(®)
2015 2017

Can the cell surface marker detected by our new culture system be a therapeutic
target for inflammatory bowel disease (1BD)?

Takahara, Masahiro
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We investigated whether CD25, which was detected by our new culture system,
could be a therapeutic target on inflammatory bowel disease. The lamina propria (LP) CD4+ T cells
of colitis mice were cultured under standard mitogen stimulation and collected. The collected LPCD4+
T cells were compared to the inflammatory cytokines productions by flow cytometric analysis.
Additionally, we sorted CD25 positive and negative cells from LPCD4+ T cells of colitis mice and
transferred each fractions separately into new immunodeficiency mice and compared the severity of
colitis.

As the CD25 positive cells contain CD4+CD25+Foxp3+ regulatory T cells (Treg cells), we excluded the
Treg cells fraction and compared the inflammatory cytokines production with the CD25 negative
cells. The cytokines production was not different between the Treg negative CD25 positive cells and
the CD25 negative cells fraction.We are now investigating the in vivo experiments.

CD25  CD4+T T



# L C—19, F-19—1, Z2—19, CK—19 (Fm)

1. WFZERse S0 &

O RIEMEEE BIX RN 72 L E ORIE
ERE L, BR - TRAEOIRL, R
TERRATEE D 72 VAR B TH 5,
BHEORK & L CEMBIZB W TH 4
RN CTREIIZHZ 0 AT 5 RN A
Y —CD4' THIR” OEENEZ b T
W5, T7hbb, 20 GFEEAED —
CDA' T flifia” MAFTET DRV 1L, IREIC
FOVEMRZIESTH, FRZREY KT Z
LERD, T, ZOMRZIFED
RS —7y N THO | Z O Z HIlE
T 5 &N IBD RIGEIEICENR S DT
TRV EEZ BN TWD A, “JREPE
AU —CDA' THIfW” 24X —4 > MiTL
Te AN IR I L BIAEME N S TR,

@ CDA'CD45RbMe" B AR~ 7 A E T LT
BT, KEGREIEE A 82 2502 L T
W5 CDAT Mifuhs, REIAE R, BRE
EREREATIHIFEEL-TBY ., “FHR
MEAEY —CDA' THIIE” EB 26 TW
%, BEFEFIL. AT Y —CDAT HIREDHME
FRCIX IL-TARBERERTHLH L%
b > MZ CD4A'CDA5RbM " B AJE 25~ 7 &
7 /L O NGB REIR CDA'T #ifa (LPCD4'T
M) 5. IL-7 OB%EMMENT 5
HRSS L TN LT, & DR IE TR
TLIEZOMIZL, BREREZA L,
Y0 RHIMEEE L2 0, B RAREN
EBWZ ENRbhots,

BRET N~ U R BEREEPNCDA TR

DBAIC L Y SHRE CHRRPFHREND
16 sUm L SCl'D SCID
I S BN DB
g‘ Colti& Coliis Coliis‘ Coli
ggg CD44*CD62L-IL~Rehish THHKE

| REBRSREPICDA THER = FPEA £ U —THlL |

A ) —CDATRERDMERR - CThH B IL-T%
FIA LR =DM

> élﬁ E‘éﬁ} énﬂ

SRR % V22D IL-TRRINC & 250%

A U —THIRMERFR F IL-T BRI & %
AfERE/ B R B RE D BV MR OB L

@ FrHEFRE OR R LRI, CD25,
a4 BT, CXCR3ZERHILTELY, T
% CD25 (FFEAICHEFEBLL Tz, i
OO~ — A —IT R/ GREERED R
WHIa D~ —H —IZ70 5 & R &
niz,

Primary LPCD4*

T3

Culture LPCD4"

HIRRISEE VRO IL-THMIRANC & 253

BRI CRIAT OV —DED

1)128.4 -2 ) B9.0

: = i i
Primary il ‘(“ [
LPCD4* [ Iy

! i [y
pral Ak iy

! 9.3 }ﬂ{ ‘ 9% 6
Culture ‘\ I ‘4\ |
LPCD4* i i W
I3 \ / ('“‘”\\ ) J |
— (D25 — — CXCR3— —a4B7—

[HE3 % MBE. CD25. CXCR3. odB7%B%EHE |

2. DB

AWFgEIL, FHERIECRE LR Lil~
— B — D RIEVEIGEE B (Inflammatory
Bowel Disease : IBD) DJFREIZIEL B -
TWo0, £, FROBRSY—7 v b
720 D B ERRGE L BT IR IR D 3
ML HZ EEEME Lz, Tox BFEE
Lic~w—Hh—D55H, adBTIZEHLTIE,
PUABIFIE L CTHEREND TETHY, F
7o, CXCR3 LA MMEICE L TOMEDRH D
7o, CD25 1T » THFETT 5 Z &I LT,

3. WDk

O [ELz~—Hh—I%, IL-7 EHFTTO
BETICED NTHICRENTTE LT
AREME D ETE W8, TL-T HAl
FERFTOMEICB DTS i+ 5 73
NdHbd, ZDO7H, LPCDAT Hifan &,
HHID~ = —DRIEMEY A b A
DRBDOEREZ 7o —HF A FA MY —



TR L7z, ARl O R EH IR T M o 5y 0 % & A
ERECTh > 1o, R OIHENIGE R

@ B~ 2AEF L0 LPCDAT Hilfu FEINTHEETMHELEERCTHDLZ &
D6, CD25 Z Edesy il & FRU N 4y % IFRE ST, B0 BIEZ R 512
SEL, Bl ER e~ U ATBA VEAIEIYE T AMA D 43 1] 2 RN T M A3 L B
T5HT LT, KoM RELES T Tho, HIEETMEOSEO—>THD
WRRET L7, Foxp3 IZMAEN O EIR 1 CTH v . Aflia

DEFE, ZOHGWHESRTHZ LITTER
W, T, filEET s EE T E
SEUTE B Foxpd LAN—H —~ 7 A& H

4. BFZERR LCOBMMBNETHD, BIE, ZOLR
—H =< AEAFL, YA b IA O
O 1BMR~ T AET L0 LPCDA'T #ifia AOFRLED T, RETEIT-> T 5D,

% PMA. Tonomycin OFIJE T CTHI 1 2 BF
Mk, £otk, MlazkEi L=, %

D%, ZOBR~ T AET IV THWS 5. FIRRFIm U

NDFERRIEMEYA M A L ThD (WFZEARETH . BRI/ R ONEHERF 723512
IFN-y (IL-17A BE/EHIIE A CD25 [k, Y

PPk DAy oy i T, 7 e—H A A

MU —ZHWTHIE L7, TFN-y . MEEam=C) GGt 0 )
IL-17A FEA= ML . CD25 Bk, ek

BECREREITRO 2o T, (%R Gt 0 1)

CD25 2R L TlE. ESEaliaIc i mia (XE) G o #0)

WHREK Foxp3 Bt O Hil % T HEfE

43 1] (CD4°CD25 Foxp3") MEIET H 720, (PE R PEHE)

Z O EZERWVTHRETT 20BN D
B £ T, [AERZRSME T T, HIAENE T OHERM G 0 1)
FHRA A BRUNT, IFN-y . IL-17A BEAEH
e Z AT L7225, CD25 [k, FatkiE T A TR

K& BT O o T2, HHE

MEFIFE

@ 1B~ T AT T O LPCDA'T Hiljg FH¥H -

Z CD25 Btk BEMED /3BT 53T Thy E5
WL, BB Rre~ry RATBAT HFEEFEH A -
B2 ET, A OGRAEHE & g ENA DR

Bat U7z, BB o EEFE O FEiE oD
RO RIENEY A N A EEA
B % 341 L7= 23, CD25 Btk a B A LT~

VT ADFN, WHROREERE ST,

P<0. 05

Clinical score

50 P<0. 01

LPCD4* T B

Okt G 0 1)

P2y
FEBF
HERIFE
FHAH -
Ha

iy g X ey =
E N DB

(£ Dfh)
R— LR—

6. WFICREAR
(D) A RFTE

BRI 7 (Takahara Masahiro)
WL EEE FBAER

WFoeE 35 80738427

(2) WFFE ST 3
( )



MEEE

(3) HHEEMF I
( )
MEEE

(4) Bt 138
mA BEJ)R (Takaki Akinobu)
S e+ (Hiraoka Sakiko)



