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The role of TSP-1 in the pathogenesis of benign prostatic hyperplasia via
inflammation.
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Previously, we reported that interleukin-18 (IL-18) may promote stromal
hyperplasia in the prostate by inducing production of thrombospondin-1 (TSP-1) using BPH rat model.
First, To clarify the role of TSP-1 in the development of BPH, we administered the IL-18-binding
protein (IL-18BP), an inhibitor of IL-18, in the peritoneum of the model rats. The administration of

IL-18BP affected the dose-dependent decreases in TSP-1 mRNA expression levels. The Masson trichrome
stain of rat prostate showed that the expression levels of the collagen fibrils were likely
decreased by the administration of IL-18BP in the BPH tissues. Next study, we aimed to determine the
expression levels of TSP-1 in human prostate tissue and assess the correlation of these expressions

_and clinical parameters. As a result, TSP-1 was positively correlated with prostate volume and the
increase in prostate volume per day.

TSP-1



5a

1L-18
TSP-1

20
(UGS)

UGS SD

sacrifise

TSP-1

1L-18 TSP-1

TSP-1

IL-18
IL-18 binding protein

1L-18BP 1 4 7
1L-18
TSP-1 RT-PCR
TSP-1
IL-18 TSP-1
RNA RT-PCR
IL-18 TSP-1
7 sD (UGS)
IL-18BP
IL-18 1L-18 mRNA
TSP-1  mRNA
1L-18BP
IL-18BP RNA
II;IB TSP-1 IL18R
55> [ (} bk ’ [
25 2 poge 2t iy
ES 1 e L3
gl 1
gt 1 I

control 25ug  50pg control 25pg  50pg

control  25ug  50ug
t-test  * :P<0.05

1L-18BP
(%) BRI #DES
100
*
80 ‘
60 T
40 ] '{
20
H B B
control 25ug 50ug

One-way ANOVA  * : P<0.05

TSP-1



TSP-1

mRNA

IL-18 TSP-1

45 s r=0.729
P<0.05

o
o s
“ 0
n =
o - . 1
o g s s
o = o
o om W w

100 o W w e w10
BITIIREFEE (ml) (PeasonaDff TR FE)

jibopa- ]
(ACTBIE)

mRNA

IL-18 TSP-1
5

0
s0 5
@ »
w0 1

& - =0.717

hie i = P<0.05
10 %
o o

0s o0 o5 10 : 0

BIIRAEZEE (mI/A) (Peasond A FHARIAEL)

=
ACTBLE)

A8

TSP-1

TSP-1

TSP-1

5.UGS
, Prostate Journal,
, 3(2):237-241, 2016

Yasui Takahiro, Tozawa Keiichi, Ando
Ryosuke, Hamakawa Takashi, lwatsuki
Shoichiro, Taguchi Kazumi, Kobayashi
Daichi, Naiki Taku, Mizuno Kentaro,
Okada Atsushi, Umemoto Yukihiro,
Kawai Noriyasu, Sasaki Shoichi,
Hayashi Yutaro, Kohri Kenjiro:
Laparoscopic versus open radical
cystectomy for patients older than 75
years: a single-center comparative
analysis. Asian Pacific Journal of
Cancer Prevention, )
16(15):6353-6358, 2015
DOl :http://dx.doi.org/10.7314/APJCP
.2015.16.15.6353

69(6):475-479, 2015

Hamakawa Takashi, Sasaki Shoichi,
Shibata Yasuhiro, Imura Makoto,
Kubota Yasue, Kojima Yoshiyuki, Kohri
Kenjiro: Interleukin-18 may lead to
benign prostatic hyperplasia via
thrombospondin-1  production in
prostatic smooth muscle cells.
Prostate, 74(6):590-601,
2014

DOI: 10.1002/ pros.22773.

1L-18
. 23
2016.12.6-8,

Hamakawa Takashi, Sasaki Shoichi,
Shibata Yasuhiro, Hayase Masa, Kubota
Yasue, Kohri Kenjiro, Yasui Takahiro:
Thrombospondin-1 as a potential
biomarker predicting the developmet
of benign prostatic hyperplasia.
International Continence Society
Annual Meeting 2016, 2016.9.12-16,

UGS
s 18 UTP
, 2016.1.16-17,

Sasaki Shoichi, Hamakawa Takashi,
Umemoto Yukihiro, Iwatsuki Shoichiro,
Mizuno Kentaro, Kubota Yasue, Tozawa
Keiichi, Kohri Kenjiro, Yasui
Takahiro: Incidence of overactive
bladder after robot-assisted
laparoscopic radical prostatectomy
and assessment of the associated risk
factors. The 38th ASMIUA (The 5th
APPS2015/The 10th JACMHA 2015),
2015.11.4-7, Bali(Indonesia)
Hamakawa Takashi, Sasaki Shoichi,
Kubota Yasue, Kohri Kenjiro, Yasui
Takahiro: Interleukin 18 may induce
changes in the prostatic stromal
components via thrombospondin 1




€Y)

@

production in a newly developed rat
benign prostatic hyperplasia model.
International Continence Society
Annual Meeting 2015, 2015.10.6-9,
Montreal (Canada)

1L-18
158
2014.6.16

Hamakawa Takashi, Sasaki Shoichi,
Kubota Yasue, Kojima Yoshiyuki, Kohri
Kenjiro: Interleukin-18 may lead to
storomal hyperplasia via
thrombospondin-1  production in
prostatic smooth muscle cells. 109th
American Urological Association
Annual Meeting, 2014.5.16-21,
Orlando (USA)

SASAKI, Shoichi

50225869

KUBOTA, Yasue

00381830
HAMAKAWA, Takashi

40595394

KOHRI, Kenjiro

30122047

KOJIMA, Yoshiyuki

60305539



