Inducible Costimulator Ligand (ICOSL) Regulates
Bleomycin-induced Lung and Skin Fibrosis
Independently of the ICOS-ICOSL Patheway

BEE:jpn

HhRE
~EH:2017-10-04
F—7— K (Ja):
*—7— K (En):
YER

A—=ILT7 KL R:
FilE:

http://hdl.handle.net/2297/30257




56

[#83]
4

S{li

FoOH BREEFHEHZHERX

ERKFHEERFRMIE $£120% £2%5 56—57 (2011)

o [ Inducible Costimulator Ligand ICOSL) Regulates Bleomycin-induced
Lung and Skin Fibrosis Independently of the ICOSICOSL Pathway |

Arthritis & Rheumatism
Vol. 62, Pagel723-32

20104E6 H 358

HAFTE, BA 2, BOEA, EEMH—, HENE,

Bo)te £

ICOSLIZ, ICOS-ICOSLERRRIEMEKTFIEIC, TL A1l
FEINBIKNE - FOBRMILEHIET 3

H =

L MEEE, BB L UREEREOBMELIC L
DRSS ONEBERO—DTH Y, FMEEIIERE
EBBEOELEETH L. FORBIIVEFRHATH S
B, HBICEEL) BP0 s - UhLEE
ENBHFA L HA VY, BEFHREIrOOa5 -4 U
EZREULNESETVRLEEILNTVAY, 7L}
v4 ¥ BLM) EHEEHIBEHO—ETH LI, <
VANDIBORTEXNTSIC L Y TBEES, EHO
EAESTRIOEBAEL EEETIMREED) %
ELAHIEFHONTEY, BRECERALZETFTVEL
THEAEN 5. Inducible costimulator ICOS) %, CD28
77 )BT AER¥STC, ICOSEICOSLIZH
THONIHE—~DY T Y FRILTH 529, ICOSIITH
ROMIREBT 5H, ICOSLIIE KM, B, <7
07 7=V T, HEFHER M LM, m
EAEMRZECORBATLIEVIHELH L. ICOS-
ICOSLi#ERt 3, THRaDEMAL, 51k, Th2H A +H 4
COEALZEEMN LI 725 —VEHERTESAT
W5, HEREICBITAHICOSEICOSLOM S 2 #MEtd 2
728, ICOSRICOSLE RIBLA~w X% {EH L, BLM
FHEMIRMEAE R A TE L1281 BICOS, ICOSLHE
ENZDWTHRE L 72,

#® ®

1) BLMREZAE S & 2 i HEAE O FHE : C57BL/6
Ny 2759 FOBFER (WT; wild type) =7 X,
ICOS/—< 3 A, ICOSL~/-< ZiZBLM 8 mg/kg% &&
TAES L, 21O BRI LEE L 72, ICOS—/~
TYATIREERICERL CAFEREE { (M1A), M
DBIECIEETH o 7248, FKAHZICOSL-/-= = X T
FEERIIERL, BBLEEETH - 72,

Ao T (72> bUAH)

2) BLME AR5 L 2 EEBAL, MBEEOHE  FH
#%1Z, BLM 300.1 (Img/ml) % 43BREHERNES L7,
BIMAREX G & FEIC, KA - e $i2ICOS—/-<
7 R THRMEILIZER, ICOSL/—< W A THME(L T
LCTw/z (F1B). Bfi - 8 OMRE TIZICOS—/-<
VATwru77—¥, Bfifg, THIl, FdEkoiEE
WEPAERI T 21T HRD RO L, ICOSL-/—<
AT, 707 7—2, Biilg, THIN, Fhzkoid
EAHEML Tz, BLMES#%OM T, ICOS~/-<
7 A TTGF- § ODmRNADOZEHAHA L, ICOSL/~<
ATRAEBRICTEL Tz (M2). S,
TNF-a, IFN-y, 14, IL6, IL-10, I-12, MCP-1, MIP-1a
%, ELISA#k % cytometric bead arrayit Tl L 7275,
BaBwy XL, ICOS/~< X, ICOSL~/-<
ATCEELREZRDO o7,

3) ICOSELICOSLOM A% R LA~ RIZBIT 5,
BLMFE 2 ML, MR HEEDFME | ICOSE ICOSL
REROERFEEZRT LELLNT VBN, B oir
HRVP/B LN/, ICOS/"ICOSL~/~< 7 X % 75k
L#gET L7z, ICOS~/-ICOSL~/~< " A TIZICOSL~/- =

2

2
3.8.8
$
2

i
:

B

1. A) BLMAEXZNESHOEFME. FER WD) w7 A
12 B, ICOS™/ <7 A THEFRFKE L7245 ICOSL/-
Y ATIIEFEIMET L7, B) BILMEHREHESICLS
i - B ORBREFHZAE (B . Masson’s trichrome#t 5,
RJE: Azan-Mallory$efa) . AR { 5 ~ICOS/-T 9 AT
WA BEETH LD L, ICOSL/-< Y A Cidgt
AIBERE L Tva7z, %, P<0.05 ; %%, P<001.



JAEERICEFRIETL, BF - MORMEILIIEE
bL, REMBERESEM, MBI LTGF-40
mRNADFEH S TLE L T 7z (X3).

TGF-B CTGF
25
354 *
s3] iy | 2
< o5
.)2 151
%m
€15 10 1
§101
[ 5
5
0. 0
Owr @l Icos™ B icosL”

B2. BLMZEIXAREHOMIZBIT 251 b4~ DOmRNA
OFB. Real time PCRTHIE L2 TGF- g D&, ICOS7/—<
Y RATHBIETL, ICOSL/-v 7 A CTHEEIZTIEL Twi.
%, P<0.05 ; %%, P<00L.

A. C. T1GF-p  CTGF
(%] ? 50 20
: S ® 18
% B
ﬁ h geg 2 10
501
#H ] EX 8
low . ]* €, 0
0‘ *'c?s lcos:L , O wr grcos* icosL*
o 5 10 15 20 25(8)
B. iR B ## & (1COS” ICOSL” + BLM)

N

i1 B
3. ICOS~/"ICOSL~/~< % A I BITHWFHFHER. A BLM&
EXARSHROEFE, B) EHEANKSICLLMM - ERO
M B&ZEMEIL (I . Masson’s trichrome3fa, KH:
Azan-Mallory#t ) & C) M+ OTGF-p OEHBIL, Wih
HICOSL~/~= 7 R LRIRDMEM %R L7, %, P<0.05.

)
g

— 120 @
gm Fo
% 8o i 150
® %
G 40 -t
3 2w
o ® 8
[

o ° i
7B 148 218 = 78 14H 218 7B 148 218
Owr 1COS* M icosL*

K4, 79—94 2 ) =2 L AREHBEERDOMA
DICOS, ICOSLORH. BLM#Zx57HH % ¥ — 7 {TICOS,
ICOSLOREFTTHEL, ICOS /v A TR~ 77—
% Biliia £ DICOSLOZFIEAT, ICOSL~/—~ 7 A CidTHile L
DICOSHFERPEHIZITHE L T 7z, *,P<005.

57

4) 7u0—H%A b A M-I L BBLMAEXHGHDOR
BB BREREICBIT A1C0S, ICOSLOEHDENT ;
ICOS/- %Y AT, v7u77—Y, BHIRETO
ICOSLOBEPSHF AR~ 7 ZITH~FHIZHEML Tw
72, WEBHIZ, ICOSL~/-~<w ATk, THIFETDICOS
DORBHEFEISHEINL Tz,

ES & )

ZD &)z, BLMEBESIZ & ) FE 21D HiREE -
BHEECOEEREIL, THRICHEIT SICOSORITIE %

{, =707 7—VRBHRIZBITHICOSLOFEHE &
HHEE L T/, ThFETIZ, ICOSEICOSLIEL 1o

Ay FREEEZONTEL. LiL, SEOERE
Hix, ICOSLASICOSLIAM Mz Y H oy FE LTHE, L
PLBIMEFVIZB W TR, ZOBRMEILLIHT 5L
FEHTICOS-ICOSLO MRHEILREDRERE & 1) & FHZICH <
WEEER O LDICiZEZ OGNS, B HVDEDODELRLE

LTik, BLMEFLMIZBWVWT, RERTMER LD
ICOSLO S B k4%, ICOSICOSLER i T ICHE
RO EET L V7 VERERZ IR 5 &
WILDTHD. MOTREELEDT, §HRORFIL
HrExibhb.

BLMIZ & 2 B, B OMHEIZBTid, ICOSLA,
ICOSICOSLER A NS L WIREIZHFTAHZ EFRIN
. COFERDPL, REENRERKICHICOS,
ICOSLY 5 L CW AR H 5 L EX b/,

X 73

1) Gabrielli A, Avvedimento EV, Krieg T. Scleroderma. N Engl
J Med 360: 1989-2003, 2009.

2) Hutloff A, Dittrich AM, Beier KC, Eljaschewitsch B, Kraft R.
Anagnostopoulos I, et al. ICOS is an inducible T-cell co-stimulator
structurally and functionally related to CD28. Nature 397: 263-6,
1999.

3) Yoshinaga SK, Whoriskey ]S, Khare SD, Sarmiento U, Guo
J, Horan T, et al. T-cell co-stimulation through B7RP-1 and ICOS.
Nature 402: 827-32, 1999.

4) Yamamoto T, Takagawa S, Katayama I, Yamazaki K,
Hamazaki Y, Shinkai H, Nishioka K. Animal model of sclerotic
skin. I: Local injections of bleomycin induce sclerotic skin
mimicking scleroderma. J Invest Dermatol. 112: 456462, 1999.

5) Nurieva RI, Mai XM, Forbush K, Bevan MJ, Dong C. B7h is
required for T cell activation, differentiation, and effector
function. Proc Natl Acad Sci U S A 100: 14163-8, 2003.

Profile

T B SRKFEXFREZRMERES
R

20004E | SIRKFEFREE

2010 | SIRKEXFRESRUFERZFE




