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BFgeR R oMEE (3£30) : Inflammatory diseases, such as Rheumatoid Arthritis or infection
induced septic shock decline patient’s quality of life along with the progression of the
diseases. To prevent the progression of diseases, rapid and precise diagnosis becomes an
important matter. However, complex immune networks, mainly controlled with cytokines,
obstruct proper understandings of those inflammatory diseases. In this study, I introduced
newly developed flowcytometry-based suspension-array system which simultaneously
measures 20-30 kind of target cytokines and proteins. Using this method, I clearly
demonstrated that the abrogation of CD4+CD25+ regulatory T cell function via
glucocorticoid-induced TNF receptor(GITR) were major immune modulators those induced
excess productions of various kinds of cytokine and deterioration of inflammatory diseases.

AR TE B
(&AL - M)
[ERES T PRt & &t
200 9FEE 1, 600, 000 480, 000 2. 080, 000
201 04FEE 1, 400, 000 420, 000 1, 820, 000
201 14EE 500, 000 150, 000 650, 000
R
Gy
wooRt 3, 500, 000 1, 050, 000 4, 550, 000
WFFEy ey - EE S
B OSE « MIEH - Akl

FoU—

vav g, B YA A




WHIERRR I DT 5 S D\ 3R
*f%ﬁ*f HIhbvayrDHEmE
LT, SR DRF RIEMECISHE D My b
WA MIENBEERRE 2R LTV D2
AT S Z ISR BT AW - TRIRE
DEIFENFREIC 2D LB T,

2. e EW) ; ERROEGRERFET 5 BHY
T, BEOYA NI A PREZFRET S
PARarT oA ZEAL, RIEHKEER
Dt FER~ T AMIEFROT A b A i
EDZIEA RIFHREIT 21772 > 7~ EITERBT
RN+ 5 DNA F v 7 L O A2 1TV,
EHENICT 7 =7 2= RELZRET D
YA g T LA EOHNE L RIE
REIRIZB T 20RO G 2R+ 5 2
CERHME LTHFSE R T2 7,

3. WO FE , v U AERARTII~I VT
JEGe~ T AR ORFIEET L~ T ADFRE
b N CIEREMEGERE R U~ F B
HERW, MR OEEOY A A U EhiE
WCOWTH AN g T LA ZHNTE
DOREZREL, WERRICHES VA A
Ve Tdu Ty ANEER LU, FRIC, U2
RERE Y RNA #Hit L. DNA F v 7% AW
T2 A S A VB L T ORBEMNT 21T 72,
FUURERORE 2L —2 g DO T
VX, AR A EOERURIC TR, T a—T o
kA N U —IZCTHT AT T2,

4. WA, =7 ) TR~ X B L O
I 48 i 2 FR R I RS 5 V) TR JE SR RE
DN ELL DY A NI A DOEANDTLIE
TH5EYA MO AVIIENFEIND Z k
B OLMNE o7, 72, IREEOHE(LIZ
%%%Tﬁ@ﬁ%i?éﬂ:M®M$%f®
X & Thl B~ LR —T MR ORERE JUHE S BY
HLTWAZEBHLNERSTZ, ZhbHD
AERIX, RIEMEBROH LWzl - I55ED
BB EEXD)Z CEERMAZEZ25 D
DEEZ BN,

5. EARFEERE
(WFZER I, WFoE o8 R ORI 9E 35 1
=Y

(MRS ) Gt 7 1)

@ Okui S, Yamamoto H, Li W, Gamachi N,
Fujita Y, Kashiwamura S, Miura D, Takai

S, Miyazaki M, Urade M, Okamura H, Ueda H.

Cisplatin —induced acute renal failure
in mice 1is mediated by chymase—

activated angiotensin—aldosterone
system and interleukin—-18. Eur J
Pharmacol, 2012;685:149-55 (&HA V)

@ Takata M, Nakagomi T, Kashiwamura S,
Nakano—Doi A, Saino 0, Nakagomi N,
Okamura H, Taguchi A, Matsuyama T.
Glucocorticoid—-Induced TNF receptor-—
triggered T cells are key modulators
for survival/death of neural stem/
progenitor cells induced by ischemic
stroke. Cell Death Differ, 2012;19:
756-67 (EFH V)

®Yamagiwa T, Fukunishi S, Tachibana T,
Okamura H, Kashiwamura S. Abrogation of
Treg function deteriorates rheumatoid
arthritis. Mod Rheumatol, 2012;22:
80-88 (&HA V)

@®Nagase K, Fukunaga K, Kashiwamura S,
Kono T, Kamikozuru K, Yokoyama Y, Hida
N, Ohda Y, Takeda N, Yoshida K, Iimuri
M, Kikuyama R, Kato K, Miwa H, Matsumoto
T. Immunoregulatory effects of
adsorptive granulocyte and monocyte
apheresis in patients with drug
refractory Crohns disease. The Apher
Dial, 2011;15:367-73 (&#HA V)

® Kato K, Fukunaga K, Kamikozuru
K, Kashiwa mura S, Hida N, Ohda Y,
Takeda N, Yoshida K, Iimuro M, Kikuyama
R, Miwa H, Mastumoto T. Infliximab
therapy impacts the periphe ral
immune—system of immunomodulator and
corticosteroid naive patients with

Crohns disease. Gut and Liver,
2011;5:37-45 (&HHAEY)
® Saino 0, Taguchi A, Nakagomi T,

Nakano—-Doi A, Kashiwamura S, Doe N,
Nakagomi N, Soma T, Yoshikawa H, Stern
DM, Okamura H, Matsuyama T.

Imunodeficiency reduces neural
stem/progenitor cell apoptosis in the
cerebral cortex after stroke. J

Neuroscience Res, 2010;88:2385-97 (%
A )

DOFFHE —BB, FHIE—, KFERE, WAE
o, SUJIEPUES. et o v 7 OFEIC
MboarY 14 b A4 8RO LIEH M
#7, Cytometry Research, 2009;19:61-66 (£
A )



(Fa¥®R) 13 1F)

ORI, EARrE, HAE—/S, F/ERE
=, IS, HHeElR, REEA, fRE
B, FEHZEME, MBETE, PHNER, =
RN, AR g hlErE T IS
H L7- el - SRR ORIl ik 1
BEMERIGR ORBERIRREORGT (R Y
7 L) . B 48 [l H ARV L AR R SR,
2011.7.21, &R

OE AR, DRSS —, HAHE —BR, AR .
WA B i ER bR B L 2 B L 72 IR 2R
VSRERIER « BRBRW S RVE O FE Gt - A4
T A U ERENREO RN AR Y Y
L) . BB 48 [l H ARTE LA iR,
2011.7.21, &R

®Yokoyama Y, Fukunaga K, Kashiwamura S,
Kamikozuru K, Kikuyama R, Kato K, Takeda
N, Mastumoto T. Transition of peripheral
immune—characteristics pre, post to
trans—operation in ulceractive colitis.
15th International Congress of Mucosal
Immunology (ICMI2011), 2011.7.7, Paris

@ Takata M, Nakagomi T, Kashiwamura S,
Nakano—Doi A, Saino 0, Okamura H, Mimura
0, Soma T, Taguchi A, Matsuyama T.
Glucocorticoid—induced TNF receptor—
stimulated T cells serve as a negative
regulator for CNS repair after cerebral
infraction. XXVth International
Symposium on Cerebral Blood Flow,
Metabolism and Function & Xth Inter
ational Conference on Quantification of
Brain Function and PET (Brain 2011)
2011.5.27, Barcelona

(®Yokoyama Y, Fukunaga K, Kashiwamura S,
Kamikozuru K, Miwa H, Mastumoto T. The
transition of  peripheral immune—
characteristic in ulceractive colitis
patients at active, quiescent and
trans—colectomy. Digestive Disease Week
2011 (DDW2011), 2011.5.10, Chicago

(6 Takata M, Kashiwamura S, Nakagomi T,
Saino 0, Nakano-Doi A, Doe N, Nakagomi
N, Okamura H, Mimura O, Taguchi A,
Mastuyama T. GITR (glucocorticoid-
induced TNF  receptor) triggering
reduces, and its inhibition enhances,
endogenious neurogenesis in post—stroke
brain. T7th World Stroke Congress,

2010. 10. 14, Souel

(@ Matsuyama T, Saino 0, Nakagomi T,
Nakano— Doi A, Takata M, Kashiwamura S,
Doe N, Nakagomi N, Mimura O, Taguchi A.
CD25-postive T lymphocytes are key
immunomodulator of neurogenesis after
stroke. 7th World Stroke Congress,
2010. 10. 14, Souel

@MW t, FRHE—BR, TiAMEZ, 75Tk
H, TEdf T, ok duAsE, W
FEE, AR, HORZ, Rz, K
FEEZONKNEMBRFTAEICEB T S
GITR (Glucocorticoid—induced TNF
receptor) FEPETHIAL D BE 5 O RFF. 26 33
[B] B AR K2 - 26 20 (8] A ARRAL
RS A TFRIRE (Neuro2010), 2010. 9. 3,
e

O IrikE, HOBHZ, Ak, LER
T, AR, HAHE BB, By,
(L2022 . CD4 B THE B A BN AE ZE 1% 0 N IR ME
PR AR RAZ T B OME. 2 33 [
A AMRAE RS - 25 20 [ B AR
DRE . ATERE (Neuro2010), 2010.9. 2
fh =

Kashiwamura S, Li W, Okamura H.
Novel-path ological roles of IL-18 in
inflammatory diseases. 14th
International Congress of Immunology
2010. 8. 24, Kobe

OFFH, A E B Dcb T 7 F %,
AARTBIESS « BAFZNVRERESS
Rl YRy N (FHEEERE) 265 B HAT
BhIE A sy - o 12 3] H A e AR =
FRPEAINES, 2009. 11. 23, Fndk(l

@MW AL, AFHE BB, YA, 2Rk
H, P, TOALSE, mOE, &
S, =AR, iz, EBRAOMME
EETNICET D 0EEREORE. 2 21
[B] B AP BR AT~ /2, 2009. 11. 20,
KB

3Kashiwamura S-I, Hosotani Y, Okamura H.
The roles of IL-18 expressed in normal
human keratinocytes. (Symposium) The 9%
World Congress on Inflammation
2009. 7.8, Tokyo




6. FZCHHAR

(1) WrgefEHE
FFT A58
(KASHIWAMURA SHINICHIRO)
LR R - R - HEBUX
&S : 00185761

@B FUEL
W&

(3) EHEMIIEE XU

Mo E T




