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MR OME (Fn30) @ Aire 1XEEMER CAEEBORKRBEE T TH Y . £ OMREMEITIC X
> THERAHOER CTh 5 A CREEEDOFKFEINCKREL FETHZ ERMFRFENS, Aire
DED LD BEFIC L > THOEEREDORNHEEIIEH L TV D a2 MmEd 2 BT, Aire %8581
AR O HMIARN T OBREZ FENT T 2 72 D D TR R ZMEHE L=, TORER. Aire 23 RlfE L5z 4
JaTORBUINL > T, HIHIIRICRETH 2 L2 RH L7z, & 512, Aire 23854 2 MIREEE
FRAROFEMSR LER &, kBN TWL D bR LAV LT,

WFIER R D EE (F£3C) : Aire is a gene responsible for the hereditary type of human
autoimmune disease. Elucidation of the mechanisms underlying the Aire-deficient
autoimmune pathogenesis would contribute to unveiling the pathogenesis of autoimmune
disease. In order to know how the Aire establishes the immune tolerance, we constructed
the experimental system where we get the information on the cellular dynamics of
Aire-expressing cells. Unexpectedly, we found that Aire is expressed by early embryos
prior to the thymic organogenesis. Furthermore, we demonstrated that half-life of
Aire-expressing cells is about 1 week, which turned out to be much longer than previously
thought.
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1. WHEBAR SO 5= WHEEZLND, LLRBEL, ZDAN

iz 31T 5 B OIS T A OBREIZIX
HE ERMEE (medullary thymic epithelial
cell: mTEC) |Z X » TEERZ MM R A I
PUE  (tissue-specific antigen: TSA) 73 T #l
JAIZEE R SR T U7 e, BIEER L
GIERBDIRKRBEIR T CTh D Aire IX mTEC
WCRFRAIZRILL, 207 akv R BboT

=ZALDHMIAHTH D, ZOMRTONT,

BEDLEZA2O008RDETINVNIEEBS
NTW5, —2iEmTEC 2T 5 %47 TSA
HELZ Alre HH DT L)L CREBEFRE L
TWBEWHIEZXHFTHD (transcription
model), ZAULUIK L TH H —2DET NVITE
£R72 TSA FELOEAGHIFEEAE 2 Aire 23 ELHE



B4 25D Tix7 <. Aire 7 mTEC %431t
SELEHEFRLH, 22X > T mTEC @
BRI EBICBWTES SN D SR
TSA FEHLREEIZ £ T Aire 2 mTEC 43k %
e+ % L %2 % (maturation model),

2. Wsto B

LD HoODETNVE Aire BIZFHE~
U AZ W THGEE L, H CEA ORI
BT 25 mTEC B LU Aire D&EE| 2B 5 s\
THZERBEMRE LIz, ZODIZiE, Aire
L mTEC ORI 72T BN METH D,
DX LTELI, Alre HERE D FEHN 72
fENTIC K-> T, JRKARAOEFR CH 5 H Ot
EHRBORKTEHEZRR T 222 FEHDB
LT 5,

3. WD L

Alre Bin T OFBUSIHE Tl nF~—
5 —GFP #3845 Aire/lGFP / v 7/ A o~
7 A (Aire/GFP-KI) % H W fi#firn 6| Aire
DN IRBERE b BRI D 30 D A A £
Bz L CHEERI- L& 2FHFOZEN
oMo TnD, ZOmE L VIS S
H BT Aire FBLHIIE O Rk 2 fiffT CZ %
fate-mapping O FEHR R DORELITH 72 1THLY
AT, FFIZ, Alre DSPIHIFR T HAEL L TV
% Z 06 mTEC IZAFRY 72 fate-mapping
EREET HMENDH 5T,

4. WFEAR

EiRo#E BN 5, Cre recombinase (2>
Y Cre recombinase & & F T A F 1 7 U R
Y T FREAGEIBOZERIKE Offe & v
74 (Cre-ER) AL/ v o7 A <UD
A& LU 7=, Cre-ER IZNHEMOT A+
VA —IVTIIENBITET, A=A ha S
VBIHITH D 4KBIEEYEF T 2

(tamoxifen) D512 L » TEENBFT L Cre
recombinase EMEERKET H, DD,
Aire/Cre-ER / v/ A4 >~ A% GFP L&
— A= TR L REEOE~ T AHE
X T 2 EEET S LT Alre EBIR
HE LR &2 fr R C R TE B, ¥ E
FU T2 ERGRICERDZ XA I T T
GFP a2 9% 2 £12 L - T, Aire
TEHLARSEE bR A 2N RN I FAET D
R 25T 2 Z L b A[BETH H, FHE, £
NIz X - T Aire B mTEC O8] %2 HE
Lzt A, BEXZF1HEBE, 2R ETICHE
EENTWEID EEWZ ERHIALE, &
%X, ZOERE Aire KIEIREE (Aire KIH
v AL DRI L - THINL) TITH 2 LI
Yo T, Aire RIBIZE B 72D Alre BH
mTEC O#EBELZH~D 2L TE D, Z
Y LT A= U TN ORERE S LT,
Aire Z3H L7, Aire BH mTEC 237272

HIZHIET 2D, H DWW Alre BHIME
1k U 72 R 2 R TR BVIC AR 2> H 18 2 &
DOMDERTT LTV,
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