©
2019 2021

DeveloEmeqt of leukocytes and endothelial cell-derived biomarkers for glomerular
endothelial injuries

Tsuboi, Naotake

3,300,000
ANCA CD11b CD163
CD11b CD163
CD11b CD163
CD163

CD11b CD163 ANCA
ANCA

In the current study, we investigated the associations of urinary CD11lb

(U-CD11b) and CD163 (U-CD163) from ANCA-vasculitis patients with histological findings, proteinuria,
kidney function, and kidney prognosis. Both of U-CD11lb and U-CD163 were significantly elevated in
patients with crescentic category, and were significantly correlated with crescentic formation rate
and with intraglomerular accumulations of leukocytes presenting CD1lb and CD163. U-CD163 level at
diagnosis was increased in patient groups with low response to the immunosuppressive therapy or with
renal functional impairments after the 6 months. However, multivariant analysis demonstrated that
neither U-CD11b nor U-CD163 at diagnosis associated with eGFR slope.



(M)

(Fig.1)

Mac-1 CDl1lb(cr ) CDI18(B )

CD163 -

Mco Mcp

CD54 (intercellular adhesion molecule-1; ICAM-1) CD106 vascular

cell adhesion molecule-1; VCAM-
1

CD54 CD106

IL-1  TNF

(ANCA)

microangiopathy: TMA)
3

TMA

D
D
D
B chain chain
(cD18) (©D11b) D
: |
=

R 1 \
7 .
PF CD11b/CD18 (Mac-1) CcD163 CD106 (VCAM-1)
Py BERT FEk BERT
M BOR/SRCNBEARCOEE RYRE AEYOCY-\TRIOCVER  FPH/RREMERREOES
E2 o) IR BV OO TP~ 200779 MERREE

UAVE T4TU/ =7V ICAM-1.ICAM-4, AEFOEV-N\TRJOEVESHE VLA-4 (very late antigen-4)
iC3b.BFX. A/ VY

M- FRP(E fi2rar=to) 6] MBRBELEALICRD REERIRICSDRIR LR
RSN 2HE IR S DD S iBlaRED SRt KD RRICK DIBRARED SHERE

Fig.1 AFAE CTIRIEY 2B MK MERKMBRIFAIR) 1AV —h—1&HE

CGN (Thrombotic

ADMTS13

HUS
TMA /
TMA

TMA



CD1l1b(Mac-1ax ) Mo CD163 Mo CD106
CD11b CD163 CD106
( )
ANCA
TMA
ANCA CD11b CD163 CD106
ANCA CD11lb CD163 CD106
88 )
(Remit-JAV-RPGN,138 ) 226 ANCA
CD11b(U-CD11b) CD163(U-CD163) CD106(U-CD106) ELISA
Remit-JAV-RPGN 6 U-CD11b U-
CD163 CKD
eGFR 2 4 eGFR slope

CD11lb CD163 CD106

CD106 ANCA
(CD11b CD163 )
CDl11lb CD106
ANCA
(NTS-GN)
(HUS)
CD11b
Boyden chamber
(MPRO )
chamber ( ) MPRO CD11b

ANCA CD11lb CD163 CD106

U-CD11b U-CD163 U-

(GBM)
Verotoxin(Stx2)
U-CD11lb U-CD106

Fcy
PMA TNFa MIP-2
(RCB1994 )



CD11lb CD163 CD106

(Remit-JAV-RPGN,138 )

U-CD11b U-CD163 U-CD106

ANCA
U-CD11b U-CD163
2 4

eGFR

CD11lb CD163 CD106

88 )

226 ANCA
ELISA ANCA
U-CD163 6
(Fig.2) Remit-JAV-RPGN 138
Flg.2
Aﬁsuu ; B.__au s Cﬁsoo Dﬁau R
g : N g g B
B i B i B B ;
5 i 5 i 3 5 ;
= 300 . 340 = 300 S40 H
F a 2 2 2 5
E\En s 52 5|50 £ ; HE EM
S lEzsiss 3 s Axsiss 3
ez 5«5’ ;; s T s s GTP nves 10 s

nE

[

El mE oM oM mE oM M

ANCABRER 4 8E(CH(75U-CD11b,U-CD163{EE BEFik
A.B) ZHTEHOM).64 A(BM)TDU-CD11b(A).U-CD163(B)&. i8#i6r RkOBHEEBTREOME,

ZUSOU-CD163(3, JEME 7 BRICBRICESBASILBEWTLER

LTS,

C.D) ZHfF(OM). 65 B(6M)TDU-CD11b(C). U-CD163(D)&. 35564 B Mg BREFEARE(CKD stage)& OB,
ZUBEOU-CD163(3. ;5M6r BRCEMANETLLBERTLERLTLS,

Fig.3
ANCA U-CD11b A . B ANCABS# B8 E(C 5 BFPCO1 1 bECD163
‘W] ‘ 5""] % A.B) %AHEBHAEEORPCD 1bU-CD11b;A), CD163(U-CD163;8)
U-CD163 Berden & % HAHEICHLTU-CD11b,U-CD 1 63MEL HBHL TS,
£ £ C, D) U-CD11b(C),U-CD163(D) & REBE DI,
B - E.F) U-CD11b(E). U-CD 163(F) & B#ice D18,
. . ¢ RES. B 6cU-CD163TLDAEREMABE N,
Ed = foc; HHREY, cre; H /R, mix; RS E. sci; BLR
2. g® U-P; 9308 U-Cr; ROLPF =24 eGFR; HEAIRIHAR,
8" g1 . N-KDR; %&RAPBEEBHFEIR— .
E = 3 L& = & =+ RemIT-JAV-RPGN; B4HBEMTE IR —(ANCA BIEME % - RUEETHE
oc ore mix 56 o ore mx s RIRBBROBRBAERORRE OB IEE RIS BHMBIE)
1 o3 D E
(Fig.3A, B) ProLE R B BB e B e
g -RPGN 00 N g RPN 807 o g 400 . g 90
g . S g soofs g
g g 'E“ 20042 é
U-CD163 g g i B 8
(F . 3C F) e z\nogmU[]P ng%}?) e ¥ \owng9P (g/gicor) : 9 sS%aH :mllfuronin/i ‘7%?"!2) e 3 e EG?R (m!;l.elmﬁ ‘751!0m1) 20
19. -
CD11b CD163 CD163
CD11b
5 c
(Fig.4) )
) &5
E ]
CD11b i 1
3 %2
CD163 Z g,
D F
; P P
(Fig.3) E = )
EEY EF™ 5
CD11b CD163 I
B Ee o S
Cellular crescents Celllar crescents CD11b" calls in crascents CD163" calls in crescents.
( I total number of crescents (%) 1 total number of crescents (%) I total number of crescents. | total number of crescents
ANCABEE 4 B4 (C$5(75CD1 1b, CD 63 & ISR MR H T
A) ANCABEEB 4 #EREADCD 1 bIBIE(E). CO163M ()45, M B R B CREENTIS(RE).
| gG4 ) B) #IHEPI(Glo), £ AFFA(Cre)HOCD 1 1bIBHE(E), CD163M1% (%)L,
U—CDllb U— F.G) U-CD11b(F), U-CD163(G)& ¥ A#MCD1 1biBtEMBi: D186,
CD163 ANCA
CD11b CD11b CD163

CD11lb CD106



1gG C57BL/6
(NTS-GN)
U-CD11b NTS-GN
ANCA
CD11b
STX2
(LPS)
C57BL/6
TMA
(STX2) HUS U-

CD106 U-CD54
U-CD106

B
— 1004 *
: &~ 100 B & 15.0 =
1 3 '5130 =
] Z 80 2 804 ¥t
) = £ 100
I 2 5 3
40 | ‘l! g a0 §m. 8w
! /i a
[ [ 5 H ]
20 y I 3 20 § 204 3
1 = 8 2
1 =
0t ) § 0 do o] § 00
0 100 10 100 100 iy 100100 100 10 100 N
CD62L ———b < CD i i X
D PMA () PMA (+)
® 1004 1004
& upper well upper well
é 80 iower well| gp (] tower well
e é 60 604
o e MIP2 5
g 404 404
8
§ 204 204
Stimuli & o
10° 10 100 100 10* 100 10 100 00 100
MPRO | PMA chitb
@ RCB1994 = TNFu E
250
Lowerwell = MIP-2 - [ upper weil e I e T e B
; 200 W lower well
§ 150
]
S 100
g
3
2
z 50
8
o
PR = o & o 5 owe s o B ook okl Waah Sk
TNa - - - - 4+ + + + e
MP2 - - + & - - 4 P + o4

RO IFPECHFBCO1 1 bOFIREERRAT

A, B) R OB PIROFcyZREEI0 RV 2(XL) AT CDE2L(A)ECD1 1b(B)5ER.
C) Boyden chanber%FL = Transmigration 7w 2, ¥ 2P IfiAatEMPROMALZPMA T,
YO2MEMEMBIIERCB 199418382 E TNFa TRR, FECMIP-2%500L. LB ICEmLE
MPRO#Bi2DRCB1994#8ka% U = Tranmigration 58,

D) Chamber b F/EOMPRO#MZ_LDCD1 1bFEREFACS Ti¥ii. PMARIRIC K DiEEALLIC
Transmigrationf£MMPRO#BE T(S#BiazREMDCD1 1bFRIRAHL LTS,

F) PMA, TNFa, MIP-205 & (C&Bchamber £ T EOMPRO#BIZ_ECD1 1 bAIRSHBER.



5 5 0 0

Kikuchi R Tsuboi N Sada K Nakatochi M Yokoe Y Suzuki A Maruyama S Murohara T Matsushita 58

T Amano K Atsumi T Takasaki Y Ito S Hasegawa H Dobashi H Ito T Makino H Matsuo S

Research Committee of Intractable Vasculitis Syndrome and Research Committee of Intractable

Vascular endothelial growth factor (VEGF)-A and VEGF-A165b are associated with time to 2020

remission of granulomatosis with polyangiitis in a nationwide Japanese prospective cohort study

Annals of Clinical Biochemistry: International Journal of Laboratory Medicine 86 94
DOl

10.1177/0004563220968371

Yokoe Y Tsuboi N Imaizumi T Kitagawa A Karasawa M Ozeki T Endo N Sawa Y Kato S Katsuno in press

T Maruyama S Yamagata K Usui J Nagata M Sada K Sugiyama H Amano K Arimura Y Atsumi T

Yuzawa Y Dobashi H Takasaki Y Harigai M Hasegawa H Makino H Matsuo S

Clinical impact of urinary CD11lb and CD163 on the renal outcomes of anti-neutrophil cytoplasmic 2020

antibody-associated glomerulonephritis

Nephrology Dialysis Transplantation in press
DOl

10.1093/ndt/gfaa097

Yamagata K, Usui J, Nagata M, Sugiyama H, Tsuboi N, et.al. 23(3)

Histopathological classification of anti-neutrophil cytoplasmic antibody-associated 2019

glomerulonephritis in a nationwide Japanese prospective 2-year follow-up cohort study.

Clin Exp Nephrol. 387-394
DOl

10.1007/s10157-018-1656-1.

Suzuki A, Sakamoto S, Kurosaki A, Kurihara Y, Tsuboi N, et.al. Apr

Chest High-Resolution CT Findings of Microscopic Polyangiitis: A Japanese First Nationwide 2019

Prospective Cohort Study.

AJR Am J Roentgenol. 1-11

DOl
10.2214/AJR.18.20967.




Kitagawa Akimitsu Tsuboi Naotake Yokoe Yuki Katsuno Takayuki lIkeuchi Hidekazu Kajiyama 95
Hiroshi Endo Nobuhide Sawa Yuriko Suwa Junya Sugiyama Yutaka Hachiya Asaka Mimura
Toshihide Hiromura Keiju Maruyama Shoichi

Urinary levels of the leukocyte surface molecule CD1lb associate with glomerular inflammation 2019
in lupus nephritis

Kidney International 680 692

DOl
10.1016/j .kint.2018.10.025

63

2020

Naotake Tsuboi, Yuki Yokoe, Takahiro Imaizumi, Akimitsu Kitagawa, Shoichi Maruyama

Predictive Significance of Urinary CD11b and CD163 for the Renal Outcomes in ANCA-Associated Glomerulonephritis.

Kidney Week 2020

2020

CD11b

62

2019




Munetoshi Karasawa, Asuka Hachiya, Naotake Tsuboi, Shoichi Maruyama, Kazuhiro Furuhashi

Urinary Levels of CD11b and CD163 Determine Rapid Responders to Remission Induction Therapy in Proliferative Lupus Nephritis

52th Annual Meeting of the American Society of Nephrology

2019

Naotake Tsuboi, Yuki Yokoe, Munetoshi Karasawa, Yukio Yuzawa, Shoichi Maruyama

Clinical Impacts of Urinary CD11lb and CD163 on Patient Outcomes in ANCA-associated Glomerulonephritis

ISN World Congress of Nephrology 2020

2020
4
51
2021
0

https://ww.fujita-hu.ac.jp/news/j93sdv0000006dft. html




(Yuzawa Yukio)

(00191479) (33916)
(Maruyama Shoichi)

(10362253) (13901)
(Hayashi Hiroki)

(10378086) (33916)
(Katsuno Takayuki)

(60642337) (33920)




