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BT TRV A A2 (& - AR &= D ONS HLA-G OB MR E ~ D B 553 e
BINTo. Fo, BB Z O SRR RO GEHT X 0 B (2 1 DR ME L
1T L7 2MEHNC fibrocytes ORE &8 M ORMERRIZ IS 1T 5 I & B fiE (pericytes) O
B 5 &R 7-.
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We constructed prospectively the renal disease cohort including nephrotic syndrome (18
cases), lupus nephritis (33 cases), pauci-immune type rapidly progressive
glomerulonephritis (RPGN, 25 cases) and renal transplanted subjects (154 cases) since
2007. We found the correlation between the genetic background (HLA-DRB1*090102) and
the onset of pauci-immune type RPGN. We also revealed that the affects of lipids and total
and high-molecular weight adiponectins, the non-classical HLA-G and the role of fibrocytes
and pericytes in chronic allograft injury.
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ENEMABENICBT RS TFE LT
non—classical HLA class 1 (HLA-G), T F
A RYA DA EFREE LI E - gt &
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RPGNEEH T 32 MPO-ANCABSEE % HGBMELARIE %
E B 2445 1845 64
B:x 11:13 9.9 24
£ #HGR) 48-87(67.8) 56-87(71.8) 48-71(56.2)
LSWEHM(E) 29-4790(1087.7) 29-4790(1061.3) 56-4060(1158.0)
RIE~ AR ETOHM(B) 6-631(86.1) 14-631(104.0) 6-69(28.6)
MPO-ANCA(EU/ml) 297.8350.0
HGBMHLIK(EU/ml) 155.3:90.6
ERERATR A7 3119 34%19 20%17
SERBALEEEsCr(mg/dI) 484+373 450+3.48 5.88+4.62
SARE

0CSh# 141 1451 ofsl
MP+0CS 14451 1341 1
MP+0CS+IS 44 441 ol
MP+0CS+PE 141 offl 141
MP+0CS+IS+PE 445 offl 4951
0OCS: oral i pulse therapy, IS: immunosuppressive drugs,

PE: plasma exchange. *};LGBM#%+MP0 ANCAD B EIHE 265 % &4 mean£SD
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A a7z MPO-GN16 51191 10 {51 (62. 5%) T
BatE T 0, KRR 0.86- Bt L 4. 54 T
bot- (FF2).
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MPO-ANCARS 144511645 (ZHLA-DRB1
HLA-DRB1x090102 5% 104 (62. 5%)

@ BEBAANLEDLE =Normal control
BAANDDRB1*+0901 #ERE 13.6%

Tanaka. et al. _Clinical Trnsplants 1966. 139-144
FRERE 0.86

PSR 4. 54 (95%C1 2.93-7.03)

@ BIE-BHEOEMESE L DL =Disease control
2004~2008 DA IR - BHEOHRKEBEFLERE 61A
HLA-DRB1+0901 [5f% 15451 (22. 1%)

HEE 0.78
[EEARE 2.79(95%C1 1.55-5.01)

HLA-DRB1%090102 [ TI%, FRIED HIRWE
Bt E COMMMNE L, REREERFO sCr i
NEVE Th o7 (323, K 1).

% 3 : HLA-DR & BRIR7Y &

HLA-DRB1%090102 f1% patt pfiE*
i Bl 1063 6%l
RS 5:5 3:3
B % 2{5(20.0%) 4451(66.7%) ns
1 {k 5 1451(10.0%) 1451(16.7%) ns
RE ~ SHRBAEETORIM(E) 14-161(58.8) 40-631(179.3) 0073
LHMBMRIE) 29-1599(737.1) 196-4790(1601.7) ns
MPO-ANCA(EU/ml) 24021803 440.0%5600 ne
ESERATR A7 3317 33+23 ns
SERRBALEEFSCr(me/d)) 374396 481291 s
BARRERFsCrimg/d) 207214 434264 0,056
Yy s
ocs 1
MP+0CS 6f3) 5(51
MP+0CS+1S 3451 14
B ERIEITH 74 4451
A kRS E(%) 309+19.1 455294 s
# B+ REAE R IRIKE (%) 470222 638231 ns
R EHEE(%) 150171 363111 e
FAE#RHEAE (%) 100£76 400+183 0012
0CS: oral corti id, MP: pulse therapy, IS: immunosuppressive drugs

PE: plasma exchange. *: Statistics were analyzed by Mann-Whitney U test
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0 Log Rank test: x 2=0.797, P=0.324 o Log Rank test: X ?=1.253, P=0.263
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VY T 2004 4E A B 2008 4E I B T D fiEE
GFR (eGFR) DZAVERIZ 53 5 i, PERI7Z2 & D
BHERFS 5IX ¥, Body mass index (BMI), &
I, #Chol, LDL-C, HDL-C, HE/RI5I L
1RRIE (EBAERMHER, Ly =a
PHER, 22F, BEE, (2 %25
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kB, A XV YT T A LeGFR(19470)
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Correlation between Cin and eGFR in renal transplanted patients
eGFR for Japanese =194 x Cr1.0% x Age0287 x 0.739 (if female)

Cin was significantly
correlated with eGFR
calculated by the new
3-variable equation in
randomly selected 30
transplant recipients

(r=0.852, p<0.001).

y =0.784 x + 6.6691

R?=0.7259

eGFR (ml/min/1.73m?)

eGFR is acceptable for
discrimination of
patients with CAL.

Inulin clearance (Cin) ml/min/1.73 m?

M2 BB T oA XY 7 VT TR
&eGFR (194:) & DHHBd

Renal survival rate (2004-2008)

Renalisurvival during: 4 yrs

Life- table (Kaplan-Meier method)

—

11—+ « Graft failure (CAl) 5 cases

w

*Death with functioning kidney
Total 6 cases
CVA 2 cases
Infectious disease 2 cases
HCC or hepatic failure

with HCV infection 2 cases

>

N

Transplant Kidney Survuval Rate
S

o

S *: CVD, cardiovascular events ;
0 100 150 200 250 300 350 400  |HCC, hepatocellular carcinoma
Months HCYV, hepatitis C virus
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X 3: ERkcohortiZ 1T 2 Al
(2004-2008)

BIZZ B ARIFeGFRIZ AT, 1l /43 /1. T3 Th
D, 44RO ¥ eGFRZEAL KX -1. Tml/ %y
/LT3 /HEThH -T2, TOBMERETHRICEL
T, Kaplan-Meiert&IZ K 5 B AFREZ KSR
T MEXIFIERH]T140/90mmHg Kl TH Y,
4 M CLDL-C/HDL-C b D AKAf & 48 (& » R 5y
1) ADPNO i Z i@ & 7= #& (Fi43 1) ADPN &
LDL-C/HDL~-CHt, BMIZS & UNeGFRIZWiFHBE % 7%
L7z, F7z, eGFREALHIZRE L TEE BAH D
IR T, BE2BAAIFeGFR & 48 (74 F) ADPN
DMK FRER - & LTl & vz,

A

#4 : BHEERE

Table : Construction of the estimated equation for the decline in eGFR

D THRHEFEET IV

Model 1 B E beta t p
(Constant) -3.748 2.936 - -1.276 0.205
Donor cadaver/ living 2138 0.774 0.236 2763 0.007
Jatins (yes: 1) 1423 0.632 0.191 2250 0.027
LDL-Q HDL-Cratio -2.543 0.673 -0.342 -3.779 <0.001
>2.0 (yes: 1)

BMI 0.273 0.112 0.208 2446 0.016
eGMRat initial -0.047 0.018 -0.226 -2.632 0.010
ADPN -0.108 0.054 -0.184 -1.997 0.048

AeGFR(mI/ min/ 1.73m? per year) =

—3.748

+2.138 x [donor type] (if cadaveric donor, 2; if living donor, 1)
+1.423 (if treated by statin)

—2.543 (if LDL/ HDL ratio over 2.0)

+0.273 X [BMI]

—0.047 x [eGFR|

—0.108 x [ADPN] (r=0.570, p<0.001)

Model 2 B £ beta t p

(Constant) -0.905 0.921 -0.983 0.328

Donor cadaver/ living 1481 0.774 0.286 3.106 0.002
eGFRat 2004 -0.039 0011 -0.333  -3565 0.001

High molecular weight -0.124 0.057 -0.204 -2.187 0.031 ADPN

AeGFR(ml/ min/ 1.73m? per year) =

—0.905

+1.481 x [donor type] (if cadaveric donor, 2; if living donor, 1,
—0.039 x[eGFR

—0.124 x [High molecular weight ADPN]

BMI, body mass index; eGFR, estimated glomerular filtration rate; ADPN, adiponectin
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KADPN) 35 X OBIH H (AR, Bl225H 45RFeGER,

#1453 F-ADPN) D eGFROZEALFRIZ B2 HEHI =
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(3) BRI T DI EHAY HLA 7 T A 1
53f- « HLA-G DT

HLA-G (3 FE A HLA 7 9 2 1 55+ Th Y,
ZOFRBUIBMA OFEE L BEL, iR
DOTEY— RKPDRnEEhTnd. BARA
DOBBAIZEB T B IM]E HLA-G5 & T & DR
HZ DWW TAEIERK L7z cohort OB FAE 154
Bl (EARRSREAE 124 B, FEIRE AR 30 f) 2
SRR L7z, MuiE HLA-GB fE & B IRAY 2
PEFERERO IS FS O eGFR (194 20) 2 V72248
bR & A U, Fim, YR, R, HLA
mismatch $72 & OBHERFS RK -, M)+, 5
BB LI OURHRE (el EE, 1=
2— U UPHEHE, AZF) THIELZ. M
5 HLA-G5 1% 1. 1-650.5U/nl. TH v, BAl
ALY 3 » ALLEREEROHIE L 2 72 15 #IT
i, BAEtk 1-8 M TRMEL VIR L, 128
BIFAMEICE L7 (X4).
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EThol- (K5). £72, eGFR Z{LRITHt
L C HLA-G5 & M 7 L 7= % f& i K +
(regression analysis, FEHE{LAREL B 0. 168,
p=0.038) & L CHithEn7-.
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A EWERL L7z cohort K 0 B RAH 36 f511/71 &
I (EIRRERAR 24 /51 ik, BREBAE 12
B1/20 FRiR) ZHhH L, AR EERME L
fibrocytes DEREMFI L7=. S5, 4H
@ cohort LIS 0 [RI AR B A & 2 L
72 29 f/29 fikIs X OVFINRERE HE 5 #1/5
BEZZNEIHRERBLIOCEFOSRE L
o, 7pd, BAEMBITIE, SARERIKHZE 26 i
THY, TONRIL Igh BIEI B, L—T A
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SiE 1 i, MPO-HUAT H ERAR L BT BG  1fn/8 2%
2 B, MREMESEGEME R ERIRREE 2R 2 B, JRFEMET
A R—vRA1H#l, 2 VRATa— VERIE
LEICToH-7. —J7, MERZE 3 FlIE, Wi
NG IRAE REMER R (TIN Tho72. Zh
5 98 MR L CHIEW fibrocyte %4 (/200
fEWiBF) | Masson Trichrome (MT) Yufa -3
A (%), CD45 Yefaphthimmfe (o), T BRI
#E (Collagen type 1, COL1) Hetafb:imife (%)
ICOWCHERRIRE SIS LTz, £, &
Al 11 51 (BB A1 SERRRE T 1 B A5 Te)
(2R TRERF R 22 HERS (3 W) & /1T Ohr, IR

FBA# Lhr, BHETL 2-48H, 4-8HA, 14
H L) Z f#hir L7-.
FibrocyteB5 43 @ :16.0
(181/200154555) ~
5.0
@Q@ s @s A & 0\@@ y &
g & ’ e*éy
X6 : S5 FEREARICRIT D fibrocytes

RN fibrocyte Mifa%E 0-16 (71 0. 62
) /200 fEHEEF T V), A= AR R
2% (16/200 fi5HiEF) CTHEHTH-72 (M6
) .

X 51z, MVEWN fibrocyte MR % CD45 Y
4, (r=0.453, p<0.01) 72 & VT MT %%
(r=0.199, p<0.05) & EOFBEEFED-. 72
5, MT Yefald COL1 %efa (r=0.468, p<0.01)
72 5 TONT CD45 Yeth (r=0. 262, p<0.01) & IED
B Z DT, BAEEAE 10 BT 5
BN fibrocyte 1% Ohr -4 0. 33, 1hr 45 0. 54
v 2-4BICEY—2 (FE¥0.75) L7V,
Z D% 4-8 EH V¥ 0.42, 1 4FHLUK

0.41 ~E{RF L7z, —F, BRE B MR
Tl fibrocyte BtE=R 13K < B IR ICIX
B Shieh otz

5\, BRE 11 500 JRANE 8 BHE A
HIZ 3T 2 e L 2 B BAMERIZ T Grade 0
D TR L. AK T & OFBE A E LT
. BIROBEEA2TIT 1.32+0.78 TH Y,

COL1 ¥t (r=0.79, P<0.01) & EDFHE (X
T-A) R LT-.
actin (SMA) Bt & & 1IE O FH BEME 7 (r=0. 39,
P=0.24) (X 7-B). —J7, fibrocytes &IF&
DOFHBEANFED & 47z (r=0.51, P<0.05) (X

X 51T a —smooth muscle

7-C).
(8/r)
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815 . " 2
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- u
0 00 b
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(B)M B score E
5.0
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0 1 2 3
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