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L &R IS & T AR P- P i d AR AR -1 (PSGL-1) MIPUIRBULHTR ST &
FBURI LA P a6 H T BRARAS RIS T 40 M A 3 B0 S s IR (9 29 3, b rid A B
WA LU SR BN T A T 400 5 10 S B B RS A (0 5 2L P BT AR sl
ity B T ALK PSGL-1 (045 A @ S EUT A MSL T[N 5 5 S84, I FRAR AT
AR TR T 41/ A S e N 5 L AP iR DAl i s 75 220 T 40 A3 1) 4
T8 N DA RFAE RIS 7 B Ik o

2. WEFFAVES & T UMUK P- EFEFOREE LK -1 (PSGL-1) IR RZ &
Fr BUR ALY 25 H T BRARSR T 47 3 1 S BE N I 2 I i, b Brid A B
AT LU SR AN T Z 0 T 4 3 1 S BB R A5 5 FL P i AR s s
ity B T ALK PSGL-1 (SS9 SECT A MSLT (U1 5 5 S840, TR
R BREAN TR S T 40 S e N HI b ik DU SN 7 S T 40 A3 1) 47
95 N DA R R I 7 R T R

3. WK RIS & T AU P- XEF ZOR EE (AR -1 (PSGL-1) IR B BLIR Z &
Fr BUR ALY 25 H T BERARNRI T 40 A 3 1 S e B I i i B, b Brig A B
AT UL s T 20 T 4 3 B S BN B R B 5 FErp P iR AR s
it B T AR PSGL-1 IEE &l S SECT A MSLT-(I1E 5 5 S 18150, T FAR T
L PREAN TR T 40 A S B 2 5 HA P TR DO s s AN TR 2 T 40 A 51 47
P N N RS MR R e B SR B R PR o

A BERF VRS G T MR P- B F ZME B A AR -1 (PSGL-1) MIBTIA B PLIRE: &
FBURI LA P a6 T BRARASR R T 40 M A 3 B0 S s IR (9 29 3, b rid iR 2
WA DL SR BN TG A T 400 5 0 S B B S A (0 5 2L rp BT AR sl
ity i BUS T HINRARIE PSGL-1 IS5 Al @ S EUT AL T (15 5 5 SRt I FRAR T
AL BREANTT A T 41/ S A S e N 5 L AP ik DAl s AN 5 B2 T 40 A3 1) 47
P N DA RFAE R 7 22 B PERBARAE o

5. WEFFAVES & T UMUK P- XEFEFOREEE ALK -1 (PSGL-1) IR ST R Z &
Fr BURI AL S 25 HT T BRARSR T 47 3 1 S BE BB I 2 I i, b Brid A B
I AT LU SR AN T Z 0 T A 3 1 S BENE R (5 5 FErp P i AR s
it B T AR PSGL-1 SS9 SECT A MSLT (U1 = 5 S840, TR
R BREAN T T 40 S e e N 5 P TR DO S AN TR 2 T 40 A 51
P N RS I R Fe R LA T2
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P-IZERBERB BN 1 AYETIH

[0001] L& FIE H A 20024F 03 H 13 H A E HIE 5 4 02802984. 4. K& B A FR A “P- ik
PR OBA L B R B HE R 73 R HIE

[0002]  AHZKHIIE

[0003] A/ BHEISK 2001 4 8 H 3 HRACH S HIifm I HiE 5 24 60/310, 196 1) HIE KL 5L
B RN BN LS .

& BR 4

[0004] AR HH T2 XTI R N A G5 Tk

[0005]  REHT =

[00061 4] i 15 A 75 B 1) G 05 LBV TT 1 B B e PR S 2 B AR I BOR
PLK—S8Ig T 5, B R ROSE MRS — . YRR T 40 i i TR R A S
PEBCH T R PE N 52 TR N LA E o I 522 el RART R —HUR AN —FORES, 1
Go 35 A2 PR T DR 1) B0 98 R, DRI Ml i 5 B Mk 25 2. 7ESS BB AE T, T 4 MufE
Xof R AT S i L i T AN ] BRI AR 8 o IRAT S S FD R v T V2 A AR R
JUSIE BE PR 2= A (cyclosporin) BUEMA# 2= (rapamycin) , HoR] BEITAT T 40 M1 5 72 O
B ARKEFR AN R -2 (IL-2) B, sdlHl a5 -2 (KA g g 4. H2h—
B DL, BN T 48 IR GR) (T cell-depletingagent) (419t CD3. CD4. CD8 (¥4
) 5 B 4 R 715 5 AR b I A B8R T 40 et (R R A2 il (ande CD25, B7-1.
B7-2. CD152. CTLA4 [RFLAE ) , iIX 48 S [ Hi A4 7 /D HE e AR FH I & A= 34 i A E
JEEPEAN R X EEHAAY Ay R TR B B R R S E KA A B
SRR IR

[0007]  HETCZ) 2 2 WA B JE TR 4 e S i R G0 1E 0 DhRe o B2, 2 B ER A
M EEHLE] (Kabelitz et al. Immunol. Today 14 :338-340(1993) ;Raff, Nature
356 :397-399(1992)) « A2 YR H 40 M N S EAM R RE S B S m gl R kS
Wo PUT 4 MK 7> T HIPTARAIPT Fas ( BEFR CDI5, 43 -5 43kD) « TNFR2 (43 -5 75KkD)
CD2 ( 4r ¥ & 45kD) K CTLA-4 ( 4 33kD) PLAIISFER T AT (Osborne, Curr.
Opin. Tmmunol. 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)) . 4> KIHIH Fas 5 TNFR2 73 F kR #& #il AT E 1 T 4H
Wi, 22 DR A 3 A Ay 1 FEAS UAE S i 4l i b 2208, i 8 A 4 BT I 25 2 O 2 1 4
R A REMAENH 5220555, XA R IS8T Re R 17X R Pt e 1697
I i) iz H (Ogasawara et al.Nature 364 :806-809(1993) ;Pfeffer et al.Cell :73:
457-467 (1993) ;Engelmann et al. J.Biological Chemical264 :14497-14504(1990)) .,
[o008] & HHMEIA

[0000] AR BH AL T 40 N R IRRD T 40 Mo mHi e P- L e 500 8 i /A 1 (PSGL-1) W H]
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SR T A ERGA K T 40 MU T AN MR T T S VAT i BN T T 41 R
() G N 2, B S5 B BN T 1 T 40 A A B AT S 3 SR S50 R S 490 4 T 40 B F v 9 ]
PR R B 25 AT B T 4N AR Pk S s, MoiZ T 40 B iy M 5 B 5 e o A B
FAEHEF bR R/ BT difesE (T cell-derived cancers) SEAHCHK. P, A%
HH A 25487 F PSGL-1 D BB AR 719 501 LA3EE o Bl yak /48 R T 40 i/ 3 00 S e B 285 1K) g v DA R O
& PSGL-1 ZhREMI TR 5 7 1 7774

[0010]  — 5 [, A< B IRIREAE g — B AEA 7R T TR s FRA R T 40 M A 5 1 S8 B 25 1)
o GHIFARE TSR kB AME, g Wi B DU SR s T2 i T 40N S 1
o 35 I B IR » B BRAZ R TG G, LA HZ AL 256 5 T 40 R TH 1) PSGL-1 &54&
ALY, o Bkt & 5 T 40022 [ () PSGL-1 454 7% K& pi T 40 usE T (11 5 1%
S s, R TR BB AN AR T 48 A 3 B S N

[0011] I TR V=LA LU 25 5 PSGL-1 BERr Sk 45 & Pk, s 2Bk s
GA B T—Hmd, A& A5 PSGL-1 RERr Rtk 45 A S sa i fitk. T—SEii &
W ARG 2R 5 R R BESUAL AR (agent) KIFEK T 4 MUK TH 2 4> PSGL-1 $i
JARZHERIE R . TS &P, Z A ERE R T g SR T 2 PSGL-1 Ft JR A9 AC B, £
W TR AT B 1 R A T AR B FE A A T A AET .

[0012]  ZE— A, AT EFEE R — e Wi A B & eI E s 5 —BlR
TR O 2 BT RS2 R R AR R B s B B M s T — s, ARy
AR IR — NS B A I ORI M s T s, AR AR AR R RN 2 W A
T 41 B (R AR P 3R

[0013]  fE—ANSEili /7 S, Brids T 4 A vEA0 i T 400 76— SERas, Brik T 40 g 2
CD4" I T 4. 755 —SLhtif b, Prik T 402 CD8' [ T 4 fid.

[0014]  FE— AL &b, AR IR A B4 A0E W AT AR (3B—2F
WEESL) 10 T B H , IEK %5 B 5 RE A A2 S WIE A RRE B EMEER)
(1) T 42 B AH 5%

[0015]  7E 5 —SEh 7 &, AT INRE B4 A0 EW 2 ar i MEARES (B—2E
PIFESD ) 1 T 40 MR A3 1, FRRZ AR 5 R B A 2GR AR (B
AEWIFESL ) BT 4R AR A LA

[0016]  fE—ASZili /7 S, AEAMRSE 2 5 38 s b i 22 /D W sk 20 %6 1) CD3" 4l i . 7E
— S T S AR RS 2 5 3k A IR 2 b 3096 .40 %6 .50 %6 B 22 1K CD3” 41 [
[0017]  {E—ANSE 77 &b, fEFL BT R B PR &5 4 B G, ik s dt a4 & v Bk
ST AMNE M F > 20% 1) CD3” AU T s7E— L85l 7y Ze b, IR EE 25 G 75 R A A
M 2D 30% .40% 50 % B E £ [ CD3™ 40 L (I FET o 4l O T30 % ml 1 Ar By A

[oo18] 5Ty I, AR WIRIRFAE A — B A T Al O B AR A0 (NK) i AET [T A
JHFEARE U DR LA R MR L PSCL-1 (1 T 41 sk A 2R A n 4, UL RES T 40
B F AR A MU T ) PSGL-1 &5 S AL G4 5 T i s F AR U0 4l e i, JL izl 15
Y5 T 40 e E AR R AT U IR T PSGL-1 W45 & i K A5 5 g il T 40 M el B AR A
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ML IZET .

[0019]  ZEA 7 yEA 4 H (AL & mT 5T PSGL-1 HAS S E 4 A Pk sk iR &5 &
Bto 1E—ANSEHERh, iRk & e xf PSGL-1 Bl Stk 45 & i SR Tu b Ak . 75— NSty
P AR I R BB S S AL e BRI A P R, S T 4 Bk
H AR 540 40 3R 1T 1 224> PSGL-1 PR AT Tk

[0020]  7E—ANSZit e, Z T ERE S T 0B H AR A% 40 iR 1 2 S PSGL-1 Bt
JRIAZBRI IR, Forp FridAC B S S ECT 40 sk NK 40 2B T i1E 544 Sl .

[0021]  fE—ANSEili 7 S, Brid T 4 A 3EAL 0 T 4088 76— SEhEf b, Brid T 40 2
CDA™ 1 T 4. 755 —SLhtf b, Brid T 40 M2 CD8™ 1Y T 4 fd.

[0022]  {E—ANSEHE T T, AT EARR VA ER AL AV S T 40 Mo B E 28 5407 40 i 1) 47
W (Viability) .

[0023]  fE—ANSEHE 7, A EAFR AL ER AL A V)G T 41 BB F 48 540 40 i A&
Wis e

[0024] %4 — 75T, A% B (FRFAE A 97 % PSGL-1 THEE IR R0 7 vk AT VEAFELLT 5
IR PRAL TR M T Rk PSGL-1 (740 i 54 40 i 5 040 o 4 ek 5 7 40 WL e i o )i
LI 40 B R A7 775 AN o AR A0 B 15 Tk PSGL-1 DhRE R T 7)o

[0025]  FE—ANSEi 7 S, A7 VA A RE RS DN e I A B0 T i A ML BE T AT A e i
YR A A PSGL-1 ThBE IR AT

[0026]  {E— Sl 5 &, FTid IR e 5 PSGL-1 R 53 45 & i Bk st iR i B R
G5 R B AE AN, BRI U S PSGL-1 KR 45 A I s B Bk . FE— 5K
Wi 75 FE R, AR TR AR AT B B PR S RS SR v B PR 4 A R R R A, IR S R
[l 24> PSGL-1 PR AT BRI AP 3R

[0027]  {fE— NS R, A TEAE T SR 1 24 PSCL-1 PR ATER D 3R, H
TR AT BT 15 3 A MR T (R T R R

[0028]  fE—ANSLiili s S, Brid T 4 R iEAL K T 4088 76— SEhEf b, Brid T 40 2
CDA'T 40 M. 765 —SEHafr, ik T 40 M2 CDS'T 41 .

[0020]  E— A5 77 &, AN 5 v A4 i 4% K S DA T B R IR A o 5 T 24 8kt
ATECHI DR

[0030] 55— THI, AR BHIRFAE A2 — Rk in n, oA 454 1 T 4 Mu sk 1 PSGL-1 L&
V), b ZA AV T4 RKRTE PSCL-1 &5 G 5 & RIE A T 41 RAET (5 S rE s it 72 s LA
FAT R ZA GG B 5 % 28 B B HET R BOmiE, o0 T 41 e Ui 5. 725
— 5L T S AR B TR VAT A SCHTHEIA 1985 Pl sl e (1A U B

[0031] AR BN s LBV AEA R AN Ay AT B M e g 2 I 0 B Y ek T 4
Moz B el 3 T A4 Beid T B, [ MA 4 2B PSCGL-1 IBTARAN 2338 il % M40 e A
T4 TL-2 88 TNF-a KPR T 5

[0032] A BH ) 55— AR s 2 AGH M SR 17 4 ()5 PSGL-1 Sy Andi, (R L R BRI AE 1 40 e,
JUIR T4l S AAR R AR b, PRI, A8 S0 14k A 0 A5 e JCAh 40 e 2 40 B S5 1)
I 2P T o 2ETC I 055 5 a0 A= i 16 4 B MR A e BT 7 2 B AE AN LA T 38 R 4
G OL T, LA T 405 HAR R4 ( 2 54 AR EZI CD3™ 4028y ) S brit
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PRI P T il S BT BB S 2 F 5 BT RAT RFALE

[0033] R llEAT LAt i) 5 SC, AEBEASE B9 T A SR S Rh2 44 1A (K 72 3, 55 A5 W i i 40
N B SRR 53 BT A 2 SCHTIR] o BOARARBLBRSE: [R) T2 ST B4 R 5 T I 264
RURIT5 2 n] FIAEA S B IR SREAT I G AR 355 (AR S TR R R s o BT B R &
MG L) S HABAEBLIR K225 SR G BN S HZ /] 1A L TR B Rk, )
CAAUE A5 Ko P38, BRI AR5 70 Ul I AIE , i JFAR A AR AR o
[0034] A< WY FA FLA R ) RIS s B 19 3RS T i B U W A0 40 B ORI SR A

R 1 152 AR

[0035] P& 1 s iEAb i T 45 TABA (—FhHL PSGL-1 R s EHLAk ) RNV T 51k
SN ML T A5 5 BRI B FESE IR 25 3

[0036] &l 2 Sonei s B FEALSE R H TABA HUAR TR A BRI F s viie 45 4 .
[0037] & 3 &R PSGL-1 P AE AT CDA'T 40, CDS'T 4Hi e, CD19'B 41 fz NK 41 i 11y
RKILTE L.

[0038]  [¥] 4 &7~ PSGL-1 HiJ54E DA™, CD8™, CD4'8" K% CD4 8™ i et g I [ i 4% vt
[0039] &5 B RfEIRSWE gl Fd 1L-2 (5= & 12570505 [ TAB (86 %
PEBREE ) AR Balb/c /) B B4 e FH ARV 2 40 e, 3 DL H2 ASAHZS (%) C3H 41 ik
A I .

[0040]  [&] 6 278 Western EVEE/HTIERH < (A) £8 TABA ik S g Y ve 15 2 & A sn] LA
T HT PSGL-1 HLAR I ELIRG I (B) LAPL PSGL-1 P 5 T 4 Mo W) 1E i B Ak ¥ n] DL &
R4 TABA A1) (T

[0041] 7 W78 C57BL/6 /RS2 T M Balb/c /NSRBI S KA FF 4851 PSGL-1 Bt
3 CHETH) s BABUR (B0 ) A, RN A E 2.

[0042] || 8 WINEIEILII AL LM AN Z AN Pt A PSCL-1 LRSS T 40 i T H
oy LIRS FE R

[0043] &9 Wox B RGP AE LA RS PR (NOD) M1t /)N B 22T PSGL-1 fHTik (S0
JiE ) BN A PUIA (AT ) REEE S RE PRI IR AR

[0044]  REHFEIA

[0045] AR HH 2Pt R T 4BRR Y PSGL-1 43 F I ThEER T T 4 B is kit 77
5o PSGL-1 SEEILATR AL G WS GG T dae T 41 50 B VE W sFE & T 40 03k 4T 40 i i
T o IXSEZH AW PR G ] AR g 455 il S A DO, 40« B & S e P o B B RE HE T i Ak
A/ BT AN IR TT e A A YT AEFE AR (S, T 41 A7 AE R 2
AAER]) T 4R R .

[0046] PSGL-1 &)k

[0047]  PSGL-1 & — 40 MR Ak Bt 4+, R TR a4 M. T A& Bk 40, B 24
A0 0 B S R A B S AN i LA e D34 R GG I N E I AT PR i b, B ik R
(Selectins) 5&1IBES), PSGL-1 &1 F HAIMUIRBN BN AL E & 41 s N S IEAH 2R
H. PSGL-1 A1 T4 B B2 P IEBERINEE &, ST 2 2RI RIEA 1. 7,
76T 40 MR WIS T i i c A2 e T 4 BREE AL, T A A S CLA (BRI AN e bt
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J8) Fhr. ALK 1 AT SHBhAN AR 2 AU T SBh 4N A Rk ThRE MR PSGL-1, I HL
A BEIREAT B [k 50 X I

[0048]  PSGL-1 A —MEFE RS 1 (Sialomucin) » DAZIUIH AR 7] Vi ol 5 R A4, g v il 2
IR A e P- BB R 45 A o PSGL-1 43 F IRIAE L N R v A7 AEAS [F) R FE (M SR AL R R
A7 A Z AR TR (isoform) o # A1 JE M T 40 B F B 41 B 6k E40 B 3R L AE ARSI
A AN LI T 40 ML, AR I K P PSGL-1 RIE & . AR, HATEH T 44 &Rk HTh
REPERIZSI PSGL-1, JF 5 P- e B R~ A mor AIME I 45 4 o IXFMSL IR 8 S E ok
SEAS RN 3R S B R FH AT IE B 45 3%, ZEVEAL I T 4 o (1, 3) g depl 2L i B B v
PEACE T R 73X —HEWT . PSGL-1 [A] TAIXS L- 2B M1 B- e R 5t BoR AN R o i
P, il 4n, CLA BHPER TR R N 2R T 4l fulE ] LAFE E- P38 b X BETE P- 83 BN AR
31, X FRIE PSGL-1 11 JG CLA RALR T i fust el P- IEFE R L 4. & ,PSGL-1 5 P- &
PRI EE Bk T N R N2 R R UK, 2R A 2 2R B R IR % = A T8
PRI R 2 R 25, S — I TR AL I TR IRk 22

[0049]  PSGL-1 & (i nl LA#E i1 DNA 4 77750 / B4 FHARA KL 23 B H R AR PSGL-1
Kbl e o EALN PSCL-1 5 1 BUn] 75 JRAZ BCEAZ 40 M, 14 o B AA A1) 45, 9 i PSGL-1 %
A FH T2 B A =A% (7%, i1 GenBank Accession NM_003006 H14A5 PSCL-1 £
BREIZIR S ) BT PSGL-1 BIPLAA AT kA PSGL-1 i) i 4E4k. (Herron at al. (2000)
Science Jun 2;288(5471) :1653-56 ;W0 00/25808) F1 / 8% F T A 3¢ T ik 11 75 ¥, Xf
PSGL~1 il — B FCHEIRAE 4 R SCHR 5 (EAS PR FIX 2830k :Sako et al. (1993)Cell75 :
1179, Vechino et al. (1995) J.Biol. Chem. 270 :21966 I Veldman et al. (1995) J. Biol.
Chem. 270 :16470.

[0050] X PSGL-1 f EE4H il % 1M1 5 » [ I I8 PSGL~1 B f S HLp BB o (1,3) ¥
PEREIEAL B | Fuc—TVIL, X PSGL-1 [ Zh B RILER vl Be 2 W5 B0, 7 4h / 8, fE 4 &
ZH PSGL-1 I, [A] I F bty JPACE (AL IR UEAT SL4% G, DABR 2 HT KR/ BR4 hid s 2 PR T L i
BIIZIR -

[0051] it PSGL-1 BIHLAATT H 3k 4 B e glith ok H A94R8 PSGL-1 HLIR, A4 R IA
PSGL~1 & A A 40 f an sk I8 TR T 4 jR sk T 408 2R, YT 44k %8 A R AL R I8
— 22204k, PSGL-1 85 I R] A AE AR SOl (R - Fh 7. i, 4461y PSGL-1 s EnT A T
T 4 b PSGL-1 DhBEHIVE 1 IR ik , BANCA Sz IR LA 25T PSGL-1 S A Pk

[0052]  F4b, AT AR IERE R Fe @A 8a ) (40 p- 8% -Fe &80 ) 2T PSGL-1
PURIIEEL .

[0053] L PSGL-1 Pifk

[0054]  PSGL-1 2k (SIS ok i BR sl ) fEA K B 7 ik m] DU R ™= 425t
o BT, PSGL-1 2 KB IL I A B ity A2 7= ] LU B 40 HOR BUE AR A B 77 125k & il
FHA ) PSGL-1 22 REH R BOAT =4 i % I R il % B PSGL-1 IHifk. J54%, It PSGL-1 $it
4, W1 TABA B 53 BEHLAAR, WIRT sk alifk, PSGL-1 22 ik, 540, RARMI G 1 PSGL-1 2 fik, 4k 1My
W12 2 TR AR Sz I R il 2 A R T PSGL-1 FidA

[0055] A% B PR T DL Ry S 454 PSGL-1 2 R 8 se B P44, 22 s B P fR sl i [A]
TREPUR. “Fr PS4 B E DR, 10 PSGL-1 £ Ik PR EE A AS R B 454 kA b i

7
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BT B, AR BRI AE R BAE FH W 7k % B AR R 2 IR & A& )
Ct, Bk ) , Bk 77 122 44 Brads 22 ik 5 AL & PR, SR8 5 1€ ik 22 iR 15 5
Wamsa (B, Bl RS G, BRAITPRAA &Y 5 i 2 k4 & 15
FALE WA/ BRI T 305 PR A A B A I 45 5 R 1 E )

[0056]  — il &, PSGL-1 2 AT 5 &Mkt (A KHL JEAT I 45, JHIRA 150 fa v 5 21 5L
B RN SR N AR BT HS HIRD R SERZE A 0 LA 44k .

[0057]  H.AAHh, HZFhshrg £l vES PSGL-1 £ ke P8 F Bek AT Sk . FTidshirs
FI AR /K AOR B o ARTE =P SRAN [F] 23 R FH AN R A 50 LASE I #e 5 NV % o BT
A FVEFE I AT (8 M ATER ) WP CInE S84 Es ) VRGP ( ngs i 5P 2%
Jl§ (lysolecithin)) % %EEE (pluronicpolyols) BB ¥ k. itk L0 e FL I 2 A
B AR SR o AT BER. AR AR BCG (R4 bacilli Calmette—Guerin) /g
FF# (Corynebacterium parvum) 22 Fl e i B AL 2 wEHiR 2 Pk s+ 1 7 m
Bt (heterogeneous populations), n] LM s i (Rshd i is B 3515 .

[oo58] Al ki, A % W o 1 B 4R 1 55 £ v B BUAK, J1 A WA o BE B AR N UE A
(humanized) LAk &P BLBEDUA Fab F B F(ab’ )2 Fy Bt LLAFFH Fab Rk 3L
EF= R B 5 T

[0059]  HA bu [ BT A4 AL B R 5 B R B HTAA I BUF (homogeneouspopulations) , A] K
B3R PSGL-1 2 Ik R ARtEZR AT BRI ) 4% ( Z I, 910 Kohler et al., Nature 256 :
495 (1975) ;Kohler et al.,Eur J Tmmunol 6 :511(1976) ;Kohler et al.,Eur.] Immunol
6 :292(1976) ;Hammerling et al., Monoclonal Antibodies and T cell Hybridomas,
Elseveir, N. Y. (1981))

[0060]  F{AHL, B ve FEHUAA R LU A N BEAKAT I LARAR BE FR 4 ML R A2 $1
R THAEMTH AR (i Kohler et al., Nature 256 :495(1975) F13% [H % F) 4, 376, 110
BTk ), N5 B 40 ifw 24 A8 9% £ AR (Kosber et al., ImmunologyToday 4 :72(1983) ;Cole
et al., Proc Natl Acad Sci USA 80 :2026 (1983)) LA EBV Z¥A5¥EHi A (Cole et al.,
Monoclonal Antibodies and Cancer Therapy, AlanR.Liss, Inc., pp. 77-96(1983)) . A7
RPUAT] LLRATATMSE R S e 3R B 1, B85 TG TeM. TgE. TgA. TgD K EATHTATIESE. &
R 7 A B S [ B IR R AT I8 W] DASE AR S B A N B 97 o 7014 P ol 46 v T P2 B S R LA ) R
IIEAF A AT B A R A7 B S BB il FH 77

[o061]  —H =4, W SR I FRUERT Western BI5GB UT3E 3 Mrvds (4, 41 Ausubel 2§
CIAE) Bk 773 ) SRR 2 va i slCEp o B B 0T PSGL-1 e Ptk 1R o BB e 1 1R
MigEE PSGL-1 PiAkm] H T AR, ARLen 455 T 48/ (5140 CD3+ 481 ) & [ PSGL-1
PURFHEEE S T 4l MuvE A / B T-PT PSGL-1 LA ICHA H .

[0062]  FiRBriRw] LI A FAEIGRYT 77 = H—&R 4y (Han, Ak iG 97 77 52 F R PR AR s B
AN SR ) G 5 N2, 18 T B B S B M, RS AR e, i SR R T Al e S5 A %
()T A S RPN ) o IXLEHUA R DLW T H 455 PSGL-1 R J) g4k &
Y.

[0063]  f15, Hil#& “HRAPUA” KHEARC) AH{EH Morrison et al., Proc.Natl. Acad.
Sci.USA 81 :6851(1984) ;Neuberger et al., Nature 312 :604(1984) ;Takadaet al.,
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Nature 314 :452(1984)), FriR B A 24 HAA 1 A5 e M K/ P 2+ 2R 5 A
HIE - EYE TR ADUR S FRIGERB AR . Irid i G HuiEm o+, ARERE ok
IR T AR R, 40— L8 ik G Pi A BAT AR5 /0 B s B fT 7R AT 48 X AN A e 3K
HAMREERX.

[0064]  Jj4MEA il & PREBURIIEE AR (SEE LH) 4946778 J 4704692) , w]idE A T il & i
PSGL-1 2 IKIHT AR By B SBE DR HH 2RI R 456 L BE SR RER Pv X v B, TR
PEEZ K

[0065] BRI I 45 G e e PR AT BT AR v BEAT 48l LA BACR AL o 9 ik v B
BIEEAR T HANE ARG fESTA D T A2/ F(ab’ )2 R B HEIR F(ab' )2 fy
BIa) i i i AR Bl Fab rBE. 83, AT LA Fab SRIASCSC#E (Huse et al.,Science
246 :1275(1989) ) , LA I 75 7 M %5 2 BA BT T5RE R 1Y) Fab Fr B

[o066]  H i O\ A AL AN T A N LA AR . 0, B BT 55 IR S R AR
PR n] 1@ ok 7 ki 23T AJEAL (Scotgene, Scotland ;0xfordMolecular, Palo Alto,
Calif) o 1562 NEMHIPUAE, WILERE LRI B 2858 AR P2 A R TR Rz —
(Green et al.,Nature Genetics 7 :13(1994) ;1 U. S. Pat. No. 5, 545, 806 F11 5, 569, 825)
[0067]  fifiik ELFT PSGL-1 hfs I B WIK J7 12

[0068] Ak BH A0 7 % e 55 PSGL-1 ( B PSGL-1 LX) AH BAE - MALE T,
ik G EFEEHARR T 5 PSCGL-1 45-G I BEB & T 40 Me s ort / 80T 4 je i T AL 540 o
ikt & e 5T PSGL-1 57T PSGL-1 & MRS R 25 A, M4 25 A B i N 25 3 2 17
FHEAEHBIAED, UL PSCGL-1 3G PRI &9

[0069] A& FE A BH 7 16 AL S ) FEAEAS R T K, Bitgd R H v B, DL A& PSGL-1 Fifd
W PSGL-1 -SRI AED DRI L EFVAEY (AR )

[0070]  IX 484l & Pyt AL HE(E AN BR T 0K, 40 ] 5 ok IR, A 8 A AN PR T Bl ALK SC P8 13 A
(Lam et al., Nature 354 :82[1991] ;Houghten et al., Nature354 :84[1991]), #H D 1 /
B¢ L AR, Ik (phosphopeptides) il A G AL A AT A 20 7 SCE R . (BLEE,
BANPR T, BEATL 53 f T 19, 52 [ Bk SC%E (directed phosphopeptide libraries) i
i3 ;Songyang et al.,Cell72:767[1993]) , Hufk (HLFE, (HAIR T2 sebEduik, rakEd
s, NIEAHUIR, IR BB, i APk SR REDLIR, Fab, F(ab’ )2 Fll Fab FRIASCIE J B
DL LR AT G55 B ) LR/ A HLERTE LA o

[0071] WK R AR BH ik 1 e A A A4 (HABR T-52 00 PSGL-1 & A s MR/ NA L
g CHIARSCTR ) o

[0072] W] LAHE) T~ MRS LRI 98 T H R, SR (AL A M I 25 5 5O O ANk & V) s, B
R APREE T PSCL-1 [IFRIABIE . — B ML Sk A &4, Fo9E AT 5 Bk
DRIRI T A3 B350 G, X SUE AL AT BE R RARTE MR T RI 45 G AL o X EESE AL
s AT DL A L AR R AN LA U, B8 R I 2 26 1R 7 91 L R % 1 IR 17 91)  BMAH
KNGS G55 HRRBAR B S 5AE . s —F T, A L2280 X 28
mm AR A5 i25, B F BT (BRECA ) g56 A B R BRI TR A

[0073]  EARWA] LGN b Tl A Re AR 45 & WAL G EAT Bt il o8, AT AT A 2k 2 0
(R4 A P S, FE R IR WSO, & B P SCE UL R AR s TEp B (BFE s e ) 3
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JZE, AR I HE B 45 A PSGL-1 S5 A HFRE S 2T By 9l / sl & T 4l i T Ak &4
[0074]  {EARAL, Al — 20 R G0k %5 B PSGL-1 (B PSGL-1 HEX 1) AH HAE LA
Yo B %58 AL ] DUAHSRAG) 4n =7 ASC Rl () T 48 Moy Pk, NI 3697 an B 5 5
PES, R HE T, BB LA R T 40 g S5

[0075]  FH ok %2 5 PSGL-1 45 & B4k & 9 0938 38 1 22 2 0 466, 76 — 8 & T il &
PSGL-1 ( BRILHE X I ) 1 J N VRGP FINRAL G420, 2R 5 7E 78 2 I [R) T 483X PR AP & 4 AH
HAEM I A, NTE T N RONIR G T R £/ BB 259 BRI PSGL-1
FhEATEE T L B AR CE o 7E— 245 00T, SRR R T PSGL-1 X )Tk -5 5 sz )
RS (T, brid B AR R AW ) RIRSE A B KRS .

[0076]  §iii ik /3 M Al LA Pl AT o A s —SEBR I 3 BT 18 5 VR RO T e PSGL-1 &
2 0K IR BilA 2 B B sl ) B o 21— [EAH b, R AE SN 28T I B T A AR )
PSGL-1 5L B 2 Ak o FEA 7RIS 7 %8, PSGL-1 J N A mT 4 e T [ 1A%
[0, 10 FF A 22 IIRAL & 4 mT Bk BB sl Al Bt bR id .

[0077]  FESKEIN, DB e AT DA R A VR AH . 42 A& ] 4RSS B O Bt
77 XML 52 o AESLOY PR A5 TT e ph ] b A [ AR 78 5 AR 1 PO VR TRk SE A s B
&, WA DUSH 8 R S PR R P A, D 5 v B B4 i DAL 5 , 4k i M P 2 s 444 e
N A E TR . 55 8 B B AR ] 355§ & IR AT

[0078] & T SEIL A B, NN AR 8 B3 22 3 ol e i I A s R T . 1 )RV 58
J&i o 5 B ki 77 X 22 BR AR RN 143, LIS T T i B A ART 52 -5 ) 3 R (8] 5 T Pk [ AH 2
o RST8] 5 7 [ AH 2 11 (%) 52 S 0] FHVT 22 7732 5K 50 18, HerbnT DICKE P56 2K [ 5 1) e 7 T
SEbRId, AR SR [ 8 TR bR L B RR E 5 OB Ji ] A A TiSe brid i
AT 52 153 AR 05 7R FH TR) B b 0 R AS DN [ 5 T 2R 100 (X 526 40 » 2 R PR XS 901 5 S T e 7
FURE 7 1 AR e BUAR %

[0079] B3, RV AILEMAR TP AT, P4 S N =4 5 oK RN IR 80 43 B8 5 FRASE N A 1)
AR, WA A 52 %) PSGL-1 88 A 22 Ik IR Bl A 8 B BRI AL & 0 7 1 I B 1, ke
SELEEE B BT 2 G4, S8 5 N Bl v 58 1G4 B30 B0 e = I AR i bR A
Wi 2 EWIIAFAE

[0080] 34k, LA4H B A 256 K 70 AT 7 st T LA SR % 2 B 5 PSGL-1 RNV 4L &4
{8 R IE PSGL-1 4 L 32, BREE HH ZE IR TR 7 2 HE R 2k PSGL-1 U4 B 3R o LAAH Bl A A
(153 BT TTRAE 2 B A B P D RE AU FRE A AN e, a0 — B8 AL &9 B PSGL-1
HARG G R G, ZAE YIRS sl A RIS B & T @A T 8350 T 41
JHOH 91 e

[0081] ZYMHE

[0082] AR HHIAT B A2 52 A A I S i B 2, i LS9 4, B L /g3 Bl AT R
456 PSCL-1 ZIRIAL-G I 23 4 G P a2 A R BH I — NMRFAE o 75— ik SE s o,
WA YT HAE PSGL-1 I35 (Agonist)

[0083] A H T AR I G ] UL AR G2 7R I T, SR — AP el 2 Rl A 28 En] %
ARSI TER o KIIZA G S H AT b ] R 52 1 3h SRS A P ] A4 22 A0 AN [R] 1)
“h 2B AT BT EC A o
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[0084] A4l I fhil ple ' fiy TE S MGE S 45 2 i ), B i pRag KB (bolus) VA B 84
VBT o 3 S P AR Al LU B 50 25 R EOHT , 490 R A A 200 BAE 2250 A o, IF
JJDJ\B)?W%J AL G ] Tl o B VR L A P K P B A B LI R T 2 I )

TR, RUE I/ s BORAERC IR B0, TR R AT DO AT 3, £E A
uﬁﬁﬁé Eﬁ%ﬂnﬁiﬂﬁ%#&% E’J7J<§I€EE%J

[0086] ?éZIKIH??HEUFﬁh VI‘EFF)T%E%E’J%WWG"% Tﬂ%ﬂéfﬂﬁmﬁﬁ%ﬂﬂ PSGL-1 £ ik
P SRIADIIREA / 8GATT 55 1 3 s A 75 B A A0 B, 140 T 48 o 1K) S e B A AT
RIFA o IR LA GRS EA R TR Ui S IR Bo LA ML &9, eNgi & T T
A MR PSGL-1 AR AE T AL IR ARIE B T A PE TS AR DT IAE I B IS
P AR T PSGL-1 AZIRIMI AT o AR W BTk A4 S m] A AT ST R R e B 25 T 4
A PRI OO, R0 N ] TR 77 EAE B 5 R MO #e B A HE 7 LR om B T 4l i

o

[0087] Ak T 3A 1) Bt PSGL- 1EM@’\%TJSTEﬁ%%ﬁi%ﬁﬂ@%@ﬂ@?:1%)7?9??3\9‘%
% (BGRB8 F DFE KRR R F R RGBT R ) 2K
THEMM“ b 6 B8 A EAEILIE 07 RV LB ﬁ?ﬁ% B g PRI R R (R
TS LI B2 R AR ME B 98 ) F B BTHR AR AG KSR B i (sjogen’ s syndrome) . 55 &
B (crohn’ s disease) & I PEI 7 LI 498 L 45 B 58 L AR 4 20 . T R0 s o
RONEVE W 8 5 i 50 97 1 5 o L o s Ik AT R W L R IR 2L BE R 5 (cutaneous  lupus
erythematosus) « il J7 9« P 18 25 H g 2. 252 R A [0l 48 [z i (leprosy reversal
reaction)  ZLBE M BR AT 45 (erythema nodosum leprosum) . E 149 3% P % 25 i 48 L i &5
P0G 158 28« SR PR AR I P B B R R AT T XU 2 A 22 T U 3% 2K (Ddiopathic
bilateral progressive sensorineural hearing loss). B 45 & 75 E %% M. 4 21 44
M e 33 M. B R P N AR D 2R T R 8 RS N IS A ZFE I (Wegener ' s
granulomatosis) . 18 7k 35 a0 M I . % 2 ﬂi o A G 45 A& fE (Stevens—Johnson
syndrome) « H & IERCGE & R F &8, R KW (Graves’ disease) KRR R A M
R AL R 5 s i 25 6 2% TR) 5 P ol B 41 e b RS R it 32 B A ) (L A
#ﬁﬁ#ﬂ“éﬂf/\ﬂ’]?*ﬁ) WIE SRS IR A BT T B A RN I Bk s s
FPEI L (atopicallergy) «Z2 5N K T 40 B Ped o (1 i A/ BOM R
[0088]  AS B TR T AN A2 RS SR Y T 40 MR BV sk T 48 0. 9 Gk B T4 )
M REA ] # IR AR AR A 5 AR B BT IR 9T PSGL-1 AL & iR &, FHAT 3% It A RS BGR 712k
TR T A AT7EEN N T an e g fe i rh e 3 T 40 M) 4i Moz B 5 BL R/ sl 22 40
MOErR T 40 s 1
[0089] LR Ay A BH (1) St 9], A 2 BH IR BB ANNRR T b st g o

it 151

[0090]  SCHE(] 1 i T AT HESEE (“TAIP”) H o R HUAR K # 2%

[0091] A=/ TATP RES ) B s BEBURIK 7 72 K A Kohler 5 Milstein [ ATV
M4 777 (European Journal of Immunology(1976)6 :511-519) LAl 473 Wb BT s PL
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RIS . 4 J) G 8 A(Con A) FEALSE1 Balb/c /NIRRT 40 JRit 5 45 & 5Us , LS
SCHUAE 40 M T 5 R 40 W R R, T L BT AR I 2448 . PRl a2 R & —
FEREr 1R, I v BT AR BB A e 4t B, 7 LIRS HE I AL RIS IR 5 AT 3 o AR X 4
TP B G AT IR 43 Wk B Ta R BLAR, A 42 TAB4, IR TR iR m] fEAASME & T 4l i T,
MAEPRN - ZECT 40 f i vk T TABA R ER B i o0 T AT F REE (T cell
apoptosis inducing protein, TAIP) .

[0092]  C57BL/6J(B6) #11 BALB/c /MR H Jackson SL86s (Bar Harbor, ME) o ARV A3
U B ST SV RSB A B s oD

[0093]  TAB4 ZUATRE (KWK (13555 FIE W LA 20000 X g B0 10 438h, s BiELL L @ 1K
Le A 256 22 (0. IM B RN, pH5. 0) EATHRE. M8 G #F (FERIAFRE) Iml) LA
3-5ml 4 G R MY = IR BTSSR BT B R R S U G AR, BB R BYE T b
FERAET, UL 6-10ml 4552 sit, 31 H oml Pl gl (0. IM HZ 8 - 2hig, pH2. 8)
MBTRAE P et 25 A PR B—2 B Iml BERLRPUA, B {E A Inl RS
501 1 IMTris—HC1, pH7. 5 V&, B BE I 3 2 ip P pH A(E . LR S PRI, IF
1 2 F+ PBS (pH7. 4) A& =R, BRENT =/ . Z Ja PLRFE i H Bradford Bk k) 7y
74 A Bio—Rad Protein Assay (BIO-RAD, Hercules, CA) fil| H 2z Ak fE .

[0094] sl 2 - /) R 40 i BT E R 1 il 28 A T A Fd v Ak b B A

[0095] /RSB T Sml () Hank' s ~P#7 Ehys v (HBSS) o, FH K B g 3 Jy /L BE 7
IR N 15ml I BLAS (Coaster) , LA 200X g B0 5 438, {845 35 W, 40 Mol 2 4
FH AR AR BT 2 FE B TR IR o IO Iml 2040 MO R3S i (0. 6M NH,CI,
0. 17M Tris #i, pH7. 65) , B T =W T 2 7380 LURAHE A I ZL40 M, fF 0 9ml HBSS PR
RN BL200X g B0 5 20 BhE (85 B3 B A3 B 40 BT J2 LA HBSS SR IR G B 7
T RPMI B558rP . FHIMER 14028 (Cambridge Scientific Inc.) K & W HERRVEAAK I
IRIRA Y A IR B AT R

[0096] K¢ b id R4 B A RPMI 1575 7 1 38 48 4R 3 X 10°%/ml, RN IR Hy 21 g/ml
TG A A SRIGAL T 410, 41 BT AE 2 6 FLIE IR (BEFL 5ml) Bk 10cm fly 5 7%
(B—35FR10 10m1) , 75 37°C, 5% ARG TR EE T 1555 48 /NI, SR JG R IG 7240 IXHE
TEACT AN L CEFEVEIRT T 400 ), BT AETE T 5ml (19 HBSS o, H/h00 7 15 B B0
5ml 55% ) Percoll YR JZ L, BLI /NI B IR B0 TV Z « AF 25°C L 1900 X g Z0»
A 13 738 H AT F 2420808 . R JZ TR (R A8 5 i e ' S 10 T 40 i, I H HBSS Yk — ik
JaRImTH s

[0097]  SEjffsl 3 yh4L T dHAEKIE T

[0098]  BRVEALIK T 40 ( WLt 2) L&A bng/ml TL-2 [¥) PRMI 35 55 AR B 2K
5X10° M4 /ml, FHAKIE R | (9344 R X I T, TABA 8T CD3 PLiAEAT AL HE

[0099] 1

12
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K448 R 2L 3
PR o BE 28 3ug/ml & & g

Sng/ml IL-2

3ug/ml IR (ILE K Ig)
TAB4 41 3ug/ml TAB4 3 5, (540K

[o100] | 5ng/ml IL-2

3ug/ml ZILFAR(ILE A g)
FEL ) FE 2R 1pg/ml 42 CD3 mAb

Sng/ml IL-2

lug/ml ZBRFAR(F0 N K Ig)
o BEFRCP AR R A GG LR

[0101]  ZEXSFE 18-24 /NI &, AH FH 7-AAD 40 MO A T 2 7 AAS U B — 85 79 1) 4l i A 1
FEAZ o AbTE I 4 fafs 2R g B { (FACS) 7341 (Falcon) , UK 1K) FACS ¥ (PBS
T 1% MM, 0. 05 % B A ) PEMIR, £ 4°C, 200 X g BLLAF RN HLITIE )= . 40 B g
TF-TUKVE 1) FACS VS 2 4R B 1-2X 10" AR A /1o RIS 0. 1ml 4 L8778 5 7T-AAD VR
B B T-AD 2RISR 21 g/ml, ARG T 4 CHREEES IR 20 0 8hid AT Y. Yo 5 140 o LA
UKV 1) FACS ¥ UE K, T80T T 0. 5ml ] FACS ¥, 7 LA BD LSR i N4 f{X (Becton
Dickison) BEAT 4T«

[0102] 1 SR ARGRPE I RE S50 25 51, ik SEER X5 AL 1) T 48 a0t TAB4 (1 TAIP) 4
ST E 5 RAF RN AR 8] o S5 732 09 /N BRI 40 L LA Con—A WE W IF4ERFAE & TL-2
IR FRAE D o ORI BIEE LI T 40, 285 A TAB4 R sg BEFT AR BN 6 () Tg AT Xt
HUUPTE R 186 PR AZBFNBAT R N.. T 28— KRBT EZH] TATP 28 B HA 7 A AKK T
(6.5% ) FHT-ZMIET-HIRE 7, (H2 TABA R AR T-IFEEAESE 2 RIEINE 17%, 5 4
KA 2% KR, MAES 6 K FBFAE 44% . 5 1L-2 R ELE, SRR 166 A
BRI TS T AMEIET . B CD3 Fifk (A FIMEXT R ) 7EvE1k 48 /M e, W LU &
38% M T AT (BUERER)

[0103]  SLjfsl] 4 AEA R LI TATP FrE IRk

[0104] 40 i FH UKVA 19 FACS Y53 (PBS HH &5 1% G4 135, 0. 05% S %81 ) YEF K, FEAN
FACS 73 #1%& (Falcon) H1T-4°C 200 X g B, 40 MU FH & TF T-UKA 1) FACS ¥ 22 4H o 2494k
FEA 1X 10" AN4HAE /ml, F£53 ¢ 0. Iml (2543, 2% N FACS 43 M1 (Falcon) P LA BRI AT
Z e BRI AN TAB4 H 5o HLAA SN B B Te (29K FE 2 0 g/ml) R4ffarh, fEfOE & 4°C
AT FIRE 30 A PhiHTR A . 40 LAUKYA 1) FACS ¥ e — K G AT f5 B2 4L 2
(1) HEAEmASHAMRESE (cychrome) fHEHT CD3 Hifk (21 g/ml) FITC fHBEIHT
G Ig & PE BECHIPT CDS/CD4/CD19/CD11b/ ¥Z (pan) -NK/I-A/I-E/Mac-3 ik (21 g/ml)
[#) 100 1 1 YKV 1K) FACS ¥ 5 (2) In) B IR 40 Mo i A\ 547 FITC MR EIPT & B 1g PE MBI HIPT
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CD8 Huik Je 41 it s BB PT CD4 Bifk (21 g/ml) 1Y 100 1 1 UKA ) FACS ¥, TERMOE X
4CHAE IR 30 208he Jetd i il 40 M LAVKYA ) FACS Wi s Ik, T EF T 1 =THH
FACS ¥+, 3 LA BD LSR JiiaX 4 fiefX (Becton Dickinson) 4347

[0105] 3 P 4 7R 28 i FACS 23 MTAS40 TATP 1 J50 70 R 40 o 5 g i & B AS [ S B 1)
3. WIE 3 7R, CD19'B 41 Ji 3 i R ISR A AR AT A I 2 1) TATP 25 . SATAE CD3'T 4
Jf R 38 1 AR 35 4 400 L 3 1m0 38 K & TATP BB o K43 11 CDAT.CD8”™ K% CD4'8” Jify
BT 4RI K& ATIP & 1, AR R A D E R CDA'8” R T 4 sk 1A TAIP 21 (K
4) .

[0106]  UAERIE T B6 1 BALB/c /)5 BRLIKIZHL 2R, A A8 Mo  F J% O il RO 55 O
ALK RS2 e, T3t 0 2 T 10% i, R T A e . A i5EL L Leica RM2135 1)
LU 4w m BRI A, i f@ T 45 CKP P THERIZ NS L, 376 37 CT
DA A+ J5 a5 i

[0107]  EAALA NG VI I3 A B AR v 3 n LA I Ae 8 — AR 2K —100 % LR [ FR 51
TR, e Ja RAFAE 100% SEEH . HZY) 7 RIEARVERE P42 F 100 % 1 -90 % LBE -85 %
LE —70% LT -PBS B R FVHEAT T KA (rehydrated) , & Jo & T PBS ¥ . Nk R
N HRLE MR A TP AT o B A E T (Blocking) 22 (& 1% IEH WL2EME ), T
FIRIEE LA (BC4CHEA ) CLEAARRE R RS G . BB S M, U1 R I TAB4
BOEHE R Tg(1 ¢ 200 %kt ) REE=EPIRE L/ (B 4CH®E ). VI LLPBS JE—
R, BHR B B U £ —Pifk (primary antibody), 55 1 ¢ 250 FRoRE A B 192 g A 1EC
FLEPTE R g OV, FRESIE FIFE 1 /b UL PR EL PBS ¥E K, BRIK 5 4381, U
FZREAEBERIPTAR, - LL BCIP/NBT JIAIWE T Z iRt 6 30 238 2 Ja Rk LL PBS HiD)
J, U 22 2 R IBHEY) , JE 0L PBS— LI — I R AT K, B ULA T B4 W
[0108] 2 Gt R FUAE Sl R YR K L 2R A m] RS 3 TATP 25 (A 19 3R, A6 Tk iy e 21
R EERAE RN EZE A RIE.

[0109]  SZHEfs] 5 ¢ TATP HUJG A 24k PEULUE

[0110]  5X 10" 4NRL & 1 8 NIH-3T3 48/fe T-& 7 0. 5mg/ml Sulfo-NHS- 442 (Pierce)
[#) 1m1 PBS 77, & T 9K I 30 7 Bhdt AT RN AW FAL RN RN JEHARIEE T 0. 5ml
Dulbecco WIFEX T /) Eagle’ s 1575 (Life Technologies, Inc.), & T-UK E 10 43r4hlL
2k N, AL LA 1ml [#) Dulbecco I BEER T [ Eagle’ s BFRPE—IR, FH Iml PBS BEM
Ko

01111  EFRICHIZI ML 5. 0X 107 AN AR /ml [ %5 B AE & A 5¢ 4 8 A BRI H1 4 1R 4 57
(Roche) MIVAIIVARRZEMW (1% Triton X-100,20mM Tris-HC1, pHS.0,160mM NaCl, LmM
CaCl,) H¥fE 15 43 %h, AR LA 10, 000X g B0 10 A 8hiivE ok, X e 18 &
A JGE S RETE 4C AT A T AT U0, FRBEM Y5 50u 1 KERE
(1 it G-Sepharose (AmershamPharmacia Biotech) WF & 30 8Ll LR de it 46 5E E
5 BRI DTE , B LIE o e A5y CEFE AT 5.0 X 10" M4l ) 5358 mAT
10 1 gTAB4 By BEHUAECK B IE 7 & FUMIE Y 1eG ¥ EE 11 it G-Sepharose 20 u 1 3L E .
1EACIE 4 /MG, WIE LLEE R 22 ik (0.05% Triton X-100,50mMTris-HC1, pHS. 5,
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400mM NaCl, ImM CaCl,, Img/ml P (8T ) PEPYIR, T LAAHALPES ZvE (250mM NaCl X,
B 400mM NaCl) $EPRIR. RS PE4E & T TABA B EE E 5L 50 1 1 ¥ 1 X SDS # i e i e M
el 2 E B LA 8% SDS-PAGE HLIK 73 B 46 B RAHIR AT 4E 2= I (Millipore) bo JEEH]
AL BB I BF (1 % (Avidin) (PharMingen) HEAT [ 3 AAL 2 KGR 5 (NEM™MLi fe
Science Products) R E RSN EWZALIEA .

[o112]  fnfE 2 Ais, fERL & 1 40 (TAIP'T 400 ) A TAB4 % & R A =A%
T 25 110143 T- 5524 120kDa, i 7E 3T3 40 (TATP 40 ) PR % ik 8 . T A 2
A R AEF L5 4T (0 G-Sepharose BEREIFIC R ML 120kDa [ 85 15, X 2645 L EIRiX
Bl 120kDa (145 H B2 TAB4 B og BEHLAFT IR E T 48 f R i .

[0113]  SEjffsl] 6 A A T &I A () 7 ek

[0114]  HKGES RPN TABA X T 4 Mg sk L Ath 4l Mo i Ve A, 76/ BRERR IS 300 1 g TAB4
BN R B Tg, 70508 4 US40 o L g i 48 B A 470 JR1 i S A 12 40 G, o 555 40 e 25 LA
FACS 3 fr i R i br s o

[0115] 4T FACS 7341, 40 T 4°C LL 2% 2 58 R [E] 5E 20 438D, B8 Ik, Fad? TUKA I
FACS YW 4R N 1 X 10" A4 /ml o BE—IR AT HT FACS 0 #1% (Falcon) A 100 1 1
SO A RRTF . TABA BN IR AT Tg BIA MRS R LR 20 g/ml, FF T 4CHEE
YEE 30 /3Bl 4l M LUKV 1) FACS WS HVE— )G, W A4 R 1EAT SO « (1) R4t e i A
100 1 1 JK¥% 1) FACS W, Horp & 4 e (o = AR I A PT CD3 Fifk (21 g/ml) JFITC AL HIPT
BB Tg & PEBELIHT CD8/CD4/CD19/CD11b/ ¥2 NK/T-A/T-E/Mac-3 Hifk (21 g/ml) ;1 (2)
JE R ZE LN 100 v 1 UKV 1) FACS ¥, o & FITC EBCHIH6 i TgPE B HIHT CD8
UK B 40 i 0 AR BRI BT CD4 Fifk (2w g/ml) o {F 4°CHEECHEAT IV 30 7350, o, Yeth,
1320 i LLUKYA () FACS ¥V VE I UK, BEHTEIFET 1,000 1 1 [ FACS ¥, 2 J5 LA BD LSR it
A (BectonDickinson) 73 HTo

[o116]  yE5F 5 4 K, 7€ TABA ALFE 1)/ BRI 40 B i (4 g (PBL) =, CD3'T 4H e 43 L A
XTHRZ /N LIRS 36. T% 144 4. 1% (3£ 2) o 1M TAB4 AbFRAN i Rl i M S B 2ot T e AR
PEAE TABA AR /N, CD3'T 4SBT % 62%, HAR AL 4 a2 B T B 50%, CD19'B
I M S H REARE e A TABA Ab ZE R /) B ERUASH P i Jit 40 B S RS o) /N B B W 42 3]
(1) 6 JiR 40 ML 7K P10 48% (iZb T 52% ) o BRAh, BT CDA'T 4, it HiAth CD8', CD4°CDS’
. CD4 CD8'T 41 %k H 1 #5 gk /b, Horr CDA'CD8™ [ T 41 Mo V¥ 52 21 1 sz i e K (kb T
64.7% ) .

[0117] 3£ 2

[0118]
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F- i
x 10° K 4L 3E EFeRAIg | TA-B4-4 32 H (%)
PG 2 Ji, . HL 123 93.3 105 14.6
CD3'T mjb, 32.8 28.4 12.4 62.2
CD3CD19" 72.2 53.4 72.9 -0.8
CD3'NK" 3.6 2.4 1.80 50
[0119]
S JE) fn & m e,
K43 EFARA g | TA-B4-4: 32 H (%)
CD3'T @i 36.7 % 36 % 4.1% 88.8 %
.[0120]
JI) P
x 10° AR P2 TR g | TA-B4-4 2% H B %)
JE A% 2m e s B 94 229 45 52.1
CD4" 9.3 28.4 10.9 -16.6
CD8" 5.2 7.7 3.6 30.3
CD4'CD8" 73.8 182 26 64.7
CD4 CD§ 5.6 10.5 45 19.3
[0121]  ( _RIRACERMEER R B =R )
[0122]  SCjfe] 7 i TATP FifAANE T 11-2 88 INF-a [ %)
[0123]  Balb/c /il (H-2%) MG AL 3001 g TAB4 jﬂﬂ”@um Tgo TG 7 RorE M

UMD (R B4 ), 522305 2 C AR THRK) C3H(H-2k) R 4H i (A8 0 34 i ) 3%
7, 3 RIGE 75 EyE W, - UL ELTSA k5% #& (PharMingen) Jll & 11L-2 & &,
5 R 2H /N BRAHECE, ok © TAB4 Ab3H/N BRI S Sy 4 g 3 TL-2 4

U o

L[]
WK 5 s,
{HAEHT MK

HTL-2 5 INF-a JKPIN, FEXTIRZH 5 TABA AR B/ B L35 HH HL & & 0T e B A BEAR
IL=2 [ 73 WA T 40 M s A BB ), B A By S PE DT TATP TR 4 TABA, W] AN HI +
RATET T TR T EW T 4 R BN, Wy B 5 e Mo siAs B B A
HERFAT R IRLE G 2 B2

[0124]  s2jtEfs] 8 AF HIHL TATP HLAATIBL AR+
0125] 82 12/ W M M (W B B w ALK =)D 5 kKR L BN B

(Acepromazinemeleate) (Fermenta Animal Health Co., Kansas City, MO) BRI, FZKEE
FERT (B F AR 7K ) , TMIBR VIR C5TBL/6 5244 /N, (H-2°) JEAE 5 500 1 g
16
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TAB4 s[RI BU X Bk -ER)G, B g & T A A1 Balb/cj /B (H-2%) [R IR 4
] 5z IR AS A B 2 HUAR TS AR BRRL (1) CSTBL/6 /NI IR AMIN . B A J5 LR, /N BR PR 5
500 b g TAB4 B[R X HEPTIR « BEAE S B R MR /N o 24 50 %6 FR18 K2 IR DRI A HE S+ o
BRI E 7 LB 7 (0= 8) Fion. F SR TABA ALFR I T S 3 IR S RS AR 1)
1P,

[0126]  SZJfafs] 9 TAIP 2% 52 K PSGL-1

[0127] P EFEZEMEEABCHR —1 (PSGL-1) , X4 CD162, & (41 L3RIk B P- ke
2R, A AL RS T 400 (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 [#12E4L
By 1 T R, 28 TATP 5 PSGL-1 w] B A AU Al etk . A T HIFSY
W AREL R 106 2, 34T T LU UINR 1) H1 TAB4 YLUE FOHT R 2 75t T] 4 v i b 7] W15 K1t
PSGL-1 HriR iRl s/ 2) MGH RS i) il PSGL-1 Bk 15 BV Ik TAB4,

[0128] RL & IT 40ARLL 1. 0X10° ANEHAL /ml ()40 B 28 FE A0 & 5e SR A BRI HI AR &
FIKIZLELE I (1% Triton X-100,20mM Tris-HC1, pHS. 0, 160mMNaCl, ImM CaCl,) 1%
filg—/INBT T AR ZEAAE U LL 10, 000 X g B0 10 20 Bhyile, Bk &G e b IREE 4CF
AT . AT 5. 0X 10" MM RAEY 5 FH5E M 10 1 g $T PSGL-1 B FEHLIA (clone
2PH1, PharMingen, SanDiego, CA) Ht TAIP FLELEHLIATABA Bk H 1EH 6 RUIMTE 1 186 11
20 1 1 &A% G-Sepharose I &, T4 CHFH 4 /MG, RRRW ULYES 22 (0. 05% Triton
X-100,50mM Tris—HCL, pH8. 5,400mM NaCl, ImM CaCl,, Img/ml BF (185 (1) $& TR, i LAFHL
[RPERE Gz (250mM AR 400mM NaCl) JEMyik. &G i E L 40w 1 1 1 X SDS # gz
WVENL . BENLIER 1 LA 6% SDS-PAGE 73 BS JH 6 B8 R A IR AT 4k i b, il LUt PSGL-1 # 5
FEDUARIEAT Bz BN 15, I S AL DB DG A Ll =R PR B TeG (HRE + 5888 ) A2 ROLTH)
(Renaissance, NEN) 4T 7N

[0120]  FHAEMZAMIRL & 1T 407 1. 0X 10° A0 /m] (K40 M35 5 R 70 2R 22 i
. AIERE 5454 3] 40w | 8 A G-Sepharose ¥ 20 1 g PUAATE 4°C N ik A0
B o HIPLPSCGL-1 BrgEHifk (2PHL) B FEK R 196 AT VH I, BUH TAB4 BEH A& Rl
M BEAT I TR LR34 73 I LL TABA Bt PSGL-1 SR v P AR AT S IiiE . ik
DUVEM T 6% SDS— FE TN MR LEERE o3 B 3 L9 B ZseiEAs il . Wil 6 iz, H1 PSGL-1
FUARTT LN T 40 B2y v sk TATP 8 F335, BT TAIP Hifk (TAB4) S Piie R
HAB W £ H Western EIIES T ABERE AL BT PSGL-1 P4 FriH.

[0130]  SLJfifsl 10 :HT PSGL-1 HLART R AL T 4l jE -

[0131] & THAE PSGL~1 AE AT 400 T A BT vt 10 A €, XE VAR TR T 40 B gk AT i 5K
5, LR ENZ AN ) PSGL-1 A3 R4 i 715 5 SRAS Utk i i i) o LUREA) L 22 (PHA)
22 BRI T 40 I LB TL-2 (IR it — 29 1. 2 )RS T 41
W, 75 1L-2 5ABEPUALELE N Pt PSCL-1 HLidi AT M

[0132]  MAAgRE A SRAF 9 A0 B N 2 B i (KA R 40 B 5 B DL Ficoll-Paque
Plus (Pharmacia Biotech) ‘& £ 40 & MM & 4> % 4 e (PBMC) . Ut 48 W UL 1 % PHA(Life
Technologies, GibcoBRL) &4k 48 /NF, FHK iz 40 MU 7EFEA 7 R 5 R E S A AN
IL-2 (5ng/ml) (357 o 9 7 PR HIA PSCL-1 Hi% SR T 18 7, W40 [0 40 B i AT

17
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FARFE (1) AN 1w g/ml BHT PSCGL-1 HLiA 70 % KPL-1 (BD PharMingen) A 0.5u g/ml ]
AZERF S BT/ R, g (Jackson ImmunoResearch Laboratory) ; (2) I 44k ) [F) 75 %F BE /) i
Ig BT PN Tg 80 (3) SUMASZ A PN Tgo ARSI, 40 M AU
H|HE VHLfE BD PharMingen) A1 PI (Sigma) #EATHL, LLFACS 73 Mg 5008 7240 fu i) &
a8

[0133] 4 /& 8 Jilf 7, 76 N FH BT PSGL-1 Ht A4 I A2 B 5 I8, H PSGL-1 3R M5 5, 7T &
0 PHA 74 N PBMC ( 22250 T 4 i ) IBH KPP T-. &t PSCL-1 Hi AR b 2 1 (1)
BEFE b E T4 M Sy B, S =R 8.5 % W N & )\ R 24 % . 1 FH R A W&
(isotopic—matched) FYAFFRHTAR B AZBEPLAAR B AR BT bk 4H o B JeATAT4E A

[0134]  SZiEfs] 11 AFHIHT PSCL-1 Sl FIR BRI H & % 3% MR

[0135]  AEACJEYRE IR (NOD) /)y B, A — ikl 78 70 DA AT 1) B 4 S 2 BB PRI 3 4, a5 T
FRUEFREE T o 75 K2 20 JERSEF NOD /) S A4 F R ERE IR o FESCER A Hh, B U/ RTESS
14,15 F0 17 JE & 53l $ 52 300 v g 7l K HT PSGL-1 Hiitk (TAB4) MEME Y 735, 7E4E 24 FH
26 FAl 316 I — AR F ) & B o i AL A FARFESFI R E R Te. £ 15 R 5L
Medi-Test iR 4L (Macherery—Nagel,Germany) &5 ST/ B PR #E . ESEPRIR
I = IR i e KB 300mg/d 1 IS AR AR PRI o

[0136] W1 9 7, 5 0t BB FRAH L, TAB4 (5t PSGL—1 Fiifdk ) b3 = A4 B & {54 4
Ho BEISEHT PSGL-1 TRk ab BT #4055 B 9% T 40 B 9952k, I nl 4EiR T B9RE IR I R 4B
[0137]  HLAth S 77 22

[0138] S AAZUE TR LRI A W LA B L AR~ RO N2 LA B AR 5 B 4 B T, AR AEFR i
AR EIEE o AR B B ELAR A AR S S B B B B T R R I AROR ZESRE 22 N

18
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