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Pathophysiological significance of angiotensin receptor-binding protein in
leucocytes and immune cells
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ATRAP deficient mice exhibited an exacerbation of streptozotocin-induced
diabetic glomerular injury compared to wild-type control mice. These phenomena were accompanied by
decreased expression of CD206, a marker of alternatively activated and tissue-reparative M2
macrophages, in the kidney tubulointerstitium. There were no significant differences in the
expression levels of M2 macrophage-related genes and CD206 in IL-10&#8211; and TGF-b&#8211;incubated

bone marrow&#8211;derived macrophages from wild-type mice and ATRAP deficient mice. Additionally,
adoptive transfer of M2- polarized macrophages into diabetic ATRAP-knockout mice ameliorated the
glomerular injury. These results indicates that ATRAP-M2 macrophages axis is a therapeutic target
for diabetic kidney diseases.
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Tweo-factorial ANOVA and Bonferroni post hoc analysis.
*P < 0.05, 7P < 0.01, ™P< 0.001 vs. non-DM; P < 0.05, ##P < 0.01, ##P < 0.001 vs. WT
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Two-factorial ANOVA and Bonferroni post hoc analysis.*P < 0.05, =P < 0.01, ™ P < 0.001 vs. non-DM;

#P < 0.05, #P <0.01 vs. WT



M2MoZEFF#HBIZ & Y KODMIEWTDM & ELEE L T

RPFILT I VHRES L UVABRKEENRFETHE

b

fRPTILT IS

100

WTDM  KODM
M2Mg

24w Urinary albumin excretion (pg/day)
2
#

Msann-Whitney U-test.

M2Mep
@ WTDM+M2Mo: 52 R R s+ M2 25 77848

‘@ KODM+M2Mg:ATRAP./ &7 <7 B RIF+M2IE F 324

Glomerular area (Jm?)

Foot pracess width (nm)

WTDM KODM

M2Mep

ST

-

WTDM KODM

M2Meo

f

Podoeyte number per glomerulus

GBM thickness (nm)

WTDM KODM

M2Mp

250 —I— *

WTDM KODM
M2Mp




4 4 0 3

Wakui Hiromichi Yamaji Takahiro Azushima Kengo Uneda Kazushi et al 10

Effects of Rikkunshito treatment on renal fibrosis/inflammation and body weight reduction in a 2020

unilateral ureteral obstruction model in mice

Scientific Reports 1782
DOl

10.1038/s41598-020-58214-0

Yamaji Takahiro Yamashita Akio Wakui Hiromichi Azushima Kengo Uneda Kazushi Fujikawa 9

Yumiko Haku Sona Kobayashi Ryu et al

Angiotensin Il type 1 receptor-associated protein deficiency attenuates sirtuinl expression in 2019

an immortalised human renal proximal tubule cell line

Scientific Reports 16550
DOl

10.1038/s41598-019-52566-y

Azushima Kengo Uneda Kazushi Wakui Hiromichi Ohki Kohji Haruhara Kotaro Kobayashi Ryu 9

Haku Sona Kinguchi Sho Yamaji Takahiro Minegishi Shintaro Ishigami Tomoaki Yamashita

Akio Tamura Kouichi

Effects of rikkunshito on renal fibrosis and inflammation in angiotensin Il-infused mice 2019

Scientific Reports 6201
DOl

10.1038/s41598-019-42657-1

Kinguchi Sho Wakui Hiromichi Azushima Kengo Haruhara Kotaro Koguchi Tomoyuki Ohki Kohji 8

Uneda Kazushi Matsuda Miyuki Haku Sona Yamaji Takahiro Yamada Takayuki Kobayashi Ryu

Minegishi Shintaro Ishigami Tomoaki Yamashita Akio Fujikawa Tetsuya Tamura Kouichi

Effects of ATRAP in Renal Proximal Tubules on Angiotensin- Dependent Hypertension 2019

Journal of the American Heart Association €012395

DOl
10.1161/JAHA.119.012395




AT1 (Effects of AT1 Receptor-Associated Protein in Renal
Proximal Tubules on Angiotensin Il-Mediated Hypertension)
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