F4 REFREEL

Bk 7 — & O BARRI(n=737)

eGFR (mL/min)
Age (years) R=-0.421, p=5.65x10-33**
BMI (kg/m?) R=-0.021, p=0.564
SBP (mmHg) R=-0.046, p=0.218
DBP (mmHg) R=0.111, p=0.003*
HbA1c (%) R=0.142, p=1.17x104**
Glucose (mmol/L) R=0.073, p=0.046*
T-Cho (mmol/L) R=0.136, p=2.42x10-4**
TG (mmol/L) R=-0.104, p=0.005**

HDL-C (mmol/L)

R=0.116, p=0.002*

LDL-C (mmol/L)

R=0.131, p=3.89x104*

Cr (umol/L)

R=-0.836, p=1.17x10-19%**

UN (mmol/L)

R=-0.563, p=8.07x10%2**

Uric acid (umol/L)

R=-0.397, p=4.78x10-29**

ACR (mg/gCr)

R=-0.287, p=1.58x10-14**

Fetuin-A (ng/gCr)

R=-0.203, p=2.94x108**

BMI, body mass index; SBP, Systolic Blood Pressure; DPB, Diastolic Blood Pressure; Cr, serum creatinine;
UN, serum urea nitrogen; T-Cho, Total cholesterol; TG, Triglyceride; HDL-C, HDL cholesterol; LDL-C, LDL
cholesterol; eGFR, estimated glomerular filtration rate; ACR, albumin / creatinine ratio; *, p < 0.05; **, p <
0.01.
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ACR (mg/gCr)
Age (years) R=0.125, p=0.001**
BMI (kg/m?) R=0.157, p=3.89x105**
SBP (mmHg) R=0.215, p=1.57x108**
DBP (mmHg) R=0.024, p=0.529
HbA1c (%) R=0.032, p=0.407

Glucose (mmol/L)  R=0.005, p=0.906
T-Cho (mmol/L) R=-0.031, p=0.426

TG (mmol/L) R=0.118, p=0.002**
HDL-C (mmol/L) =-0.090, p=0.015"
LDL-C (mmol/L) R=-0.052, p=0.177
Cr (umol/L) R=0.226, p=1.94x109**
UN (mmol/L) R=0.287, p=2.51x10-14**

Uric acid (umol/L)  R=0.209, p=3.37x10-%**
eGFR (mL/min) R=-0.287, p=1.58x10-14**
Fetuin-A (ng/gCr)  R=0.508, p=3.62x10-46**

BMI, body mass index; SBP, Systolic Blood Pressure; DPB, Diastolic Blood Pressure; Cr, serum creatinine;
UN, serum urea nitrogen; T-Cho, Total cholesterol; TG, Triglyceride; HDL-C, HDL cholesterol; LDL-C, LDL
cholesterol; eGFR, estimated glomerular filtration rate; ACR, albumin / creatinine ratio; *, p < 0.05; **, p <
0.01.
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Dependent variable lndep'endent Unstanda.rdized Standa.\rcliized t value P value Adjusted R?
variable coefficient coefficient
B Standard Beta
Error
Model 1 ACR (mg/gCr) -0.010 0.001 -0.390 -10.969 7.26 x1026 0.151
Model 2 ACR (mg/gCr) -0.009 0.001 -0.385 11.066  2.93 x1026= 0186
HbA1c (%) 3.937 0.716 0.191 5.498 5.47x10-8*
Model 3 ACR (mg/gCr) -0.010 0.001 -0.401 -11.574 2.27x10-28%= 0.204
HbA1c (%) 3.614 0.712 0.176 5.073 5.08x107**
DBP (mmHg) 0.286 0.070 0.142 4.068 5.30x10°5*
Model 4 ACR (mg/gCr) 20.010 0.001 -0.392 11466  6.53x1028* 0226
HbA1c (%) 3.730 0.703 0.181 5.305 1.54x107**
DBP (mmHg) 0.320 0.070 0.158 4.581 5.51x10-6**
HDL-C (mmol/L) 7.870 1.779 0.151 4.424 1.13x10-5**
Model 5 ACR (mg/gCr) -0.010 0.001 -0.401 -11.784 2.27x10-29%* 0.238
HbA1c (%) 3.488 0.701 0.169 4973 8.14x107**
DBP (mmHg) 0.290 0.070 0.143 4152 3.72x105*
HDL-C (mmol/L) 7.711 1.766 0.148 4.367 1.46x10-5**
LDL-C (mmol/L) 3.982 1477 0.116 3.383 0.001*

Estimated glomerular filtration rate (eGFR), albumin / creatinine ratio and HDL cholesterol (HDL-C) are used as independent

variables in stepwise multiple linear regression analysis in models 1 to 4. In model 5, all parameters are included in the analysis.
*, p <0.05; ** p<0.01.
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Dependent variable Indep.endent Unstanéalrdized Standarc.iized t value P value Adjusted R?
variable coefficient coefficient
Standard
Error Beta
Model 1 Fetuin-A (ng/gCr) -0.643 0.083 -0.279 -7.761 2.92x10-14%* 0.078
Model 2 Fetuin-A (ng/gCr) -0.641 0.081 -0.278 -7.866 1.16x10714%* 0.114
HbA1c (%) 4.004 0.736 0.191 5.440 7.30x108**
Model 3 Fetuin-A (ng/gCr) -0.630 0.081 -0.273 -7.812 1.88x10-14+* 0.130
HbA1c (%) 4.136 0.731 0.198 5.662 2.17x108**
HDL-C (mmol/L) 6.674 1.836 0.127 3.635 2.98x104**
Model 4 Fetuin-A (ng/gCr) -0.661 0.080 -0.287 -8.242 8.09x10-16** 0.148
HbA1c (%) 3.832 0.728 0.183 5.265 1.86x10°7**
HDL-C (mmol/L) 7.462 1.830 0.142 4.078 5.06x105**
DBP (mmHg) 0.275 0.072 0.135 3.846 1.31x10-4**
Model 5 Fetuin-A (ng/gCr) -0.666 0.080 -0.288 -8.327 4.24x10716%* 0.156
HbA1c (%) 3.624 0.730 0.173 4.966 8.55x10°7**
HDL-C (mmol/L) 7.376 1.823 0.140 4.045 5.80x105**
DBP (mmHg) 0.250 0.072 0.123 3.479 0.001**
LDL-C (mmol/L) 3.077 1.213 0.089 2.538 0.011*

Estimated glomerular filtration rate (eGFR), albumin / creatinine ratio and HDL cholesterol (HDL-C) are used as independent

variables in stepwise multiple linear regression analysis in models 1 to 4. In model 5, all parameters are included in the analysis.
* p<0.05; ** p<0.01.
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Identification of transmembrnane proteins
expressed in adipocytes under obese-state and
the roles soluble forms in fat accumulation. Jun
Wada, International Symposium for the Study of
Obesity “Translational Science and
Epidemiology on  Adipomedicine; From
Lipodystrophy to Obesity”, Oct 13-14, 2012,
Shiran Kaikan of Kyoto University, Kyoto
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Phosphatidylethanolamine N-methyltransferase
(PEMT) deficiency protects from obesity and
insulin resistance but promote non-alcoholic
steatoheptitis with tumorigenesis.  Atsuko
Nakatsuka, Jun Wada, Kazutoshi Murakami,
Takahiro Terami, Akihiro Katayama, Jun Eguchi,
Hirofumi  Makino, Keystone  Symposia,
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Disease and its Treatment (J6), Keystone Resort,
Keystone, Colorado, January 29, 2013
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Somuble form of transmembrane protein,
Gpnmb, is a novel adipokine with a protective
role in fatty liver diasease in obesity. Akihiro
Katayama, Jun Wada, Atsuko Nakatsuka, Jun
Eguchi, Kazutoshi Murakami, Motoko Kanzaki,
Sanae Teshigawara, Takahiro Terami, Kentaro
Inoue, Kazuyuki Hida, Hirofumi Makino,
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. L&Y 7 320/ TR L CMicroBCA
B. FRFGE Protein Assay Kit (PIERCE) # IV CEHEES
JR DRIALE 1ToT,

JRIZ50 mL%&E¥ > kU 222-T5000g - 4047, &5
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CyMEHB LNV F T LA fifbT
BEHEBROMRE S LI, TXTOY T %50
pg/mLICFREE L, 9 520 ngxCy3 (100 p g7k S
W) LRE L CEIR, BT CURFRI RS S Bz,
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OV AEFEE LT, T2t 704100 uL
(A7)0 LT F T LA (LecChip)lZ 7
7T A4 LT, 20°C, WEHTIC TSR BOG S Bz,
VIFUoT VA LDV IFDY A MIRLIC
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> TIT 270, WESMILFE K133 msec, Gain
85,95,105, 115& L7z, MELTHELNIZAF v
T8 (16 bit TIFF)% Array-Pto™Analyzer{Z J -
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Z FAVNTHRAT 2 1647 L 72,

SSAVIF LT uaw NTTT 40—

R 77 1d100 mL % Centricon T5000g + 4047,
X 5 {ZMicrocon T14,000g + 70431 0 L CHI100f%
WCHEHE LT SSAT S LB BN T 7 4 =F 4 —
s a~< N7 J 7 4 — (Lectin-Agarose Set-II,
SSA-Agarose) % BioLogic LP ¥ A 7 A 11
(#731-8300X2, BIO-RAD)Z H\W\CTHifT L7z, £
6.0 mLOPBS# 0.2 mL/min? 3 E T304 ] 1t
AT o7 IRV 1.0 mLa Yo 7 —
FNT 7T A4 LT0.1 mL/min® & E T1045 [ H
IFTCPBSIZ L »CH o7 rEm— Lz, &EHIZ
PBS%0.1 mL/min® & CTPBS 7.0 mL% 7047 4>
TS EITo T2, S BTN —F I
Ny 7 7—50 mL (0.2M lactose)x 7 774 LT
PBS% 0.1 mL/min® it & T604r AT T Lz,
X 5120.5 mL/min®D#E CT10.0 mLOPBS% W
T EITo T2, IWHOBRTEHY %S
BT S aralb s X —T05 mLEIZS
EL EFRETIRIOEII 777 aryalby
X —TLOmLEIZDE LTz, S5IIEHy v
% SDS-PAGE C/ERH L THEMT L 7=,

R LB EST

SSAVIF U NT AL BET 74 =T 44— 1
~ T T T 4=l ko THBONZEAE R VT
FALVA b—=AOTDEBIPI—~FTE +T
RAIAMIZ L » CGETALE L7=%IZ, 0.1 ugd v
—J TV T T L= RO N P TEERTE
{b (80°C. —Bh) Z=ZEHE L7, {HLRIZE0%T &
= b U ABRIEMIER CR7F & Lz,
WH X 72 X 7 F K % nanoUPLC
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(nanoACQUITY UPLC, 7 # — % — X1t),
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C18, 100 pumID X 10 cm, S/N
0193110811A119) Z W\ TH T AEEIZ30C &
L7, BB E L CIXATE : /K0.1%B:88, Bk
7' b= MU A01%ERE A Ve, BRERIZ400
nl/min THifT L7z, BHESHrIIMasslynx V7
by =T (vA 7 < Ath) OYP—_AfF— T
177,

T B AR

MSMSfig fric K v B o hizF — & ix.
MassLynx (w4 7 u<A) k5o RY
a—Ya U E T, Bohce—27 U X b
77 AN (pkl7 7 A V) &% LT, Mascot (=
Uy 7 A Az 24E) ZHWT, NCBInrE
F O'SwissProtDEH DT — X _X— AN T—F
TAHEAEORBEEITo T, EMRICEE T A2 HRS
HIE, VAT A VEEO I AN RAF AL E A
FA = OB EAZE L LT,

C. HroessR

PERFMEBEOSBHICRBITA L IF T L
AR ORBELZHLICR L, EEBE20
ng/mL % Gain 95 CHIE L7z 7 /)L CHER AT
ol ENEEE L ba— Ly LmEERLT
WA, EE L BEOYT TN DY T F IO
B2 & 700 LB bERITL T 7 7L
TW5, RHOEITIC L o T 7 un38E@inL <
WAL IZF b v FINEIER U 3K
TLTWA VI FUIIHETE R, 7a—AKE
VIF o oAy ) —ABEL I F U Y%L
DVIFUTREDERIZE RNV T TR
BT AEANFRD bz, NEUPEHESE L & F
“(RCA120, PHA(E), DSA) T, 28z > 7
ML, S 6ICEITT 2 LIETT2HEABZED S
Nz, 02-33 7Ll (MAL-1) 8XPa2-62 71
B L 7 2 (SNA, SSA, TJIA-1) Ti. BJE
DOER L L I 7B E@MmT AEm 310
bz,

SSAVIF U AT RIRLBT T4 =T 4—7
N N9 74— ko THBLN-EAES
SDS-PAGEIZERELTZE 2 A, a2-6> T NEEEER
BT ASSAY T A TR INT-EEOEERE
D3, BERIFRMEBIEOEITIC - THIMLTERY .,
Wl L 22 en@Bo o (B2) .
ERBENTORKRR2 -RIITRT LI RHERAE



MDREEENTZ, by TICT 7 ENBETALT IV
TEHEE A SN L& RTICERDESHFET
HPEHETHLIILnbarZIx—vartk
EZ b, TOMIZEGBET T Y (g
gamma-1 chain C region, Ig gamma-2 chain C region,
Ig alpha-1 chain C region, Ig lambda-2 chain C
regions) * ffi{&k = > AR — > | (Complement C4-A,
Plasma protease C1 inhibitor, Complement C3) « %&[&]
# K ¥ (Antithrombin-III, Prothrombin)72 & ® 7 5
TAIBIELN, EOMEESNZbDE L
TIX, haptoglobin, a2-macroglobulin, apolipoprotein
A-l, protein AMBP (al-microglobulin),
ceruloplasmin, al-acid glycoprotein (orosomucoid),
02-HS-glycoprotein (fetuin-A), angiotensinogen 7
END D, TNOOFEERBAEITITV T VIR Z FEH
ELTHETAHEEAENRESNTEY, 2 b
IIHERFEBIEDHRR T AL F~—I—Th
5T ENEEIND,

D. &£

Ry TV ERHW -V IF ol T LA
AT LTz & 2 A BERIFHEBIE DR OEITIC
o TRBIIRBESE 7 0 7 7 A VOEALD R E
T&fz, 7a—AEELVIF N /) —A
EEL 7 F oDy 7 F B OEITIZ MK
TL. 02337/ (MAL-1) BXUa2-6> 7 /v
FRREE L 7 F o (SNA, SSA, TJA-1) Tik, BIE
DEER L & BT 7T ARNENT AEBZRD
bivle, FRNEBEHBE L 7 F - (RCAL20,
PHA(E), DSA) T, 28z 7 v 038800 URF
B 72 % R LTz,
BERFEBEORY DL I F T LA
FRAT TIX, a2-6 > T NVEBBEE L 7 F o ~Df5 et
D, BIEOERICE-> T ERE L, £ Z TSSAY
FSAERWET T4 =T —a~v NT T T 4
—ZHAWT, EEREERBH LA, B
FEEAENFRHMOERIZH > THEMLTWS Z
EMHBA LT, 2 b OFEE BEIXFERAERE
DEFHLWRFPANAS F~v—H—DEFHTH DL LE
ZHN5b,

E. f&
VIFrowA a7 LA K oEE T e T 5
A MZBNTE, IWEY T ALY RIP T D
FRET 573, BB RIS R S 5 FTaE
P R, FERIFEBIEOFRANA A~ — I — &
L T ¥ . haptoglobin, o2-macroglobulin,
apolipoprotein A-l, protein AMBP
(ol-microglobulin), ceruloplasmin, al-acid
glycoprotein  (orosomucoid), a2-HS-glycoprotein
(fetuin-A), angiotensinogen?®, T DEMHE L T4
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F EFRORER . Al 1 DU 5B —  RKIEATR,
J\ARHEF5 1 HEEFIE R 5 55 [B] B AHE RS
SERFES (V7 ¢ ik (k)
YRk 2445 4 17 H
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FERFMEBERES L OREBERICBIT
miR-34a DFBEEML & & OW RN & &S
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