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ABFFETITHGFEE O 23[EE L 72DNAM-1 (CD226) % 77 FHERY & L 7-GVHDIZ X4~ 238 LW izl &
GIERIED MR 217720 Z &2 HE LT,

DNAM-1 AR F R~ 7 A TIEBARIC I L, AEIZ GVHD OFEIEEMELS . AFHIH A E
FLiz, EDICHARA~ Ty 2AE RF—Hfildl L7 GVHD EF /L~ 7 AIZ&H 57> U sd DNAM-1 1Z%F
THHRRPUR (TX4 2) 2857252 LI2X > T, 2t GVHD OFRIENMGI SN D Z & 2B 50
L7, ZHHOFERMNS, DNAM-1 &2 W 720y TR L O RTREME DS R S T,

A
(@HHHAL : 1)
B A [aEE Sy & &t
2007 4 7, 600, 000 2, 280, 000 9, 880, 000
2008 4 6, 800, 000 2, 040, 000 8, 840, 000
R
R
R
o 14, 400, 000 4, 320, 000 18, 720, 000
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1. WAL I DT 5 72 G PHE XA xHE 95 (GVHD) T 5,
(1) e b s 9% (GVHD) (2351 5 i AMEGVHD D AV 13 7 1 U R LAY 7 g
PRAGRRE RIS TH DD, T ORRREITRE % 72 RIE S
[ Fe 35 Ml A I W Tle b K& IRV EMiShTRY, L7 L LT




BNZ72 - TWRW, £ OBENZIRB W T
BRI 2R R~ — B — e < B R
DEPHE & DERZW b LT L HES T
RN, ETTRIRIERICE W T HEIE RE
RIVE RN & DIFRE B T S 2 4 Al
MERTH Y | VDI 5 R 22 IR
EOBRNLEENTND, ABFZETITH
F & D3[FEIGE L 7-DNAM-1 (CD226) % 4y -
& L72GVHDIZ 6t~ 2 8 L W izl & o6 5% i
EDOFRHFEZAT2 9,

(2) BF7E D E AR O
D DNAM-1 (CD226) D[F]E

HEEE 1T 2 5AEMICH 2 0 Mg kg
b LIEAFRICHESE L T E 2, £ O]
0 (1981—1993) 1L A MLIF 72 £ D& MR
BT Ak I v RO 3 i i i i R R
Wie & ORGIKRAF I &2 F 02 T, %
(1993 =) (3 L5 5 2 - D FLHFERF JE I HE T+
L C& 7z, HC b ik M g 501 i
BARIEICEHE R EH ZH S LEZ BN
Z NKHIAE D 43 b iE DA ZE 217\ (Shibuya,
et al, Blood, 1991, Taguchi K, Shibuya A, et al,
Blood, 1992, Shibuya, et al, Blood, 1993,
Shibuya, et al, Blood, 1995) . & & {Z 19964,
FrLue hoNKMilaL 7% —Th D
DNAM-1 (%5 7 BIHLDA U — 27 ¥ 32 v 7T
CD2261ZF87E, 2000) % AU SEBR T TRE
L 7= (Shibuya A, et al, Immunity, 1996,
Shibuya A, et al, J Immunol 1998) , DNAM-1
13578365 kDaDFE v 7 Y o A—N

— 77V IR TAHIEDOFEEATHY .

b N ONCGHIIE Sl R 5 & 7 — U o)
ER(CTL) (2B L, MM (s, Ah
AL OFURE. M, e, EER AR
) T 2 MG E AR I H B ey T
HHZ L Einvitro DR THLMNC LT,
F - EEE S IZDNAM-1 A3 THH i <o NK:HH
THIMERBES 4y FLFA-1 & W PRE, HERERY

1224 L (Shibuya, et al., Immunity 1999) |
LFA-1Da b 72 —& LTI b OHiia
TGS 7T AR D 2 W B
\Z L7 (Shibuya, et al., J Exp Med 2003) .
F 7. DNAM-1 & LFA-1 & D241 IZDNAM-1
DYDY UEBIENSBEATH D Z L
(Shirakawa, et al., Int Immunol 2005), F7=
LFA-1E &bV ERT 7 haBT5H2 L
72 & (Shirakawa, et al., Int Immunol 2006) .
U 2 RERDTEEALIZ 81 5 DNAM-1 D & 7
FIREEEEZ A LML TE T, DI
DNAM-1IZELAZER - i/ IMRIZ BB L L 1)
D EELE 72 & OFE AL R0 L PN BRI ~
DEEICHEELREZH ZH-TWLH I L
ZH 52 L7z, (Kojima, et al. J Biol Chem
2003)
@ DNAM-1 (CD226) U 7> KDIAIE

S HIZHFEE H1X DNAM-1 23857
LV RORGEZRASE, ZRY A
TANALEST X —=T7IV—=Th5b
CD155 (poliovirus receptor/PVR) &
CD112 (Nectin-2/PRR-2)® 2 > D 4y -
Tdhd D & axH B »ITL K
(Tahara-Hanaoka et al., Int Inmunol 2004),
CD155 FRV vA VAL BT Z—L L
THHNTEIEN, Fx OBFFEICE > T
Z DEBAIBEREN WO T BT R o T2,
@ DNAM-1 2D YU A Ko~ AH
A DREE~ Y ZAET Va vz
AR NI RE D iR

CD226 DOAMRNIREEZ I 5 M2 %
729IZ, HEEHE HIX DNAM-1 LZ20 Y
v R ThH% CD155 O~ 7 AHFEIR
Frrh T U Ry T re—=
27" L 7= (Tahara-Hanaoka, et al, Biochem
Biophys Res Commun, 2005), Z i 5 %
WTC DNAM-1 U H > ROFEBLL T
WA LA RMA & DNAM-1 U 47>



K Té % CD155 £7-13 CD112 Z &5 T
A L ERNCHE &7 RMA Mk
EENEN~ DA ZERET S . RMA

JESHIE R L~ 0 I T T D DITH L,

DNAM-1 U 47> R %8 L 7= RMA &
EARICHEME S v7e, 2 OIEG T
B EIZ LY CD8+T Mz st 5 &
ERICES L, 2o CDS8+T ik
IZ38E14 % Raucher < 7 2 H IR
UAIVAD gag BHAD Y —F —kFI|H
KDORTF Rgagl) ZHIF & LTk L
TWaHZExHbNIZLE, 61T
DNAM-1 Y 7> FZ& %81 L 7= RMA #fifa
MRz se ot L~ o 212, 6D
0 W[ AR CTHIK TH H RMA ZHifE
ToHE, AEEERICINEERL,
DNAM-1 U # > ROREBIZ & v &
UG A€ Y —CD8+F 7 —T U > /¥
KCTLD R #FEHEsNLZ a2 RLI
(Tahara-Hanaoka, et al., Blood 2006) ,
@ GVHD J&fEIZ317 5 DNAM-1 D
1=
HEEHESITE FOMEPIcsy FEN
45 kDa O DNAM-1 23MF7Ed % 5
%272 L, ELISA 12 & % & &Ik 2 B%
L7z (BHifEEL 0.008nM—), fd# A%
xR & Ul & O I i R R C iR
DNAM-1 ZE & L= & Z A, [AIFE
HilaBitk o BE AN GVHD % RE
L7 B Tl BB BT b S EZ B |
JEROHER L T L CEBTH 2 L2 A
WiELE (BFKD., La»L, &t GVHD
Ze FEIE L 72> o 7[RI Fe 3ok o, sl e R A 7%
D BE L OO IR B AR Ty
ANEFE ST FAREELZRDR M- L
PE . EERER DNAM-1 A3 GVHD oD /Rr 5%
%%ﬂ?%ﬁ%kﬁ@jé%%mbk
(FEFFHIRE 2006-106951, [#Hl fr1E &=

WY~ —— 1),

EDICHESERE (400rad) O H4 R
% WR4 L7- BALB/C & C57BL/6 @ F1
~ 1 A2, BALB/C ~ v A O JWfigifa
ZRERE LihE L7 2k GVHD &2 RAET 5
YU RETILDRIZEBNT, HEHED
3BSE L 7= DNAM-1 SBfm - K~ 7 A
(BALB/C) o> MWLl i A& FE A i & L
THW D &2 GVHD O FAE A I
flEiniz, ZnoofREY, 2
GVHD TiL7 = HURRF A S 15 A0
AR O RIESSIZ B G-~ 5 5055
RS FEPESL L EEER DNAM-1 2345
SNTNWDZ &, RS 2 VIR
@ DNAM-1 232 GVHD OJFEHEIZ ]
HDOREE%Z L TWADAREMEN R < /R
73
éhtoﬁﬁw LIS ORI
. FHET AL OTH D,

2. MMEDEM

AHFIETIL, BOOE B O USRS L7z
~ U RE B AT 72V GVHD & FRE L
t%vavz%WQL WEREPDNAM-1

DUWEND T AT = A LEHLNIC
L. 2PEGVHDD T, Zlr~DsHIZk
J 5o TR RN D, S B ITDNAM-1
DNRAMPEGVHD D FESECIRREIZ B 597 2 iy
M, HEEE O DML L 72DNAM- 138 51+
RE~T A FANTHLMNZT 5, DNAM
BB K~ U A TRMEGVHDDFESE N
miil =D Fr R S, BEED
ESRLL 7=~ 7 ZDNAM- 112563 % Hrfnd
B (TX4 2) o512k > T, ZPEGVHD
DFIEDINH S D w0 E P DT
Do

3. WHEDHIE



(1) 2k GVHD O Wi % R
DNAM-1 ® & (B4 2 HARnnrsE
@O ~ U AIZB T 5 iEER DNAM-1 Ol
TE SR DRESL

HEEE DITR—E F—7 DR S5
> DNAM-1 (23 5E/ 7 m—F /b
iRz EH s a— B Lz, Zhbz
MAGDETHNT, bolt bEEDOR
WE SRR DNAM-1 @ ELISA 12 L %
Ty AR ERMAN L (B H E K
0.008nM—) ., [FIERIZ, HFEE O 1T —
v h—F DRI B~ A0 DNAM-1 |2
4B 7 m—F BRI CICE
7 a— RN LTS, ¥~ 2 DNAM-1
gy O R sh fE 8k 4y o iE BE R
DNAM-1 Z{Ffl L, ZhaffEEn & L
T, B L72F® /7 u—F Pk & A
HbHE T~ U REHE DNAM-1 O
ELISA I L2 T v A REMLT D,
@ ~ 7 %2 GVHD £ 7 /L DL
BALB/C ~ v A OB &l % Bt & fik
WA S L7z CBTBL/6 ~ 7 A
UE#iFEZ1T720, 2 GVHD 0%
TEAHET D, Bk, EHIRICRER
E, MERA v —Tzury DER,
A 2 Bl2E L 2 GVHD OFIE,
FREED~—T—LT 5,
® ~ 2 GVHD EF /W T 5 EHER
DNAM-1 O 7E &
FRETHERLZ GVHD £7 1~ A
IZBWT, BR% X0 @ H bR
DNAM-1 OE®EZ B Z 72y, GVHD ®
FEAERE, EEE & oo B 2 T 5,
(2) 20 GVHD OJFiEIZ 1T 5 DNAM-1
DOEE| & 2 OIS HIZEI T 5 A
O At GVHD OJFEREICR T 5
DNAM-1 O]

&M GVHD v~ U RAET/MZBNT, B

Rl B 2 B A5 & DNAM-1 i#fs
TR~ U A Z, GVHD OFIE &
ZOEIEE L A RE, FHA ¥ —7
=Yy A AT 5,
TR L DI, HEEEHIL, Wi
S5 O LT #t & & L7 BALB/C &
C57BL/6 @ F1 ~ 7 A|Z, BALB/C v ¥
Z 0 Mg el & R A L RE S L T2 Ak
GVHD ZRIET H~ T AET/ILDRICE
VYT DNAM-1 38 {5 F- R4~ 7 A (BALB/C)
D g 2 B A & L CHW D &
2ME GVHD DOFIENFHNTHH D Z
EEHALMNILTEY, 2N EBERHE
Ik 0 EBEFEEE L7z GVHD ~ 7 2%
TNLATHLHEETHLELZBAL T
DNAM-1 3% GVHD OJiHEICB 5L
TWA Z & ANGEET 5,

@ ZMEGVHD O RIIEHEICE ST 5
DNAM- 158 BLAR I oD [7]

2 —(D T DNAM-1 28 21 GVHD 0 %8 JiEt <093 g
WBH L TWDLHEIHL NIRRT, &
DODNAM-1FEBLAIRL Y Z 4 HICE R 5 L
TWHM% 1-5) IZBF5In vivoT®D
fENT & [RIER DO BAE EER T & 22T 5,
Thebb, BT 588 O T,
NKHfE, F7mid~7n 77—k EOH
f ZMACS TRRZE L, R U IZDNAV-1E =
FRE~ T ZADENZENOMAL & AR
ABHT 5, Bhltk. RRIFAIICGVHD D %
SE, BHIEEHELRE, MFA o F¥—7 =
vy, AR AR D,

@ DNAM-1Z RISy F & L 7= & MEGVHDIZ
K2 PR E DB S

FEEE 5139 TlZin vivo 512Xk Y

DNAM-1 %8 B fa & PR 5297, DNAM-1 &
DNAM-1U By ReEDfEEE 7T ua vy 45
o BT (TX42) & B oL 7=

(Tahara-Hanaoka S, et al. Blood, 2006) .



g EFL1-2) TR/ AaMEGVHD~ ¥
AT VCHERE L, GVIDOIEAE, HEIEE
DEACEERE, FTA 2 —T7=zm
v AEFHIM 2RISR 2, 2 OBR,
mRFUAD R, BGEH. BIE R S
WL, b AR R GIEZRET
Do

4. WIEAR

(1) 2 GVHD OB Wi 2 s
DNAM-1 O EFIZ I3 5 BAR AT ST
~ U AZBIT HIERER DNAM-1 OfIE
REMNL LT, £/, ¥vU A GVHD *E
TNOVERAR LS TE 72, Zh b &
W C GVHD o B o ifn i 1 o> b7 g 7
DNAM- 1 % E & & kAT, AR E
AR TE ol vV RALE RED
FOEIZL Db ON, EOMOREIC X
LHZH0ONERPLTNDEZATHD.
(2) A GVHD OJFiEICB T D
DNAM-1 O#&EI & Z0Is B 5 5
RO ST

TSR IR U 7o~ » AR R &
1TV GVHD 2B LT L~ U A %{E
L DNAM-1 2373 GVHD DFIERHH B
BG-T 2 i a st Lz, HEEH OO
N2 L7z DNAM-1 B 5 RIE~ U A £ 72138
AR~ A% R —flifd s LT GVHD &7
N AR 2 & DNAM-1 3 {5 TR~ 7 A
TIRE AR i L. A B GVHD D EIE
FEAMELS . AR ER LT,

SO AER -~ 2% N —flila & L
7-GVHDEF /L~ 7 A28 & > U HDNAM-1
WZxP A HFgLR (X4 2) 2#%53252
LIk - T, AVEGVHD D FIE N S v b
ZEEBHALMNI LT, o, THIZiICD8
TR B ODNAM-1 A3 E LTRE- L Tw
HZEEHOLNILTE, ZNUHORERNG,

DNAM-1 % VN 7= 20 TR 8 0D Rl REME A3
R Tz,
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