— e - |— 57 kDa

! W% | — 4341 kDa
* |—18kDa

— e v e — 47 kDa

— — =37 kDa
N\35kDa

caspasea| [ ==-7is
B-aclin  |w == — - ——— -
ANP32B
Huh7
A Control sIRMA ANP32B siRNA
+ DMSO + DMSO
104 2.7%10 31%

o .

é 0 Control siRNA 100
T B + Staurosporine

=] 10 B6% 107

ANP3ZB siRMA
+ .Staurlps_pqyin.e

T.T%

]
HLE
A ControlsRNA ANP32B siRNA
+ OMSE0 + OMEQ
1g" 3.7%] 10° 4.6%
| EM0aw| | g
0" ControlsiRNA'0 0 ANP32B siRNA

+ Staurospering

+ Staurosporine

al ol 36.9% 107 22.4%
|
i e P RS s 10 >
Annexin V PE

ANP32B

ANP3

2B

RT-PCR Western Blot

ANP32B
Bad
Bak
Huh? HLE
ANP32B si - = - - - -
DMSO - - - - e e = w
Staurosporine - - = s i el el
ANP32B | e — e — — —
Bad |=— e e — — — —
potizoe [N S (eme———
Bel-xl [— —— — — — — —
BOlD |———— — iy
Bak = e — — e —
Bax | w— e —— —_——— —
o473 nc
Akt — —— — — — —
B-actln — — — — S e e
ANP32B Bad
e Huh? 5 HLE
5 c
7 &1.2 2 &
2a 0naq 12
53 £s
§ =08 Fxos
o3 03
ﬁ @0.4 % Q04
[ 7]
4 0 & o : -
G > G G
oo\“} Qf{& & Qf.;ﬁb
d & < &
Huh7 HLE
k] k]
[ . [
212 2112 -
§g 8o
5 %08 8%0s
3O 50
2 204 2 %04
S o T o
& 0 g 0
& q":“?} & q'b"’Q’
£ o
< ‘?5\ S ?§
ANP32B Bak, Bad
ABP32B
ANP32B



3
1. Ohno Y, Koizumi M,Nakayama H, et al.
Downregulation of ANP32B exerts
anti-apoptotic effects in hepatocellular
carcinoma. PloS One. 2017 May 9;12(5):
e0177343.
2. Kuroda T, Hirooka M, Koizumi M, et al.
Pancreatic congestion in liver cirrhosis
correlates with impaired insulin
secretion. J Gastroenterol. 2015
Jun;50(6): 683-93.
3. Miyake T, Kumagi T, Hirooka M, Furukawa
S, Kawasaki K, Koizumi M, et al.
Significance of exercise in nonalcoholic
fatty liver disease in men: a
community-based large cross-sectional
study. J Gastroenterol. 2015 Feb;50(2):
230-7.

3
1. The American Association for the Study
of Liver Diseases The Liver Meeting 2016
(2016.11.11-15. ,

): Ohno Y, Koizumi M Nakayama H, et al.
Down-regulated acidic leucine-rich
nuclear phoshoprotein 32 family member B
(ANP32B) has a role in suppression of
apoptosis, and is associated with poor
prognosis in patients with hepatocellular
carcinoma.

2. 19
2015.6.10-12. ,

3. 101
2015.4.23-4.25. ,

o

Koizumi Mitsuhito

@

®

*

40748307



