Tamai M,
Aratake K,
Nakamura H,
Origuchi T,
Ida H,
Kawakami A,
Taguchi T,
Eguchi K.

Fujikawa K,
Aratake K,
Kawakami A,
Aramaki T,
Iwanaga N,
Izumi Y,
Arima K,
Kamachi M,
Tamai M,
Huang M,
Nakamura H,
Nishiura Y,
Origuchi T,
Ida H,
Eguchi K.

Successful treatment of refractory
neuro-Behget's disease with infliximab:
a case report to show its efficacy by
magnetic resonance imaging,
transcranial magnetic stimulation and
cytokine profile

Ann Rheum Dis

66 (1)

136-137

2007

Soejima K,
Nakamura H,
Tamai M,
Kawakami A,
Eguchi K.

Activation of MKK4 (SEK1), JNK, and
c-Jun in labial salivary infiltrating T
cells in patients with Sjogren's
syndrome

Rheumatol Int

27(4)

329-333

2007

Kawakami A,
Tamai M,
Eguchi K.

Classification of early arthritis patients -

and how to determine disease severity

Nihon Rinsyo
Meneki Gakkai
Kaishi

30 (1)

37-40

2007

Kawasaki S,
Nakamura H,
Honda E,
Iwanaga N,
Kawakami A,
Ida H,
Origuchi T,
Honda S,
Tsuchihashi Y,
Yoshimine H,
Eguchi K.

Tacrolimus as a reinforcement therapy
for a patient with
MPO-ANCA-associated diffuse
alveolar hemorrhage

Clin Rheumatol

26 (7)

1211-1214

2007

Mutsukura K,
Nakamura H,
Iwanaga N,
Kawakami A,
Origuchi T,
Furuyama M,
Eguchi K.

Successful treatment of a patient with
primary Sjégren's syndrome
complicated with pericarditis during
pregnancy

Intern Med

46 (14)

1143-1148

2007

Kawakami A,
Nakashima K,
Tamai M,
Nakamura H,
Iwanaga N,
Fujikawa K,
Aramaki T,
Arima K,
Iwamoto N,

Toll-like receptor in salivary glands
from patients with Sjogren's Syndrome:
Functional analysis by human salivary
gland cell line

J Rheumatol

34.(5)

1019-1026

2007




Ichinose K,
Kamachi M,
Ida H,
Origuchi T,
Eguchi K.

Izumikawa K,
Morinaga Y,
Kondo A,
Hara K,
Izumikawa K,
Miyazaki Y,
Kohno S,
Igari N,
Akaboshi M,
Kawakami A,
Eguchi K.

Adult Still's disease associated with
cytomegalovirus infection

J Infect
Chemother

13 2)

114-117

2007

Ichinose K,
Kawasaki E,
Eguchi K.

Recent advancement of understanding
pathogenesis of type 1 diabetes and
potentioal relevance to diabetic
nephropathy

Am J Nephrol

27 (6)

554-564

2007

Satoh K,
Shirabe S,
Tsujino A,
Eguchi H,
Motomura M,
Honda H,
Tomita I,
Satoh A,
Tsujihata M,
Matsuo H,
Nakagawa M,
Eguchi K.

Total tau protein in cerebrospinal fluid
and diffusion-weighted MRI as an early
diagnostic marker for
Creutzfeldt-Jakob disease

Dement Geriatr
Cogn Disord

24 (3)

207-212

2007

Mizutori Y,
Saitoh O,
Eguchi K,
Nagayama Y.

Lack of effect of methimazole on
dendritic cell (DC) function and
DC-induced Graves' hyperthyroidism

in mice

Autoimmunity

40 (5)

397-402

2007

Nakamura H,
Aramaki T,
Arima K,
Iwamoto N,
Nakajima H,
Iwanaga N,
Kawakami A,
IdaH,
Origuchi T,
Yamachika S,
Tsuchihashi Y,
Kamihira S,
Eguchi K.

Deep vein thrombosis and pulmonary
thromboembolism in a patient with
eosinophilia and obesity

Acta Med
Nagasaki

52 (3)

87-91

2007

Koike R,
Takeuchi T,
Eguchi K,
Miyasaka N.

Update on the Japanese guidelines for
the use of infliximab and etanercept in
rheumatoid arthritis

Mod Rheumatol

17(6)

451-458

2007

Eguchi K,
Saito K,

Kondo M,
Hidaka T,

Enhanced effect of high-dose
leukocytapheresis using a large filter in
rheumatoid arthritis

Mod Rheumatol

17 (6)

481-485

2007




Ueki Y,

Tanaka Y.
Ichikawa T,
Nakao K,
Hamasaki K,
Furukawa R, Role of growth hormone, insulin-like
Tsuruta §, owth factor 1 and insulin-like growth
Ueda Y, Erowih tack s &r Hepatolo Int 1(2) 287-294 2007
Taura N factor-binding protein 3 in development
, ) i . .
Shibata H, of non-alcoholic fatty liver disease
Fujimoto M,
Toriyama K, ’
Eguchi K.
Ichikawa T,
Nakao K,
Hamasaki K, Clearance of hepatitis C virus after
Honda T, living-donor liver transplantation in
Shibata }.I’ spite of residual viremia on end date of World J 13 (30) 4149-4151 2007
Akahoshi M, . Gastroenterol
Eguchi S interferon therapy before
Takatsuki M, transplantation
Kanematsu T,
Eguchi K.
Kusaba M,
Nakao K,
Goto T,
Nishimura D,
Kawashimo H, | Abrogation of constitutive STAT3
Shibata H, activity sensitizes human hepatoma J Hepatol 47 (4) 546-555 2007
Motoyoshi Y, cells to TRAIL-mediated apoptosis
Taura N,
Ichikawa T,
Hamasaki K,
Eguchi K.
Miyaaki H, Lens culinaris ggglutlmn-re'acpve
. alpha-fetoprotein and protein induced
Nakashima O, by vitamin K absence II are potential
Kurogi M, oy p J Gastroenterol | 42(12) | 962-968 2007
. indicators of a poor prognosis: a

Eguchi K, . . .

. histopathological study of surgically
Kojiro M. .

resected hepatocellular carcinoma

Nakamura.H, EGF activates PI3K-Akt and
Kawakami A, NF-kappaB via distinct pathways in
Ida H, _<appab via patiways 1 Rheumatol Int 28 (2) 127-136 2007
Koji T salivary epithelial cells in Sjogren's
Eguchi K. syndrome
Yamasaki S,
Yagishita N,
Sasaki T,
Nakazawa M,
Kato 'y,
Yamadera T, Cytoplasmic destruction of p53 by the
Bae E, endoplasmic reticulum-resident EMBO J 26 (1) 113-122 2007

Toriyama S, _
Ikeda R,
Zhang L, ~
Fujitani K,
Yoo E,
Tsuchimochi K,

ubiquitin ligase 'Synoviolin'




Ohta T,
Araya N,
Fujita H,
Aratani S,
Eguchi K,
Komiya S,
Maruyama I,
Higashi N,
Sato M,
Senoo H,
Ochi T,

Yokoyama S,

Amano T,
Kim J,

Gay S,
Fukamizu A,
Nishioka K,
Tanaka K,
Nakajima T.

T EE,
FHE5LH,
A AR,
)1 1HHCK,
—H#AFREA,
AaK A,
EHAEE,
HEME,
W,
HRAT A,
JULE i,
L0 BE,
Hr 0 8,
B R,
B HEg,
FATEELAS,
AT,
&m0,

ZHRICEB T HEESHY) v~FREFI
T BF ) AROEHRE

MY v~F

26 (2)

102-108

2007

AR,
Ji L b,
LORE,
BT
1B HE,
S R,
AR R YR AR,
Fos ) LA,
& EEARK,
o 1L,
EHE,
HHIEE,
g RE,
FEAREE.

BEE ) v~vFIIT o xS
~ DIEFEEORRES : BrRTL) v
FEZ L DB

MY =T

27

8-14

2007

A,
FREGA—BA,
JNREAM,
K,
kg E,
—HEHREA,
ki

IV EUEREICIVEMREEON
TV BEFEE L — 7 2 LD 1 4]

TNY v~F

27

41-45

2007




EHEE,

HA TR,
FHH5AR,
JI kA,
LAk,
Pro B4
B RE
’ Mollaret #fEXRZ G L= v<F
Nk #t WY o<=F 27 52-55 2007
o 1 25 5 5 9 iE D —#
ILARE.
—EAEL, [BEE Y v~=FIcRB i) 24 HEaE
JUE  #, RORERLBBER] 75 b= U v<FH 37(1) 17-21 2007
LOBE. —PREMIER REORTHD—
LBy | e 200 memcny 5 e |
ZdEEAL DFFEOALEF S <FBHFI> HIE | EEYv—F L | 43 (8F) | 386-393 2007
Ty DIEY MY UwFEK
NIE i, , L 6 e g
T Eﬁﬁﬁﬁw%xﬁ&ﬁ%%ﬁwﬁ H$%T§E% 30(1) 3740 2007
ZID%% I= IX Bk
(FF54~Y - yTEOZOOHEE
! 2hin 3%
ITHEE. ézglf%%;ﬁfééﬁii; 159 89 (2) 345-350 2007
D RIZ T
5 " (B8 Y v~ F ORFIAE] BE Y | Medical Science
LORBE. o F D EIBE b 7 DB Digest 33(2) 697-701 2007
R,
JIE [BEBEBRZW O =725 BHE
EAHE Eig%ggﬁﬁlJ(7<7fFo> MRI 285 ] ERLHE 51(4) 659-668 2007
LARE. :
IZETHIOTRBELWVELR~DT
TR, Tu—F BEEY v~F A~ I A & ERER 7(2) 172-179 2007
T7u—F |.BHRH L REE
Pt = A=,
O, %i;é%;;ﬁ%%ﬁﬁMQI B Clinical Calcium 17 (4) 517-525 2007
[ Autoinflammatory syndrome > 3t .
H = IS A
ig;g’ 7272 B B EA & TARRIE OS] TRAPS Exﬁfig% 30 (2) 90-100 2007
' DB & B LWIERIEDORE e
LR, FEEE KEAFOFMEE BE | REU YT .
iy . L ﬁ j;a;7‘ 354 | 365-371 2007
[V U~FIBROFR 1BRES
janj::s =3 Nz 7229] BE ) v~FoRH? WE 99 (4) 587-594 2007
B — N B OB 52
[BET Y ovFDNRZHE A LT B
HK A, AW BB O R ETARE M ] ‘
Nk, EMZHRBOERFTET A T | EE0bHdAH | 221(5) 437-440 2007
ILOREE. FY AT ORKIZBITEZET -
A
LARE. g;@gigﬁfiéﬁv?wﬁﬁ BREISR 58 (5) 571-575 2007
Peivox I _—5/4\, Vizond
OB Eﬁé;;%@$%”%k%wmﬁ RIE L g 15@) | 519-525 2007
(A=W BRIF O G 33 L BRI
ik ERT OB v~ FIERA L5 7
o U—] ZELEMENRE ORELE, .
25%2? G5 BT A A PO b A AR 65 (7) 1211-1217 2007

YA YA MO VEEAET AL
YERRA TNF AEE  wat




TNF Z84K 1gG ¥ A7 (=& xn
t7H)

[ BRI R ERE & BEK
ERTIEHY I~ FBERX ST
—]TNF BREEDOER HAEIC

Lo B DRSS Pl g e =IZN373 65 (7) 1259-1266 2007
BIHE AR AR T BRER A It & 4
AEDBESA x4 x1ET b
[SLE DORIEMFF & Fii- 2RI
o D] SR EHED ) Bb. B
i’ﬁﬂg%g S])Lg%gggfgn‘;“: s‘f’f_c‘?f_egxfjﬁi Y < FR 38(2) 109-112 2007
BT 2RENER L FRIERE~D
B2
1 0B, FLWASZHRA] 22t b ,
Rnmt | T bk st | FEERE | 150 | sswsse | 200
HH5LH, . .
TR Autoinflammatory syndrome Vyo<FH 38(3) 283-289 2007
[BEERY Oo<=F BEIAIEES
No57-oDOEFM#HEZNER] B
LosE. #Yv<F - by s 2 BEIYU ¥ | Medical Practice | 24 (10) | 1783-1784 2007
< F L5 CCP Hitk BHRWiL R
HIRE~OF A
(RELZEERELIFRETIRR
R EALEA, Z DIFE & BER & OBz O :
TOBsE. T] TRAPS (TNF receptor-associated VU~ TR 8@ 361-369 2007
periodic syndrome)
[BEABED-HO care & cure
I RA @ window of opportunity %
. X 222Dz CAMH -
AN} >3 %égbégj‘%f;gggg;; B - B - B | 20(10) | 941949 2007
B> RA RJE & BERIE D HE -
17D F I
s [BEEAREDT-DD care & cure
ﬁiﬁ?ﬁ, I RA @ window of opportunity %
I#rﬁj% BN =HIZ] BEABREDOS | F - B - 8% | 20(10) 983-991 2007
?11:%% ® RA 2 EHEEEY v<F o0
s MRI
LOBE. ) v<F L CCP Hifk B v~F 24 (10) | 1783-1784 2007
LOBE. B v~Fo Animus 49 () 17-21 2007
Nk % .
Iy [INFZ7 7 I Y —DHF Y U~F%¥
TR, S5F! 4(4 320-323 2007
zg;g HHEN S BB ~] FasL/Fas (CD95) aFVU~F )
= VIFMEEREE N L .
?}Eﬂ%g alternative splicing DFE —Z D Inflammation 27(6) | 575-578 2007
1 . ARt s L B A B = X A — and Regeneration
[BEEH Y Oo<=FEE A7 )%y
ITORSE. 2Tz ERLETRN] =HFRAE Mebio 24 (12) 50-56 2007
TROENE HAKTA v
7 0,
—WEFREL,
EHAEZE, ANCA BEEME R DIFIE & IHFIC 5] %
wHERE | B B REOMR 7“2??* 306) | 432443 1 2007
JIIE %,
ILARBE.
1 1B, R A — I —DBH > TEX N
THEE F@Z;uﬂﬁy '77;%) gﬁ%;ﬁg Pharm Stage 7(5) 9-12 2007




SEMEE  EH R
RRERL X FA M4 R Kitd &5 R—=y R
}:;2?:?8 N, Regulatory role of Peyer’s patches for
’ the inhibition of OVA-induced allergic Clin Immunol 123 199-208 2007
Kweon MN, diarrhea
Kiyono H.
Kim N,
Kunisawa J, Oral feeding of Bifidobacterium .
Kweon MN, bifidum(BGN4) prevents CD4* Clin Immunol 129 30-39 2007
Eog JG., CD45RB™# T cell activation
Kiyono H.
Tamagawa H,
Hiroi T, . . ..
Mizushima T, j[‘herapeu'tlc effects qf roxxth@mycm in .
Ito T, interleukin -10-deficient colitis. Bowel Dis 13 547-556 2007
Matsuda H, Inflamm
Kiyono H.
Makita S,
Kanai T,
Nemoto Y, . . . . .
Totsuka T, Intesimal lafnma propria retaml.ng
OkamotoR, | CD4 C€D25 regulatory Tecells is a J Immunol 178 | 4937-4946 | 2007
. suppressive site of intestinal
Tsuchiya K, inflammation
Yamamoto M,
Kiyono H,
Watanabe M.
Kunisawa J, Intraepithelie?l lymph(?cytes: their.
Takahashi1, | Shared and divergent immunological Immunol Rev 215 136-153 2007
. behaviors in the small and large
Kiyono H. . .
intestine
McGhee JR, Gut lymphocyte migration: we are
Kunisawa J, ) Trends Immunol 28 150-153 2007
. halfway 'home’
Kiyono H.
Fukuyama S Neuroregulator RET initiates .
Kiyono H. Peyer’s-patch tissue genesis Tmmunity 26 393-395 2007
Nagai S,
Mimuro H,
Sasakawa C, Role of Peyer’s patches in Helicobacter | Proc Natl Acad
Nochi T, pylori-induced gastritis Sci USA 104 8971-8976 2007
Kiyono H.
Koyasu S.
Kunisawa J,
Kurashima Y,
I({}Lghl;c:l;,M’ Distinct dependence upon sphingosine
Ishikawa I, I-phosphate in the regulation of J Exp Med 204 | 23352348 | 2007
. lymphocyte trafficking to the gut
Ogahara |, epithelium
Kim N,
Shimizu M,
Kiyono H.
Nochi T,
Yuki Y, A novel M-cell-specific
MaF.sumura A, f:arbohydrate—Fargeted I.nucosal v-accine J Exp Med 204 2789-2796 2007
Mejima M, induces effectively antigen-specific
Terahara K, immune responses
Kim DY,




Fukuyama S,
Iwatsuki-Hori
moto K,
Kawaoka Y,
Igarashi O,
Kiyono H.

SRS

R EE

REERL

WX EA Mg

REHL

~—v

HiRREE

Yamaguchi Y,
Fujio K,
Shoda H,
Okamoto A,
Tsuno NH,
Takahashi K,
Yamamoto K.

Interleukin-17B and interleukin-17C
are associated with TNF-alpha
production and contribute to the
exacerbation of inflammatory arthritis

J Immunol

179

7128-7136

2007

Fujio K,
Okamura T,
Okamoto A,
Yamamoto K.

T cell receptor gene therapy for
autoimmune diseases

Ann NY Acad
Sci

1110

222-232

2007

Fujio K,
Okamoto A,
Araki Y,
‘Shoda H,
Tahara H, :
Tsuno NH,
Takahashi K,
Kitamura T,
Yamamoto K.

Gene therapy of arthritis with TCR
isolated from the inflamed paw

J Immunol

177

8140-8147

2006

Shoda H,
Fujio K,
Yamaguchi Y,
Okamoto A,
Sawada T,
Kochi Y,
Yamamoto K.

Interactions between IL-32 and tumor
necrosis factor alpha contribute to the
exacerbation of immune-inflammatory
diseases

Arthritis Res
Ther

R166

2006

YuR,

Fujio K,
Tahara H,
Araki 'y,
Yamamoto K.

Clonal dynamics of tumor-infiltrating
lymphocytes

Eur J Immunol

35

1754-1763

2005

S {ERTSEE

EEEZ

 RRERA

B A FILK

~—y

iR

Iwanami K,
Matsumoto I,
Watanabe Y,
Mihara M,
Ohsugi Y,
Mamura M,
Goto D,

Ito S,
Tsutsumi A,
Kishimoto T,
Sumida T

Crucial role of IL-6/IL-17 cytokine axis
n the induction of arthritis by
glucose-6-phosphate-isomerase

Arthritis Rheum

in press

Matsui H,
Tsutsumi A,

Expression of Visfatin (pre-B cell
colony-enhancing factor) gene in

Ann Rheum Dis

in press




Sugihara M,
Suzuki T,
Iwanami K,
Kohno M,
Goto D,
Matsumoto I,
Ito S,
Sumida, T.

patients with rheumatoid arthritis

Nakamura Y,
Wakamatsu E,
Matsumoto I,

;(())nhl:ct)aYM, High prevalence of autoantibodies to
Mori M, muscarinic 3 acetylcholine receptorin | 1 proym b 67 136-137 2008
Yokota S, patients with juvenile Sjogren’s
Goto D, syndrome
Ito S,
Tsutsumi A,
Sumida T.
Harashi T,
Matsumot.o L Biased usage of synovial
Yasukochi T, . . . .

. immunoglobulin heavy chain variable
Chino Y, .
Mamura M, | FoBionS 4 by the . Int J Mol Med 20 247253 | 2007
Goto D, antf-glucgse-6-!3hosph.ate 1someras§
Ito S, antlb.o'dy in patients with rheumatoid
Tsutsumi A, arthritis
Sumida T.
Sugihara M,
Tsutsumi A,
Suzuki E,
(S)l;Zl;l:nT; H The gene expressions of TNFa, TTP,
Hayashi T, ’ TIA-1 and HuR in the pe‘riphera'l blood
Chino Y, mononuclear cells of patients with Arthritis Rheum 56 2160-2169 | 2007
Ishii W, .rhel.m.latmd arthritis before and after
Manura M, infliximab therapy
Goto D,
Matsumoto I,
Ito S,
Sumida T.
Wakamatsu E,
Nakamura Y,
Matsumoto I, DNA microarray analysis of labial ‘
Goto D, salivary glands from patients with Ann Rheum Dis 66 844-845 2007
Ito S, Sjogren’s syndrome
Tsutsumi A,
Sumida T.

SHEPRE  kOE
HRERL X H A M4 FRE &5 _R—=Y HARE

Hirota K,
Yoshitomi H, Preferential recruitment of arthritogenic
Hashimoto M, | Thl7 cells to inflamed joints via
Maeda S, CCR6/CCL20 in rheurrjxatoid arthritis J Exp Med 204 (12) 2803-2812 2007
Teradaira S, and its animal model
Sugimoto N,




Yamaguchi T,

Nomura T,

Ito H,

Nakamura T,

Sakaguchi N,

Sakaguchi S.

\S;il;aggch,hl > Regulatory T cells inbriefhistory and | p vy no) 37 S116-123 | 2007

Miyara M. perspective

Sakaguchl S, Emerglng challeng;s in regulatory T Science 317 627-629 2007

Powrie F. cell function and biology

Ko HJ,

K?m Y, A combination of

KimYS, . . .

Chang, WS, chemoimmunotherapies can efficiently

Ko SY, bre?k self-.toleranf:e a}nd induce . Cancer Res 67 7477-7486 2007

Chang SY, antlfumor immunity in a tolerogenic

Sakaguchi S, murine tumor model.

Kang CY.

Yamaguchi T,

Hirota K,

Nagahama K, | Control of immune responses by

Ohkawa K, antigen-specific regulatory T cells Immunity 27 145-159 2007

Takahashi T, expressing the folate receptor

Nomura T,

Sakaguchi S.

Ono M,

Yaguchi H,

Ohkura N,

Kitabayashi I, | Foxp3 controls regulatory T cell

Nagamura Y, function via interacting with Nature 446 685-689 2007

Nomura T, AMLI1/Runx1

Miyachi Y,

Tsukada T,

Sakaguchi S.

Nomura T, Foxp3 and Aire in thymus-generated

Sakaguchi S. T(reg) cells: a link in self-tolerance Nat Immunol 8 333-334 2007

Miyara M., Natural regglatory T cells: mechanisms Trends Mol Med 13 108-116 2007

Sakaguchi S. of suppression

Hirota K,

Hashimoto M,

?:;:::gl’l H, T .cclell self-reactivity forms a cytokine

Nomura T, mllleli for spontaneous development of J Exp Med 204 41-47 2007
. IL-17" Th cells that cause autoimmune

Yamaguchi T, arthritis

Iwakuray,

Sakaguchi N,

Sakaguchi S.

Koshiba T,

LiY,

Twall:e;glura M, Clinical, .immunological, and .

Sakaguchi s, | Pathological aspects of operational Transpl Immunol | 17 94-97 2007

. tolerance after pediatric living-donor

Minato N, liver transplantation

Wood KJ,

Haga H,

Ueda M,




Uemoto S.

E:f:;i ', | ICER/CREM-mediated transcriptional

. ’ attenuation of IL-2 and its role in Eur J Immunol 37 884-895 2007
Diamond B, .
Sakaguchi S. suppression by regulatory T cells
Bodor J,
Fehervari Z, Regulatory T cell-mediated . .
Diamond B, suppression: potential role of ICER J Leukoc Biol 81 161-167 2007
Sakaguchi S.
Nagahama'l K, P.reparation of regulatory T cells in N'Ietholds Mol 320 431-434 2007
Sakaguchi S. vitro Biol

SRS - R

RERERL XA VA FERis4 B5 R R
i EZ#4E, . .
TSR, éévéé ;g;m%ﬁ; C PHLHA medicina 45 (1) 64-67 2008
= AR
Nakayamada S,
Saito K,
Umehara H,
Ogawa N,
Sumida T,
Ito S,
II:I/I;?:E S, Efficacy and safety of mizoribine for
Kondo ,H, the tr.eatment of Sj6gren'§ s.yndro.me: a Mod Rheumatol 17 (6) 464-469 2007
Okada J, multicenter open-label clinical trial
Mimori T,
Yoshifuji H,
Sano H,
Hashimoto N,
Sugai S,
Tanaka Y.
Mimori T, Autoantibodies in idiopathic
Imura 'y, inflammatory myopathy: an update on Curr Opin
Nakashima R, | clinical and pathophysiological Rheumatol 196) 523-529 2007
Yoshifuji H. significance
Handa T,
Nagai S,
Miki S, Incidence of pulmonary hypertension
Ueda S, and its clinical relevance in patients
Yukawa N, with interstitial pneumonias:
Fushimi Y, comparison between idiopathic and Intern Med 46 (12) 831-837 2007
Ito Y, collagen vascular disease associated '
Ohta K, interstitial pneumonias
Mimori T,
Mishima M,
Izumi T.
Ito Y,
Kawabata D,
Yukawa N, .
Yoshifuji H, Severe .subcuta.neous. generalized
Usui T, edemaina pa.tl'ent with Mod Rheumatol 17 (2) 171-173 2007
Tanaka M, dermatomyositis
Fujii T,
Mimori T.
Murakami K, Successful treatment of a patient with Mod Rheumatol 17(2) 167-70 2007




Fujii T, refractory adult Still's disease by

Yukawa N, tacrolimus

Yoshifuji H,

Kawabata D,

Tanaka M,

Usui T,

Mimori T

Hirakata M,

Suwa A,

g:f;‘:? L Clil'lical agd innnuno.gene.tic features of -

Nagai S, patients with autoantibodies to Arthritis Rheum | 56 (4) | 1295-1303 | 2007
asparaginyl-transfer RNA synthetase

Genth E,

Song YW,

Mimori T,

Targoff IN.

Fujita Y, Successful treatment of primary

Fujii T, Sjogren's syndrome with chronic

Takeda N, natural killer lymphocytosis by Intern Med 46 (5) 251-254 2007

Tanaka M, high-dose prednisolone and

Mimori T. indomethacin farnesil

Tokunaga M,

Saito K,

Kawabata D,

Imuray,

Fujii T, Efficacy of rituximab (anti-CD20) for

Nakayamada S, | refractory systemic lupus .

Tsujimura S, erythematosus involving the central Ann Rheum Dis 66 (4 470-475 2007

Nawata M, nervous system

Iwata S,

Azuma T,

Mimori T,

Tanaka Y.

B)IH—ER, | B&i Y v~ FIZRiT 55 CD HifkD CLINICAL

=& Bt | BRBE CALCIUM 179 569-576 2007

=3 Rt SeEIHRORE L EREF RIE & fE 15(3) 329-333 2007
RTEBIMME 2 BARICBRE 2RI A L

_ . o o= . The Mainichi

= R | B CIRRARBBOOARVEEI | dical Journal 3(8) 625 2007
A B i A odiea Touma

BB, JERO BT = v = YV F Mebio 24(12) 92-99 2007

=R P

ST, FETMHRLESZ—hbDv 7 )

SANELL, ) VR e RRREE | asq) 8-13 2007

IR B, THIROEHAE nftickBiF 527 | TLAE—F

ETYN 8 4 vdIxY OEE

ZFRIRAE LA Suzuken Medical 10(6) 4 2007

= ZRRRAE M) v<F Suzuken Medical 10(6) 6 2007

SEREE  LERZ
RREKA FXEA NV RRt4 BE N— HARAE

Kawasaki A,

Kyogoku C, Association of interferon regulatory

Ohashi J, factor 5 (IRFS5) polymorphisms with

Miyashita R, systemic lupus erythematosus in Arthritis Rheum in press

Hikami K, Japanese: Support for a crucial role of

Kusaoi M, intron 1 polymorphisms.

Tokunaga K,




Takasaki Y,

Hashimoto H,
Behrens TW,
Tsuchiya N.
Furuya T,
Hakoda M,
Ichikawa N, )
Higami K, Differential association of HLA-DRBI1
Nanke Y, alleles in Japanese patients with early Clin Exp
Yago T, rheumatoid arthritis in relationship to Rheumatol 25 219-224 2007
Kobashigawa T, | autoantibodies to cyclic citrullinated
Tokunaga K, peptide
Tsuchiya N,
Kamatani N,
Kotake S.
Tsuchiya N, Diversity of human immune system
Kyogoku C, multigene families and its implication
Miyashita R, in theggenetic background of rheumatic Curr Med Chem 14 421-439 2007
Kuroki K. diseases
Kyogoku C, A compass that points to lupus: Genetic
Tsuchiya N. studiespon type I interferon pathway Genes Immun 8 443-453 2007
= em S A
+EMZ. iﬂ;’:; g;;y;?ff%g @*W‘g < | BIO Clinica 22 894-807 | 2007
SHBEE - BIRER
REREKA RLEA A HEKeEH 55 ~R= HRREE
Ogawa H,
Kameda H,
Nagasawa H, Prospective study of low-dose
Seklguchl N, cyclosporine A in patlc?n.ts with Mod Rheumatol 17 92-97 2007
Takei H, refractory lupus nephritis. :
Tsuzaka K,
Amano K,
Takeuchi T.
Tsuzaka K,
Igfzztasllljn;)to Y, Down-regulation of Fas-ligand mRNA )
AbeT, ’ in Sjégren's syr.ldrome patients with Autoimmunity 40 497-502 2007
Tsubota K, enlarged exocrine glands
Takeuchi T.
Suzuki K,
Kobayashi S,
Yamazaki K,
Gondo M,
Tomizawa K,
Arimura Y,
’ Analysis of risk epitopes of L
Nakabayashi K, | _ i neutrophil anIt)ibochly MPO-ANCA Microbiol 51 1215-1220 | 2007
Ozaki S, . S . Immunol
Yoshida M, in vasculitis in Japanese population
Yoshida T,
Tsuzaka K,
Muso E,
Okazaki T,
Hashimoto H.
I B SLE T ML= 3317 % TCR zeta SHDFE J R 38 150-155 2007

BREEE




SHRRTREE

FHTS

REE KA

BT A M4

RERL

~—

HIRREE

Kobayashi S,
Ikari K,
Kaneko H,
Kochi Y,
Yamamoto K,
Shimane K,
Nakamura Y,
Toyama 'y,
Mochizuki T,
Tsukahara S,
Kawaguchi Y,
Terai C,

Hara M,
Tomatsu T,
Yamanaka H,
Horiuchi T,
Tao K,
Yasumoto K,
Hamada D,
Yasui N,
Inoue H,
Itakura M,
Okamoto, H.,
Kamatani N,
Momohara S.

Association of STAT4 with
susceptibility to rheumatoid arthritis
and systemic lupus eryhtematosus in
Japanese

Arthritis Rheum

in press

Yamanaka H,
Inoue E,
Tanaka E,
Nakajima A,
Taniguchi A,
Terai C,
Hara M,
Tomatsu T,
Kamatani N,

Influence of methotrexate dose on its
efficacy and safety in rheumatoid
arthritis patients: evidence based on the
variety of prescribing approaches
among practicing Japanese
rheumatologists in a single
institute-based large observational
cohort (IORRA).

Mod Rheumatol

17

98-105

2007

FHTE.

BEET Y 7~ F IR O

FRNBHER

22

175-177

2007

B Y v~ FOEEE

B - BAEG - $UE

20

1047-1053

2007

FHTHE.

SRR

EHEE

ERERAL

FRE A b4

RRit4

~—y

HiRREE

Tamai M,
Kawakami A,
Uetani M,
Takao S,
Tanaka F,
Fujikawa K,
Aramaki T,
Nakamura H,
Iwanaga N,
Izumi Y,
Arima K,
Aratake K,
Kamachi M,
Huang M,
Origuchi T,

Bone edema determined by magnetic
resonance imaging reflects severe
disease status in patients with
early-stage rheumatoid arthritis

J Rheumatol

34

2154-2157

2007




Ida H,

Aoyagi K,
Eguchi K.

(B Y v~FOF - HRERE] B
ERFEE. Bpwnic X 5 EEiBRTl st X | Clinical Calcium 17 453-46 2007

REE L MRI
LaHEE, [BEAREDTZDHOD care & curel
JIE RA @ window of opportunity # K 72 | & | ames .
FREE | Enic] BRAREDLHoRA |0 0 BE 200 ) 983991 ) 2007
ILABBE. P BHEE Y U~ F D MRI
SRS B R
RERERAL X E A b4 XKL B5 _—Y HAREE
Ishibashi K,
Takamura N,
Aoyagi K ’ Multimers and adiponectin gene 276G .
YamasakiH, | 7 0 1vmorphism in the Japanese Clin ChemLab | 45 1) | 1457.1463 | 2007
Abiru N, . e . Med
Nakazato M, population residing in rural areas
Kamihira S,
Maeda T.
Morita N,
Takamura N,
Murakami T, Evaluation of FAT-FREE mass by Radiation
Jo O, WHOLE-BODY counter in Japanese Protection 123 (1) 128-130 2007
Aoyagi K, healthy young adults Dosimetry
Yamashita S,
Okumura Y.
Ye Z,
AbeY, The influence of visual display terminal
Kusano Y, . .
Takamura N, use '(.m the phygl(fal .":md ment'al J Physiol 26 69-73 2007
EidaK, conditions of administrative staff in Anthropol
Takemoto T, Japan
AoyagiK.
Takai K,
HondaS,
YeZ AbeY, Fear of falling among
Takamura N, community-dwelling elderly women Acta 52 711 2007
Osaki M, receiving visiting nursing services in Med.Nagasaki
Kusano'Y, Japan
Takemoto T,
Aoyagi K.
Ye Z,
Honda S,
AbeY,
Kusano'Y, Influence of work duration or physical
Takamura N, symptoms on mental health among Ind Health 45 328-333 2007
Imamura Y, Japanese visual display terminal users
EidaK,
Takemoto T,
Aoyagi K.
Eﬂ;:né Yaﬁations in torsion of the lower limb
Tinley P in Japanese and Caucasians with and J Rheumatol 34 (1) 145-150 2007
.2 without knee osteoarthritis

Aoyagi K.
Ugarte JL, Self-perceived oral health status and Int Dental J 57 (1) 19-26 2007




Abe Y,
Fukuda H,
Honda S,
Takamura N,
Kobuke Y,
Ye Z,
Mendoza O,
Shinsho F,
Aoyagi K.

influencing factors of the elderly
residents of a peri-urban area of La Paz,
Bolivia

Yagura C,
Takamura N,
Kadota K,
Nagazumi T,
Morishita Y,
Nakazato M,
Maeda, T,
Kusano Y,
Abe Y,
Aoyagi K.

Evaluation of cardiovascular risk
factors and related clinical markers in
healthy young Japanese adults

Clin Chem Lab
Med

45 (2)

220-225

2007

INREET,
& M e,
LERREAR,
MR,
B,

M AN gE,

IRERRFTAFTREICRIT 5ERL
A PR

82 (1)

2007

FHOER.

AT P I 351 B FT e
BT L QOL. % SEFHERE
QOL 74 —F b /RRILVTFT A AT
Ta v HEERER & QOLL

Osteoporosis
Japan

15 (3)

224

2007




V. BB EOTITH - BN
(F2DD)




The EMBO Joumal (2007) 26, 113-122 | © 2007 European Molecular Biology Organization | All Rights Reserved 0261-4189/07

www.embojournal.org

THE
EMBO

JOURNAL

Cytoplasmic destruction of p53 by the
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Synoviolin, also called HRD1, is an E3 ubiquitin ligase and
is implicated in endoplasmic reticulum -associated degra-
-dation. In mammals, Synoviolin plays crucial roles in
various physiological and pathological processes, includ-
ing embryogenesis and the pathogenesis of arthropathy.
However, little is known about the molecular mechanisms
of Synoviolin in these actions. To clarify these issues, we
analyzed the profile of protein expression in synoviolin-
null cells. Here, we report that Synoviolin targets tumor
suppressor gene pS53 for ubiquitination. Synoviolin
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sequestrated and metabolized p53 in the cytoplasm and
negatively regulated its cellular level and biological func-
tions, including transcription, cell cycle regulation and
apoptosis. Furthermore, these p53 regulatory functions of
Synoviolin were irrelevant to other E3 ubiquitin ligases
for p53, such as MDM2, Pirh2 and Copl, which form
autoregulatory feedback loops. Our results provide novel
insights into p53 signaling mediated by Synoviolin.
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sj.emboj.7601490; Published online 14 December 2006
Subject Categories: proteins

Keywords: apoptosis; cell growth; E3 ubiquitin ligase;
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Introduction

The ubiquitin-proteasome system (UPS) consists of a small
polypeptide ubiquitin, a framework of enzymes that mediates
the covalent attachment of ubiquitin to proteolytic substrates
and the 26S proteasome that digests the modified proteins
into peptides. The formation of ubiquitin conjugates requires
the successive action of three classes of enzymes. This
process is first activated by an E1 (activating enzyme) in an
ATP-dependent manner, forming a high-energy thioester
bond between ubiquitin and an E1, and the activated ubiqui-
tin is then transferred to an E2 (conjugating enzyme), form-
ing a similar thioester linkage between ubiquitin and E2, and
then E3 ubiquitin ligase transfers ubiquitin to the target
proteins. Through repeated reactions of this cycle, a poly-
ubiquitin chain is formed on the target proteins, which is
recognized by the 26S proteasome for ultimate degradation
(Hershko and Ciechanover, 1998; Pickart, 2001). In the UPS
pathway, the E3 ubiquitin ligases play critical roles in the
selection of target proteins for degradation, because each
distinct E3 ubiquitin ligase usually binds a protein substrate
with a degree of selectivity for ubiquitination in a temporally
and spatially regulated fashion.

Synoviolin, a representative of endoplasmic reticulum
(ER)-resident E3 ubiquitin ligases, is a mammalian homolog
of Hrd1p/Der3p that ‘‘substrates’” misfolded carboxypeptide
yscY (CPY*) (Bordallo et al, 1998) and 3-hydroxy-3-methyl-
glutaryl-coenzyme A reductase (HMGR), a key enzyme of the
mevalonate pathway in yeast (Shearer and Hampton, 2004,
2005). We cloned Synoviolin from rheumatoid synovial cells
(RSCs) and described that Synoviolin is highly expressed in
synoviocytes of patients with rheumatoid arthritis (RA)
(Amano et al, 2003). In that report, we demonstrated that
overexpression of Synoviolin in transgenic mice leads to
advanced arthropathy caused by reduced apoptosis of syno-
viocytes. On the other hand, synoviolin*/~ mice showed
resistance to the development of arthritis owing to enhanced
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Figure 1 Accumulation of p53 in synoviolin null cells. (A) Accumulation of p53 in Syno~/~ MEFs. (B) Nuclear accumulation of p53 in Syno™/~
MEFs. p53 in Syno™/* MEFs (i-iii) and Syno~/~ MEFs (iv-vi). Merged images are shown in the bottom panels (iii, vi). (C) Quantification of
p53 mRNA. The p53 mRNA level was assessed by real-time PCR and normalized to 185 rRNA. Data are mean +s.e.m. of four experiments.
Statistical analysis using Student t-test indicated no significant difference between Syno™/* and Syno™/~ MEFs (NS).

apoptosis of synovial cells. These results indicate that
Synoviolin is a novel causative factor for arthropathy based
on its anti-apoptotic effects. In another study, we reported
that all mice fetuses lacking synoviolin (Syno /") died
in utero around E13.5 (Yagishita et al, 2005), although Hrdlp/
Del3p, a yeast ortholog of Synoviolin, was described as non-
essential for survival. Syno™~ were anemic owing to en-
hanced apoptosis of fetal liver cells (Yagishita et al, 2005). It
is surprising that an ER-associated degradation (ERAD)-asso-
ciated E3 ubiquitin ligase, Synoviolin, is involved in cell
hyperplasia of dividing cells via its anti-apoptotic effect. In
this regard, like RSCs, the anti-apoptotic effect of Synoviolin
was observed even for synoviolin expressed ectopically
in NIH3T3 cells, which resulted in enhanced cell overgrowth
in these cells (Tsuchimochi et al, 2005). These results were
confirmed also in the Drosophila fly (Supplementary Figure
1). An important question remains unanswered at this stage.
What is the mechanism of Synoviolin-induced cell over-
growth? The present study was designed to identify the
substrates for Synoviolin that may be involved in cell growth.

Results

Accumulation of p53 in synoviolin-null cells

To identify target(s) for Synoviolin, we assumed that the lack
of Synoviolin results in accumulation of substrate proteins.
First, we carried out a two-dimensional polyacrylamide gel
electrophoresis (PAGE) using mouse embryonic fibroblasts
(MEFs) of Syno™/". In these experiments, p53 was identified
as one of the major targets in the profile by LC-MAS analysis
(Supplementary Figure 2). Indeed, the level of p53 was
markedly enhanced in Syno~/~ MEFs (Figure 1A) and
Syno™/~ embryos, especially in the posterior part of the
body such as somites, brains and maxillary or branchial
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arches (Supplementary Figure 3), as reported previously
(Gottlieb et al, 1997). The accumulated p53 was predomi-
nantly localized in the nuclei of Syno~’~ MEFs (Figure 1B},
although the mRNA level of p53 was not altered in Syno /~
MEFs (Figure 1C). Phosphorylation of p53 was not observed
in Syno™/~ MEFs (Supplementary Figure 4).

Increment of functional p53 in synoviolin-null cells

Next, we tested whether impairment of Synoviolin influences
the functions of p53 in the cell. Knockdown of Synoviolin by
small interfering RNA (siRNA) for synoviolin (Syno siRNA)
in RKO cells, a human colon cancer cell line known to
express wild-type (WT) p53 (Smith et al, 1995), resulted in
almost complete disappearance of Synoviolin expression
(Figure 2A). Synoviolin knockdown was associated with
increased p53 protein level and nuclear accumulation of
p53 (Figure 2A and B), but no change in p53 mRNA levels
(Figure 2C). No changes were noted in the expression levels
of other ubiquitin ligases for p53 such as MDM2, Arf-BP (data
not shown) and Parc (see Figure 4B), in synoviolin-null RKO
cells (Brooks and Gu, 2006). On the other hand, the expres-
sion levels of unfolded protein response (UPR) markers such
as HERP and PERK (Wu and Kaufman, 2006) were increased,
which suggests that accumulation of unfolded proteins in
synoviolin-knockdown RKO cells caused ER stress, followed
by UPR (data not shown). These results were confirmed
in other cell lines (HEK293 cells and HeLa cells, data not
shown). In another experiment, a marked increase was noted
in the binding of p53 to its consensus sequences such as
GADD45, MDM2 and p21 promoter in synoviolin-knockdown
cells compared with GFP-knockdown cells (Figure 2D).
Furthermore, further additions of the respective competitor
abrogated the binding capacity dose-dependently, confirming
the specific interactions of p53 on electrophoretic mobility

©2007 European Molecular Biology Organization
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Figure 2 Functional evaluation of increased p53 in synoviolin-deficient RKO cells. (A) Increment of endogenous p53 by depletion
of synoviolin. (B) Depletion of synoviolin causes nuclear accumulation of p53. Merged images are shown in the bottom panels (iii, vi).
(C) synoviolin depletion does not affect mRNA levels of p53. Real-time PCR was performed as in Figure 1C. *P<0.01. (D) DNA-binding activity
of p53 for promoters of the indicated genes increases by depletion of synoviolin. (E) Transactivation activity of p53 is increased upon depletion
of Synoviolin. Relative transactivation activity was determined by normalizing luciferase to an internal control, §-Gal activity from RSV-p-gal
plasmid. RLU, relative light units. (F) siRNA depletion of synoviolin causes activation of p21 expression. (G) siRNA-induced depletion of
synoviolin induces G, arrest. The cell-cycle profile was determined by propidium iodide staining and FACS. The results represent the average of
triplicate experiments. Data in (C), (E) and (F) are mean +s.e.m. of four experiments.

shift assay (EMSA) (Figure 2D). We also noted three times
increment of luciferase activities on GADD45-MLP-Luciferase
reporter plasmid in synoviolin-deficient RKO cells compared
with GFP-siRNA-treated RKO cells (Figure 2E). Moreover, in
Syno siRNA-treated RKO cells, we detected enhanced expres-
sion of p21, one of the target genes of p53 (Figure 2F), and the
accumulation of cells in G, phase and decreased cells in S
phase (Figure 2G). Taken together, the above results indicate
that Synoviolin deficiency is not only associated with increased
levels of p53, but also with functional activation of p53.

©2007 European Molecular Biology Organization

Synoviolin sequestrates p53 in the cytoplasm

To understand the molecular mechanism of Synoviolin-
induced control of pS3, we investigated the interaction between
Synoviolin and p53 in vitro. As shown in Figure 3A, GST-
SynoATM interacted directly with p53 (lane 8). A series of
N-terminus Synoviolin-TM deletion mutants showed that the
amino-acid sequence 236-270 of Synoviolin is responsible for
binding with p53 (lanes 1-6) (this binding domain was
termed provisionally as ‘53BD’). Furthermore, a synthetic
53BD peptide inhibited Synoviolin-p53 interaction in a dose-
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