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I —Fr By AR A T a BT 09 FIE R B0 77 ik, 5 7 ik L4

PR T ERVALIRRAE 26 T @IOA-F-69 5% 58 5L A 4 4E 64 %
TG MRRA BAL RS R, AR B IZAREE LA T m k@ P
HBEEREGEMA 1(PSGL-1)¥b%, £, idisss T @EiE
PSGL-1 #9446 THFF8 T @Rt 0912 545 51842, MA@ TR %A
W8 T A6 o B 2

2. MAIER 1 Fridey ik, PR o R 4FF M4 PSGL-1 ¢
FARR AR E LR K.

3. RAIRK | Fridegorik, HF Aridiba4 4% 44 PSGL-1
B 5 AR,

4. BAER 3 Tk 5 ik, BAhEL QDb ek kiimg
ST HFFAT mhek®@ % A PSGL-1 /R 6 RILH KA

S. BAIBR 1 ikt sk, BPMEF 20855 TURAD %
A PSGL-1 R I, £F, MEAXKTHLFK T@RATHETHS
#12.

6. MAZR | ikt ik, BEF ROENLCHWER A Y LEMAE
T EGAK,

7. RFER 1 T F ik, Z5 k0t BEd R itEsRAE
IR B AF S ALY K,

8. BAIER | TR F ik, ZFk@iEIt O B T 48ME B
AMK,

9. RAIERK | FREM 7%, BFAFEROERLOLUEHN T @/
K

10. BAZR 1 Fridag ik, HPHE T@RAENRNY T @i,

11, AR 1 Bridag ik, H PR T @b CDA'T @,

12 RAIRR 1 Frik ik, LPATE T @i CDS'T @ft,

13. MAVZR 1 BTk e ik, P i 7 0k L3 M R 4 25 P i Ab A4 BT
MITENRF BTG — AP T @i 8, FzaRose iz
AW G NG NRFKIFHE AP o T miedk B ARk,
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14. BAF)ER 1 Bk 64 F ik, P75 & QIER N AL 2 Tk L4 AT
MFFAAMMR P BAFH FE— A MBS T T @A dEl, FHizsERs
W BB MEMNENRFIFNE A e T o) T @ieey L4 ML
5,

15. A EK | ke, EYHESHTFHEMRANED 20% 8
sh Bl f CD3" 4m AL 84 0 A%,

16. AAFA|E K 2 PR e ik, L P AT Uk R R 4 A F BEE /MK
RETERARRERBRESREE, TiHELE Y 20% 850 o CD3 4a it 84
9% sl

17. —# %S T e O AFGINK) SRR TH F ik, EF ko

REEEL @R @ AL PSGL-1 8 T @/e3 NK @/, VARKZ T @
J NK @i 5685 T @it NK @itk & &) PSGL-1 & 4914948 fi%,
Lzt mE T @R NK @k @ &) PSGL-1 #9446 THFEREZT @
R NK 28l st 6912 546 S 1842,

18. MAZK 17 Frid ey F ik, HF RO A4 4444 PSGL-1
AR LR AR K.

19. MALER 17 Frided ik, £ ¥R A FHe4 PSGL-
8 3% FE AR,

20. BAER 19 BTiR 6 F ik, EH HE QIEEATIE R L E IR G XA
GRAAEAR, ERA S X AR TRESHTHES T @R NK @fek
& % 4~ PSGL-1 #u/& 4 3 Fk.

21. BABR 17 A Zk, P EF%035F T @K NK @8
& % /N PSGL-1 3Bty LB, £, Frif REETHLFEH T @K NK @
ViR Pl E R 2 SR

22. BANER 17 Frid ey ik, R P AT mieddie T @i,

23. A BR 17 FFEey Tk, Ly rdmieh CD4'T e,

24, BAVER 1T ke F ik, LFAidmieh CDS'T @ie.

25. MAVEK 17 Frid ey ik, ¥ @7 E a4 45 ATE T @ies NK
AR T R B G A .

26. RANVEK 17 Frid ey ik, EF T RO A E T @itk NK
o O R P R AL S B B A M E
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27. —FFih ik PSGL-1 4950 6564985 M 695k, %7 % Lds,

R R @£ PSGL-1 49408, iz e b nX4p i Ak, A B $ %
ML Z MR T ERG Z ML FE S, BRI ZN R RERT A
PSGL-1 #3438 % 7).

28. BAVER 27 Tk 67 ik, & &L AR Z WX R P ik & 64
MRSt T, WAL MR RZ T A PSGL-1 ¢ 3 #6438 Al

29. BAIERK 28 BTk 6 5 ik, P AR XM R A 45 7 M 44 PSGL-1
MR ERBELE SR K.

30. AN K 28 FRiR 6 75 ik, £ F BTk XM R A 4 5454 PSGL-1
09 2 L IE AR,

31, ARAIEK 30 BTk ey Fik, Z5 5L BT E L 5 ARG A
QIR AR, TR S X A RRE S H T EF @R ® % /A PSGL-1
IR IK.

32. A EK 28 Fridth ik, Ay EFs kb sralnikai i
PSGL-1 R & R Bk, A4, AR RIATHL R M 91: 54 S8 42,
33. MANEK 28 BTk e ik, H P AR mithEiLe) T @k,

34, AR 28 ATk ey 7 ik, L PArdmpedy CDA'T @mpt.,

35. MANER 28 ATk ey ik, HPArEampeh CDS'T twht.

36. MAER 28 ATk 677 ik, &5 R QIR E KT ZNRY R HI%
MR R B A T F ETHEL BT,

37. —AFRA &, HéE4

A T @iek®m PSGL-1 ¢9ikddh, HPizisdhls T wiikd
PSGL-1 W4 A THAFH T @R T1E T4 F82; UBAE A ZA04
B AE R BHEHEEF. SHMAERR T @I0E QLY.
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Pt BEHEE GBI 1 898 A

WELZFIHFED A 2002503 A 13 8., FEEHEFH 02802984.4.
KR LARAP-BFEBEEORIN I HETH R A P FH S E BT,

e
AKAER 2001 8 A 3 BRIV ER G FF 4 60/310, 196 49
BIF R, LR EAANRKIMAE,

AR ATIA
AKPT)RA R TRAT RELEGEEME 7 ik,
ia jb_ﬂ.

YT RE B E LG T A B ER. BEHHEHEF.
FHBERRAR—EREME, EOMAR MG RAZ —, LELEHEGT
e 6 & T R A7 8 R R RS BT R A gy ik kA ds g, W R R
Atk — R R A —FK A, R ) R AR 3R 4 SR R A
Fi@FEEHERALH. ERETHHT, T @A R IRE G RE L
BF IR T AT R A E. AT IR H) 6906 97 Fi8F Q48R A KR £
[’él B2 . FJOE & A(cyclosporin)ik'F 14 % % (rapamycin), LT ML T mje

TAREAAEKAFHAAE2L-2)MEE, XFHaNE-2 A
ém}j@i@’ A, A2RH R F F SR, A T @RH BRI F(T cell-depleting
agent)(3#4i CD3. CD4. CD8 #)44k), A ML E F15 54414 6947 %14 =X,
T 4mfedk B R #5442 e 37 %) ¥ (3w 3L CD25. B7-1. B7-2. CD152. CTLA4
B dAR), R F BSARE AR Y M RAE A R AR R, mEEA R E
BARG, ZERKRGHFHEI>Z 73 T5E57 5 2B BAEREERBHM
KA & B R FYAZ 6 AREL

B LA 2N ANmRA T EREBRAGETARRAETE, L2
IR R b &t i) £ 24| (Kabelitz et al. Immunol. Today 14:338-340(1993);
Raff, Nature 356:397-399(1992)). 2R A f0/e A BRR I ER G FPAF1Z 5 5
S¥rhmietit 5. T MLk E 4 F o9k 4odt Fas( Ak CD9S, 4T
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¥ 43kD). TNFR2(4~F Z 75kD).CD2(%~F & 45kD)% CTLA-4(%--F & 33kD)
# AR ) 2F K T 49/l B = (Osborne, Curr. Opin. Immunol. 8:245-248(1996);
Lin et al. J. Immunol. 158:598-603(1997); Zhang et al. Nature: 377: 348-350
(1995); Lai et al. Eur. J. Immunol. 25:3243-3248(1995); Mollereau et al. J.
Immunol. 156:3184-3190 (1996); Gribben et al. Proc. Natl. Acad, Sci. USA 92:
811-815 (1995)). B A4 Fas 5 TNFR2 »-F kIFH RE 264 T @fent,
SRAXRAF ST HARALELE ML LRE, MER X FBESF TSRS
W iR BT RAMAERR L35G, Ao FREEXTRRAT
X AT AR S J7 L6938 A (Ogasawara et al. Nature 364:806-809(1993);
Pfeffer et al. Cell: 73:457-467(1993); Engelmann et al. J. Biological Chemical
264:14497-14504(1990)).

ik %S

AEXPARAT W FTAAN T @R BRE P-REFEFHE O MRAK
1(PSGL-1)"T A kK i T @R FL T mie AT A . T @I Rxtié
FEFTRAREEN T @RNFHRELE, RASTEXRETEZN T @i
WA KA RESFINA A, Blde T @R HRTERREREZREZN T
mALERRIGIE, Tk T @Iy EWSIEHAE A Y SR AR, BESHH
Fe . L BUM R R A/ T 48 B9 (T cell-derived cancers) ¥ 48 X Bk, b, K&
O] €L6-4% 8] PSGL-1 2 % 649180 VA B R R Y 2 &1 T AeA~F- 49 K98 L %
897 ik, VAR TGk PSGL-1 2 6698 #6475 ik

—7 &, ARPGIFED—FENMRF T XSRS T @EAF6%
REAE Tk, BAEOHETIHIR: aBF K, L g
BRARERGE T @IeNFHREE LG RR, KA BZRBGLLE, VA
BATZARE RS T @it & @69 PSGL-1 4691084, & Arid b4
5 T @tk @4 PSGL-1 &6 TiFRER T @R T ¢E T4 F&4E, B
IR REARZ AT T A0/F 04 S LA,

T ARG T vh ik £ 5 PSGL-1 fe4¢ F M4 409400k, AR
W R G R B, T—Hl=F, bbb AL PSGL-1 fedFFiest 9%
ERAR., T—R&FTEY, BHEOEL s L L EIRIRE S 0KH
(agent)ZE K T @ik @ % A PSGL-1 R R FTH, T—5#FEF,
%7k OREHEA T Witk E % /- PSGL-1 #R 69 Ik, 7 Arid LB A
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15 F%iIEMER T @ieeite.

E—BlT8, KFkOIEaFE—ARLEEA 8 F %R EER AR,
BT, BHFOFEAFCEIRITXETRMN FARIAFEEHHA
AR, T H—BlF T, KRFikaiEhFE—AND0 A T 80% E 6 MK
FTH—BlFF, KykaEaBE— Sl Ea T @Ik /MR T,

BE—ANREFER, L T@RAFNG T @i, £—/EHE6F,
Frid T e 2 CD4 T @R, A —F#40F, AL T @A CDS 4 T
)

B—NFERFER, KRFXOERMNRE HLHNSMZ AT AR
se(H—A WA T @IS B, FKZ 88 5 RE AL HNLEMEHAIK
Ho(FH —AMFE T @ineg 4B /BrbdR.

EH—RAFETY, KFTEOLIELMNFEHLBASHZATHARAE
(F— AR T @t EmER, FHZEYERS RE AL B
WG 0 MR (B A WA S8 T Ry A W& MR bR,

B—ANFEaFEY, ENMMLEEERIE BT ZVIHR 20% 6
CD3"tmje, E—RFEHRFEF, EMAHEERIALRZFTE) 30%.
40% . 50% 3k £ % 44 CD3 tmhbd) 0 .

BE—ANFEHRFEY, AEBRAEIRRESGFEE, AR ERE
AR BRFESFTHARRTEY 20%4¢ CDI @LT; £—%EEFE
¥, ENRLHE A%K%Hmﬁ¢;¢3m%zm% 50% X £ % # CD3”
mpe e LT, WA T IR TAETEEAR, wEEBIFARRE AL
%ﬁ&é%*\f\i‘w\ﬁ‘ﬁ\%ﬂﬁgko

A—FE, REAGIFIEAD—FIFEL T @ik i AFHNK) @t
F ik, RFEFOQIEAT IR Ret@e k@KL PSGL-1 49 T @k A &
Ay tmpe, ARIKEEE T @itk A RA45 @0k &4 PSGL-1 £4-09164
5 Twmex A RN meiEm, LTziuehs TaksaRFhmiek
49 PSGL-1 & A2 F A ETHEER T @ieX B RFh@ietystr.

KT ik AR R G4 0A-4 o7 eL3sxt PSGL-1 B4 FH 4 Ak £
WRESRE., E—AFH6 T, iR 4T PSGL-1 B4+ FH 4464
B EETAR, B—ANFRFTEFT, EFFEOHEELELERAREGLESZE
ABERAG KA ERATR, FF T @RNAARATH@EABN SN
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PSGL-1 #L/& 9 3 BX,

B—ANREFREFY, ZHFFQEFF T @RIAAT @RS
/N PSGL-1 AR X B TR, B P ATEA LK FFFH T @ik NK @it
TH1E S A it Ae,

B—ANREFEF, R T@AFNRG T @, £/ FEwb+F,
Frid T @t 2 CD4 8 T e, EH—%k#pl¥, Pid T @R CD8' 4 T
4 el

BE—ANREZTEF, KFEOiE S ERBILEGNE T @A RS
15 4m I 09 447 71 (Viability).

E—NREFEF, KR EOIEREEEBLESHE T @K A RF
1 mpeag A E .

H—F &, KEPCIEAER 5 ik PSGL-1 Hheeth AP A7k, AF ik
QLTI RAEA MK & RIA PSGL-1 ¥y mie; 1&mie b X4 4
fid, B4R OAERR XM B AN Z eI B E . A AR iR R R A2
Lo A PSGL-1 456438 Al

BE—ANThFEF, AFHOELMNGMEMTEFH@ICRT, M
0 B A% MM R R T ST A PSGL-1 2 b e 8  Al.

BE—EHRTET, R n i R A5 PSGL-1 4§ 744t Uk KL it
W RES R R, E—AKHHF, PrRRNKM A A S PSGL-1 47444
ELEFIR, E—NERTET, KT ROELELERKSREZE
FETRARGE 09X A ERE, FFF@ICRE S A PSGL-1 /R 4G
B,

HE—ANEEFEF, Ay EaEFFwict® % A PSGL-1 /R ¢4 Ik
TR, BT LT E SR R miet T 615 548 FidaE,

BE—ANEEFTEF, R T@IRAFRG T @, £/ Fxkb+,
FPid T 4o CDA'T @ie. & H— 46T, Frid T @62 CDS'T @it.

BE—ANEHEFTEY, K7 EOEHEXENXD T BN RDRET
2R BAREATE 4 09 F K.

H—FE, REPAHRHER—FRANNE, La4: 46T T @RAE
PSGL-1 #9044, E¥iZke4HE T @itk ® PSGL-1 &4 5 2k K& &
T @RI T o4 S48, VARAE R ZLE W87 A & %95 . REA4HH
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. 3 8URE, R T @RNEAAR. EF—FkFETF, ZiXAE
ELAEIE T AN PTHG3E 89 B IR 74 3 R 4 6918 R BLEA

A E R B A LB R IR NF A ARG R T R e LT
M T mfed B XF5 T @fedimicf s, &4, GRS % PSGL-1
A FAR 21 o, KoM 4 JL B F 4o 1L-2 K TNF- a K-F &) R 2494+ 5.,

AL H — R ER A A B ZEG /K PSGL-1 A4r¥e, L T 2Rk
Ea@mie, LERE T @b aRithepl, Bk, ARG esH
FE e A R F I KA T, ARWRESRMAEGHL
G FREAREFGELMBERSALAAEALT, A T @y aRF
(AL B EBHHF TR CD3 @£ A irde by B0 04 B,
BT G T I | R BT BLA 69 4R AE,

MRARA H A0 3L, AR RGP BARAMF LEAGEL, BAXK
B P B AR BN B B HARA R AT AR AR . 2 RAAMUREE T A
FIr ik g #L 5 77 ik 6 AR S A bt e o ik 5T R R K BR 84 skl F, &
S FE FEFR LR T, AR ERS. A PF. AL AR
BB LR EMANLAEZR . 7 —H 1 RE LA, 1ol K58
FAKNE., BA, PR GHFE 7 A AHAEE, mAFERARE K
.

ARG EAbds B F R B aRT T ER A e SRAERF.

P B L84

B 1 27 5% T @5 TAB4(—Fr 3t PSGL-1 #4938 &1 H AR ) BLE
BT R MR A TAZ T B e i f2 R R,

A2 2rmtimehE N RFed TAB4 FARIRA] 69308 49 % I
R,

A 3 27 PSGL-1 /R £/ AE CD4A'T 48, CD8'T 4m/t.. CD19'B 4/,
A NK #afie Lty Rk,

B 4 2 7 PSGL-1 #L/R /£ CD4". CD8'. CD4"8" & CD4 8 M4 h 4m i, k¢4
P X

B S 2FAERSREMIERT IL2 54T, ZRLAHSE R
TAB4( £ R A 3K & @)L it ey Balb/c ) S69 M5 sm it I R 2 gm L, H
vA H2 RABZ 4 C3H 7 4m e h g sm B,
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A 6 27 Western FPiE 5 H7E8H: (A)E TAB4 3R £ E IR FE) 69 %
& J 7T vA ) 8 W 64 48 PSGL-1 #Ak A A 42 3) (B)vA #L PSGL-1 34k 5 T w2
ff VR AT B AL TR ST VAKX R AR TAB4 iR 69 & 4 R

B 7 27~ C57BL/6 s §48% T A Balb/c s Rkt KA M4, H 27
PSGL-1 4k 3(E 7 3R)EAT BAFTAURE S F L EE, LARABHMYAE
B,

B 8 B 7B AIE L EANEmILLEIFA PSGL-1 FARKLIEE T
i BT i BT AR

A 9 2 7 B4R % JE 64 AEAERER 48 SR R (NOD)AE M)y R 22 41 PSGL-1 #9450
R (523 75 T ) SR AT BB LB AR (8 5 T Sk )b BB G HB AR R 04 K

K

AKRAR—FEGAT T @RLkE PSGL-1 2 FHHGERAT T @
JoEW G 7 ik, PSGL-1 5 A SLET ARG A M4 /5 T T MmAE B I &
RiFA T mietirmie A, XA E T4k A d5 %) £ 848 £ o,
o B G RAMAER. BESHEEF. THBERRF/R T @085 577,
FMSWITIET A MAER(E T, T @R GEREERZIF 2T T @R
89 K AL A A 8.

PSGL-1 & & /&

PSGL-1 A —mie k@A 4F, ARE T T Hamie. TABHKHE
mig,. BRFGmIe. Emie. WREILARAE CD34 4R 44 09 AE f AT
emfe b, @it 5k 4F& (Selectins) A9 65 /1, PSGL-1 &34 @i iR3)
B)A KL LR G mILEN KIELAR T, PSGL-1 /8 T @fe s E 2 8%
Fo Pk BEMLS, REBAZE TR ET. Flde, £ T @Rdami T
e o T miestLit, T afe £ A4 F 3 i CLA(K KR Emfesi/R)
RAL, RAZ 1 B T HshmiomiE 2 & T #sh@miet gL ety
PSGL-1, F A & H #4738 Bk £ 72 K 3.

PSGL-1 # —r& & B AL #5%& & (Sialomucin), &5 A0 vA 4 3 84 & & BRAL |
kAR AL FBRAL A fbh P-ia B E 44, PSGL-1 4 FR AL N Kt 44
R A2 B 648 AL Fe s B A & R A % ANF) A (isoform). ##ak a9 sh Bl fn T
mitAe B i, iR RN FEG SN T e, A AREKF
PSGL-1 258, K, RA FEAH T e+ & &L d et A ¢4 PSGL-1,
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b PBFEETAZFAMMELS. I EIRGEGESERE RE TR
Bl 698 iE A5 E R T A 2 R, EEAY T @mied a(l, 3)iEE4E A1k
HABERKTAZERFTT I Y. PSGL-1 Bl TRzt L-tB %4 E-
BRBEEFLE TR FEAM, ¥lie, CLA FAME TR AL T @
 B-inBE B P-aBF LM ARS), 10Kk PSGL-1 @A CLA &
{ity T @Rt R e P- o B 44, B4, PSGL-1 5 P-icHEF 64 4R
TH N K&+ AMABEBHRAK, ZRETMRABGKROIE=ZAR TR
BAL 6 B R BR SRR, A —/AN ) T A48 B AL 6 R BB SR L.

PSGL-1 & & M TuAFEd DNA S5 /X2 AW HF BB R
A PSGL-1 & #|%&. F4049 PSGL-1 TR TERBRAZ @I T, KA R
WO &, %A PSGL-1 B THA TREAN TAH &AL, Hl
GenBank Accession NM_003006 ¥ % %3 PSGL-1 % Ak #942 B% 52 #1); 41 PSGL-1
A9 FARALTT A kA PSGL-1 4L/8 69 44k (Herron at al. (2000)Science Jun 2;
288(5471): 1653-56; WO 00/25808)#w/ 3 A F AL BTk ¢4 F ik, 3t PSGL-1 #)
H—F R L4 T KT, 2ARRTFX 2 Lak: Sako et al. (1993) Cell
75:1179, Vechino et al. (1995) J. Biol. Chem. 270: 21966 #= Veldman et al.
(1995)J. Biol. Chem. 270: 16470.

3+ PSGL-1 ¢4 E48 41 &M E, R B &A PSGL-1 A R 77 48 A AAE45 ¢4
a(l, 3)iE S 42 A4 5 B Fuc-TVIL, *F PSGL-1 #9 3 fe A AT 8 2T 249,
AINRA, EH S E L PSGL-1 8, F & A %A JPACE #9H BR AT 345 4,
VAR 2 BT IR For/ 3 S P2 B R B BE IR 4 A% Bl 69 AZ PR,

L PSGL-1 #94U4RT Bl R B R kAt § £ Ht# 4 49 PSGL-1 # B,
FEAT R IR PSGL-1 @ty mieso kB TR T o T tafe %, 39T 16 H
WAL IZZ O RO R, —2 440, PSGL-1 & & 7T vA B 2 K SLFF i 64 A
FiET. Blae, h4LE PSGL-1 AT AT T 4/ L PSGL-1 ) #54938 %5 #
6Tk, RBCH KIERVAHI B PSGL-1 & & #9401k,

A b, LT AR R iLEFE - Fc 8 E6F G (3w p-e B % -Fo #4-% 9 )47
PSGL-1 #L/& #4461k,

I PSGL-1 ik

PSGL-1 % BK(RHE LRt R BB AU EARL A F ik F T oA F &k
JFAEGUR, 4o EFTE, PSGL-1 % AR ALAK R B69 A F T TR RN E

11
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ARA R T ik kA%, B 4049 PSGL-1 3 AR AR K BT 4 R RER KA &
# PSGL-1 #9434k, H 9, #LPSGL-1 4i4k, 4= TAB4 £ uiE4u4k, N A
k44 PSGL-1 % Ik, #lde, RRM K4 PSGL-1 £ Ak, 4 M AA5Z 5 KA
Y % %R R ) BB S 09 3 PSGL-1 34K,

KK P FARTT VA R 4% F 454 PSGL-1 % k) 2 L FUR, 5 LI
HEAER TR, HFUEE” HEHRR, o PSGL-1 5 eI EA
FRIRRNREAHRPHEE ST, Bk, RAVHHELERNERN 0T F
R E KK R % R0 RALA (Bl e, FAR), P ik 2N PTiE
% B E RSB, KB F T S KA T 5 AL A (P,
it H AR A, HEARTFIRNRASW 5 FTiE % KA T HE
My e/ BB AR T AN R H AR AR ),

—f#xmE, PSGL-1 $ KT HHARE G 0 KHL #4744, FReER
iR BEIL M E TN . ZFHWARA T AR TEGRKILRFE
A v gk,

Bk, B %S aE 25T 4 PSGL-1 % IR 4LR A AT R
Fridsh g TR FEER. PR BRAAKR., REIFEIRSRALR
Bl 6gAL RN A o o B B %, PTRAER O35 H RAEF(REATTE). FHIK
(4o B A AL4E). R @ E WA (doi5 f 97 B A5 (lysolecithin)) . % JR 8% (pluronic
polyols). M &E-F. Ak, mtilA. R EZG R _AMABF. TR
A EAEGERA BCG(F A% bacilli Calmette-Guerin) & > # 47 &
(Corynebacterium parvum). £ vy b % J& 142 = 4 84 % LSRR AR T
4 5 /& 2% (heterogeneous populations), T VAM %I i 64 5h 4 do 7 & KT

Bk, KK FHRREIE S LIETAR, HSbHARELETRIK. AR
ft.(humanized) Ak K4k A FAR . B4E4UHR, Fab H B, F(ab')2 F . vARAE
A Fab RIAX L& A5 F,

¥ F MR R AT 4 R R R E AR 89 ¥ R AE (homogeneous
populations), ¥ &/ _Eif PSGL-1 % BkBATA L XBHE KA A E&(5R, b
4o Kohler et al., Nature 256: 495(1975); Kohler et al., Eur J Immunol 6:
511(1976); Kohler et al., Eur. J Immunol 6: 292(1976); Hammerling et al.,
Monoclonal Antibodies and T cell Hybridomas, Elseveir, N. Y. (1981)).

Bk, BT oAb o FRARRIRF: AR S4E R
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JitL B A& FF AR ST 6945444 R (4 Kohler et al., Nature 256:495(1975)%= £ [
4] 4376,110 Frik), AKX B @4 LBH A (Kosber et al., Immunology
Today 4: 72(1983); Cole et al., Proc Natl Acad Sci USA 80: 2026(1983))1A &
EBV % X /& 4% K(Cole et al., Monoclonal Antibodies and Cancer Therapy, Alan
R. Liss, Inc., pp. 77-96(1983)). AT FAKT A RAFFTAF Rt % B KREE, &
1% 1gG. IgM. IgE. IgA. IgD B ENe1EM L, KL A4 H 7 BHuik
4 2 IB T VAR RAR N 3SR, AR A $1&5E AL U E IR B A 1
P53 BEARRA L5 TR AH R 6 7 ik

—8 =4, ST RAFFAE Western FPIE R B ITIE S iE (Bl 4w, F0
Ausubel F(F) _L)FTi& 6975 )R MK % 1% R E L &R PSGL-1 #5414
0912 5], FedF MR A Fesd A PSGL - 1 93RS A T ALK B, ARsbT 484
T mAe.(f]4» CD3 + fmfie) & & PSGL-1 /R FF 6 iF - T ta I 7l i A=/ 3k B 49
. PSGL-1 4R LA A A .

LRI A Bl e ARG 77 7 R — o (Blde, FTRETHEA KRG
RERHR T LY RBEE, Hioh 8§ F LR ARR, BHEMEF, STHH
S faFe T 0B F% A K60 T @AAF 69 %5 LK), X sk AR AL T VA L
B T ih ik B 454 PSGL-1 &8 /) 6948610649 .

BE, #& “RAFIR” K #1E A (Morrison et al., Proc. Natl.
Acad. Sci. USA 81:6851(1984); Neuberger et al., Nature 312:604(1984); Takada
et al., Nature 314: 452(1984)), AT i H AR LI LA & LB 50 R4F 769 /)y KK
S FHRABEEFE LA MEROARRS TFHEARTEAE A, TR
SRR ST, REGHRS KR T AR M SHMAT L, F]de— L8 S 40K
AARRF DAL AEFKRGTERFRALRREONELK,

7 MR B E LA TR HEAR (R B 4] 4946778 A& 4704692), &
T #4410 PSGL-1 % AR FUAR R 7 B, BaE kB b R k&40 T4
Hzgkeh Fv R A, Mafes ik, |

RBIRA LR ARRLEN AR BT EG Lo BARL =, 4
WA R R EFERRRT IARNE GBS BIIRST M= 4 4 Fa@b)2 A
B, Foif & F(ab')2 K BiE] 6 —sis A s ) Fab A B, &, 7T VA EAH Fab
& & XL (Huse et al., Science 246:1275(1989)), MAtRig R R G bz LA
F & 4% 5+ 1 44 Fab h &

13
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B 7T E4 RARIR G40 8d 7 ik W ik da vl ARk, Bldo, BAH PFE eh4%
S 64 3 F M AR O] 18 i ) Ak ik 42 8 4T AR K(Scotgene, Scotland; Oxford
Molecular, Palo Alto, Calif). # 7% a&AEAGITAR, whiEXF i+ £k
8 AR AR R AR K B 69 4% 5.2 —(Green et al., Nature Genetics 7: 13(1994);
#a U.S. Pat. No. 5,545,806 #= 5,569,825).

% ik LB F PSGL-1 69k ah e 7 ik

AL 6457 485 PSGL-1(3k PSGL-1 # % K k)48 24k f 691L4
Wt 7 ik, FTiRALSH LIER R T 5 PSGL-1 &4 W #65 L T @il Bt
/5% T @A s, Pridis4pif @158 % PSGL-1 58T PSGL-1
EHGBRES, RAFAIIEA RG4S, ABRIAT
PSGL-1 #F M #9140 .

IR BB ALK A TR e o) LFER R T AR, FURARE R IR, AR S
PSGL-1 7iA% PSGL-1 /5 £ 49 2 f6. 64 € A HALS- W (3w AP iR),

XA A L FEAR R TR T AR, 4o TR M AR, @462 RIRF ALK T
B 4 mx i1 (Lam et al., Nature 354:82[1991]; Houghten et al., Nature
354:84[1991]), & D #=/3 L M A £ ILB, %MK (phosphopeptides)l a& i 25
AL AT A o F ER R (38, BARRT, AR, B IFe, L@
ik 3 J& (directed phosphopeptide libraries) #9 A& i ; Songyang et al., Cell
72:767[1993]), #FAR(ELIE, 2 RFRT % L Eduik, LAERIKR, ARMLIR
K, FaRAFR AR, SAFARR L FAR, Fab, F(ab')2 #= Fab R A& kL
BV R R AT 4 A BR)A B A LR ST

TR B ALK R TF ik ey e b aiE, 2 RT#h PSGL-1 &a
E N ST (e AT,

T AFE B T AR A F R, RS W 69 5 T R S He oW
W&, FTiRAL- e PSGL-1 69 R AR F M., —E#A R I E
W RAY), FEMAL SR RIREP T oA F4e, B, XEFHALETH
A RREWIR T A A b, KA EMALE T VA ) RAR IR Efe 6 HOR An
VARAIN, ELIEMIKE BEBA D). MBI BRF T SAAE KA E4 2
A5 R RBARG MR AIF4. BB —FHILT, AIALFERX
&k FE gk, TR FREAT A EEAR)LE G691 BARKREE AL,

E RV A 4o b TR st AR BUR 45 A9 AL A M AT IR T Al &, AT
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VAP ik 4t L, QIERRFHIE, SRS M A B &
Y& MM (LIEZRG)E, KT IRk 48445 PSGL-1 ZE B+ T @
Bl B A/ RAE R T e AT iesdh.,

FEARSL, TR — & A%k %A 445 PSGL-1(3 PSGL-1 ¥ RiR)H &
VER 6910 e-d . P B AT VA Rl 4m i KLPTiE 6 T e iE i4,
M Bl Fbside B & Ra ki, BAHEMF, THHAERAR T @RES
A

k%% 5 PSGL-1 &6yt 25 0, A —T 5B T4
% PSGL-1(3 3 R 3R)89 B RA-M Ao XA S40, KRG £ AN E] T2
X RFFE A EAE R FF A, M AR T ANREL a4 F IR 3 Ao/ 3 48 )
By Z AW, FrkA e PSGL-1 FFET AT RL B 69 RR MR, A—s i
AT, RiEkxt FF PSGL-1 RIReG ARG K FAER & AR E(Blde, FR1E. 2
BIEAENESMF)IAREAORS KRExs,

T AT A B A 5 RAT, Blde: —FI AT F P RE B Z
PSGL-1 &% . %K. K. BE&ZaRIN XA s—EA4m L, Fen
B R LA T BB & T B 4869 PSGL-1 503X m g L AR, ERF E0E
#7 KT, PSGL-1 B M T#WAE T EAREE, MitREZEN KM
T HEAR K HAR D,

B R, MEBTRTARAAEEA, 4GS TAIEL
MARENH A7 XA B E, EEMMETRONEREARRTOELZER
A MIERFNTRAR; XA, TALKEEOFFHGIIK, HKitEs
AR A B E, #mAlA A ENRAREMEEa8T TEAREAD, it
B E2%F AR EART F L&A,

AT TR, MAFEERSELH IR ORBEENORE.
YR TG, Fsflieskiky XERRRA RS, AMEFTR R AT A
LM RE R THABAARE. RUE T ERMRGYEASMTARS 7
AT, HFTUARFAKRE TGRS TLATL, REAMNEZLTFLE
G AL EP R R A A T . A IR EA BULARLH K B 2845
RIE B AR B EATLRAARNE T REG LAY, LR ALK E K
B4 A AR AR,

KA, B ERMYHAT, BRI FHE KRR R 5 5T,
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FHW A 6 B AR, 4eit A B 749 PSGL-1 & &, £k, BK. #&& 4 K
¥ -4 e Uik, RBEEERT B ARG ETEESMH, KERA
LR TR A6 HE RS F AR IR IR R MM B S M) F L,

T 91, vA SRR A AL 6 5T 7 kAT VA ) RS A8 S PSGL-1 REL 694k
S, Bl4oig I &R PSGL-1 ¥tmfed, 2 a AR T FEELRE
PSGL-1 #9mf % . vAmIA I ah e o047 77 ik 5 TS o fe 3R L 4% 7
A EAAE, Flhe— B 5T RIS Y BEA PSGL-1 AWML E, ZiL
SR ARSI RN R F EHFEL T @A T RFHK T @il s
B 7.

B

AEPHBHZEAEMRTHRBELE, faiEfe, K. haF.
AT 45 F 145 E PSGL-1 % Akegib - o) M 4R W 2 R K R 6 —
ANHFAE, FE—RiE FHB T, BT A4E PSGL-1 4934 3) 7 (Agonist).

1 T RERGHMLEMTARS R T FBLs, RA—FRZ A
AT FTRESOBAIRY A, RS AL AT FTHEHE L
B T ARIE % AY R 6945 2h 3512 f EAT R 4.

1A T B ) i, B B il M i 48 2 a9 %I A, Bl dedkik K £ (bolus)iE 4%
REGHBAEF) . EHAF R T AR ELHEF XRRA, #loRbE
P REZHNEBT, FAGRA. ZAGHTHERETF R, BR.
KA R KEEAR T GILRGT X, F T EFN, BEAF/25
A FRG KA. RF, FHRSTUERAHEX, AR AE SO
e K H 04 R 6K R B4 .

4 T mie N6 %% 5 EB AR T miestey ik

%R F @S E T RFHG AR LS, TRARGRATEE
PSGL-1 % BRI A~ 84 £ M2 s fe/Rot 77 5t B A RE B @R A, )0
T o589 R A K e sk, b4 LIE R TR T IR, AR R R
RE . AR EAH LAY, CAEAT T @k & e PSGL-1 FFL1E5
AR AER T @R T., REAPNFETFLOEmANFF@IOED
PSGL-1 X BA#) B . AR IAPTE 694044~ Al TAEFT R M & T
mpEMAERL, BAERATEFOEASREMER. BESHMER.
SHEMEERRRT R,
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B &L BT 3£ 69 47 PSGL-1 #9144 5T 74 57 84 sk 9% 52 ) L3612 R IR F: 4B 4k
. R R(CHEEREBERXT K, FLERERXT K. BXT KAFHL
BERTR), BAMBAE. BAME, TEILS. RGO ERE.
AR FT IR R R(CAE MR K BHHA K. F B, I
HAE K 476 4E(sjogen's syndrome). 3. ¥ B K (crohn's disease). #5 1 o 5
. BRER . SRR, ARLEX. 1ABERRA. KEMBETAERRK. TH
MM K o LA RS L R K 48 BEIR A (cutaneous lupus erythematosus).
BEmA. AKX, AMmE. B75. RS K R (leprosy reversal reaction).
21 Bt AR 4 (erythema nodosum leprosum). B4R & Z M E FME £, 14K
MR K . EMIRL B MR, AR AT AN R AT 2T R K
(idiopathic bilateral progressive sensorineural hearing loss). 4 [ 4 % o
seirtmie it R, AR MOARR Y E. BRMRE K. FARKR T
7% (Wegener's granulomatosis). M FFH B L. LR K - B4 KL
(Stevens-Johnson syndrome). B X M#F R, A-FZEH, £ X K5 (Graves'
disease). £ K BH. REAMPEEREA. REEHFHBE L., B F WM BELST 4
1. BALITE LR BHRBI(LIEER FRRFAFLL NGB i 8
AL, FIEBM. RIEMETHEROSH. THM & IR 4odF i M4 1L 4 (atopic
allergy). & i# AR T 40T & Jo & o J& Ao/ S B

AE AT ET A F R RARISRARA F B 204 T e, ok
A TR EMHART G AR KL AT 640 PSGL-1 #91ba4R
Gy FAREAN KB R T e, AZ&TEB Toofkmoftd i
AT mie e et 4 B, ABIR Y RIRE @i0BE T T aafieyiE s,

VAT A AR B E5], ALK T E F RURT TR L5446 F.

%264]

KB 1: T WA TFFEE( TAIP” )\ LB 54

4 7% TAIP 4% 53t 69 £ U HAR 49 7 % & R R Kohler 5 Milstein 49 A1
o m b 4w k57 7% (European Journal of Immunology (1976) 6: 511-519)¥4
B & E R R RIE. %71 2%& A A(ConA)iE{L/E Y Balb/e s A%
JE T ffeizatebe 85, BAFHAAKE s@mleit 5 B ie mie 4 ks, F
BB R G, AR AR R B ae8, STABRRZA
IR E I, FARRGEGIERG RATY ., RFBR LG EE >
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B2 I i3 FEFAR, 44 h TAB4, s F M3 EARINMELR T @
JOR T, RAEKRAFHT KA., md TAB4 BN RARFLA T @
LB =55 & 4 (T cell apoptosis inducing protein, TAIP).

C57BL/6J(B6)#= BALB/c )» &, & Jackson 5% % E (Bar Harbor, ME). #X
FECRMABLEBERFEFRAMT S,

TAB4 22 35 64 IR 48 093847 £ 7R A 20000 x g &0 10 24, FifF £
VA 1: 1 &Ll B 45 A4 PR (0.1M BEBR4A, pHS.O)#ATHE., B &ZaM G
)fi(*iﬁﬁ‘ﬁﬂﬁﬁ Iml)¥A 3-5ml A% A BB R, BEFOZR ETR LM

Z2EOFRGH, BRAEY EFRBLHEZAT. A 6-10ml E5LFRE

Af, FFA Sml SEBLE AR (0.IM H A8 - 38R, pH2 8)AFATidAR Suit i 4
AR TR, F—R 5 04 Iml RABLEA K, BT A Iml 69845 S0ul IM
Tris-HCI, pH7.5 4, HFRAeI R A E P M pHIL, ICLE QSRR

F 4 2 7+ PBS(pH7.4)F EAT =0k, HREMN Z DB, ZEHHRARES
)ﬂ Bradford Ffi£ &9 7 i% F] Bio-Rad Protein Assay(BIO-RAD, Hercules, CA)4
MEEEGIRE.

FHP 2 DEAMEBRAEFARNOHNERATHENENLETE

) BEBEZ 7T T 8ml 49 Hank's T4 25 (HBSS)¥, I K# E3K A )
SRR, miR A 15ml 49 B S (Coaster), YA 200 x g &S 5 447, )32
LF®R, MR EEOBRMTREIEHEFTRANEFIERT., o
A 1ml 41 4m B8 5L 48 % 2. (0.6M NH,CI, 0.17M Tris 4%, pH7.65), & T E &%

F 2 AP AR BRI e, FAe A Oml HBSS Hik &1L R . VA 200 %

g B 5 At EBaR LFR, PTARH mitiis B HBSS #se®k e BT
RPMI 32 fik . A 3kt 4L 35 (Cambridge Scientific Inc.) % & b 35 HEFR % &
A B AR P AR IR B R A E &,

Y £ & R om i ) RPMI 33 FR i iR 2 40K E 3 x 10%ml, FAe AL RAE
A 2ug/ml #4971 2& 8 A RFAT wit, @B F RSB E 6 LI HRR(FEFIL
Sml)2k 10cm #93% Frmd (F—32 R 10ml), £ 37°C, 5% —EALBKIEHRINE
TFIA 48 BT, REMIRIZRY. IAFN IR mIe(LIEFIL T @),
FHEFT Sml ¢y HBSS ¥, B E2ESEF Sml 55% 89 Percoll &%
REL, BB DSBS FGERE, £ 25CA 1900 x g &S @mie 13
AT L RE R B F ik, NREIR G FaiE s £ T @le, 57 HBSS
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HoRGEPT AT RET.

ZaP 3 FAT mpe AT

MAEE T @A(JLE 44 2)v A4 K Sng/ml IL-2 ¢ PRMI 3% fc iz #h 4 2|
YORE S x 10° A g fe/ml, FHARIER 1 694 38 54 ) 21 B2 1g. TAB4 34 CD3
FARATAL I,

A1

SR 48 5 4L 39 *
FF b B8 28 3ug/ml € & Ig

5ng/ml IL-2

3pug/ml KBEFAAARELE K 1g)
TAB4 48 3pg/ml TAB4 ¥ %, M 448

Sng/ml IL-2

3ug/ml LBEARELE R 1g)
FE M AT BE 20 1pg/ml 31 CD3 mAb

Sng/ml IL-2

lug/ml ZBEFAARGE D & Ig)
*: EIRRT B8 AR Y LR

FE¥EFR 18-24 NI E, 1828 T-AAD 48R T 5 AT RAR M B —IE FR P
ey emfe B TARE . K6 mieAd £ A X @ AL (FACS)5 47 & (Falcon), J]
sk 464 FACS J£#% (PBS ¥4 1 % Be 4 i, 0.05% B R4M)EMAK, £4C,
200 x g BSIFER mRILIE &, AR EHT BT T4 FACS IR E4ARE
1-2 x 107 A 4@t /ml, Sbi4E 0.1ml afe &% % 5 7-AAD R4, £ 7-AAD #)
SORE A 2ug/ml, KRBT 4CEAIER 20 4P AT R E. R EE @I
sk FACS ik —k, BZF T 0.5ml #9 FACS i&& ¥, 34 BD LSR
AR 28 A (Becton Dickison)# AT 447 .

A1 2FREAMYERERRER, MERBEHARLZFRY T @it
TAB4(3t TAIP)/N 564 B T 13 5 RAF AR M0 BT 9], KB 77 ik A A wm e
VA Con-A FRF LB EAR IL-2 69335kt . BORFBFELN T @8,
REH TAB4 ¥ LRSS BA R Ig #173E, Fhine & IgG ki
A RBEAHATRM, FH—REIPIEE TAIP ZIEEA F LK TF(6.5%)A
T TS, 122 TAB4 F LA @M ATHARELES 2 REME 17% .,
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AL

BARENRUKYFYE, MAF A THRZE 44%. M 5F IL-2 ¢93F Fcdh ik
2, FBAR IgC RFLAFEAYAT T @iethit. L CD3 AR A falt
st EB)EE 48 BB, TTVAE A 38% 69 T tafe B o (F4E K B 7).

L) 4. ERFILEL T TAIP R AR

4 el JF) /K484 FACS 757 (PBS T4 1% Bé4FfiF, 0.05% & 540)%™
K, EN FACS 9 #7% (Falcon)® T 4C200 x g B, @i g &F Tikb
49 FACS S 2 MR E A 1 x 107 M mft/ml, F o8& 0.1ml 6954, &
N FACS 5 #7% (Falcon) F A& B AR SHTZ A . bl Aln X\ TAB4 # L&Ak
RATRBA R [gORE 2ug/m) E @, ERAR ACEKHFTHE 30 447
AR B E,. mIvAKRA ) FACS BiRk—RERHBITEENEE: (1)
%) % 4 L e NS 488 &% (cychrome) & B4 49 4L CD3 UKk (2pg/ml). FITC 1%
e A R Ig A PE 1% B 4 4L CD8/CD4/CD19/CD11b/ iZ
(pan)-NK/I-A/I-E/Mac-3 #AR(2ug/ml) 9 100l 7449 FACS &i&k; (2)%1 /4
At NS FITC 188449 34 R, Ig. PE1BBAMIL CDS WA min &£
1234 649 3 CD4 Ak (2ug/ml) 45 100l 744 FACS 5% . f£#k AR 4°CHEM4
TFRAE 30 m4F. $ &5 mRvARA ) FACS IR ML, EHEFT |
Z FH44 FACS /5% F, 4 BD LSR #A X 28 ief(Becton Dickinson) 547 .

B 348 4 7% % FACS 2-#71F 42 TAIP 3L/8 42 I%-4m it 5 B4 A 40 L R
B LA Fegod, woB 3 P, CDI9'B 4tk @ & X AK/K-FA2 T 4 2] 49
TAIP & & . A& CD3'T @i B30 A R 745 mie & & 0 TR 2| K Z 4
TAIP &#& . K344 CD4™. CD8 A& CD4A'8' MM T @l RiA K E6) ATIP
Ea, MRARAVEW CDASMIE T @i kL TAIP & & (B 4).

M & kBT B6 2 BALB/c ) A4 4R, @L4&fE. JARR. SIE. MAE.
PRk, §. BAE. MEAREK, TEREIABZT 10% F&E:, FaiEf
%Rk, BB vA Leica RM2135 47 A ML %, 4um B 94830, R T
45CHKP F-FAETABRENEA £, WA ESTCTFRABEA TEL LR,

A AP G R B R B ARBAF AR F AP A Z —F K-100% T
BEeg 25| TR, REREGAL 100% LB, A A REBARERFEZ S
100% B2 -90% LBE-85% LB - 70% L BE-PBS # % 7| ¥t 47 & KAk
(rehydrated), #&/& BT PBS & F. HETROR AL DB F#AT, ¥
(a4 B B T3 W (Blocking) % & (4 1% £ % L F0iF), TERBEF 1)
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B (3R 4 CER)VAZ A AR F 69456, BEIME AR, WA v TAB4
REFAR [g(1:200 HBVREAETRFTHEF 1 DR 4CER). WA
PBS =K, &K 5 54V viARS & % —HuR(primary antibody), &5 1:250 #
AR RR BRI L IR R Ig RL, FAZERTHE | DB, WA
BRVA PBS o=k, K 5 54F, AREEEBIL IR, FA BCIP/NBT
BRMERTERBAEE 004, ZEHKRUPBS skt A, ik 24H
B R4, FFvA PBS- B8 - — F R4 £ 5| #EATALAK, 3 EVA R T 4L T UL,

LR ETAAETHERGELE T TN E TAIP & @ 69 RIE, EATAN
e e e LA AN B L E G 6 kK,

645 5. tmiek & TAIP B A M ENR KB

5% 107/ RL & 1 & NIH-3T3 @/ T4 0.5Smg/ml Sulfo-NHS-4 4%
(Pierce)® ImlPBS ¥, F Frk L 30 2 4F# TR OAMELR L. REEH
a e F T 0.5ml Dulbecco #) £ 7 49 Eagle's 3 & (Life Technologies,
Inc.), BTkl 10 4P AL R, @ftvh 1ml 49 Dulbecco #9 £ T 9
Eagle's 3% fr i se—k, F /A 1ml PBS A K.

EAFITE ML 5.0 x 107 A mft/ml 84 B B AH 7 4% G Bl 4| iR
&%) (Roche) # %~ 44 5 f# 4% 7 #& (1 % Triton X-100, 20mM Tris-HCIl, pHS.0,
160mM NaCl, 1mM CaCL) ¥ A 15 24, @ AR vA 10,000 x g B
10 AR T R, R RRAABE SRS E 4CTHAT, AHTH#AT
RFIE, BREEBEEHME Soul E'E4 &AL G-Sepharose(Amersham
Pharmacia Biotech)i# & 30 541V A R EHF FHLESK G, ¥R MITLIE,
B EFRSAREIAFHEFMET 5.0x100 Mm)5FA£WmAT 10pug
TAB4 % 4,4k Rk § EF £ R iF ¢ 1gG 9% & T G-Sepharose 20p1 4
FIMH . £ 4ACRE 4 1S, BEBS A 54 4 %(0.05 % Triton X-100, 50mM
Tris-HCI, pH8.5, 400mM NaCl, ImM CaCl,, 1mg/ml 57 & & & ) K, B vA4H
ok B 42 ¥ 38 (250mM NaCl A% 400mM NaCl)zemk., 4534 T
TAB4 #9& @ vk 50ul 9 1 x SDS #5048 W R M., ALY EEAR VA 8%
SDS-PAGE #ik4 & 445 2B AT £ (Millipore) L. JEEA T E4k
Y BB B 449 97 & & (Avidin)(PharMingen)#t 47 BEL # VA3 & AR A (NEM™
Life Science Products) £ &k AT £ M E LK E G .

4o 2 B, £ RL & 1 @M(TAIP'T @a/e)+ & TAB4 L& th keh £ 4
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T R EEE T £ 120kDa, /£ 3T3 @ Je(TAIP afe)F B A% &
kPR EE ., M LOAA A R EF F & E /M G-Sepharose /X A8 = 2] it
120 kDa #9& & i, X4 R & 7EA 120 kDa #9% & i 2 TAB4 % L% 40
WETIRF 6 T iR & IL/R .

FHH] 6: A T 4m e Y K A

AR A TAB4 3t T /e A mieBei1E R, £ SR R S
300ug TAB4 5t B AR Ig, £5 4 R @IE. MM @RR S B ot/
Bempe, iHE L w5l FACS 2 ek @ 47.E .

AT FACS o7, @leF 4Crh 2% 3 RFEBE R 20 a4F, %K,
B T kA6 FACS R AR E A 1 x 107 A mfe/ml. & — K 5 # FACS
S-H % (Falcon) ¥ Au A 100l 54044 4 f &% &, TAB4 TR A #, Ig Ao F)
AR P RA EUORE 2ug/ml, T 4 CBAHEE 30 54, el kA4 FACS
BRI RE, RTIEFRATRE: (D@l 100ul KA FACS
Wk, BRAR e EI188E4R CD3 AR Qug/ml). FITC B3 a4t &
Ig & PE 1% 3% ¢4 41 CD8/CD4/CD19/CD11b/:Z NK/I-A/I-E/Mac-3 34Kk (2pg/ml);
Fo (2)FA B 4m AR Am N 100l k%49 FACS 5k, 44 FITC /BB 656 &
Ig. PE 12344945 CD8 KRR it & £ 18554940 CD4 4k (2ug/ml). /£ 4C
AT R AL 30 547, &G, FEMMICAKE ) FACS BRkmAk, &

#H &AF T 1,000ul 49 FACS &ER&R ¥, Z/EvA BD LSR AKX 4904 (Becton
Dickinson)&~#7 .

ARG 4 R, £ TAB4 & 3269 R 4940 A & 482 (PBL)F, CD3'T 48
JLE o Ho st BB 4R B89 36.7 % &2 4.1 % (& 2). 7 TAB4 &L 324L% & A% 40
JOESEM TR, Rdaf TAB4 &2 ey A F, CD3'T @it# 8 T 62
%, BRFGEILIE FTHES0%, CDI9OB it b 4k B #H43g Ao, M TAB4
AL 22 44 /) RIBRAT 64 ) B 4 0 8 SR AT BB B B SILER B 04 A B 4 R KT
4 48% (R T 52%). suoh, T CDA'T i, FiA 4t CD8'. CD4'CDS8"
% CD4CDST fmfindk B L ARF AV, H+F CD4A'CD8 4 T it LB % 2|4
FRERKORY T 64.7%).
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£ 2
- RE
x 10° AL 32 EFLRIg | TA-B4-# 32 H (%)
F 4 L 6, 4K 123 93.3 105 14.6
CD3'T a/e 32.8 28.4 12.4 62.2
CD3'CD19" 72.2 53.4 72.9 -0.8
CD3NK" 3.6 2.4 1.80 50
R R E) )
P EFLR g | TA-B4-&E K IR %)
CD3'T ¢/ 36.7% 36 % 4.1% 88.8 %
Fé Bk
x 10° A2 EFAR g | TA-B4-AHE H (%)
PA) A 4m oL % 3K 94 229 45 52.1
CD4" 9.3 28.4 10.9 -16.6
CD8" 52 7.7 3.6 30.3
CD4'CDS8’ 73.8 182 26 64.7
CD4'CD§ 5.6 10.5 4.5 19.3
(LR EMEIE R H =K TR
LA 7 1 TAIP AR RiEF IL-2 3 TNF- o 8 5isk
Balb/c > R (H-2Y)MIE A 72 4 300pug TAB4 AT RRA R Ig. EHE T R

S BRmie(AH L EmIR), S REE C L3y CIHH-2k)M- et h
R gm0 F) 33 4, 3 RUB BURIE A L7 &, FHvA ELISA X7 & (PharMingen)
MEIL-2 4%, wB S Hw, SR ZA0ki, kf TAB4 L&

8 BURL tm e B TL-2 4 nbAk 4 .

FsEBE TABY 432/ 8 F A4 EHALARTE,
woat T Mt B R EE4, e RE T4 4430 TAIP 4uik4w TAB4, =T

AL FARAATD T a4 RE 2 T @ENFH LR E,
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G S SV R R BB AR A KA R A

L) 8: 18 A L TAIP VR T A A 4E/F

8 £ 12 Bl R(R A RAAFEE )AL KB LBLA%(Acepromazine
meleate)(Fermenta Animal Health Co., Kansas City, MO)#&. B AR ALAT (K
PRAHFARET 7 K), BRI C5TBL/6 ZAk s R(H-2")EAE i 2 44
500pg TAB4 KB A RBIAK, £ RE, ¥ oA ARG RAAEL Balb/j
s BUH-2%Y 89 BB R R BE A A B 2 AR T A AL 21T 49 CSTBL/6 ) R A9 A
TR, #BHE LR, D RAKESH 500ug TABS X B At Bk, e
HREM DR, A 50%BMEKIFRHAAHF . BHEDGEHEHIL
4o B T(n=8)Fi 7. # IR T TAB4 LK T F AR KRB HEMGHFEE,

4] 9: TAIP £ 5% 4 PSGL-1

P-ik - EAEF & BAR-1(PSGL-1), X % CDI162, @ mft LR ikeh £ &
4 P BE RN, LA @ILEIE T @i (Sako et al., 1993, Cell 75: 1179;
Vachino et al., 1995, J. Biol. Chem. 270: 21966; Veldman et al., 1995, J. Biol.
Chem. 270: 16470), TAIP 44 A 45 M 4o iF & 5 L = Rib e %, 38 = TAIP
5 PSGL-1 T A48 M4 +T fed. A T AHRBAMRARG X Z, HTT WA
TRK: 1)d TAB4 RIE 6 /R R T T4 T @ L =T 1945 69 30 PSGL-1 ik
PR A, Ao 2)ANm LI ff 40 F L PSGL-1 AR 2 F 4878 i, TAB4.

RL & 1T @tk 1.0 x 108/~ tmfe/ml 49 A0 % B A 72 & Bdi 4|
My B A-F) 649 AR E A & (1 % Triton X-100, 20mM Tris-HCI, pH8.0, 160mM
NaCl, ImM CaCl) ¥ Zm— I at, @mARZEMEHAH A ML 10,000 x g F 3 10
SAILIE, LRRGETHREE ACTHAT. MET 5.0x 10" S maeh 58
5 F AN 10ug 3 PSGL-1 #£ % % 4uik(clone 2PHI, PharMingen, San
Diego, CA). # TAIP ¥ % &34k . TAB4 Kk B EF £ R iF 6 IgG 49 20ul
& & i G-Sepharose 5, T 4CHF 4 DB, R vA KBS F&(0.05
% Triton X-100, 50mM Tris-HCL, pH8.5, 400mM NaCl, ImM CaCl,, Img/ml
97 & &G ) B R, B AAALe) RIEE W & (250mM K # 400mM NaCl)zt#
K, BN EE. 40ul 89 1 xSDS HaeZ FREM., BBLAOZE 6%
SDS-PAGE 4 & 44 Z AR 4 £ IE L, 20437 PSGL-1 3L B4k it
ATRBEPIE, FR LR EEIBEEG L ERK R [gG(T 4 + B4R F L
#.7) (Renaissance, NEN)# 1T & .
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FEAYERG RL S IT @A 1.0 x 108 @ft/ml ¢4 mpe 5 A T AR
fREFRY AR, WRIYE 4463 40ul &4 R G-Sepharose £ 49 20ug
FARAE 4C FiLRME . A PSGL-1 3£ £ B4R (2PHI) st BB K & IgG it
AT B 3R JA TAB4 3K B % A A 3T B8 fo 7 Sh 470 i, K IRJB 0 AR 40 &5 5 vA
TAB4 4t PSGL-1 ¥ 50 B AR EAT £ ILITIE, RIAILEM T 6% SDS-FA
WBLERIK B AR KA ZHERN. B 6 AT, 4T PSGL-1 34K
AM T @l ZL M4 F ik TAIP & & . B4, AR TAIP #UR(TABA) L i
KT RNEAR, T4 E Western FP 45715 40 A 95430 PSGL-1 44K P32
.

FH#H5] 10: 4L PSGL-1 AARTHELAEL T mie BT

AT HZPSGL-1 EAX T @A TFHHENAE, STFLG T @
Mo AT AZ 28, VAR B % B et PSGL-1 A3 49 e e B 12 5 R AF 8R4
BURT ), A EPHA) LR RABAL T @t as IL2 4
BHRAETH ST, ZEKRIGELRS T @I, £IL2 5 RBERKREGET
A #L PSGL-1 #uAR#tAT30E

A B R ARG YA B fem NFFE B G, AR F 48 58 5 VA
Ficoll-Paque Plus(Pharmacia Biotech)d % 9| /& fn %/~ 4% 4a fe.(PBMC). stémfie
vA 1% PHA(Life Technologies, GibcoBRL)7& ¥ 48 |~ Bt , 33 1% fm fR /2 A~
MR AEAH EHEA IL-2Gng/mDeg3E i, A T #ERA PSGL-1
AR EFATHRS, Fhymp# i TAE: (DA lug/ml 694
PSGL-1 #4k £, KPL-1(BD PharMingen)Z 0.5pg/ml #9 X B4 &40 K Ig
(Jackson ImmunoResearch Laboratory); (2)An A4ty Bl & BB 5 Ig AR
BEA) b R lg RGOV AR EEA R A lg. RESSDEE, @igL
LB E G V #AR(BD PharMingen)#= PI(Sigma)it 7% &, vA FACS 547 #
T HA T it E 4.

4ol 8 B, 4EA 4L PSGL-1 #udikAe LBAA BF, & PSGL-1 A 6913
5, T$H PHA FHAAPBMC(EE2A4 T @)t AR K AT., L
PSGL-1 AT eZ i F AT @G F ok, AEZRE 85%3Em
EHE AR 24% , W ) Bl 4174~ (isotopic-matched) &) % B FLAR S AL IR
Pt 4 B3t bR da R AEATYE A .

Fef) 11: 4% A 4% PSGL-1 #h H R ARG 57 & & % 0% 4 & A
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3F JEAE AL A8 SR A (NOD) s B, 2 — AP A4 IATT 89 B 4R I AB FR 53 o)
H, PIRTHETE T, £K 20 AL NOD D REF4E AKX HMEFR.
FEEmy, ERDKESE 14, 15 = 17 AESHEZ 300pug FE6R
PSGL-1 #R(TAB4)EIE M 24, 25 24 A0 26 Bl &8 m— RARR ) & 49
A4, it RAN A TFAAR R EH R lg. £ 15 AEE A Medi-Test # 4
A& 1X 4k (Macherery-Nagel, Germany)& & # 4 M) -Js 69 ke, i 4 R &
4k = MR F B 4K P48 300mg/dl BT AL A 48 A

1o B 9 Fr T, Bt BRARARAL IEAD L, TAB4(3 PSGL-1 #uik )AL 32 = 4 A
2R IPE A . B kit PSGL-1 AR BT 74| A & %8 T iy E i, 5
TEER T AUAB SRR 6 K A

ERLTETHRLEEGLAURL mH B ZAREALRLA A B
07, 12ZEMRB AL A TES. RAAHIANE, KERERF ST T
E e RFERTCEZA.
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& r 51.82
"m0 I 43.12
40T ot %A
#a HE G
e 30 m TAB4
%k 16.76
0 b e
115 l_-3__|IJ'-79-’"5‘5
J ‘ '
0k 2K 4K 6K
R EAE R
"1
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IL-2 (ng/ml)
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W B W H6/951

A
4% - PSGL — 1 478 9 &
kDa 3
172 4
11 3
80 -
61 -

IP a-PSGL1 TAB4 NHS
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