9)

10)

11)

12)

13)

arthritis mediated by glucose-6-phospahte
isomerase.  Clin Exp Immunol 155:
285-294, 2009.

Tto [, Kawasaki A, Ito S, Hayashi T, Goto D,
Matsumoto I, Tsutsumi A, Hom G, Graham
RR, Takasaki Y, Hashimoto H, Ohashi J,
Behrens TW, Sumida T, Tsuchiya N.
Replication of the association between
C8orf13-BLK region and systemic lupus
erythematosus in a Japanese population.
Arthritis Rheum 60: 553-558,2009.
Kawaguchi Y, Wakamatsu E, Matsumoto I,
Nishimagi E, Kamatani N, Satoh T,
T, Hara M.
acetylcholine

Kuwana M, Sumida
Muscarinic-3 receptor
autoantibody in patients with systemic
sclerosis: contribution  to  severe
gastrointestinal  tract dysmotility. Ann
Rheum Dis 68: 710-714, 2009.

Iwanami K, Matsumoto I, Tanaka Y, Inoue
A, Goto D, Ito S, Tsutsumi A, Sumida T.
The dominat arthrogeneic T cell epitope in
glucose-6-phosphate isomerase
(GPT)-induced arthritis. Arthritis Res Ther
10: R130. Epub 2008 Nov 7.

Kawasaki A, Ito I, Hikami K, Ohashi I,
Hayashi T, Goto D, Matsumoto L, Ito S,
Tsutsumi A, Koga M, Arinami T, Graham
RR, Hom G Takasaki Y, Hashimoto H,
Behrens TW, Sumida T, Tsuchiya N.
Association of STAT4 polymorphisms with
systemic lupus erythematosus in a Japanese
population. ~ Arthritis Res Ther 10: R113.
Epub 2008.Sep 19.

Matsumoto I, Zhang H, Yasukochi T,
Iwanami K, Tanaka Y, Inoue A, Goto D, Ito
S, Tsutsumi A, Sumida T. Therapeutic
effects of antibodies to TNFa and IL-6 and
CTLA-4 Ig in with
glucose-6-phosphate  isomerase-induced
arthritis. ~ Arthritis Res Ther 10: Epub

mice

14)

15)

16)

17)

18)

19)

—142—

2008 Jun 5.

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 in
arthritis by
Avrthritis

the induction  of
glucose-6-phosphate-isomerase.
Rheum 58: 754-763, 2008.
Nakamura Y, Wakamatsu E, Tomiita M,
Kohno Y, Yokoka J, Goto D, Ito S,
Matsumoto I, Tsutsumi A, Sumida T. High
prevalence of autoantibodies to muscarinic
3 acetylcholine receptor in patients with
juvenile Sjogren’s syndrome. Ann Rheum
Dis 67: 136-137,2008.

Yoshiga Y, Goto D, Segawa S, Ohnishi Y,
Matsumoto L Tto S, Tsutsumi A, Taniguchi
M, Sumida T. NKT cells
accelerator of IL-17 in the pathogenesis of
collagen-induced arthritis. Int J Mol Med
22:369-374, 2008.

Matsui H, Tsutsumi A, Sugihara M, Suzuki
T, Iwanami K, Kohno M, Goto D,
Matsumoto L, Ito S, Sumida T. Expression
of Visfatin (pre-B cell colony-enhancing

are novel

factor) gene in patients with rheumatoid
arthritis. Ann Rheum Dis 67:. 571-572,
2008.

Sugihara M, Tsutsumi A, Suzuki E, Suzuki
T, Ogishima H, Hayashi T, Chino Y, Ishiit W,
Manura M, Goto D, Matsumoto I, Ito S,
Sumida T. The gene expressions of TNFa,
TTP, TIA-1 and HuR in the peripheral
blood mononuclear cells of patients with
theumatoid arthritis before and after
infliximab therapy. Arthritis Rheum 56:
2160-2169,2007.

Wakamatsu E, Nakamura Y, Matsumoto 1,
Goto D, Ito S, Tsutsumi A, Sumida T.
DNA microarray analysis of labial salivary

glands from patients with Sjogren’s



syndrome. Ann Rheum Dis 66844-845,

2007.

H SIBIBAEHEDHEE - B3R
1. ®rEUdS

FEEYE(H

2. ERHBRBG

7ol

3. it

RO ERTEAR L

— 143 —



=1p
TNFi
IR o

VAL P b

Suboptimal

Cli 2565271 262 264

Ol 256-271aming’  acide sagiience

‘Analogue peplldes
(100 200uM)

_C1L286 27laming_sclde sequenc ohsbition rate (9
GKPCIAGLKEEQGPKE e S ey e

T A §f

5 FasiHvE

etk BT - BHRIR
RRERERREIGE

RERRNEEGS

100 /1 M of analomus peptide
3200 ¢ M of areloaue peptide
 Anchor position botrd to MHC

1 BBE Y U~ T OFEMME L THIROFFRE K4 DBAN vV RIZRIS Cl 7w/ _7F R

IZHLA-DR B1*0101.
0401 04051_. BT 5EE OCHUEGITHD
Eb CHAFOHLAFEA SR
(HLA-DR B1*0101; 0401, 0405)

CI'AA256-271
CIl AA254-268

2 CIl(AA256-271)7> HLA-DR 5 Ut H-2q
~ORGE

HLA-DR B1*0101[BRASEHICEIT S
BT H—EF—7ETCREEE M1z

. 4

PIP2P3PIP5PEPT.
GKPGIAGEKGEQGPKG

Poit

A AA

nE LL T O

THRARREE

Cli 256-271

HLA-DR B1:0101
mm@

3 HLA-DR B1*0101 (B RA B&izkiT 5
DR#ES T v —FEF—7 & TCR FEhT

DIEFE

_7‘)‘!:19‘"#?’?‘!3(7 APL)IZES  C ﬁﬁﬁgﬁ*ﬁ}ﬁiﬁ&*ﬂ%

..()4
ol @s6-271) akpclla elmﬁoePKG

p<001

33:63942454351545760 - 1p<0,001

AFLEE

5 APL6 #5.1iz X 5 CIA OiEEshE

APLBISCIRIEIETHIREA DO IL-17, IFN-yEEA % Hlik
APL6 [$RAE 2% {0

S 5
Irbesifenrat oy

6 APL6 #¢5.1Z X 5 Cll )5t T Ao IL-17
BILOIFN-y EBEOWH] (), APL6 #EiC L5
Rtk otsE (h:H-E i)

— 144 —



RTFREREO EH

IEF—TBLUEOTFOINTFE (APL) Wt GEPGIAGFKGEQGPKG

APL4  GEPGURFKGEQGPKG
APLE  GEPGIAFKGEQGPKG
APL7  GEPGIAGRGEQGPKG
EEEIIOF (3 EE)
s 8 & P © I A G F K_G6 E @ 6 P K G
at
A GI ¥ A G F K G E Q G 4 K G E P G I
130 M0

aagggegageaagggecasaggga
K @ E 9 6

P

Clt 7radEHA AT

X7 CHOT7TFHul X7 Fr(WT, APLA4,
APLG, APL7) DYERR

THAIRTFRERKD aE—H

w—nrobe

Southern blot (CSP region probe)}

& e
kb
YR 2 4 BET—A—RET LR/ LBEETHD OT

so— ¥ WT TES I H At RiEShS
- o
20— K\
10—

Hind

[APL4 (3 2 IIE— APLG [F 1 38—, APL7 13 3 a8 —BASNIE i

8 7 usHd DNA =" —3%

NTFRERKICETHEARBED

LN IN)
Gl

BE

Recombinant (pET23d, E coli BL21 RIL)
BBV ALTUMERASh TWTEREO RS EDO oo
b5 GluA APLE
SRy RERBARE

SDS-PAGE [
Western (Anti CI) s

WY APL4 APLS APLY

12345
4
e — " 1 GluA APL4 recombinant 0.1 g
HERE T awT™ 2 BLE 025 g
3 BE 05 g
i 4 Bt 10 g
~FORHK 5 Rt 259
WERE BT H20mgE00 LasES
& Urea-SDS /{7 —THIHLT L&
Westermn 12685
~NFORGOERERE FERFOREIRE
FORG: 0my500 L
APL4 65 giseed 80 glseed Mo e
APLE 150 glseed 350 g/seed ARl
APL7 110 glseed 200 glseed

9 7SR BT ERARER

Scoring at 3 days intervals

CH(100pg) i p.
ARET D
2% 24 38
! —

APLA

RTFRFERHKE B -CIAARBLUFIE Jaka—)L
v

&0

} 200 pg proteintnouse/day n PBS 025 mi

APLE
APLT.
WT

CH{100pg}inCFA id

£

DBA

Cl(1004ig} ip

ya

21

Scoring at3 days intervals

A

APL4
APLE
APLY.
WT

10 7Fruricks CIA OEE, THHER
WA=IN=E

80

200 pg protenvinousefday in PBS 025 mi

NRTFREBRRK 128D CIAOBENR

Chinical score

11 7 ur ik CIA OIEEEE

APLEEN/ETHRIIBITEHIR ClinikEL

7

1g6 <0.05
12
1
$ x
08 ¥
£ B
H 06 -
I 04 x
a
S 02
0+
®  APL4 APLS  APLY

]1\PL4$%JZU RCIAARE E MBStz

12 APLA 18R B~ A2 81T AT CIL HLikpe

— 145 —



IR T BRI R & (ﬁﬁ? L —

RATERES

RO

T - IBRITIEE)

RETUILX—FEEROROKEEREEICAIT-FHRBERBEELRE M Hi8
BENY—HW—ODORTEEZFNIZHT HE/ I A—F JLIRAOHE L

IR HRE  EE R

HRRFERFIET RERETDE HiE
MRER
SEEREETe, L0 HERN - DHREA B INE 2 HE ST 5 DIE, S Ty
Wi & DR ESHEMBIC B T ATERENRLETH D, ZOZ b, FURE Y AL

fatLCcambn<Tnwsd M fMilaod ¢, FFICEREEE LK (Follicle-associated
epithelium:FAE) -M flifid DIER E I RIS R T 2 07 2B & LIRS ER OF
EMNLEEND, T TAMFZE TIL, FAE-M MRS+ ORE. 6 NTENITK
THE ) 7 a—FAPEOFERERL, ROQEERFEEORBIZAIT R ETT-
7zo DNA = A 7 17 LA L% AW CaBEAREFRBMIT 21TV, FAE-M #ifaicfr R
BICHB T 2 BEFO—DE LT GPR2 - F2EELRE, F£72, GP2 IIKT5E /712
—FVFifk (clone: 10F5-9-2) Z M2 L7z, 10F5-9-2 HUiK A V- S iRk S O fRAT 7>
H, GP2 5 FIEINECOREBY, MaRE LICOLREL TNDH T AR LT,

£ 72 2 OFRIZE AR < 7 DT, FAE-M IS5 L CORm I REA R LT,
I Bz, WERFEFEFE (tetanus toxoid; TT) & 10F5-9-2 ik & & SR u v s
wER L‘V A ET B L, TTHEOEFES IgA B L OB T 1gG DELIGE 27

I L, ZOREO, BAU 7 FURORAGERARFE~DISHNR AR TH L Z
&b)}Témfk—o
A BFIRE/ BT LamRLTND, LaL,

RERRE G, LV ZEY - )JJ%E’J&
MR IR E 2 FE IS 20, A

HUBRE D AR LT bR TnS
M ffaE, ZOEERbGED, 1) /3o

TR - ML Y oUNET E WV o B E A
kD LRI DB T HIRIaHE LR
(Follicle-associated epithelium:FAE) -M #f
fa. 2) #E LEEICHFE L, FAE-M
fa L BRI ORE # = 3HE M MiZ, 3)
FHE R & ERRB O G O LRI
E3 5 M-like ffRIC KBl & 5, Fx ik
IHE T, M M AR B A B K
(NKM16-2-4) DIEHIZAEY L (Nochi, T
etal., J. Exp. Med. 204: 2789-2796, 2007) .
ZOHEET Y ANY =41 LTHWS
ZET, ROV I F I BHIRERD
REIRE ZHERDHI2 6T 2H RICH

4iww&&®ﬁﬁﬁ%ﬁﬁpkﬁéﬁ
FRIEN KB THSH Z LD, FAE-M #
JaDRER IR RIS T 50T 21E
& L FREZERDOBENLEEND,

% ZCABFFETrL. FAE-M At B4y
FOREE, b NZENICHTHE
2—FHEOEREZ RS, BROBEE
FREEDORRIC T T 21T > 1=,

B. ARAE

FAE-M ffifa, W Rz Hifa, M-like
fazEzhnZEih~ U 2N G v RE L,
AHMAED 6 mRNA Z5% L, DNA <A

— 147 —



7 a7 LA R RV CAERERTFRER
BT 2 T > 7=, BoNTBEFRE S 2
7 7 A &S LT, FAE-M HIIRC R RAY
WHERATHIBRTOEBEAS ) —=v
7 L., mEEHER I OWTE in situ
NATVEA P = a B L ARIER
Tolz, RIESNIZHFMEEEIZH
BT5b008HILE B, TOh+%
7 v b EEMERRICEREIRERE ST, Zh
bE Ty MIRELTERLIZRTHE
Jra—F R A ER LT,

BESL U= ) 7 v —F VHUR DN ERRIC
FAE-M Hifa 2 8 ZANCFEH L TV 50
E Dk REMRRGaE RV TRET LT,
TIAMESR Ch A MG RERESE (tetanus
toxoid; TT) 27 BV v —EAF U EIC &
V. SERLL L-HiiEds LUV NKM16-2-4
Pk LS SEEROV 7 F o2 ERIL
foo ZTHUERE 1 [EL, F3EvYRITED
BEL, REORE»L | BEZICIE
CEFABEIRLT, TRAENICEEND
TT ¥ 2A9 1gG B LW IgA % ELISA I
LVEREL,

(REBE~DER)
EERENIF I H T - TE, RIATEL
ENESCRFEEREH R s et
EOX, YHEHYEREROEMT T
FEBREIT o7,

C. MIRBEBR
BRI BT 7 A MBI DA
EaT DL TFAE-M MR BV T o
A raw value 25 100 LA ETH Y, “Present”
L < iE"Marginal” & U CHIBr S 5 |
> [FAE-M fifalZ 31T 5 EH R BEH it
D2 ODHIIAE D LY 2FLULETH S )
ERELIERER, 272 AOBETIN8EIR
SNTe, ZNHLOHRTEAMAICAEDT D
MARCKS-like protein 3 J O glycoprotein
2 (GP2) i&>W TinsituNxA 7V HAY
—¥a YEITV. B 6 H FAE-M G

FMEMICEBRT B8R T THDLZ L4
WLz, E5HI2, GP2 ZHIRHE S
MR EZBSL L, 2hEAWTY 7o T
AN 1gGa THDH T v hE/ 7 a—F v
R (clone: 10F5-9-2) DO{ERUZRTH L
7o

10F5-9-2 HFLIRIINTEM:D GP2 55 %7
L B4R U AT FAB-M il
WRISELTWA Z A R LT, $£7-.
SRS L 72 NKM16-2-4 H1{E7)% FAE-M
FHRR D Z 72 B T HRE M IR M-like e
ZERET D DIxt L, 10F5-9-2 Hiikid
FAE-M HfEIZ % L COHE W R B %
w7, 72, GP2 X I E TOR
ERY ., MaEm EICOBRFEHRL TV
bR LT,

TT f&& 10F5-9-2 HUiEDORE D& 511,
TT fE& NKM16-2-4 Hifk & V254
IFIEFRRED TT FFEMZEFE T [gA O
HIRE R Lo, X BIZIEF 1gG EA
B LT NKMI16-2-4 Hifk & RIRED
FEBRPFRD T,

D. & =
LSEBLNTEBETHRAT a7 7 AV
IZi%, FAE-M flfafs OB BB TbH
% EBTTCICEHE STV B PGRP-S,
Sgne-1, annexin V 72 ¥ OB % & CTH
HTENTE, ZORRIEIRE a7 7
ANEEROEEEZEMTLHLOTH
77

10F5-9-2 HiRiX 7 » b Bziilatkic~
U A GP2 43F A SRHIHB S To b D &R
IR & U CTERI SN T=08, S EIOMREIZ
X, WNEMD GP2 5Fizx L THED
TEWREEEBREZE LD L
DSFEFE S 7=, GP2 13 FAE-M fllfia oo & iz
BIERRIZER L TWA 70D, ¥goFTH
Y GP2 ITHUREERICBIT AEN LT
LR, 10F5-9-2 HLikmE DY —n &
LCSATRETHL I E BRI ENT
X, ABIIZOFENE LI NRE

— 148 —



BEROFEDREEFEST 0%,
NKMI16-2-4 Hifk & b Eel U CHEr4 5 2%
BERHDHEEZD,

E # =3

A CTHESN - ERTFRE S 0T
7 A JVIX, FAE-M FfllfaFr RO R BB m T
DIFIEDH 78 6T, HEMZETe M Ha
DEIE LW ENIEREIZ BT D T F D
BREICBWTLHFSETIHILOLEEZ LN
Do Elo. mWRERECBMEEF TS
F1 FAE-M fflafs RaOHUROERLZ 5 Th
L7z, 2 OHRITE O HUR O%h Bk
fEEx AL TCWBZ Loz T,
NKM16-2-4 fiiff & [RIFEE OFUREE BATHE
BB ERER ORI T2 RICHE
TEXHIEMb, BAV I FU0RO%
BEERFE~OISABPREEND,

F. BEGSBIEEHR
L

G. BAIRHE

1. WmXHERX

1) Hase K, Kawano K, Nochi T, Pontes
GS, Fukuda S, Ebisawa M, Kadokura K,
Tobe T, Fujimura Y, Kawano S,
Yabashi A, Waguri S, Nakato G,
Kimura S, Murakami T, limura M,
Hamura K, Fukuoka S, Lowe AW, Itoh
K, Kiyono H, Ohno H. Uptake through
glycoprotein 2 of FimH(+) bacteria by
M cells initiates mucosal immune
response. Nature 462: 226-230, 2009.

2) Knoop KA, Kumar N, Butler BR,
Sakthivel SK, Taylor RT, Nochi T,
Akiba H, Yagita H, Kiyono H, Williams
IR. RANKL is necessary and sufficient
to initiate development of

antigen-sampling M cells in the

3)

4

3)

6)

7)

8)

— 149 —

intestinal epithelium. J Immunol 183:
5738-5747, 2009.

Nagatake T, Fukuyama S, Kim DY,
Goda K, Igarashi O, Sato S, Nochi T,
Sagara H, Yokota Y, Jetten AM, Kaisho
T, Akira S, Mimuro H, Sasakawa C,
Fukui Y, Fujihashi K, Akiyama T,
Inoue J, Penninger JM, Kunisawa J,
Kiyono H. Id2-, RORgammat-, and
LTbetaR-independent initiation of
lymphoid organogenesis in ocular
immunity. J Immunol 183: 5738-5747,
2009.

Suzuki R, Nourani MR, Saino-Saito S,
Abe H, Nochi T, Kiyono H, Spener F,
Kondo H, Owada Y. Localization of
fatty acid binding protein of epidermal
type common to dendritic cells and
presumptive macrophages in Peyer's
patches and epithelial M cells of mouse
intestine. Histochem Cell Biol (in
press) 2009.

Yuki Y, Kiyono H. Mucosal vaccines:

novel advances in technology and

delivery. Expert Rev Vaccines §&:
1083-97, 20009.

Fujihashi K, Kiyono H. Mucosal
immunosenescence: new developments
and vaccines to control infectious
diseases. Trends Immunol 30: 334-343,
2009.

Takahashi I, Nochi T, Yuki Y, Kiyono
H. New horizon of mucosal immunity

and vaccines. Curr Opin Immunol 21:

352-8, 2009.

Terahara K, Yoshida M, Taguchi F,
Igarashi O, Nochi T, Gotoh Y,
Yamamoto T, Tsunetsugu-Yokota Y,



9)

10)

i)

12)

13)

Beauchemin N, Kiyono H.Expression of
newly identified secretory
CEACAMI(a) isoforms in the intestinal
epithelium. Biochem Biophys Res
Commun 383: 340-346, 2009.
Mestecky J, Nguyen H, Czerkinsky C,
Kiyono H. Oral immunization: an
update. Curr Opin Gastroenterol. 24
713-9, 2008.

Kunisawa J, Nochi T, Kiyono H.
Immunological ~commonalities  and
distinctions  between airway and

digestive immunity. Trends Immunol
29: 505-13, 2008.

Terahara K, Yoshida M, Igarashi O,
Nochi T, Pontes GS, Hase K, Ohno H,
Kurokawa S, Mejima M, Takayama N,
Yuki Y, Lowe AW, Kiyono H.
Comprehensive gene expression
profiling of Peyer's patch M cells,
villous M-like cells, and intestinal
epithelial cells. J Immunol 180:
7840-7846, 2008.

Uematsu S, Fujimoto K, Jang MH,
Yang BG, Jung YJ, Nishiyama M, Sato
S, Tsujimura T, Yamamoto M, Yokota
Y, Kiyono H, Miyasaka M, Ishii KJ,
Akira S. Regulation of humoral and
cellular gut immunity by lamina propria
dendritic cells expressing Toll-like
receptor 5. Nat Immunol 9: 769-776,
2008.

Gohda M, Kunisawa J, Miura F,
Kagiyama Y, Kurashima Y, Higuchi M,
Ishikawa I, Ogahara I, Kiyono H.
Sphingosine 1-phosphate regulates the
egress of [gA plasmablasts from Peyer's
patches for intestinal IgA responses. J
Immunol 180: 5335-5343, 2008.

14)

15)

16)

17)

18)

19)

— 150 —

Chang SY, Cha HR, Igarashi O,
Rennert PD, Kissenpfennig A, Malissen
B, Nanno M, Kiyono H,Kweon MN.
Cutting edge: Langerin+ dendritic cells
in the mesenteric lymph node set the
stage for skin and gut immune system
cross-talk. J Immunol 180: 4361-5,
2008.

Kunisawa J, Gohda M, Kurashima Y,
Ishikawa I, Higuchi M, Kiyono H.
Sphingosine 1-phosphate-dependent
trafficking of peritoneal B cells requires
functional NFkappaB-inducing kinase
in stromal cells. Blood 111: 4646-4652,
2008.

Chang SY, Cha HR, Uematsu S, Akira
S, Igarashi O, Kiyono H, Kweon MN.
Colonic patches direct the cross-talk
between systemic compartments and
large intestine independently of innate
immunity. J Immunol 180: 1609-1618,
2008.

Hashizume T, Togawa A, Nochi T,
Igarashi O, Kweon MN, Kiyono H,
Yamamoto M. Peyer's patches are
required for intestinal immunoglobulin
A responses to Salmonella spp. Infect
Immun 76: 927-934, 2008.

Nochi T, Yuki Y, Matsumura A,

Mejima M, Terahara K, Kim DY ,and
Fukuyama S, Iwatsuki-Horimoto K,
Kawaoka Y, Kohda T, Kozaki S,
Igarashi O, Kiyono H. A novel M
cell-specific carbohydrate-targeted
mucosal vaccine effectively induces
antigen-specific immune responses. J
Exp Med 204: 2789-2796, 2007.
Kunisawa J, Kurashima Y, Higuchi M,
Gohda M, Ishikawa I, Ogahara I, Kim N,



20)

21)

22)

23)

24)

25)

Shimizu M, Kiyono H. Sphingosine
1-phosphate dependence in the
regulation of lymphocyte trafficking to
the gut epithelium. J Exp Med 204:
2335-2348, 2007.

Fukuyama S, Kiyono H.
Neuroregulator RET initiates
Peyer's-patch tissue genesis. Immunity
26: 393-395, 2007.

Makita S, Kanai T, Nemoto Y, Totsuka T,
Okamoto R, Tsuchiya K, Yamamoto M,
Kiyono H, Watanabe M. Intestinal
lamina propria retaining CD4+CD25+
regulatory T cells is a suppressive site
of intestinal inflammation. J Immunol
178: 4937-4946., 2007.

McGhee JR, Kunisawa J, Kiyono H.
Gut lymphocyte migration; we are
halfway 'home'. Trends Immunol 28:
150-153, 2007.

Kunisawa J, Takahashi I, Kiyono H.
Intraepithelial lymphocytes: their shared
and divergent immunological behaviors
in the small and large intestine.
Immunol Rev 215: 136-153, 2007.
Kunisawa J, Kurashima Y, Gohda M,
Higuchi M, Ishikawa I, Miura F,
Ogahara I, Kiyono H. Sphingosine
1-phosphate regulates peritoneal B-cell
trafficking for subsequent intestinal IgA
production. Blood 109 (9): 3749-3756,
2007.

Kim N, Kunisawa J, Kweon MN, Eog Ji
G Kiyono H. Oral feeding of
Bifidobacterium  bifidum  (BGN4)
prevents CD4(+) CD45RB(high) T
cell-mediated  inflammatory  bowel
disease by inhibition of disordered T

cell activation. Clin Immunol 123 ;

30-9,2007.
2. ¥ERR
¥riz7e L

H. MBI EEOHE - BRHKR
1. $¥EFER1E
BRlZ7n L
2. ERPELR
Brlza L
3. Tt
BT L

— 151 —



IV. BFEREROTIITIZBI I 5 — R



MEREORTICET I —EXR (E 19~21 £F)

<E #>
WEFERERE L OE
e T SRehomERs | WA | R
EH4 W H A RV ey i PRy
L A 1
H Lfnz X7 ke 2009
e - T T A
OME. | X FELBES bR s
B vFDEdD R
W %2 2000
=2
N I B Ay;WCI 2009
FrogEe, e L
bR FlzEBLEIThrd
M) v~vFoi-do B
W72 2009
¥ak&tt
X " G2 Sl ¥ 115 ARY Rz 2009
oS ww v rmmoreows x| |7
kﬁﬁﬁ’i%i—%@&ﬁm@— FILBHESTbMD
- ' Y o~vFOED0 B 2-5
Hi {2 2009
et
. Bz ARy pvea 2009
e | wy oot o MO~ |7
kéﬁ%’ B & TE M E— FiorbH L5 0bhd
o ) B Y Uv~FD-H0 WL 6-31
Wi 2Hr 2009
B At
. H bz N7 R 2009
o (wwy v~rwhorpomieg | |\ oy L
L@;‘; VA R TR FIEDLICDMSD
o BEEi ) o~F Dm0 W 32-43
Hi{@2lr 2009
. - . JEE— HAREE o3t 2009
:IDH§§ &Z‘Iﬁlﬁ U ‘7‘?%{if£ﬁ$‘}g§§%&ﬁ7bsﬂ‘g ........ :\_A__“__“”____»»___“____ ______;%&__%:_I; AAAAAAAAAAAAAAAAAAAAAAAAAAA
‘ | e WE R D AIE L B . 1790
7w FIIIRE BRI ™
2009
” o veee | VAR 20 AERERECETWE | |
: RYIZHNI iE | ,
o | D07 T DA S SR | e iin e (e
g T UK —EBTE 1A 1-28
TR EZE) B - o
e &
2009
e | B we TR, S, | L 20 RIRAETT
in%i'?ﬁ%WW%?éﬁ? 2R e (BE
Rt - T UNFR—IRET - 1R 52-65

FRITFEH2E) G - ol

WS &

— 153 —



2009
e e o | ERE 20 EEREAEE | |
1125 1 10 ! ,
o | MED 2 T DRl A P
T UK —RBTRE  IR 3-28
FITEEE) BEE - Hi
WrerRiEE
2009
: BIG Y &~ TR, e, | Ok 20 RS
STV 7 UAX—EBT - 1A 65-78
e ) BEE - o
s E
T RN
STOME | PSR 2 s | EEERO 2009 |
A H O E BT 631-632
E — E*Bﬁifﬁ, ‘{fﬁ IE:, i}( b
T | Zolo v Tk b | PTERE 2009
‘ ' HREREY 69 R B 1488-1496
Y=
STOBE | GG Ol RS RA L5 | DR o 2009
IR+, | XDOEEAIR? {1;&\;;4% ZR A O S 76.80
: | EWEZ | EEE 2008 |
AR | B B Y v~ K 128-142
: a5 EBWEZ REESE 2008 |
IOME | REBEEY o< e — KiE 570978
e N B A 2 2Tz ;; 2008
AR, 3 N N -2 224-229 |
______________________________________________________________ 2008 |
R 19 SR ELAE SR
s | BEY U FORMBIGC L SR | FHERMHE (s
i C | ROEEL T 7 VIV — BT A 3-28
UL HZE) 5 - o
Wroesh s
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 2008 |
JRHEIE ERIZ 33T 5 TH17 Ml & HEE | SRk 19 EEEA G
ST T HIFEDOBE & Z O T HEOB% PR EHNE (R
§ | BB L R BEIEELE | LA — BT 1R 63-74
1THREOFH LD BROFFEEE) B - ol
WrecHEE
TOBE | mdsesems 000 FHLL S —
IS 3 TR B 169-175
MWET 2 i -
ARAMES, B #EifE, N
- LT [EZRAN -4 2007
IOBE. | By v~ e L
gfj&Tﬁ?" HO 203-208
TEBE, | | AMEY, R | WEES | 2007 |
wroem | x Wb W 1104-1105
IOBE | WY v~ FoRMZWEOo KLk | 2007 |

— 154 —




U R R O T HNZ B D A58

YR 18 FEEA S @E
TR E MBS (R

T UAX—RATY R 1-12
WRUFTEEZE) #edh - o
e =
___________________________________________________________________ 2007 ]
RIS U &~ FICIER T % R e | Lk 18RRI
STOME | OB L RS OMEGHED T | LA e (R
B3 5 BT 7vw#~%@%%-m 31-42
WRETFHZE) fekh - 4
WG &
2007
SO RNA A7 5 4 /,, N 715%#:: ?t 5 | Rk 18 fﬁ)_‘gi%&%*@ﬁﬂr
ey %f:ﬂE%ﬁ%$®M%&ﬁﬁmﬁ%@ s E M4 (Eh 81.83

B

PR AL IR BF 52 )
HFE - PGS

Wgesid  FHTE
- n , | ERekomEss | HRds | HIRRAE |
%‘%‘Z LA A FIVE Erve s i PR
L[—”:l fﬁ%jﬁit%, %l% {E?%{;}jﬁ 2010
FHFE | BBV USFIMHEI T I F—=T X A ISR IR 3010 ﬁ-.ﬁ """""""""""""""
ERR s
- . R B, wiE % | KIEN | 2009 |
sppm | DY W?ﬁ‘kk%éi&ﬁ%lﬁ%ﬁth e S o o
{ XX N -
= < s | RE W, mARE MLE | 2007 |
FHFR | TIuA oA 4B DM R 355.358
WFgesy s o AR
s e ERekomEES | Mt | A |
%‘%% XA FIVE s FH i PR
- . HEPRED, JERTR
S | )yt i g | PUEE ||
FBEDF- O DOEHESR
FREEE 2 B 11 B%R KA 81-86
. T LA A
=aeR | Bk g5 B RAY @ D HL HEF U, ARk .
FHER. | BRI CRBRORCI | g i g | TUEE | 200
BHEDOT-DOEFIES
SEEE[EE 2 BR)EE 11 B W 72-81
g T LKA
Bl — | =T (22 3xat 7 1) - ERY v —
. sk k|
. IE LW AR SR D e
=Rt fF B T R 97-103
B — | CTLA4Ig (F32€7 1) L H *}fﬁﬁ 2009
B, | EmeemsEnc X am | | ]
=R JFEOTRF Hdn- BEEI Y
T FIRBEOT L—J R 115-124
A bR B fE
OIRFEO B R~
SHEE | HY U FROME S E B2 A i — H %%f%ﬁ 2009

— 155 —




WEZRDAE B

¥~ F EIAE HIERIC R 88-91
ZHEM | iR EFEEC L PINUSEZ SN 2009
F v — PRI s | 541543
SHEH | [ ORERR eEde, e | WA | 2009 |
PHE - BAEESSM WA 187-189
_ e AR = —F LU ”mﬁmﬁ 2009
=Rt mwame ] ]
Soe— U SERETED o
ML= 2 T AL 127-131
SHEEH | ) U FEOME LD E ALY A — B@ﬁfﬁ 2009
WEADAE RS | DU
o~ F LA IR R 88-91
SHEH | FoshREm:  EYFEEACS ]! HOMESEAL | 2009 |
F v — bNERZES L 541-543
SHEE | AR E W EHIE. TERE e g 2009
RIE - FAE BRI WA 187-189
B P A L AR (mixed connective | AR MRELH | SokE 2008
= axit tissue deisease ; MCTD) | T
TR L RAMEE A HER L 1XE 9V G | bR EE BT 414-417
am
2 e b e BT T BAREmf: | 2008
%gﬁﬁ“ L AR PN v | st |
T F - BT T o 79-84
0 b 2 g s HAREAL | 2008 |
e | VU BIUHORE N ) ot
i F - BEHDT ST & 3033
g;&ﬁ“tﬁﬁ*’ s 2008
SHEH | BEEURB L OEBEROBREOWN | 4 Hothgsst 2008 | | ]
FERR—FAITZ SRR L WA 613
T 5 (Volume50)
fEmEy E%gjw 2008
SHEH | QR e T B
RLELW2— T L B
SERE B DR " o2
KAEEET, KIFEH, 2 2008
SHEH | BEUH W11 NI s S A R
HiEp W 973-975
EWEZ | EEEE | 2008 |
[ F— T AT L
L DIEND i & 430> ABC Il 154-161
1 i) v~
FgE s AR IMES! 2007
— - Tfﬂy WV%Q NS O Y ey v IS R
R L ALF OF {7} 2008 o )
AR —EZ ESantin 2007
o - I N - N S A
Aol KOBOT S | it

FrN T 97

— 156 —




e - KH &, REEHE [ paR-s 2007
;ﬁig SRR - BUBHIZ (PMDM) ol L T
EHEH. 4 H OB B 660-661
) th o, dvEDEIR, @I FU—
g | PV BLOFRKBOUMEOD | s SN 2007
B 4 B OWIR RS 2007 4 N
: B 579
IR
i HER AT 4
= 23y () ,
ROERER | s |27
SHERH  HEsYU~F 4 HOBTEDT=OIZ—
TA KT A4 9Bk H 436-439
2007
EATET, KR | o
— . e o g > K == 2007
SHEH. | Vo FHRBOBRRE e | WawE o 2007
B 9 kit HUL 1044-1047
WG %
] , EELIRORER 4 R4 HUBAE
o0 4 :]/»\ & 172 2 S AR AL VR AR T R RPN BN S atre LN
X4 L E A A R, FH i H Py
, . MRt
BRI, S VNS N 2009
| TREEEE | I T T 1 5 T
BFEEN RT v 7 H 1244-1259
Pawankar R, Holgate ST, .
lguhlyama Mucosa-Associated Lymphoid Tissue and | Rosenwasser LJ. | Sprmger ___________ 2009 _______
N)a atake Dynamics of Lymphoid Cell in the Five | Allergy Frontiers:
g Different Compartments in Allergic | Classification and
T, . . USA 563-601
Kiyono H Diseases Pathomechanisms
) Volume?2
. Pawankar R, Holgate ST, Springer 2009
Yuk1 Y, . . Rosenwasser LJ.
. Transgenic Rice for Mucosal Vaccine and [ -7 S B A
Takaiwa F, Immunothera Allergy Frontiers:
Kiyono H. 24 Future perspective USA 149-166

Volume 6

— 157 —




MEREOTITICEAT 5—ER (FERK 19~21 £E)

<#

B>

WA

LRBE

FRE KA

HLHEA PIVE

=y

HRRAFE

Kawashiri S,
Kawakami A,
Iwamoto N,
Fujikawa K,
Aramaki T,
Tamai M,
Arima K,
Ichmose K,
Kamachi M,
Yamasaki S,
Nakamura H,
Origuchi T,
Ida H,
Eguchi K.

Switching to the anti-interleukin-6
receptor antibody tocilizumab in
rheumatoid arthritis patients refractory
to antitumor necrosis factor biologics.

Mod Rheumatol

Accept

2009

Aramaki T,
Kawakami A,
Iwamoto N,
Fujikawa K,
Kawashiri S,
Tamai M,
Arima K,
Kamachi M,
Yamasaki S,
Nakamura H,
Nakashima M,
Mizokami A,
Furuyama M,
Matsuoka N,
Ueki Y,

Ida H,
Origuchi T,
Aoyagi K,
Eguchi K.

Prediction of DAS28-CRP remission in
patients with theumatoid arthritis
treated with tacrolimus at 6 months by
baseline variables.

Mod Rheumatol

Accept

2009

Ida H,
Aramaki T,
Nakamura H,
Fujikawa K,
Arima K,
Tamai M,
Kamachi M,
Satoh K,
Origuchi T,
Kawakami A,
Furuichi I,
Kawabe Y,
Eguchi K.

Different expression levels of TNF
receptors on the rheumatoid synovial
macrophages derived from surgery and
a synovectomy as detected by a new
flow cytometric analysis.

Cytotechnology

Accept

2009

Nakamura H,
Okada A,
Kawakami A,
Yamasaki S,
IdaH,
Masuda T,

Rheumatoid vasculitis of crural
muscles confirmed by muscle biopsy in
the absence of inflammatory myopathy:
histologic and MRI study.

Rheum Int

Accept

2009

— 159 —




Fukuda T,
Satoh K,
Yoshimura T,
Nakashima M,
Hayashi T,
Eguchi K.

Tamai M,
Kawakami A,
Uetani M,
Takao S,
Arima K,
Iwamoto N,
Fujikawa K,
Aramaki T,
Kawashiri S,
Ichinose K,
Kamachi M,
Nakamura H,
Origuchi T,
Aoyagi K,
Eguchi K.

A prediction rule for disease outcome
in patients with undifferentiated
arthritis using MRI of wrists and finger
joints and serologic autoantibodies.

3]

Arthritis Rheum

61 (6)

772-778

2009

Tateishi Y,
Iguchi Y,
Kimura K,
Kobayashi X,
Shibazaki K,
Eguchi K.

Right-to-left shunts may be not
uncommon cause of TIA in Japan.

J Neurol Sci

277 (1-2)

13-16

2009

Iwamoto N,
Kawakami A,
Tamai M,
Fujikawa K,
Arima K,
Aramaki T,
Kawashiri S,
Ichinose K,
Kamachi M,
Nakamura H,
Origuchi T,
IdaH,
Eguchi K.

Determination of the subset of
Sjogren’s syndrome with articular
manifestations by anticyclic
citrullinated peptide antibodies.

J Rheumatol

36 (1)

113-115

2009

Miyaaki H,
Zhou H,
Ichikawa T,
Nakao K,
Shibata H,
Takeshita S,
Akiyama M,
Ozawa E,
Miuma S,
Eguchi K.

Study of liver-targeted regulatory T
cells in hepatitis B and C virus in
chronically infected patients.

Liver Int

29 (5)

702-707

2009

Kawasaki E,
Awata T,
Ikegami H,
Kobayashi T,
Maruyama T,
Nakanishi K,
Shimada A,
Uga M,

Genetic association between the IL2RA
and mode of onset of type 1 diabetes in
the Japanese population.

J Clin Endocrinol
Metab

94 (3)

947-952

2009

— 160 —




Kurihara S,
Kawabata Y,
Tanaka S,
Kanazawa Y,
Eguchi K.

Fujikawa K,
Kawakami A,
Tamai M,
Uetani M,
Takao S,
Arima K,
Iwamoto N,
Aramaki T,
Kawashiri S,
Ichinose K,
Kamachi M,
Nakamura H,
Origuchi T,
Ida H,
Aoyagi K,
Eguchi K.

High serum cartilage oligomeric matrix
protein determines the subset of
patients with early-stage rheumatoid
arthritis with high serum C-reactive
protein, matrix metalloproteinase-3,
and MRI-proven bone erosion. [ I/ft]

J Rheumatol

36 (6)

1126-1129

2009

Iwamoto N,
Kawakami A,
Fujikawa K,
Aramaki T,
Kawashiri SY,
Tamai M,
Arima K,
Ichinose K,
Kamachi M,
Yamasaki S,
Nakamura H,
Nakashima M,
Mizokami A,
Goto A,
Fukuda T,
Matsuoka N,
Ueki Y,
Tsukada T,
Migita K,
Shoumura F,
Kawabe Y,
Shibatomi K,
Mine M,
IdaH,
Origuchi T,
Aoyagi K,
Eguchi K.

Prediction of DAS28-ESR remission at
6 months by baseline variables in
patients with theumatoid arthritis
treated with etanercept in Japanese
population.

Mod Rheumatol

19 (5)

488-492

2009

Kawashiri S,
Kawakami A,
Iwamoto N,
Fujikawa K,
Aramaki T,
Tamai M,
Arima K,
Kamachi M,
Yamasaki S,
Nakamura H,

Proinflammatory cytokines
synergistically enhance the production
of chemokine ligand 20 (CCL20) from
rheumatoid fibroblast-like synovial
cells in vitro and serum CCL20 is
reduced in vivo by biologic
disease-modifying antirheumatic drugs.

GIR|

J Rheumatol

36 (11)

2397-2402

2009

— 161 —




Tsurumoto T,
Kono M,
Shindo H,
IdaH,
Origuchi T,
Eguchi K.

Miyasaka N,
Eguchi K,
the CHANGE
study
Investigators.

Clinical investigation in highly
disease-affected rheumatoid arthritis
patients in Japan with adalimumab
applying standard and general
evaluation: the CHANGE study.

Mod Rheumatol

18 (3)

252-262

2008

Yoshizaki A,
Kawakami A,
Aramaki T,
Ida H,
Eguchi K.

Preferential recovery by an intensive
initial therapy from hemophagocytic
syndrome complicated with adult onset
Still's disease presenting as
agranulocytosis and hypercytokinemia.

Clin Exp
Rheumatol

26(2)

383

2008

Kasagi S,
Kawano S,
Nakazawa T,
Sugino H,
Koshiba M,
Ichinose K,
Ida H,
Eguchi K,
Kumagai S.

A case of periodic-fever-syndrome-like
disorder with lipodystrophy, myositis,
and autoimmune abnormalities.

Mod Rheumatol

18(2)

203-207

2008

Hida A,
Akahoshi M,
Takagi Y,
Ashizawa K,
Imaizumi M,
Soda M,
Maeda R,
Nakashima E,
Ida H,
Kawakami A,
Nakamura T,
Eguchi K.

Prevalence of Sjogren syndrome among
Nagasaki atomic bomb survivors.

Ann Rheum Dis

67(5)

689-695

2008

Fujikawa K,
Kawakami A,
Eguchi K.

Recovery from multiple cranial nerve
palsy of Wegener granuloma with
infliximab.

J Rheumatol

35(7)

1471

2008

Nakamura H,
Takagi Y,
Kawakami A,
Ida H,
Nakamura T,
Nakamura T,
Eguchi K.

HTLV-I infection results in resistance
toward salivary gland destruction of
Sjogren's syndrome.

Clin Exp
Rheumatol

26(4)

653-655

2008

Nakamura H,
Tateishi S,
Kawakami A,
Ida H,
Fukuda T,
Sasaki M,
Koide Y,
Ashizawa N,
Seto S,
Hayashi T,

A case of mixed connective tissue
disease complicated with hypertrophic
obstructive cardiomyopathy.

Rheumatol Int

28(12)

1273-1275

2008

— 162 —




Sato S,
Eguchi K.

Nakamura H,
Kawakami A,
Iwamoto N,
Ida H,

Koji T,
Eguchi K.

Rapid and significant induction of
TRAIL-mediated type II cells in
apoptosis of primary salivary epithelial
cells in primary Sjégren's syndrome.

Apoptosis

13(11)

1322-1330

2008

Nakamura H,
Usa T,
Motomura M,
Ichikawa T,
Nakao K,
Kawasaki E,
Tanaka M,
Ishikawa K,
Eguchi K.

Prevalence of interrelated
autoantibodies in thyroid disease and
autoimmune disorders.

J Endocrinol
Invest

31(10)

861-865

2008

Migita K,
Abiru S,
Tanaka M,
Ito M,
Miyashita T,
Maeda Y,
KogaT,
Nakamura M,
Komori A,
Yatsuhashi H,
Ida H,
Eguchi K,
Hirayama K,
Yasunami M,
Ishibashi H.

Acute hepatitis in a patient with
familial Mediterranean fever.

Liver Int

28(1)

140-142

2008

Fukushima X,
Abiru N,
Nagayama Y,
Kobayashi M,
Satoh T,
Nakahara M,
Kawasaki E,
Yamasaki H,
Ueha S,
Matsushima K,
Liu E,
Eguchi K.

Combined insulin B:9-23 self-peptide
and polyinosinic-polycytidylic acid
accelerate insulitis but inhibit
development of diabetes by increasing
the proportion of CD4+ Foxp3-+
regulatory T cells in the islets in
non-obese diabetic mice.

Biochem Bioph
Res Com

367 (4)

719-724

2008

Kawasaki E,
Kuriya G
Satoh T,
Fujishima K,
Moriuchi A,
Fukushima K,
Ozaki M,
Abiru N,
Yamasaki H,
Eguchi K.

Humoral immune response to islet
autoantigens in Japanese patients with
type 1 diabetes.

ANNALS of The
New York
Academy of
Sciences

1150

248

2008

Kawasaki E,
Uga M,
Nakamura K,
Kuriya G,

Association between anti-ZnT8
autoantibody specificities and
SLC30A8 Arg325Trp variant in
Japanese patients with type 1 diabetes.

Diabetologia

51(12)

2299-2302

2008

— 163 —




