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[0115]

(0]
[o116]  Fr, flBE R AR T FRIRAF AL )z B B 0 B
[0117]  BEIEHHh, WASCH I HARTE “ 2R A RAR MR AHE R AR A TR
[o118]  GnA ST AT AR TS “ A S8 HEAR” T8 F8 HAA AR 4 TR/ B R
I B Z M S B 5 o EFEEEST 77 =, AW S5 HE R B RAAH TR 1 L 743
Ao FETIHMPFLC S TT b, W i S HR A R RN A R i 2RI 1 SE T Ty
Z, B 7 S HE R B A R IR AR R s A KA R R 70 A5 5 FF HEos
FAL A2 1
[0119] WA ST T RS “ 25% Erl e 2 AT 4B B A ST 2525 bl %
) ER BRECX R R, SO T 52 1A S Retp et ( ERsims ) A AR
(R4 A ) AT oAt N5 ) BT AR 4, BRLAR P Bk R . TR, 2575 BT B2 AT A4
JCHAURERT 2. A2l B B L S e e T ), KAtk T
S 2211 7 A A R 25 RS PR ST BEAR 2 1 S A . BT I — M A2 B LA R Y 2R
fif = B EW o SRS YA T BT 25 UL AT A B S0 7 AL AT 25 1 7 ¥ L
(13, 1 BT DU T AR B o SO iR 410 TR L= 1t 25 A -G A 252 T 452 AT
.
[0120]  4nASCH P IR TR “ 242 B2 3 Fa i T 25 Al ag , i i A T A FIAIR
G 2R H A ANTE 24 R S BOUR N SE I e i R IRAN L & R AL A I 242
TR A7 I AR R AR AT LA . 0T, S. M. Berge 28 A4E J Pharmaceutical Sciences,66 :
1-19(1977) 4R T 25% Enl a2 gk, ARSI ANEN S5 . % v ITEA R AL
W B a3 B A AL G R i ) 2% B TR SO P A R 0 A Vi 1 e B
FIR I E B 5 Y AT SN T SRR A% o A, U AR B T LS EE S IR ROV . I
Ab AR B A AP A TR M 4 I, FLIE M 2% BTz ik mT LLBL AR 4@ 2, 9
Tok 4 JE 6, a A R AR SR - S B, Wi B R R . 5 BT [ JCEE R 0 R R R 4
HEFES TEHIRIE I, BTk TEALIR] 4n 4 $h 1R S IR IR B IR Ik IR R /= SR B S5 A AL
R TE I 6, i A HLER 51 40 DA IR PR S L5 oK IR VA IR A AT AR IR A DR R L B — TR, 8K
R AR ) HL 8 732, o an s 7 A2 il & i b . He 2% BT s aiic =
B Eh IR AR VHUA MR 3V R AR 3h A IR 31 Il FR AL 3h IR £ T IR 36 AR I R 6 L

R IR 2 A AR IR 2 N e N R 2k s AR IR 2h s T e AR IR A L IR AL L E D R 2k L e
BEIR £k H M B ER 2h . TR R 2h L P AR IR Bh R ER Eh L CIR Eh AR h .\ 2- R AL — SR L
FUBERR 25 LR £h ARG 2. AR IR £ . ¢ IR £ . T ok R 2k TH IR £h . AR £h
G MR 2h KR £h (pectinate) \IIiER EE . 3- 2K
: 7
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P EER SR . W RIE Y, e 25 ERR ) sh A e AR (R ER MU DL I 1R
R B 1, iR B B8 149 40 ok b 31 B8 1 VRV R IR AR VB PR AR B IRAR A PR AR L
PR HR AN D7 LR PR AR

[0121]  dnA ST b BT IR T “ 242 LRl RS2 IR Je R A0 AR A R AR K AR I8 » B AR TS 24
NAKW 55 53 R TBC R BEAAL S W) s L ER R o 38 4 f0) M2k A B A 4 i AF B 252 Enl
2 PRI 0 R BEAL S P I LE MR 1], DU H R be M« & B BRE %, b 2 b R Bl R 4y
AMHAAAZ T 6 MK T 1XEE FUR IR, 48 AN 2 PRI AR S O A R IR 4 7] BE

[0122] A b iy AR TR “ 2% BB 2 T 25 7 $83d T 259 F & B A R AL S ) i)
ARy 24, Pk U H T AFURZESI I S AR L 20 HA A 24 508 1 0 o B b 5%
1 HA T S0 0 28 & A2 A 0T, LA BT RE R E T AR R WAL S i i M B 1 B 2K
ARIE T2 FeAEAR N TROE AL AT 2 B X8 BHAL S W AL-S 1, 4 i ol 76 10 v 7K A
BEATH4L . T.Higuchi #1V. Stella, Pro—drugs as NovelDelivery Systems, A.C.S. &8l
WIHE RS 14 3%, F Edward B. Roche, ed. , Bioreversible Carriers in Drug Design,
AmericanPharmaceutical Association and Pergamon Press, 1987 2t TR HIEIAR,
M R SCIRTE IS | AE A 2255

[0123]  C. A] T ARG, Hoh LFA-1 5 TCAM-1 Z [ AH BL/E F i BB 4 A5 9t
T ESAR R FE DT

[0124] 75 ICAM-1 45447 SUE & 1 LFA-1 o L V50 i i R 1 4 A7 it b 1B R
LFA-1 5 TCAM=1 Z [ AH ELAE F A L 4% 58 S PR ARG DU A K5 D7), w] OB o ] i idb 47 38
Mg G B AT RO, % 5E S ME S &5 40 S. M. Keating, K. R. Clark, L.D. Stepanich,
F. Arellano, C.P. Edwards, S. C.Bodary, S. A. Spencer, T.R. Gadek, J.C, Marsters Jr.,
M. H. Beresini,“Competition between intercellualr adhesion molecule—land a small
molecule antagonist for a common binding site on the a lsubunit of lymphocyte
function—associated antigen—1. ” (2006) ProteinScience, 15 :290-303 fTid, 5 ICAM-1
gEA AL ES R LFA-1 Bz EE M AL 2 2Rt & LFA-1 o L B JG I S5 8k T 1)
MIDAS FE /7 o A8 I Z R B W IC BE IR A AR A R B/ E F 2 AE AT LU 38 4 M R EAN 2 BRGE
FrPEf o

[0125] 1. LFA-1 Y5 TCAM Z [ AH ELAE I ) A% 58 S PMESS ST K 45 A AL s A

[0126] a. {k&W) 5 5 LFA-1 o« L W HTT AT BE

[0127]  ZRBH/INr FHEDUN IS5 & A mUS TS W) 5 856 3 LFA-1 bR 5 Frif
AT OCBEEHRHAT YU, Ho Ak 59 5 2 s id G 3 RDGIE R (B 4) . 8 T
RAGKE S PE R ok A AT TG, e B AEHR I 22 il o Bl R o BB ot R 25 PR AR 45 5 R B 5 59
a9 5 (Kl 5, ki e 5 £, M g 5 h) o fEAATEIRISIERITE LT, A5 5 5 LFA-1 a
WA TT B WETTHI R R W2 AT (45717 £ K2 200000) , 17 7EREAT HERS I y& B RE i
ARG B S 1 AR (Bl AR W ) o AEREAT B IERI RO T, a5y a L
BICHE e EAC e (K] 5, UKl ¢ Ml ) o IBAM, fEIR T A2 PG 3 AP B2 b T e
a LTS RIGIA (K5, 3KiE e 5 @) o R, fEAL G 3 FAAERITE LT, fEANHEAT B
BRI g TE OL R, i) o LV AT, B 2 WA oA R h R SIS A > (Kl 5, JKiE f
5 h) o B AEUROL IR 70 B B5 R e B o L E B 2 MR ERJTHIFE iy, AL &4 5 AR A

o6
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ACHE (R AR EIR ) o BRI, BRI U8 LS AC 06 I 75 1 iRy oS 0 ) 45 6 6 R R e 381 LFA-1
Ft ZBRARSR AR

[0128]  JE L AE A AR HZ B RS N AR e I o L YE 5870« FRLIK 23 B 1 B AR A H T PR A i
()7 BEdEAT N R v P A & & AN AE £ 507 21 b A B A — 2D AR o TR HH
P EA, 55— AN FFUE TH%5E 1 (JF41) 24 YNLDVRGARSFS (SEQ ID NO 1)), 85 —ANFFUE Tk 5k
30 ( J7%1) &3 GVIVGAPGEGNST (SEQ 1D NO 2)) . 1L BEAILE SDS-PAGE I [ K /N Jl it HA 1X 1
AR A2 500 DNEIERR (50-60kDa) 512 F B/ 5 B4R A A TR ) 2 i ) 8 o5
(N-G)N507 FITN530 —EL, W H.ITH C Rl sr K5I Abrid.

[0129]  b. fL&W) 2B ANRELE Aol /D &h Mk T 1) LFA-1

[0130]  Z5443 | fEAL&4) 2B FAHICRAUY) S LPA-1 G54 B9 E A 18 ik i) 4% il > 45 ) 3k
L) a LT AATIE . B 2 ik st (ff) il sk g5l T e i i sy
AR o L —REE YR 293 4, IF HAS AL &4 2B S g S (Bl6). bh
V) 2B s HEER o LR B S, (AR T 5 (B 2) B4 r40 i
G EY 2B SHE ST B o LB AMC S E 4G RN TR GRS
[CAM=1-Tg FOIBE 7, [EWITIAIY, Ble/b g5 Ra8 T (1) LRA-1 #5 4  BAME : Ye  Bon AN RE
HEA R 508 G707, P AR o L AR L4 M B tH SRR B (1 6B) o J8 i P4l — 4
LFA-1 Huik 58 40 2 TR S5 53R B, B 7% 847 (mapped) BIZ5H5L T BRI 45
AL, LFA-1 3 RARERORAESR D o L 85038 T BG4 e b 2 5 31 (SRR B
IR ) e

[0131]  ZEIE LU 458 AL &% 3 AR 745 585 ICAM-1 45 5461 S E &I
LFA-1 (8 s AL A b, B30 C BrRiZ R ) A s A S LFA-1 a L YE SR e 2543k T 19
MIDAS &7,

[0132] @k MIRRE5 4K T X TCAM-1-Tg R4k &4 2B 456 HI LR 52 n] AA3 HE4E LRA-1 |
TCAM=1 25 B4 sS RN G A5 PUN S5 A A A AR AR A TEIESS o A5 2B F ICAM-1 345
RE4E G iR/ D S5 R T [ LFA-1, J0r TCAM-1 256067 SR T S5 M3 o IE Ak, A-286982 A8 H4)
&1 TCAM-1-Tg FI4b-&4) 2B (45 & BB [FEAN 5 G AL 5 LFA-1 o F 5T 254 1
T (1) IDAS ZE/7H (1) A-286982 & &7 i B AR ITAH— 5. b5 5 5 LFA-1 o BERIEFEME
A ZEAT NG LG5 B i B A AR BT AR 2 30-507 N . EIRITE RIS AT LFA-1 a
FER LRI T A B R /AN P85 A s A — 3K

[0133]  Ad ARG R FE AL &4 5 (4. L u M, B B) AFAIRF 50tk a8 e, 34 T LRA-1 &
HAME SR SNy FEEA A S I EHBAEYE . EUHT AT B ok e BT, W% 3] B 5 AN [H]
(KR 1 RRIAT AR 2. 2 F S AR 48 B 2 TR I Il 9B DL 2 B oK 45 6 a4 5 98 10 43 i, A
MELE] a AT ZERU AR (EA2, A AT B 8D IR, XG4 5 5 LFA-1 [
REWNERNIER TS o WHRITTH SR ERAZEG ULLE B B KSR AL s 1K
SREEACES, Hoh B W T 5 EY 5 EAYRIFUS TSRS G AR . /11X
PRANS LR, WLEL R (AT e K Bk B (290 u M) AL 3 54340k (18 5, Jkil e Fl g, f
I h) , RS 45 G R R R Rt . A5 5050 o 80 B WHIT
AT SR AN RE AR R AR B I RS E R I R O B A BRIk, BRKEE
V) 3 REPNEIA SR EE R ) 4t 456 T B 32K LFA-1 5 AR AP AE . 1
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LFA-1 P BT B 70 2 i 25 A B0 T iR s AR i SR 45 6 A Rl i) 248 4 LFA-1 %) TCAM-1 i
WG 3 HI/Nr 2R (440 XVAL43) BRI IS5 o e A KT IR 2, AR IR EL I
LFA-1 ¢ “BEARGRA1T , Z5 M AE AN AT Bk I A B (&1 5, 2% > 200000 1& 7K ¥ )
FH 2% T s e RO B 5520 B I LFA-1 4545 (R a8 S BRI B BE H KR
A AR SRR S A A — B

[0134]  FH TAaE LFA-1 5 SDS-PAGE W& &AL i ] LA T B W ITH T FELifassrh .
FRR,Z B RGBS o WL EIEER A6 m Tk, JaE 75 ICAM-1
GEA T ERE TR A T (B, AT A 3 58 LFA-1 (1) B VPR JCEs A4 a5 n] LSRR
My B R ITTASIRAL s AHIA] o

[0135] X FASCHAE A 19 LFA-1 /N3 TAE BURITREF 2R, (P AE IR AN R0 45 6 07
Mo SR AL AR LFA-1 ) o L LSBT IR si f ) 45500 R, /N3 £ A1 LFA-1 3 i i 45
AL B BT LRSI B R fa A7 B A (lan K, < 26nM) MR A, TEARSCIRGS
[KGEG R T R RIEZ/DN DT85 0 A ICAM-1 254547 SES, I B 5 LN A
1G4 3 F1 4 %F LFA-1/TCAM-1 S5 [R5 Z4MH] (A5 41C;, = 1. 4nM) ;X {RSE LFA-1 5
SRR O 40 i B (KSR 2L R (A S 41C, = 3nM) UG P F g R G A M. 5
TN R 22 5AE SDS-PAGE T AESE LFA-1 S —EAKI B WS e P IR SEN ) 85547
(B0 Ky > 1 M) o A7 sl 2= s s (R R iR s % ) , HLAERERC L oE / Sl sy
IR e AR o A0 AR DAL SRR B WA T RESS At a /B T FEAR
PRSP G5 A AL SRR E AR o A SCHEIR Y TCAM-1 BRI 5 LPA-1 B WF BA TR SEAT )
gt (BoEh T REGMEE S ) PRt H TS50 T R0 T FF 55 fa I 8] i3 20 [RIVR 7, 5
ol ;& MIDAS ZE 7 BIAR AR AT E AT IO TR PO BRI /3 (6 A ) o 75 FE BRI
B2 Kk (HLHEMAC-1) LA LRI, (b & T B 2 W JTH 1 FEES MR SR )
EIRTS, LAk HE LFA-1 R S PEFE B

[0136]  LIRIRIGIER] TAL&4 3 Fl 4 5 LFA-1 (i8N 454, %45 410 J7 2[R TCAM-1
5 LFA-1 [ 25425400, HAZE5 A AL A 5 ARG LFA-1 o P R oo 45 R4 T PN f MIDAS 3 7
(1) TCAM-1 25547 B . X 54 H 1 TCAM-1 R AT B — 3, (H2 5N MEN LFA-1/
ICAM=1 1] a B T FEARMIFEHIAIIEM &5 A —3, X4 TCAM-1 B 5 B 2 B A
BTG G5 BARSEN AR, 242 T ICAM-1 [ 5 BB 45418 T G R ss — 4 s
VE A IR AL 35 43 B4 1] J8L

[0137] B &R EIR/DrFRELLESEN 455 o -L WHIT, % o -L W H Tt LFA-1
B . L, XL A0 T LFA-1 (a LB 2) HeXt T Mac—1(aMB 2) EA HaafIEFME,
AR B — AP SE iy S A8 A LPA-1 (s BRI, ST 30ty 7 22 I A
[0138] 2. A4 &K

[0139]  a. LFA-1/ICAM-1 F1 LFA-1/ /N4> BELISA A 57 7 4

[0140] 3 3% 72 3 LFA-1/TCAM-1ELISA T, FIFHAL-A4 24 F1 3. A-286982 Fll sTCAM-1
H TCAM-1-Tg 5 LFA-1 (45 A0 se A M3l Z N LRA-1/TCAM=1 I 52 ¥ % X R 45 3
FER]HE, X T LPA-1 B BTSSRk M A & B 7E ELTSA MR b o izl 2t idsn 1/5
ROVHRB I G 3 (- @ ) ALEH) 20 (- A -) . A-286982(— @ -) Fl sTCAVM-1 (- ¥ -) 4K
Ja s ICAM-1-Ig (A) k&4 2B (B) 7E & Hlik i LFA-1 AR B3R B MiEATI . W%k
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i A — ORI AR T IME, HOR LA & AR . SEOEIR M IL A . 1, (H
(nM) 7E B4t

[0141]  ELISA i S5l ity s 20 55 4 th e s T TA o ALE 4 3 5B 249 ICAM-1-Tg
5 LFA-1 456, 105 A 20Me ALEW) 20 MAL-EY) 3 ISR, Joadil 45 &, (H 2 A R
B 10 f5 1 1C,, B A-286982 FI sTCAM-1 #M] ICAM-1-Tg 5 LFA-1 454, 2 1C,, (8
LLAL A1) 3 1 1Cs, {H 1Ry 100 £i5 LA L

[0142]  IGUERH T X EEAH RIS P30 H] FITC ARid /N FHEHUR— A1) 2B 55 LFA-1
MG EE) (B TB) o« 1E LAY 2B 454 HIAEIFI AL 54 2A F1 3 Rl Es 1 TCAM-1 [
5 1CAM-1-Tg &5& FIFNHIFRIR R K00 ALEY) 3 Ab&4) 24 F1 sTCAM-1 $IHItL &4
2B 5 LFA-1 H1454, 3L 1C,, fH4> W1k 3.56 FI1 1200nM. A-286982 A2k i 2 W5 Ak &4
2B 5 LFA-1 454, HOEdR 2 OB FE (- I G I, 76 R PR Z AR 2129 4 u M [1)sm KRR .
[0143] 7 LFA-1/ /53— LFA-1/TCAM-1ELTSA FiAT I IC,, R PEAG Y R 21 5 £ K4k
EW), LR — G e B AT AR KRR SR Z R LRA-1 N FHE BURIUHL G/ 1 i 8
Fion (7B LFA-1 5 TCAM-1 [ ELTSA F1 LFA-1 5 /N5y F1#) ELTSA H 5B 5a 4+ 1 1C,, 1HIY)
FRME) o —AHARPLED 4 DR A7 sICAM-1) 54654 2B 555+ (1) 1G5,
AR TE 5 TCAM-1-Tg 3544545 LFA-1 P2 (6 1C,, fEAER. 1R 0. 964, y- A
0. 237,R = 0. 940, MR SO 1C;, {8 B~ IEL, fEX THRARIA K& (&
1 sSTCAM-1 4540 2A A1 3) B AN B AR 2560 58 i B — A, 76 5 A Tog B4 KU,
TETE 1Cs M [AAFAE RIFIAHICE (R = 0.94) o 7EATH] TCAM-1-Tg FALEH 2B 1E AL
I UR 54 ELTSA Z [ LRI 30 AR B - oA S LUIBLEE FRBIE T7 X
IR T TCAM-1 MMy FEAR I G5 6 o XA AR 2R B TCAM-1-Tg FIAL 54 2B
5 LFA-1 ERIAHFERIAL sS85 G o PRI, AR BG4 0 LEA-1 (1) 58 4 RS B o

[0144]  b. LFA-1/ICAM=1ELISA FI LFA-1/ /N5y 1 ELISA Arfic i &5 & 1 FE B 72

[o145] 1@ 5 H FBCAR B35 SR AT IIHI A5 DR om < RS RS B EE 1S I, id
G M2 R R R ECs, (L AEVRAE A %, HECAA I SRS G0 T M. 2T
DLV B3 1, AH2 57 EEAE A7 AR R R G N ) B 5 PR F RGO 185 O B 3 A &2 . B8
G AL S 3 A M FE BT A-286982 FIT sTCAM-1 X TCAM-1-Tg FI4L44) 2B &5 LFA-1 [{ 45
G oR T B 9, R4 Bon BRI BN . 7E LFA-1/ICAM-1ELISA il
LFA-1/ /Nor ELISA H1, fEAAFEAE (= O -) BAFEFEHUNITE 0L T i€ ICAM-1-Tg (A.C.E)
BALA Y 2B (BDF) o LA fEABEAN INFE IR, &R 4H 4 2. 4w M(A) A2, 7uM(B) 1) sICAM-1,
0. 040 1 M(C) F10. 10 u M(D) [RI4LE4 3 F120 w M(E) F1 50 u M(F) (1] A-286982., FEHLHIU
I A — O - CAR BRI PTIRE ) -A- - O~ - -0 - A-% - @ - (I
RIS PURIMR A ) o BRI G WSE s . B gk B — MR, HRE R DH
ARE . (FERE :A-286982 (F) SEML AW LFA-1 ILEE3 ) o AH I, 2R R 1758 it
B ALK it 2k 1) A D B 1) B K 5 BROHU AT AT DA A 25 5 it 2k a8 9A PR, S 7 Rk B 1
TR sTCAM-1 I, TCAM-1-Tg Z5-4 & B2 I A e 2R 1) ECoo {H o AN, 1E W1 7
(8], B [E— RARBCAR P Ay FIE R B 52 b — M &5 & 0, IR/ R RAT
7 sTCAM-1 B UL %% 21 AH [R] e KPR LI ICAM-1-Tg 5 LFA-1 I45& . U, 3G ik &4 3
IR FE LA TCAM-1-Tg HI4E G mBs RS ECy, A, S K TCAM-1-Tg 45 & HA K/ A4l
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(F9C) o RABEAEAFAETE S RS DU ECAA 255 it 2 1) ) A i A% 30 0 A2 ~PAT B (HAR AN B2
XFE. EAFAEEANEAEAL A Y 3 IR R, LFA-1/ICAM-1-Tg 454 &k (A AT I R R ]
Be A2 L TAEAE 24 S YR L AR 45 & BLISA 2610 N ANREWS SEIN 58 4 P47 AEFCIRSS &
ELISA [ LFA-1/ 4b&4 2B o, Sk &4 3 iRk BEae B B A4 &4 2B 454 th S
BRI ECy, {8, Hip K& A 3A K (B 9D) o B9 0 sTCAM=1 (13RS 7 HE 2R ABLIR) 288
R (K 9B, R I R AR 52 FR TRl A 21 5K sTCAM-1 ¥ BE 2. 7 1 M. [AlH, sTCAM-1
FALAEY) 3 % ICAM-1-1g M54 2 5 LFA-1 2565 m 2 Bl B350 4 R .

[0146]  A-286982 Xf ICAM-1-Tg FAL&H) 2B 5 52 AR 255 ()5 w2 W] AN R (18] 9E Al
9F) o 7E LFA-1/TCAM-1ELISA 7, ICAM-1-Tg &% [ 43 fhifl 22 4 i 1) ECy, {HL s{H A2 ICAM-1-1g
5 LFA-1 P 5 K &5 b A-286982 ¥R B 3% iy &5 2 PR . P& A-286982 ¥ FZ (134 I,
IR G W PR AR 256 i 8 1 1 A Al Bk 1 40 b Bir il (R A2 f il . A-286982 5L
BC AR SIE R N 5 BE T #E RIS 51X R B A-286982 & TCAM-1-Tg &5 & AT s iR IS B
FH B, 7E LFA/ /N5y ELISA 77, Tl PR /R FE A-286982 [RIAFEAFIHAL &4 2B 455 4 m 4%
IR EC,o (MRS, HE RIS M TG 2B 5 LFA-1 454 (B 9F) » A-286982 X&)
2B FIl ICAM-1-Tg &5 & A ] ge 2 tH T5 LFA-1 B¢ IDAS A7 5545 A AL &1 C
AR RN« A-286982 4 G H FH T3 A% 7 ik B (1) 45 6138 ot/ 73 F e 1 B
iR gh A LFA-1 AR R3]

[0147] LW A Schild 73 M si bGP Sl i SN G5 A m ) BB SR A0 il Bl 14
(K& G o SRR T LN B I AR TR (equiactive) M Vg e 746 52 44 (1) 5 [F]
HAHREG R, s K E G AR PO R . E Schild 738, &t A E S BL
G ANFAERE DU K] ECoo {E EE , HLA2 5 S05 5 M i B RO BT I B o 1 8 F5 P00 45
WRERZGRE LG, Schild [AHE B8 T 10 /o Schild [A[JH A @284 1 E 1w b 2% B
FEHUA PP E s S MR AR . 7EA T30 KA BRI A2 R4 357 A 00 T
Schild 3 Hrfs = AR MR R A/ BB E W2 1 IREEE . sTCAM-1 FI4k54) 3 1) Schild
BIH7R T B 10 3, 20 50 A A SRR 126 T 1. 24, LFA-1/1CAM-1 Bt ik &5 & ELISA
s—ICAM-1 (- A -) F4b&5Y) 3 (- @ -) FEPLVEA Y Schild [H] 943 HIARYE K 5 (A) Fi1 (C)
MEAR AT IER . A& 3 S EIRIEEA 1. 24, y- #EEN 10.9,R = 0. 99832, sICAM-1
IR IRERN 1. 26, y— #EEA 8.51,R = 0. 99131, 4 Schild 3 HrERRMRFLT 1 1Y
S 1 [9] U5 DL AR B L e 5 PR P, (HR AR R & 1 STk 8 K AT A JE [ ) Schild {E A2
Al R . 124 A1 1. 26 REETE T-H TSR e M 455 4510 VF 2 R KK Schild {8
(RGP, BRI, FEAS A IR B R Z A B ANF T Lo (R B PRI 1t DA RSORH DG T AR 2R (1A
UM SRR (ICAM-1-1g) FIPHAFEPUH] (sICAM-1 F4b-&4 3) LLARML 5 245 & AR R 5 2
—EH,

[0148] A, Pifk

[0149]  JLFR & 18 P & A Sk O A1 . B X 3 &8 43 1~ w18 — B0 B 1 BT AR XS
LCAM (7 tn TCAM-1) BR (I8 BEER (1 (9140 LFA-1) [ PELURT Rt 3 i) 8 Mk o v o BLSERIFSE
2097 TPt CD1la MAb XSRSV 22 T 48 MOAK S Ho 2 Dy Be R4 A 1R 22 Tt £ 35 N 25 1 5%
W, HT CD11aMAb ZEARANIH] T 40 iS4k ( 2 0L Kuypers T.W., Roos D. 1989” Leukocyte
membrane adhesion proteins LFA-1, CR3 and pl50,95 :areview of functional and
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regulatory aspects ” Res.Immunol., 140 :461-465 ;Fischer A, Durandy A, Sterkers
G, Griscelli C.1986 “Roleof the LFA-1 molecule in cellular interactions
required for antibodyproduction in humans” J. Immunol.,136,3198). 40 g & M T
I EL 0 X A A i 1 2R A (Krensky et al., [A] ) S BB Y0 I /2 % (SandersVM,
Snyder JM, Uhr JW, Vitetta ES.,“Characterization of the physicalinteraction
between antigen—specific B and T cells”. J. Immunol.,137 :2395(1986) ;Mentzer
SJ, Gromkowski SH, Krensky AM, BurakoffS]J, Martz E. 1985 “LFA-1 membrane molecule
in the regulation ofhomotypic adhesions of human B lymphocytesn” J. Immunol. ,
135 :9)) M1 T 40 55 1M 5 A B2 ARG (Lo SK, Van Seventer GA, Levin SM, WrightSD. ,
Two leukocyte receptors(CD11a/CD18 and CD11b/CD18)mediatetransient adhesion to
endothelium by binding to different ligands., J. Immunol. , 143 :3325(1989)) . P
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F R S g Sk e KRS SR AVRER | SRR S G Sk R R Sk
fth 2 S FIATHE S FE M L FI AL (ceffiriaxone) « SkTaMenbk, L7 50 5 S FE A LT
ML 55 s v A 2, 9 SR T v B AR VD AL IR D R AR SRV AL SRR R D
AR E VIR RS s KBRS, Bl &5 5= &R A HF R CPRaF R K
IR R 25 BT R 2 5 SR I RIS, 0 o R 5% s DUBR R 2K, il b 2 30 38 2 VIR
FOKER R MR R U RS 2R 2, WK R E R KGR RIBE R &E =
REKE O ER B R ZANE RS SR, a0 S0P~ LS B Pt o 5% s T i
%, 50t PRI KPR A8 ST e T I G T e PP W s R Tt fe  AOI UTE fr bl e T e £ T
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W | — FAARR 2 M IE | — PR AR R M g — Tl e PP 2 S MR 5 S TN 5 24500, A1) T fre RV
P = FR AR 2 M E 5 5 22 I, 49 T JT JER R T 3 2 A R R B 4%

[0424] W] T 54 B 1) LEA-1 $5H0RBEE 2 0 2 5 BRI it 1 55 — 28390957 1)
i EFEEAFR T« () HOBE PRI, 491 0 B 22 R 5 SR AU, WA IOR S (A9 Gk 4 A
fIiR« meglinatide) , AR, 4 a1 — FFXUIK (Glucophage™), o — i BEF7BEHIH57) (Fif 4538
) 5 B I ZE BRI, 451 L MR Ak 54 B PR AU (Avandia®™) | A% S (Rezulin™) (IR
¥ BVl USH% 51 Ed (Actos™) FHEKESIER 5 (b) FEARAE [ B 254, 1 40 HMG—CoA 148 J& g 41 1
) B AnySARAYT  SEARARYT A AARTT S AR T ARty T AL Aty T 28254 ) HY TR
AR CHIAnyE IR R 25 R ) VHEAFR By (PR A MR B8 ve B2 ) W 4EAE 2R B (b
B ) JHEAEER By, CRUERIG ) ETHERRATAEY (4040 5 HE DISS V3 DURe AR s DURERIRHL DUy )
W AT AR H e R [ B DR (I B — 4 8 BN LB CoA— JIH [ W% L B4 A5 Il
(ACAT) PRI, 451 4t FR IV S e % ) « HMG—CoA & BRI HRIF0) 328 s B S8 B 41 150 U s & 1Bl
FHIF) R0 () P TE ], dsFesm) () W aEise | B2 5 il ] Je 32 fe M g 2 )
25 KU S ARV MAT AR 4 B — BRI (Bl ig /R ) B - B B R gedEHosn (il
SN EEER ) CACE JEIFFL A4 3k ) () an A A« 3R e R Hh T A AL H v AR I
A$7 (enaloprilat))

[0425]  7E—S850)E 77 2, LFA-1 FEHUM R 5 A2 LRI VR TT 2R LA JR s T A 194
(RJSE PR B PR A 22 20 2 5.10.15.20.25.30.40.50.60.70.80.90 % BR L A% I ¥ K4 B FR s Mk
PRI S5 ERJREAR o

[0426]  fEHAMSLIE Ty 4, LEA-1 FEHUMH 5 AL DT 32 383 (1A A R Ak~ 35 B A 22 /D
25 5.10.15.20.25.30.40.50.60.70.80.90. % T 90 % sFe A bV B 40 P4 5B AL

[0427]  FE—48500 77 Zrh, LFA-1 P08 2 DS VG 7T 10 52 3K 28 HR A (00 I s 7 i~
BIPAR 2 /D41 5.10.15.20,25.30.40.50.60.70.80.90, % T 90 % &k K= A< F I [ 40 W4 s /K
i o

[0428] 7 55 A HA 1) S0 T ZE b, LEA-1 B0 &2 DS VA 7 10 52 1838 IR rh 1 22 i /e
W ESE B AR E D2 5.10.15.20.25.30.40.50.60.70.80.90. % T 90 % B K= A | i R &
JER 3 I

[0429]  FE—HE50jfE 5 2, LFA-1 FEHUH AR 2 LAME VR I 1 52 303 IR rh 0 40 I 580 2 1
TR Y A A /04 5.10.15.20.25.30.40.50.60.70.80.90. 2 T 90 % 5L IL A bW %
RO Do) 3 A i 7 T o

[0430]  7E—H850jtE 7y 2, LFA-1 FEHUAI AR 2 LAV Y7 152 07 IR v A0 R0 9 5 () T
Y 1 5 A KO B R 2 D 2 5.10.15.20.25.30.40.50.60.70.80.90, % T 90 % B FE A |
TH BRI I A 4 il A AR G

[0431]  FE—H850jtE 75 £, LFA-1 FEHUH B 2 LAV 7 152 503 IR AL 0738 2R F 2 4
25 /%) 5.10.15.20.25.30.40.50.60.70.80.90. % T- 90 % s JE A Lyl B (13—
[0432]  7E—48S0)E 77 2, LFA-1 FEHUR A5 A2 LA RR i) 52 58 25 P09 B ) = 358 A Pk 42 4~
¥ & 0% 5.10.15.20.25.30.40.50.60,70.80.90. £ T 90 % sRHELA I 74 [ 40 99 s 1) | 184
A PRSI o
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[0433]  fE—4850jE 75 2, LFA-1 FEHUM B 2 LA A2 3838 0L 0 I 1y 16 26 ME 403 A1 2 4
225 /0% 5.10.15.20.25.30.40.50.60.70.80.90. % T 90 % 5= A b 714 4 40 0 Ji () 2 —
A WA A

[0434]  fF— L5 7 &, LRA-1 $5F070 A 208 8 4 1x10 . 1x107°, 1x10 7, 1x10°°,
1x107.1x10°, 1x10°, 1x10 *\ 1x10 >, 1x10 . 1x10" 1. 1x10" . 1x10” Sef¥) H 5.

[0435] W] DA DMATATE 24 16 7 it FH 67 51 AE—2esziifi oy S b, il ok O IRES 25 77 it
BIT IR AE— 2o Ty S, 180 B it A 5 SO Va7 R o AR LS T S,
Jr AR VETT o AE— 25t 7 S, B o U7 OV T R AR LSy o, i
eI AR N SR VRS I VR TT ) o AR — S8 STty 2, Gl i IR Y SRR A\ it VAT ). AE—
LES i Ty G, I IR AR N VT e AR SESE T rh, R e AT R 7R 25K
77 2, T IR R A VR T R i S 25 A A A A ST S P e AT ]
DLLLAH DR 2B R R it A« Wk 29 A G E—Fh A &b A e AT ] DA RMTf 3
MIRAREA . B LS B B AU SE A R A ME O RS 25 Nt . 7E
— LS T R M A SR A B A LE R 25 2577 O o 7RSS T =P o
I AE MR — WA TG . s B, B AWMU AE N R —d s
V) SR o

[0436]  EA R B — LSt 77 2, A% FHS W 7 V2R i e /5 22 P A BRI 75187 1 %
R o I TS WosE PR AR 9 B0 R IR 1 T34 B s 9 ek 20 R A 8, 4], A v (R RS 25
(] A 5 BT 48 0 ) 7 b RS A BT A A ) L HIR R FEAH R D e R M A 1 R S AH
TWrZ R AR AT AL PR REAR AR B 43 488 75325, S M) IR R 7 O 2 AH T I 2 4
AR B FIHGHE S, A IR RMS A A HR R A AR TN 26 2 AT E AR

[0437] AU BH A IFE BRI AT DR SR B Be KB oy 70 7E— 2850t 7 S, AE
FH ) LEA-1 F5HOR A AR IUARIIE . 7EIAh Sl S rh, A8 F 1) LFA-1 $550F 4 77 1o
[0438]  FEAN & B —LE 5t 7 S8, A LFA-1 F5 5050 16 7 BTG B J 9 14 41 I
FIECIE (R DR 75 A M7 v S PR, AT AAs P LFA-1/TCAM—1 2 [8) A B AE FH /N 23 730 5],
PR R AT R A R A B A 1 i HIR 501 =3 A5 FH 0 070 AR, 1 Rt FH 4 148 1A R4S 7= i
(I A TR N2 ] DU N s S B HR el 20 AR 308 PR IR J 2H 2R rp 1 A 4 ] e At 1
A AT WT R BRCAE AT oA 1 B R B SR TRCR), L RT A T T i

[0439] Y — St 77 & A A P 3 11 D B 36 7 570 C ol 0 e FH 1) ¥ 7 00K ¥ T 8 PR s 1k
PRI S5 ERJREAR R 77 15

[0440] AR EHAL S WWIFLE HIF0 AT F T LRA-1 55050 R i X B B2 ik b fEIX U7 1
A A S YRS LFA-1 FEHURAEA TR AT 24, 1200 25— BAL T 5Pk Py 30 3% 22 A0 1t 24
Mo N FHBIAR B A1 22 1 1Rz JBR L8 BRI LFA— 1 BT i IR B 336 3% 23 HRLHG: 16 P 4 R0 o )
() 55 W 4L 23R B S VB I, o HLHS IRAERR VA o, I BRI A MR R IR i o st 3R T8 20 TR 97
LFA-1 A3 B HR S 980 R 30 A2 VAT T 08 B Pk A0 194 g A B AR o

[0441]  III. i/

[0442] A% BH (1) J7 5 0] K B 22 Bl & 38 1 it FH 7 2ok 38 38 AR 3C U7 ¥ ) LFA-1 45 3t
o 1] B A 2R A () 3K P ae 328 R DL JE o R 0 Bl R e it R SR I, B i 1 o SRR S A I
fK  4F Remington “The Science and Practiceof Pharmacy” (20™ Ed., Lippincott
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Williams&Wilkins, Baltimore MD) Ak, HA#F 5| NVE A S,

[0443] {28850 )y b, AR ARG T H T2 il F i A mAEw, Had (1)
ARCEREIT R s (L1) & T FIRE A 25 TER . 7 SesSi Jy b A G Wi —
AT (1i1) ARERE RS AR5 -G DAL & AR SC AT R 73 F o
[0444] Ay T AR FIR 00 E 1KY JRE , A B (%) 25400 2L A DA 10t Al 226 38000 o JE IR pAy X
s IR AR R T AH FLIE B AN 0 A 45 I VH BRI AR i o T CAARL B, B a7 R 42 1
W SR A RS S B OB R R R R RS (AR P A s )
B T 3E N SR AR R B IR T 7 o

[0445]  XFFy S A Mo &, 29020 A mT LAHR P B JULIAT P < sh ik P B2 e fik o
Yo A DAASE FH ZR AT LA FE TS R BRI () P 254 & o 0 AR e B I — 26 S 75 58 1
=, BRI R i ik 25, DR T SR T IR R IR P S B AR N L5 T IR ER S DL P e
P lyES o X AR BB — eS0T Rl 5 > RGIBE R IER

[0446] X[ T RGHE AN S, AKHEALEY AT UL T DR ECHI B ORER o X Fa]
I8 R TT I X BECR G AT P, AR BH AL S mT LA L OZ B Bi0E i — 2 IR B
X (BB T B IE W ZE AR & AL S P IK LUK BUEER) ) SR o A T 7] i
A R B A 0 1 X I s R i a6 (D Tt A rT DAASE 2 10 N sl R e

[0447] 1 H, AR Z3WA AP L it 3 - S48 22900 A BIHR 5 36 1 s\ % 228k ik
PEPE R S B R, 1228 S i, 9 An{E AN PR T OcusertTM & 4% (Alza Corp, Palo
Alto, CA) HFUEHIIARLL, WA AW LB 51 BOE BRI IREE b, 521038 2R J5 Il
B S TEIREE . 25920 A1) ] A9k G I HIR i 2 11 o

[0448] &k 3, AR ZWA AW UL IR - S48 ZFHR P sk HR i H s\ % 28k ik
PEMERE ISR B R 294 A0 mT DU 35 A= 0 mT e A 1 e S8R 1) SRR RN/ BSUAE
FRE TR 7115515 481 01 PLGA AR S B BN KR , & AT ] DLIE I b i ok 1 256 L s R Bl
MK P IR T3

[0449]  {E—HE5jf 7 2 b, LFA-1 $5HRILLER—FIm it . 45 H 07 S peE 0 3
EWF (IR ) e A, T DU S5 Y LRA-1 45905

[0450]  {E—4E5jli &b, LFA-1 5905 (H A S sSiS e Bt aii ) L2 st
o 25T LLRBHZA 1 IR2 IR3 R4 TR5 R6 IRT KR8 IR K10 IRELZ T 10 K.
BT LR RARE 1 IRVEEE 2 IRCEERE 6 S H VBB 4 A H BEBE 3 A~ H RERE 60 KB
HURVEMRE 1RV L IREBERE— R 1 IR, E—SLili E 94, ik ibhas. 765
— S 7 &, LEA-1 B PURIAL ey m RN R HA 1 RE2 B HY 10 k. £5—
ST e, LEA-1 55U A ST PR i e 820 T4 7 R fE 5 — Sty &, 3t
[FIEAHRFEEZ T2 6 K10 K14 K28 R 2D H6 M HE L AF. 2, R EFRE
St AEREIL [E A, B A T8 PE RREMI 4 24

[0451]  HEFREF ] IS AR HAAGWNEH . fE—L5ln £, X kHAEY
W Z T 1 R2 K3 K4 K5 K6 KT R4 KL 28 Ko fE—2852jfi 7 =, A% B
LA PBE T T 28 K14 KT K6 K5 R4 R.3R2REK 1R, £ %
o AR B A A R A A B 90 R TR R

[0452] AN B 7 Hp LEA-1 $5 50500 150 & m] DUR S SR Ee i g . HRER LIS
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1x10°g-5000mg. 1 b ATk, H 5 &y [F ] U e 48 A 1) LRA-1 3550572 28, 91 i sk
#h, M/ B 4 . B0an, AT R G T MUY ) R G R 2y 1-5000mg . BX
£ 1-3000mg . B 4] 1-2000mg 5,4 1-1000mg . L% 1-500mg . 5L %) 1-100mg. (%] 10-5000mg
gy £ 10-3000mg. 5% £ 10-2000mg. B¢ £J 10-1000mg. 5L 9 10-500mg. 5% £ 10-200mg. &,
2) 10-100mg. B¢ 2 20-2000mg. B¢ ZJ 20-1500mg. B¢ %) 20-1000mg. B¢ % 20-500mg. BX
% 20-100mg. B, £ 50-5000mg. BY £ 50-4000mg. B £ 50-3000mg. BY £y 50-2000mg. Y,
#7 50-1000mg . B% £ 50-500mg. 5L %) 50-100mg. 5L £ 100-5000mg . BY £ 100-4000mg . B, £
100-3000mg . 5L £J 100-2000mg . 8% %] 100-1000mg. B £) 100-500mg. 7F — 852 i )7 &,
LEA-1 F5H055)59 H 71 h %5 100.200.300.400.500.600.700.800,900 B% 1000mg, 7F L5z
i 77 %, LFA-1L FEHLAIEI H R &R 10mg. 7528577 S, LFA-1 F5H0RI HR & A
100mg. 7E—2E5Ljt /7 S, LFA-1 F55055 HFA =4 500mg. 75— 285t 7 &2, LFA-1 45
LRI HFAE A 1000mg .

[0453] X F IR 30 2% 161 (1) Jm 3 B 2% 10 5, 4 Y 1 H A0 & B 8 1 W4 1x10 °g-5. Og.
8¢ 4 1x10°g-2. 5g. B £ 1x10 °g—1. 00g. B £ 1x10°g-0. 5g. BX £ 1x10 °g0. 25g. BY
25 1x10°g-0. 1g. 5L £ 1x10°g—0. 05g. B¢ 4 1x10 °g-0. 025g. B £ 1x10°g-1x10"g. 5L £
1x10°g-5x107 g, Bk £ 1x10°g-2. 5x10°g. 5k £ 1x10°g-1x10°g. K £ 1x10°g-5x10 g\
8¢ #) 1x10 "'g-5. 0g. B £ 1x10 "g-2.5g. B £y 1x10 "g-1.00g. ¢ £ 1x10 "g-0. 5g. B
2y 1x107g-0. 25g, 8k £ 1x10'g-0. 1g. 5 £ 1x10 "g-0. 05g. 5K £ 1x10 'g-0. 025g. 5k 4
1x10 "g-1x10 g, 3 £ 1x10 'g-5x10 g, 8k £ 1x10 "g-2. 5x10 g, 8K £y 1x10 "g-1x10 g\
o 45 1x10 'g-5x10 ‘g, X 4y 1x107°g-5.0g. 5 £ 1x10°g-2. 5g. Bk £ 1x10°g-1g. X
2] 1x10°g—0. 5g Bk £ 1x10°g-0. 25g. 5 £ 1x10 °g-0. 1g. 8% £ 1x10°g-5x107g. 8K &
1x10°g-5x10 g, BL £ 1x10 °g—2. 5x10 g B £ 1x10 °g-1x10*g. B £ 1x10 °g-5x10 g, B}
2] 1x10°g—2. 5x10 g, B4 1x10°g-1x10 g, B £ 1x10 °g-5x10 “g. B4 1x10°g-5g. 8L £
1x10°g—2. 5g B4 1x10°g—1g B4 1x10 °g—0. 5g. B4 1x10°g—0. 25g. B2 1x10 °g—0. 1g.
o ) 1x10 °g—0. 05g. B2 1x10 °g-2. 5x10°g. B4 1x10°g-1x10 g, B4 1x10°g-5x10 g,
B4 1x10°g-2. 5x10 g B4 1x10°g-1x10 g B4 1x10 °g-5x10 ‘g, {E—485zjili j5 &=,
LEA-1 F5HLHA H5E A4 1x10 7. 1x10 %, 1x10°, 1x10 ", 1x10 g, 1x10 g, 1x10'g B 1g. 7F
— sy P, LRA-1 5B HFE R 1x10 Tg, fE 48507 S, LFA-1 5505111
HFE R 1x10°g. £ —28500 /7 2, LFA-1 58RI HFE R 1x10°g, 7 —2850j 7 5
Hr, LRA-1 45505 H & 1x10 %g. 76— 285007 2, 52388 157 9 4 1x10 °g-5. 0g.
8¢ 2 1x10°g-2. 5g. B £ 1x10 °g—1. 00g. 5L £ 1x10°g—0. 5g. BX £ 1x10 °g0. 25g. BY
27 1x10°g-0. 1g. 5L £ 1x10°g—0. 05g. B¢ 4 1x10 °g-0. 025g. B £ 1x10°g-1x107"g. 5L £
1x10°g-5x107 g, Bk £ 1x10°g-2. 5x10°g. 5k £ 1x10°g-1x10°g. Bk £ 1x10°g-5x10 g\
8¢ #) 1x10 "'g-5. 0g. B £ 1x10 "g-2.5g. B £y 1x10 'g-1.00g. B £ 1x10 "g-0. 5g. B
2y 1x107g=0. 25g, Bk £ 1x10'g-0. 1g\ 5 £ 1x10 "g-0. 05g. 5K £ 1x10 'g-0. 025g. 5k 4
1x10 "g-1x10 g, 3¢ £ 1x10 'g-5x10 g, 8k £ 1x10 "g-2. 5x10 g, 8k £ 1x10 "g-1x10 g\
o 2 1x10 'g-5x10 ‘g, X 4 1x107°g-5.0g. B¢ %) 1x10°g-2. 5g. Bk £ 1x10°g-1g. X
2 1x10 °g—0. 5g 8K £ 1x10 °g-0. 25g. 5 £ 1x10 °g-0. 1g. 8% £ 1x10°g-5x107%g. 8K &
1x10°g-5x10 g, Bk £ 1x10°g~2. 5x10°g. 8K £ 1x10°g-1x10°g. 8K £ 1x10 °g-5x10 g, 5k

D

0

pui
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2 1x10°g-2. 5x10 °g. B £ 1x10°g-1x10°g. B £ 1x10°g-5x10 “g. B £ 1x10°g-5g. 8L &
1x10°g—2. 5g B4 1x10 °g—1g B Z] 1x10 °g—0. 5g. B4 1x10 °g—0. 25g. 8L % 1x10 °g—0. 1g.
) 1x10 °g—0. 05g. 54 1x10 °g-2. 5x10 g B4 1x10 °g-1x10 g 8k %) 1x10 °g-5x10 °g. BX
21 1x107°g-2. 5x10 g BZ) 1x10 °g-1x10 g BLZ 1x10 °g-5x10 *g. fE— L5t 7 &, il b
PR AR R A H R 1.2.3.4.5.6.7.8.9 B 10 K.

[0454]  FEANJ B —LE 5t 7 S, AR B I AR LT DR VR B L e S 8 il 5] 1) FIE P4
BICHR JERE TR A 77 7 2 LU LFA-1 55070 B9 K P 4k 352 78 22 /b 29 10nM. 25 50nM. 29 100nM,
24 150nM. £ 200nM. £ 250nM. £} 300nM. £ 350nM. £ 500nM. £ 600nM. £ 700nM. £ 800nM.
27 900nM. 27 1mM. 2] 2mM, % 3mM. %] 5mM. %] 6mM. %] 7mM. %] SmM. %] 9mM. %] 10mM. %] 15mM. 2
20mM EXZ) 25mM, MFI) & F & .

[0455]  7E A B — B8 St 75 22 1, A S B 1R die HIEL 5] 7D 50 1) FE P B PR TR TBLER) ¥ 7 51
ST DAASE A 9 JE A 1) LFA-1 F5 5055 K F 18 21 22 /0 2 10nM, 24 50nM. 24 100nM, £ 150nM, £
200nM. £ 250nM. £ 300nM. ZJ 350nM. £ 500nM. ZJ 600nM. £J 700nM. £ 800nM. £ 900nM. £
LmM- 25 2mM. 2 3mM. 2 5mM. 2 6mM, £ 7TmM. 2 8mM. £ 9mM. 24 10mM. £ 15mM, £ 20mM 5% 2
25mM, M 2 5 &

[o456] S T-HAth 2 P M 5 HFRIE R DALE bk (19 28 40 it FH 1) 9 TR B, ] BAAE
I TR SRy T P ()9 R B A

[0457] S TG0 RE B ar S RE TR IR P BRHR JET 256 B R I 3001 5, 78— S8 SE it 7 2, LK
VO R AR 45 2 R 0. Img— 24 100mg 1) LFA-1 45 B0 AE HAh S 5 &b, 7245
IR Y Img— 24 50mg 2 1- £ 25mg. %] Smg— £ 100mg. %) 5- £ 50mg. £ 5 £ 25mg.
24 10mg— %) 100mg. %] 10mg— %) 50mg. %] 10mg— £ 25mg 5% 15mg— £ 50mg. ZZREHR P ol
Fi 2 BRI 25 253008 A2 10 R - A 1 F A 30 KR -ZA 1EL60 K -4 1443
MH-A1IFEAANH-A1IFEASNH -A1IFEBA6NH -4 14, £ L5l
TrEA, ZREIR N EIR E R BERMHIFEAN LN -AINMH A 1IN -A8MH 414
H-HAT P AL IANA-4A6 MHAIANMA-A5AMH A1 H-A4 P H. 814
H =25 34 AR R TBCE YT o ARSI 7 S8 b, SORE il RIEE BRI T RS IA
I = I o = I T o = I B o = N T A = N e A = N A = I S o = N I o = S [ I 0 = I D = I -
H 2 4E.30 AN HEk 3 4F,

[0458]  FEAR B —BESL i 7y S b, SRR AT/ B AN YD AE IR P SRR R TR IR T
2 DIAT LFA-1 FEHLHI 7K AE LA N 4ERFE 22 /D25 10nM, 25 50nM. £ 100nM, £ 150nM,
24 200nM. £y 250nM. £ 300nM. £ 350nM. £J 500nM. %) 600nM. %] 700nM. £ 800nM. £ 900nM.
2 1mM. £ 2mM. £ 3mM. 2 5mM. £ 6mM. £ 7mM. £ SmM. £ 9mM. £ 10mM. £ 15mM. £ 20mM 5,
2y 25mMe FEA R B IR — BB ST T S b, SERE IR/ Bk AR IR Py BOHR DR )16 97 51
SR DT LFA-1 F5 5050 K46 6 > H N 4ERF7E 22 /D25 10nM, 2 50nM. £ 100nM., £ 150nM,
24 200nM. 2y 250nM. £J 300nM. £} 350nM. %] 500nM. £ 600nM. £ 700nM. £ 800nM. £ 900nM.
2 1mM. 2 2mM 2 3mM. 2 5mM. £ 6mM. £ 7TmM 2 8mM. 24 9mM. £ 10mM. £ 15mM. 2 20mM B %
25mM.

[0459]  IV. 5]

[0460] A< % BH I 4 & 4 W] A5 A I O 0 1R A 38 1R 28 A e I D A I B VR ERR T
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W. Remington “The Science and Practice of Pharmacy” (20thEd., Lippincott
Williams&Wilkins,Baltimore MD) & T & idi il 55 5o S804, JL A8 I A i i
FIHIFAARIC.

[o461]  JXof T~ ]V 56 IS &, Bk Pl ik B AR U O A0 -Gl i B0, A48 /K S sk
VR B A BRI T K A A A ety R R R T AR S BTG B KR
FSEALII 25 . HFRIE RT DAL AR S 1) LR mT B AR K 36 S AL 5400 » ) n 2R 5L
MG — CTETRILIRY o IX LR} T 4 il Sepdoh: BLah KRR, e AT 1455 4 2540, FF Hadk— R 5k
AT AL LS LA i I e S R RO MR B o 3 T IR ] B P v S5 1 80 A A 8491 G v R S
KR BRI T2 IR T A B R A o (R B o FH T IR ] B Py 37 5 ) At 28 A 2 A 90
BN

[0462] 4 ACRIUIER U AN, AT LAY TS 25 M0 B L 92 b B VIR pH RS2 1, DU I B 7 i
TS A o

[0463]  AFATJE ) LFA-1 P B B LA S (3t -5 i T O e 0T o WA P SRS/ SRR
R/INFHAS R FR 2 T AR fie, 3K AT A AR A sl G el 1 o SR A1 SE PRI AR E AL o 50, B 1) 4
/INFRIRIORE R /N AT SR AEAN T e W) BIAGE AL, ELREE LAY e ke (94 B ksl BE ) frIRE T,
AT DA Ay w500 A ) [ A48 A 5 30T LSRR FEARUE Tk A7 L &) TS A sz i & oy T
) 735wk o

[o464]  TIMRHIFRI AT LA Fyoml) B2 25 1 2 AL T IO« R B 70 7K VR S8 2 Y
DRV VR B 2 T ) B8RT g BICPRH R BRI 2, T L AT DA e R AR s L 0 1 AT A 7 2o
# o VIR ARIFANIE AT DAE A B AR IR A5 CFFRIR FER . F T A e 2 245 1] %
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(FP) il 5E /N7 + 4 LFA-1 2T B N8 # A2 AE T 50mM Hepes, pH 7. 2, 150mM
NaCl,0. 05% IE=FRE % F7 A 0. 05 % - AP ER S (BGG) LA 1mM MnCl, 8% 1mM CaCl, i
ImM MgCl, I BEAT I o ISEAL A4 | X LFA-1 B8R0 7 ) 77 ¥ 8 6 42 W] LFA-1 [ &R
FIRRRE AN N 2mM IALS W) 1, Z RS REBTAG T 1w M, ££ 5 MnCl, BY CaCl, A1 MgCl, [
ZEPR o I ) 2mM AL S 1 (A8 3nM LFA-1 (MnC1, 7 ) 8% 40mM LFA-1 (CaCl, 1 MgCl,
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HO)) IS INFEBURI RGO AT 5 PE RS . 7E TCAM-1-Tg e - MR I, ZE W Ap —
W 7 R 2 F T, LEA-1 [ B2 R 22 2 1 20mM 1) LFA-1, DL KA TCAM-1-Tg 141
Hilo AESRA A (WF3C) W% &l AE H I AR ) LFA-1 k. 37°C R AE 96 fL
M4 HE96 Bt (Molecular Devices,Sunnyvale, CA) B 2 /pit. 1F Analyst i ES
(Molecular Devices,Sunnyvale,CA) 1 F 485nm ¥ & «530nm & 5 Fil 505nm — €6 M 3 H
AT (FP) & o T8 k9 2 AN B4k G4 1 A 24 00 2 (0 5 P R X 8 s R O
IETA R dG s EE . @ id{#H KaleidaGrap B4 (Synergy Software,Reading,PA) i
1T A ZEOTREAELR M fe /D Z 3R I 05, 43 M LRA-1 455 TS BRI 58 S 30 , LLSAS LFA-1
T E ) ECy, (EFIFEHUFIN 1C, 1. H THRIEHIER TR Y = ((A-D)/ (1+(X/C) "B)) +D,
P Y G R, A At EBTIELE Y (R B 2RI, C 42 1Cs, B ECs,, D A2 N#TIEE M Y {5
BE, 7040 R SCHTR 4 4H FP AIFERAE ELTSA A= il & 8 A S X KIS 5
st 3F HIE PR ZE MG THEE E /D TG S8 AN 10% . /5 Klotz FIHI1L 734
KV HAE S A A A-286982 Y, LFA-1 XHLEH 1 P B w4 (K)o A 16, 1H.
&) 1/LFA-1 1) Ky 58S R 50 AL &4 1 LFA-1 (9K BER vH SRS LRI LFA-1 [
EFT) (K

[0505]  SEJfs] 2 :LFA-1/TCAM—1 F1 LFA-1/ /N3~ Bi R S W B s (ELTSA)

[0506]  (A) FEHURIZES AETE LA E N7+ F1 sTCAM-1 % ICAM-T-Tg 856 % - br
N FREBIAL G 2B 5 LFA-1 (NS5 G IR RE ). aY) 2B S54ka9) 1 -0
S HAE Ny F TSGR A HA B RERAR, FH UAEDT - 26N PiA 456 e K.
4°CF, 15 96— fLA B4 51 g/ml (33. 3nM) ¥ T-WE IR ERZZ il (PBS) H I/ Blbt — A
B2 #EeER ) (AEThREFH I B ) A ZIR N ME S (20mM Hepes, pH 7. 2, 140mM
NaCl, ImM MnCl,, 0. 5% 21L& A& (BSA) Fi1 0. 05% Tween—20) £HZM 1 /M. AEZE 0
W (50mMTris-HCI, pH 7.5, 100mM NaCl, ImM MnCl, F1 0. 05% Tween—20) H¥Eik &, A
8nM LFA-1 (LFA-1/ICAM=1 ELISA) ¢ 2nM LFA-1(LFA-1//NFBLISA) , Z JGAE3TC FiRE
1 /NI o BRIEIZAR, HXT T LFA-1/ICAM—1 ELISA i &, /N5 TS5 P78 sTICAM-1 () B9 F%
BN BIRR T I 54F 30 230 8h, Z JG B0\ 0. 89nM ] TCAM-1-Tg ( KA ) IF4F 37°C FIRE:
2 /NI FRIRPER G, NN L AEHT ~hulgG (Fe g 1 ) -HRP JF7E 37°C FELE 1 /pi. 78
LFA-1/ /N5y ELISA 70, AR B IS BRI 25nM 4654 2B RIS IR, 2 J5 15 37°C
TIRE 2 /0. YRR Z E IG5 % -HRP, JEAE 3TC R RS 1 /Do XTI
EM S, fEPES 2 G B TR 7 A 45 5 1 HRP— (B BCFT R I\ DY SR (TMB) , 2
JEAEMA M H,PO, 2% 1k s A J & )4 450nm AL KIWOGRE . A KaleidaGraph AL
G BRI 4 SHOTFE AR B B A 2RI 1C,, 1E.

[0507]  (B) BLiA&is 1% bk U7 s(EE4T LRA-1/TCAM=1 A1 LFA-1/ /735~ ELISA, AR 2Z
b R AEAFE B AEAERE LR S T TCAM-1-1g AL &4 2B [ 25 R B I BIR .
TEFTA T OU T A SREPUA R I . fEIAFEHURFIECARZ 5 , BEAT BRI A )
PURZ AT, 76 3TC N EBCERE 6 /AT LR RIFEPIRS . @ Ean ERTA K] 4 58k
12 B 2 i) ECy, {1 T8I Schild [RIJH2R 53 i AF AE M AAEAEFE BRI I B0 T B 2R i
ECs fH. 1M T THA Log (WRALEL —1) X HEPUMIKEER Schild K« CKREE -1) = ((f7
TEFE DU ECAR T ECsp) / (AFAEFEPUAIIN BCAR I ECyo) ) — 1o L EAUS B E TR Y =
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A+BX SRS Log (IKEELE —1) SHREHIFIMR A A B AR

[0508]  SEjtAA] 3 <JBUR PERRICHT LAY 3 BIGIE R 5 LFA-1 A8 Bk

[0509]  TEAFAEEAAZLE 290 u MAL G 3 GO T, 4. Lu MALEW 5 (s i AL 54 3
DGR ) 54K A 454 LFA-1 8¢ BSA (0. 35mg/mL[ 23 %14 1.4 F1 5. 3uM], % T
pH 7.2 20mM Hepes.150mMNaCl.5mM CaCl,.5mM MgCl,1mM MnCl,#11% iF SR )
E3TCTRIREER. a5 5 LFA-1 EE/RIL A 3 ¢ 1. {FH 1% BSA M4 1) 96 fL
BRIATIRTE o IBTEACHZ AT, SR LIAH RIS 45110 96 FLIE 1 G-25 FUie A, 1 i e
g R B A Y 5. B B ERLE SRR ZZRT R (450 BL, — 2433, Vineland,
NJ) A LFA-1/ 64 5 EEWRAEATH . (ERGTEFE S, e 0K EAHIFE I A Smm JE 4]
FEB AR BEA T AR, LIS 8 (A A B e ML o 3% 18 3R 07 QB i s (G-25) B2
SEIRIERALEY 5. SRIGALE SM EEBRIT (GuHCL) FP1siAT BE B A28 M I3 SR e 34k
{8 Ab PR 5 1) 1 AT SDS-PAGE, 2 5 AT 25 B i Ju o, RIS U B 5% BRI AR
WA .

[0510] & T HIEALSWY) 5 (K145 567 5, £F 6M GuHC1, 20mM Hepes, 10mM EDTA,pH 6. 8 774E
T, I RNHERR (3t 7 B AL TS () o L FTB2 3V %8 5T, AR5 4E 75°C FHIE T8 T GulCl 1)
10 % FERE TP 2. 6M R Rt AT A 2 244% . ] SDS-PAGE 43 B9 I8 M bR ac Ik 2 1 e I 1 B, 3
H A B Sk iR, BUG S 2 8 h R A b, 25 s e fh, St N K
i £ L JRCIN 1R AT H O

[0511]  Sjtifh] 4 HDEAEL T (1) o L AEIR R4

[0512] Pt AR A4, pLFA. hulD. Ap, A NS 1567 1 Narl FREIVERL s 2 4544
BT3RS A PEIML BRI, A o LZERP 1, o BHBR T 45003k 1 19 3" 1IsE—
A PEIML BRAGIPED fi (BEdwards %5, 1995) o A T 7= ARGk /D S5 R 3k T (58814, 14 T R %)
514 < 1E 17 51 4 CACTGTGGCGCCCTGGTTTTCAGGAAGGTAGTGGATCAGGCACAAGCAAACAGGACCTGACTT
C(SEQ ID NO 3), & M Narl 47 s 2 g5 M5k T (1 s 09741 4 i GSGSG 1¥) DNA J741) (SEQ
ID NO3) FIZELEMIIR T K ek 51 23bp 1 o L A, LLR K 514 TCTGAGCCATGTGCTGGTA
TCGAGGGGC (SEQ 1D NO 5) , HAELE MR 1 2 J5 58 A PEIML FRIEAL kb 51 &« A8 X
e | MR Bgl 11 LRPEAIESS IR T N BT s AR V)N pLFA. hulD. A p 4T PCR. 3
DNA Jy B, TR B S A M Nar 147 ;22 58 = PEIML A7 s 40, i L A S g5 i3 1
M C125 2 G311 54w GSGSG [ DNA JF 4485, 4lifkiZ B DNA, A Narl F1 PEIML Xf =k
TSRS a L ks (pRKLFA am) Y AER ) Narl 1 PEIML 475 b 8740
ST GRS GSGSG 1) DNA 741 i IE#add A

[0513]  SEjitifhl] 5 -Hh/D L8 1 (1) LFA-1 5 ICAM-T B4k &4 2B 45 &

[0514]  FEABRA B 2 MEA () BUHEFAEM o LA (wt) S bgit 131 &b
[17) B o L AR gy 293 40 i, HAE KR 3 Ko 40 3 40 M P L 0B 7 7R, B &2 o
W (0. 02M HEPES,pH 7. 2,0. 14MNaCl, 0. 2% % ) . #BATid 75 2 (Edwards 2%, 1998)
HEETER B ICAM-T-Tg T4 & A T 461G 2B, Bk T4 0. 5% BGG, 0. 1mM
MnCl,, 1 v g/ml T B 2 yGAb BTk MEM-48 Fl 1 1w M AL &4 2B IR B 22 8 119 2 X 10° A4~ 4
M BIF R 96 FLARI BN FLH . 7E 37°C G4 Muks 2 1 /Ny, FIVA PBS BRI 1% 11
I /PBS [8] 52 . AAJETEZIR MM 547 EPi7O0 3 -HRP [ 1 ¢ 500 MBEBUEE 1 /M,

106



CN 101873797 A WO B 71/88 T

HI PBS Yk, JF 5 TMB ¥R E 15 708h. A IM H,PO, 1B S NIFAE 450nm N %, P47, {8
F—4 B A O A M 45428 Pk, i FACS 20 ik kst e Frh R R a L/ B2 &
E Y G SERE MR AT RS IR T

[0515]  SEjifs] 6 «BEMR A 22175 3 10 K SUBE PR s T AR I i 155 71

[0516]  FEZS—RAT 156 HAAF LR = K (Sprague-Dawley) £8 I8N Py 34T 65mg/ kg K155
IREFZ (SZT) , A il s 3 & i R ME IR o A 5 LK R FH 2R AR 1 3h /K 23R4T 4k
H SRR AR R AT A . 2 SE R RTT 6 KN, 8 FUBE IR K B A LR N R B 2 3 T
& B BRI LFA-1 F5HUR) B« AR PRAH R 2e 25 HRE, 7 088 PRI s 42 52 A0 [ AR
IACH T2 BRI 2R AL o JEME IR 0 B I B 8 52 ANCH 18 2 PR A i v, R e 1B I
o

[0517]  FE45 14 R ATHROLRMEE AR KRS E T ANV IIRE. KRG RIETA
=AY, @ik FARIH AT IRE, 3 A or & B W B4 2R, 48 A 25 A R
(micropictograph) K AEAL M BEZZR . T8k S A FRAH AR IR bR UMEAL F2 25 43 BTk s AL B PR 993 XoF
) AR IR 2R 2P R AR U A R B 5 W RE P B R ¥ 7 4P B LRA-1 45 510 S A1)
FTHI A K 5 i 5 L 0 HE ZH % B o

[o518]  SEZjffs] 7 : AT 4H Hokh B il e

[0519] A A T #KEL4H ML 5 HuT 78 (ATCC TIB-161) HEAT T— 40 Mkl bl 2 . 7E PBS Hoks
=41 —HulgG (Fe) MR 2mg/ml, HAE 37°C LA 501 1/ FLAE4% 96 FLA 1 /. H PBS
VRN, IFEE IR T AW T PBS 19 1% BSA &1 1 /i 7E PBS H¥g g5 03k 5 1) TCAM-1g #4 %
% 100ng/ml, J7E 4°CTFEL 50 1 1/ FLETER H DA B P . HuT 78 4HJfaLh 100g 14T
B0, IFAE 37T C R T 5% CO, 557548 ] 5mM EDTA ALFE40MayTiE 5 43%P. 78 0. 14M NaCl,
0. 02M Hepes, 0. 2% H & HEF1 0. 1mM MnCl, (N2 22 1P ) FH o 4n f JF 20 . 1 40 e =08
BTFAEN S Gy, K F 3. 0X 10° AN4HAE /ml o EI 5 G2 vyl o IR AR RS 22 2 X &
WRIE, FFAEEWE TS HuT78 LTI E 30 20 %P, K5 100 1 1/ FL 140 M A3 500 i N 21 8
HIFESEE TERE L/ I 100 1 1/ FLIE PBS JF¥EA A ), 7E 100g T RIE &0 5 43
Bl K ARG B D 20 B MR P e e Y S P 4 T Wi B PBS . o 60 1 1/ LIS A FE 2R
5 N- LBEEE - B -D- RIERTBETF (0. 257, N4 100m] AR TR 2 ) IINEIRR  , FH7E
37T°CRIRE 1.5 /0. A1 90u 1/ LK 50mM H 2/ /6mM EDTA £ 11l s 5, 376 A 2% F
2HY 405nM 4b 11325k, {1 Langegren, U. (1984). J. Immunol. Methods 57, 379-388 [¥] % iy
FERFEE AL B -D- IR MR E HUT 78 40l 55 5dICAM-Tg FIHRGRY. H &5 Fn T
x 1,

[0520] & 1. SEFRIAK BRI E 50 4 PE LRA-1 RSB B0 o2 4 SR A i i 45 51
[0521]
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Hut78
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42 . O:TIE Ll * Fbt
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43 :m \/&lm o }: o5 o 3¢ ok
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[0527]  FTHHIFF 5L FH EC,, {8 % /83 3 u M BUAAK, = /L 300nM 5L AL, sk L
2 100nM B HAK, s AL 50nM BE A,
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[0528] K APIIFT SAGRUTT FIVEARE AR -+ AR KT 10mg/mL, ++ fCK KT 50mg/mL, +++
RF KT 100mg/mL,

[0529]  SEjifs] 8 iR I A AR JE I B AZ 40 e (PBMC) B J5C 4t B AT 5 1y A4 &1 31 il
[0530] 7 HH i % Bk i )l 5 25 B (SEB) ML AN A% 4 i (PBMC) b, P AR & BRIV L 5
etk LEA-1 F5HTFH0 6 2 11 40 Mo IRl RO B8 ) o ZE S IR 25 il & F5 500 o IREE (—F
R ARAPF) ) FIIR SRR 25 A (CsA) WO BREVE, FF a8 i AN 955 7 25 18 1) 3L AR 10 94 R il 24 s B
o AMEH] SEB Sl 45 T B X R . SEB MBI &4k (0. 25% DMSO/ ik ) FVERA T

XF e
[0531]  {d VR A7 AEARIELIE A7 55 735 P i N PBMC filidk, o FH S W TAE KBS R R 19 10 %

FBS [#*) RPMT 35753500 %, FRHEPITE 96 FLAR b, 7 180 1 1 BEFR3E i RfL A7 20, 000 /41 i .
FH SEB $1¥ 2 81, FERS BT ELIREFEL CsA IAFAE FAE 3T CHEFR41 M 1 /it LA Ing/ml [
FLAN I SEB, 7E45 616 F1 48 /NN AR 4R i 5 . H Luminex 2 F I @ R e G
B RO 1PN i N

[0532]  FitiE 7| & [ 18 I, 5 PR 2 s HH R 28 M 40 i Rl R TS0 s 249l e ol 2 T i i
VAR T IL-2 fl IL-4. ZE R 3 TR 2.3 0479, HLHER 11 . BEZFMHT
LFA=1 F5HUFH0 60 40 M BB JHOK T 50 % , NI X 5 7 CsA [ L H L 22 2 2R 0L 3
FRAHALIE BB A1 A2, AR KB TL-3. TL-6 FT TL-12p40 X T 40 A~ 5 10 JO0E & T E o

[0533] 3 2. IL-2, IFNa \MIP-1a FI TNF-a (%) EC,, WA
EC50 uM @0 B FHK
L2 | N MIP-1a | TNF-a
[0534] LFA-#Z 47 | 0.0018 | 0.0016 | 0.020 0.076
3 B IR AE >1000 | >1000 | >1000 >1000
FREE A 0.00094 | 0.00050 | 0.0011 | 0.00049
[0535] & 3. 1L-4.IL-10. IP-10.GM-CSF F1 MCP—1 #ifi ) EC., MR
EC50 pM &R BE-F#HK
IL-4 | IL-10 | IP-10 | GM-CSF | MCP-1
[0536] | LFA-1 454t | 0.143 | 0.147 | 1.158 0.545 0.0050
% Bk A >1000 | >1000 | >1000 | >1000 >1000
REEE A [0.0063]0.0292| 0.167 | 0.0202 0.0926

[0537]

# 4. 1L-1a ,IL-1B . IL-3. IL-5. IL-6. IL-12p40 F1 IL-13 FWifIf#] EC,, W) .
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EC50 pM &0 B F8K
IL-1q | TL-18 | IL-3 | IL-5 | IL-6 |IL-12p40 | IL-13

[0538] | LFA-1454i#4) | 0.24 | 0.36 | 52.23 | 0.11 | 43.51 | >1000 0.36

B R AF >1000 | >1000 | >1000 { >1000 | >1000 | >1000 | >1000

REEE A 0.002 | 0.003 | 0.002 | 0.073 | 0.001 0.002 0.074 |
[0539]  SZJfEfd] 9 :LFA-1 FEHLFI 15

[0540] A WY I B S Itk LPA=1 55050 Bl 5 8 'R D S5 DI v ol 8 AR V80 Y 114
JLF A S, T A A i 22 AT B AEAN R TR 0 RV O I O R 51 4

3N ER 1R
[0541] % 5. LFA-1 $5HTRI I 7 1 0 2
#H 1 (% wiw) #H 2 (% ww)
LFA-1 3 #H) LFA-1 #HH)

15% —F A B .LAEA [(15% —FEAR LG
25% L oBER AR (25% —L MR AR

12% T =8 12% B
5% #—B 5% A=

[0542]

0.15% ST EEEXFTHRFTE [0.15% AKX TR T
0.05% sTHZEAXFTEAHE [0.05% *LEXT A

0.01% EDTA 0.01% EDTA
0.5% Penmulen TR-1 1% RTESTH|

% pH 6.025% = CBiM: | ¥ pH4.525% = LB
¥ 100 K i ¥ 100 K

[0543] & 6. LFA-1 F5HTI BRI 3 A1 4
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[0544]

| ## 3 (% wiw)

#H 4 (% wiw)

1% LFA-1 3 #H)

1% LFA-1 33

13% —F A A LA

13% = F AR LS8 ES

20% — L BEH A A

20% — B2 AR

10% C —B%

10% =B}

4% & =B

4% R—B%

0.15% ST AKX TR T B5

0.15% B EXTFR T B

0.05% *F#ZARTFIRAE

0.05% *F#&EEXF R & E

0.01% EDTA

0.01% EDTA

0.5% Carbopol Ultrez 10

0.3% Carbopol Ultrez 10

0.2% Penmulen TR-1

0.2% Penmulen TR-1

3% B & 5% B - R B 2% Rk
5%t B% 5.5% 5 4k
5%8@ Lk 5% Wik

0.02% TEMLEEFXK

0.02% TEABREFTX

i & pH 6.0 25% = LBEJE

¥ pH6.025% = LBEEE

iE¥ 100 K

[0545] 2% 7. LEA-1 55050108 1500 5 1 6
1#H 5 (% wiw)

iE ¥ 100 K

#1% 6 (% wiw)

1% LFA-1 & #H)

1% LFA-1 3 #.H)

15% PEG 400

10% = F X R .L 5L 8% 88

[0546]

0.02% THEALEALAFTK

0.02% TXAiLLEFTX

2% Span 80

2% Span 80

10% & &4

10% & 3%

[0547]
[0548]

1H# 7 (% wiw)

71.98% & L+
% 8. LFA-1 $5HU5RRIE IR 7.8 1 9

#K 8 (% wiw)

76.98% & AL+ #k

FH 9 (% wiw)

1% LFA-1 3 ##)

1% LFA-1 3 #.57)

1% LFA-1 ##H)

15% = F 2 4 L ZL B B8

15% —F 2.1 3L 8588

99% —FEXIM

25% — L —BE# T A Ek

25% LB AR

12% T.—B%

12% <.—B%

5% H—B%

5% A=A

€ ¥ pH4.525% = LB

# ¥ pH 6.0 25% = LERR

EF 100 K

# ¥ 100 K
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[0540] 3K 9. LFA-1 $5PuIMs il 10.11.12.13 fi1 14

W/W% #1710 | #IA 11 | BIH 12 | K 13 | HIH 14
LFA-1 B#H | 0.1% | 0.3% 1% 3% 5%
BB 540 0.015% | 0.046% | 0.15% | 0.46% | 0.77%
0.1% EDTA
0.12%BE8 — £.44
[0550] 0.4% st XX TR T o

0.02% =X XV Bk & 8%
EFNTESASTRE 270 RAH
¥ pH7.01% H L
#¥pH7.0 1% HCI

iE¥K
[0551] 3% 10. LFA-1 $5 A FIEHIF 15
[0552]
#|#) 15

1 ml 10%W/W & LFA-1 FFH KIER, i:u;t 0.158 mmol %8 .44
1% F 9 ml PBS #47# %

[0553]  SEjiifs] 10. JRydl A FH e AR B LFA-1 B335 - MRS DU R 402 B W i
[0554] ¥ MR YE Skelly % A\, Pharmaceutical Research 19874 (3) :265-276, “FDA and
AAPS Report of the Workshop on Principles and Practices ofIn-Vitro Percutaneous
Penetration Studies :Relevance to Bioavailabilityand Bioequivalence 4w /714,
A8t F A A8 3% R WS ER 7 V2R PR i N FH DA A4 Y AR R 36

[0555] i3 1-9 LA 5mg/cm® (17 58— I AR AH DG FR & (4H 4 T 30-35 1 g I3 & )
B FHAE B2 TN AR G EUI T AR IRA R o A JFE R R 0. 023-0. 039 e ~f
(0. 584-0. 991mm) , J&FE IV EME +/—- b4 0. 030+/-0. 004 5&~f (0. 773+/-0. 111mm) , 3
FRECN 14. 4% . KRR L E 2 E Bronaugh VLB Bt o AR /K ¥ 41 Mo 4 £
15 32°CHMEEEE o it BF 0. 64em’ IFRFRY BUIA. (FH&H 0. 1% S A 4%
A MyE A B AR pH 7. 4 19 PBSAE N[l e AR N 24640 . ZEHZZ T, AARFR 1. Oml /hr
(P IR FF SR 15 B e 1K) 52 AR, IR R0 6 AN T e . WOERSZARAH A T 20 W7

[0556] KR ZUFF St B i) 1-9 #84k 24 /it i ] CuDermD-Squame B AT s
FIE (tape—stripping) , B LN ) G/EA U LA B B S H07]. REFERURH &, K
FHBEME Y SR R R ML B o I3 B B L RS2 AR ) LRA-1 F5HTAIH & . &5 308
TE£ 11+,

[0557] & 1 5 9 (H&H 99% DMS0) LASL, i i3 i) LFA-1 $5 5057 R 21 2UE i /K
(AR ) AR T E EMREL, 0. 54ng/ml (AR T BT AT K 0. 013% ) o AH S, )77 9 $2
BET PR AR 1. 4%, 45 24 /N R R RN R) &L T ORI A 2
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[0558]  7E 24 /AR i s TR) P, LFA-1 35 HTHIAE R Bt BEE S 2, X 5 B v 57 =
HIAR K LU B AR B2 L2 A — 3. 36 10 3RS ATk B MBI R B R RERS FRIK
T5E PRI N R AR A T R e P AP AE R 25 I

[0559]  FLEZ I3 Bt Ak T4 LFA-1 $5PURE L MEVa N, 0F HoR e B . #edih 24
/NG LFA=1 FEBUF KB Rz iR A BT SR 0. 66% (il 6,0. 258 1 g/em®) 42 4.4%
(57 7,34. 31 g/em’) o KT B A HIHIF] 1-9 M5, ZLEH LRA-1 5 PTRIRIR L 5N
6.7 u MO 6) B sk CRUMRIF 7 3245 T 54, 1 u M IEL IR ) o IX by B A 3e i i 114
A ECy YR FE , 12U B 2 S5 7 FUAHR (36 1 F7 18] LRA=1 F5 50508 2090 11 48 1k 40 i R
TR T ) 2B B RN R B o PRI IR e 5t B AT S0 448 N 1% W/W LEA-1 F5H0511 £ Pl il
FUFR ALV A KT 1 40 PR~ s o oAy 40 1 )

[0560] & 11. JRiRHefih 24 /MY JE LFA-1 F5P050 K RS2 ARAH I UK P

[0561]

‘ A
| 3% 28 2
MRS ug/em® | i A H B #% | pg/om’ | BAFE44 | ug/em’ | pg/ml | ZAH ¥4
% %
3448 3.93 7.48 1.14 | 18.8 2.18
1{8D' <EEMRE 2.92 5.50 091 | 14.9 1.73
% CV* 74 74 80 80 80
EXTYA 6.03 11.9 0.750 | 12.3 1.49
2{SD <EERE 2.56 5.1 0.304 { 5.0 0.63
%CV 43 42 40 40 42
F A 6.03 12.1 1.40 | 23.0 2.74
3|{SD <EEMWRA 2.97 6.4 0.27 | 4.4 0.47
%CV 49 53 19 19 17
F 3448 7.92 17.0 0,975 | 16.0 2.10
48D <EERE 3.41 7.2 0.350 | 5.8 0.75
%CV 43 42 36 36 36
F 348 5.71 14.6 0.670 | 11.0 1.71
5(SD <EEMRAE 1.73 42 0.351 | 5.8 0.87
%CV 30 29 52 52 51
[0562]
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'& 24 fi*ﬂﬂ'é‘]%ﬁi#ﬂé‘ ﬁ}i -ﬁ-)i
A %5 ¥
ng/em® | 5 A FF64% | ug/lom® | AR A Eed | pg/om’ | pg/ml | A K FH
% %
34944 6.47 16.8 0.258 | 4.25 0.657
6 | SD <EERE 1.07 2.7 0.158 | 2.6 0.394
%CV 17 16 61 61 60
F- 34944 7.22 15.0 2.08 | 343 4.35
718D <EEBMRE 2.15 4.5 0.84 | 13.7 1.83
%CV 30 30 40 40 42
J- 34944 8.58 18.0 1.48 | 243 3.09
81SD <ETEMRAE 3.53 7.7 0.99 | 16.2 2.07
%CV | 41 43 67 67 67
F¥E | 0.660 1.43 5.78 13.2 1.19 | 19.6 2.63
9(SD 0.253 0.49 3.18 8.3 049 | 8.1 1.15
%CV 38 34 55 63 41 41 44

[0563] 1. prUfEZE,

[0564] 2. B RELH 7L,

[0565]  SEjfifsl 11 =T 4H o s 5 il e

[0566] 1% a2 A2 FH A 1B FH 5 | D IR oAk B2 440 e 8 B 1 PR A Y i S A E R E S Bt
J i Sl M AE VR S T 40 M % 4K 5 LFA-1 M54 % & 1Y (Springer, Nature 346 :
425 (1990)) .

[0567] #F4C FHB TIEHEPBS H K500 1 1 21 g/ml 1 2EHi A Fe ( H 3% H10700) Al
501 1 /7 0.07 1 g/ml CD3 BB FgfEHUIA (Immunotech 0178) T E EM (Nunc 96 fL
ELISA TAIE ) . 55 R H A B . 2R )5 I PBS JEAR 2 Ik, N 1001 1 ) 17ng/
ml 5d-ICAM-1-Tg F7E 37°C N{REF 4 /Mo FEBIN CDA+T 40 Mo 2 1 A PBS ¥EAR 2 IR M
H A g B R B I 224k A i 20 B 0 R sk A0 . —Fhon] S (9 7 vl i 1 40 i oy B
1% (leukophoresis) MABBEMEAAIRIG A0, FHEAKEME 1 ¢ 1 k.53 )Z IFAE LM L
2500 X g BI04 30 4380 (4 100ml FAE A 6. 2g Ficoll 9. 4g ¥z #4il%4 ) (Organon
Technica, NJ) . 18 A B B84 40 Mo 78 FE X VA THFE R AZ 40 Y (Myeloclear, Labs, Hornby,
Ontario, Canada) . ¥ PBL L H &% 14F 90 % iK1 AR 2 M3/ A 10 % f) DMSO H, 25
SFEFEHICAFER AT . B S, B4l L EE B BV E4E RPML 1640 $555 %+ (Gibeo, Grand
Island, NY), FriR 572 3L R4 78 7 10 % I HCKIE IR Z4E 15 (Intergen, Purchase, NY) .
LM P B A4 3mM L— 25 2 % . 1mM 400 75 2 S5 1R . 500 1 g/ml 822250 1 g/ml HERE 2.
50 1 g/ml JR K& 2 (Gibco) .

[0568] i 97 ik £ A KT CDA+T 40 M BEAT 44k (A CD4 40 A Bl i+ 3K 50 & #CL1 10°7°
Accurate) . TR EMREESL 100, 000 24K CDA+T 40 (90 % 4HFF ) , 76 37°CHI1 5% CO,
T, 7E 100m] B5555E (RPMI1640 (Gibeo) , #h %8 T 10% B K IE 19 FBS (Intergen) 0. 1mM FE
Vo772 FE TR InM TAT A PR L 100 FRAT /ml & 3,100 1 g/ml BERE 250 1 g/ml K K2
10mM Hepes F 2mM 228 BEf% ) S35 72 /Mo AR5 FR AR ISR A B o ek
AN 2 AT 6 /NI P IIN 1w Ci/ FL IR A I i g, FH AN o 32X 6 8% 70 1) 44 B i
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N o TV A TR RV BRI 2 O bR IR B N (Packard 96 FLIREEASAITE S ) « S5
FVHEC/ 5380 (cpm) &R,

[0569]  SIjfs] 12 AR SMEA Wk L0 M i

[0570] VR A& Ik 40 % FR B A N AR SR A AR A Y (A, J. Cunningham, ” Understanding
Immunology, Transplantation Immunology” 157-159 T (1978)), H T4 Ff LFA-1 5
PUFRITE NS TR G IR C 40 B s 2 1 M9 T AR 20 HP A

[0571]  4H i 70 5« ANEC I {8 AL AR 110 35 A 4 i A 40 5 40 D It (PBMC) 6% 41
A IR 1 ¢ 1 FkE 4y 2 3548 LSM _E LA 2500 X g B0 30 434% (4% 100ml {# ] 6. 2g
Ficoll F1 9. 4g iz il ) (OrganonTechnica, NJ) o — R Ge i) 772 2 18 40 i 7 55
M AR SRIS Al . G b BT IR ) B8 PBMC, K5 H: B3 B VA 90 %6 IS (1 AR 2F 1375 i
10% 7 DMSO 71, 25 70 FE H I AF R A T o b 5, B 4 B B B V7 7E RPMT 1640 B FR2E
B (Gibco,Grand Tsland,NY), TR g23Ed4h 72 T 10 % ARG RG2S (Intergen,
Purchase, NY) \ 1mM [ AT B ER M 3mM #) L— A 2 BEIZ  ImM (Y HEL #5240 2512 . 500 1 g/m] 5%
#5010 g/ml BEEE 500 g/ml X KEHZE (Gibeo) o

[0572] JRAWKEANH MY (MLR) <7E 96 FL T JETH R I 2 AR P 8 7 58 o] A VR Uk 2 40 s
Fro {E 2001 1 585 FEE A, 15X 10° /MU i, PBMC 45 %6 & {1 4% 5 (3000 Hz 48, 3 /3 52
B ) [ IRIFh S AR5 PBMS 2555 . FEREFR UG IO\ LFA-1 F55057). 7E 37°C R, 7E 5% 1
CO, T B Z2 M55 6 K, ARG 1w Ci/ LAY °H- M1 (6. 7Ci/mmol, NEN, Boston, MA) fikytf
6 /N o 7E Packard 41 et S48y (Packard, Canberra, fIE K ) HIREER TR . FHBAKRIN SR
THEGEIE [BH]TAR BN . S5 REKR AR 2T (cpm) o

[0573]  SEjtdsl] 13 AFFH Jurkat 40 MR T 4H kb B e

[0574]  ABFFTI B IR T VPO PR Sl LEA-1 $550R% Jurkat 48 JORGFE TCAM-1 )
FURY BB

[0575]  {EDMSO/ 7K (1 @ 1) FRikl4% LFA-1 F5H0F) 0 BEGORT BH ME XS B, 51 FH 0 2 5 92 3 4
5 I8 AN I s 455 7 25 DU B AR 0 1R B S il 45 5 SR M RV . R4S 1) LFA-1 F5 517
Bl FH AR BE XS

[0576]  7F = i T A T 42 K 5 98 & 1 8u M BCECF-AM(27,7" - R -(2- &R % &
B -5-(F1-6) - AL E ) WEWARIC Jurkat 400 15 4350, 75 37T°CF, ARic 14 L 7E 96
FUMR 4% FL A 70 w LI B gRdE b, DUAEFL 500, 000 NI, 5 70 u L TIE B 75
T LFA-1 F5H0R s BHMEXT L 30 23 8h. 7E LFA-1 F5HURI S A M I IGA74E . 76 37°C
T AE 100 w L S X AP ARG Jurkat 40 MBIV EFR IR T 96 FLERCH AL 1 /N,
% 96 FLAEL A 5 H Fe A A E4N ICAM-1, SPRiEHIE 100g T B 1 208k
TR A o AE 7GR SRS b R B 41 B PR B 2 ' B AT

[0577]  SEjtifh] 14. 27 B B354k LFA-1 $550700 20 538 N i I 378 FR 48 Rz s ik
[0578]  IEAT AHWIFE N T A il ik 76 Bk b R B, AR BRI R s 4t LFA-1 50
)] LRI % o FEAEYE Sprague K P PR T 88 CAnddlF) 1 rhECHI, 36 5) R (i
I3 3 HECHIT, 2R 6) E (il 5 ECHIE, 5K 6) AT 1% DMSO ¥ () 5],
* 12 s,

[0579]1 SRS MEA . H T s AR A5 . P B9 550 & 2 57 & 3 8 e Hhgs 5
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(200w L5 / Zhi / 57 ) o ]Sk T EZ RIS R E B EE, DURA S i 7 2 B
Hi,

[0580] Mk, XA 1-42H (58 LA (BE) 58 241 CIlrg ) 28 341 (W) s34 4
(DMS0) ) Fy28 J i FH , B R W Ae o — R — RS S R R b o X T45 6-9 4
(el (B ;3 74 () 5884l (YR ) 55 9 240 (DMS0)) & Bzt i, 5 K 3))
W2 R 3 RS BB IR R A CORERIRGE 4 /NN ) 5 8 8E 7 K

[0581] ¢ PN . XFT-55 52 (DMSO, K¢ N ) Hh i1 Rl , 7655 — Rt 200— v LI 8 —FZ iy
T, A AR A B B IR T DA FH 3 S e A SR S S A 100— 1 L1 58 85 o
[0582]  AEMERAE (M (FrE4L). XTIl AT s & EHEH , fE4 29T A
Y525)5 0.25.0. 5. 1.2 F1 4 /NI R R BRI

[0583]  FEELRAE N ARAL (AURBRAL ). 760 T R B A A S i AL I VI F
FE A I TR A T R P B SR 4 o 8 I Py ) B ok 25 B SRR 1B e 4% ) A 52 AT R K
WA R o 4% 6 FF 2 BB — AR N TR AR 1 B R B T
TAFESMET . IR RFEE R

[0584] 3K 12. [MHEME Sprague Dawley KU IR ZE T AR HiIF) oh A% B I 4%
T M LFA-1 S5 P00 B2 IR BBz pasrl: (5 5-9 41)

[0585]
HE B #F ARAR

Hih BRH HE KRE HERPE N E ,

B %) ®%  (mg/g) (mg/%) (¢3%)° (mg3hd) (mgke)
B11704 #IX 1% KA 10 2 0.2088 2.09 6.76
B11705 %A% 1% KB 10 2 0.2080 2.08 6.69
B11706  #f% 1%  AAk 10 2 0.2079 2.08 6.79
B11707 &% 1% Ak 10 2 0.1669 1.67 5.06
B11708 & & 1% At 10 2 0.1722 1.72 5.63
B11709 &% 1% &K 10 2 0.1744 1.74 5.64
BI11710  ##& 1% ARk 10 2 0.2075 2.08 6.69
B11711 %k 1% Ak 10 2 0.2003 2.00 6.34
B11712 ik 1% KB 10 2 0.2063 2.06 6.92
B11713 DMSO 1% A p% 10 2 0.2195 2.20 7.13
B11714 DMSO 1% &Rt 10 2 0.2180 2.18 6.96
B11715 DMSO 1% &Rk 10 2 0.2201 2.20 6.94
B11716 DMSO 1% & A 10 2 0.2209 2.21 6.97
B11717 DMSO 1% & #A 10 2 0.2201 2.20 7.01
B11718 DMSO 1% & W®R 10 2 0.2248 2.25 7.54

[0586]  a Jiti FH I HiIF B & o

[0587] £ 5L 3% 13 (KA 2 IR il 50 A w20 K 25 907 0 Bk, I HAE B 2 SR
B F IR AR 1 IR R A I B AR R PR L

[0588] K 13.7 K (BZk) 8k 1R (BN ) Ja, &4 il n B 18, My v 1) B4 e 4+ Mk
LFA-1 P05 IR B
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| R

S5 B 9] 5 4 “#hig2  (ng/mL)
B11704 AT BIR 1% BBk <0.500
B11704 4 /Bt B 1% )43 <0.500

[0589] - B11705 AT B 1% KR <2.00~
B11705 4 /B B 1% )43 <0.500
B11706 w7 B 1% 43 NR
B11706 4 o) Bf BIE 1% )43 <0.500
B11707 a7 wmE 1% )43 <0.500
B11707 4 o)~ Bt wmE 1% Rk <0.500
B11708 824 mE 1% Rk <0.500
B11708 4 /) Bf wmE 1% 43 <0.500
B11709 452 AT mE 1% Bk <0.500
B11709 4 A wmE 1% )43 <0.500
B11710 - R R 1% )43 <2.00~
B11710 N B 1% ;43 <0.500
B11711 $-24 Ay ik 1% Rk <2.00~
B11711 4 BT "R 1% KRR <0.500
B11712 2T B 1% Rk <2.00~
B11712 4 JNEF & 1% Ak <0.500

se]  BI11713 #%-3%A  DMSO 1% Ak <2.00~
B11713 4 /N BY DMSO 1% ) @3 2.08
B11714 %3 DMSO 1% Rk <0.500
B11714 4 /)~ Bt DMSO 1% Kk 2.81
B11715 %% DMSO 1% )43 <2.00~
B11715 Ny DMSO 1% KRk 2.22
B11716 %F DMSO 1% A A <2.00~
B11716 4 Bt DMSO 1% KA 93.9
B11717 - RT DMSO 1% KA <2.00~
B11717 4 )N BF DMSO 1% KA 214
B11718 %A DMSO 1% A A <0.500
B11718 4 o]~ B DMSO 1% KA 136

[0591] << 0.500 =X T EEMRE BLQ) .

[0592] << 2.00 ={ TR (BLQ), T 4. 00 EIIHE

[0593]  NR =AM ARUENI R . 5 AU L BLTE 43 7

[0594]  sgjffdl] 15. KRR 25450 )12

[0595] A FH A LA 760 ke Y0 B 9% % 4 M LFA—1 5 50 570 78 B b 40 20 4 1) St R oY e

] 9 Ai. (2 WL S.P. Ayalasomayajula, and U.B. Kompella, European Journal of
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Pharmacology, (2003) ” Celecoxib, a selectivecyclooxgenase—2 inhibitor, inhibits
retinal vascular endothelial growthfactor expression and vascular leakage in a
streptozotocin—induceddiabetic rat model”, 458 :283-289, ) [n] A Kl AR M il H — A<
J IR 1C TRUR HERR I A LRA-1 FEHTHI 1% ihlsn) (filsn) 12, 38 9, skl 5, 3K 10), 48
S BE IO . t = 30 20 BhA0 t = 4 /I RIEIR S HIE R 12 . EE 12 T, &
A 20 DX S35 A A 0 1) 8 TECESS PR s 3 PR A5 A 0 PR PR E T R T i AR 5 DX IR ) 7 HE ) 3
IR FERZL TR o ZEHE RS T35 14 op, DLAY s 5 B8O MEAR 10 LRA-1 5557 / e
HAELIR

[0596] 3 14. LFA-1 $EHURIK AL, ng 24 [“CI-LFA-1 #5505 / me2i2n .

[0597]

F R MG 0.5 et | A E 4.0 BT
7K 1770 116
g (GR) 31500 4480
SEIE (B8) 26300 21830
AR 17150 1346
SR - B R AK 17550 500

g RAR 38.8 9.69
MAY 2 796 0

AL IR Fo Bk 242 (A RPE) | 510 46.7
FIE 2750 387
3 AR 1330 183

[0598] £ 5L G R AEML M AR IA B T LRA-1 S5 PUHIR VAT KF, BB 2 )5 4 /i,
I AE AL X I R 22 3] 50ng /g IR FE 254 o IR FERE 320 v T 0l 10 0 AR B A k3 7
K/ R PRI T A X L R P BT 75 1 TR () B 4 10nM, % B{EDGE R 7 HuT78 40 Jiakl
B s R AT 24 2-6nM 1 1C,, FIF5PTH

[0599]  SEjifsl] 16 : 1 HI AAKHTFST

[0600] {8 FESZiAE IANZHTFL . AT T IR A 2 KA LEA-1 5Pt RE AL 52458 8 20
PEEAERAL . HH R IC R P S KT 6-8 A LFA-1 3550515 7K 7 4
HIXRH 7T 22IRE G BRTT.2 BRI BTIRTT . ZREER —REZ— K. 17
bt 10— JE PSR TS A B AT AR B ) S AR5V . AR 8 RIS, BB BRI
FHIFIFE B LFA-1 55050, B 3LHeal 14 Ko PE T PK/PDL 22 MR 56 Z A 50 IR B ST A
R EFN TR MG A

[o601]  SEjdsl] 17 11 HHAARBFST

[0602] YA A8 AR PR T PRI JIES 05 1R R0 52 3R INNAE T, 3X P 2 7 iR BN
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/ HERRBRAE E SCI OB 0 3 /K 2 RT AR S8R o s LK P X6 LFA-1 $5 505703047 Bl
B S92 B0 B E R . =452 H 2 RIS SR B8 A LFA-1 F55057157 B K-
L WO » PR FEDUIAEH b P 2 ih SRS KL B H 20 25, 782 12 . FE=1H
B 5 3T P9 T L 9 O M 3 R R IR AR A 2 T MR A WL 50 1 22 4 kA
S IE o

[0603]  ELARASSCH HEA AN 7R T A W A8 S 7 5 5 AEL2 X AN s Sl B AR S T
F AR SIS Ty 2 FUR AR SRR o AN B A K B G DL T, AU R
N GAA] ABEAT & AR A AR AR e o A SR AR, 78 A WY AR S o mT DR A SCh ik 11
AR WISt TT I A AR HOE e TR AR EER S LR AR T e [, TR iR I 264
AL SR F93E B I TR R S5 A6 B A [R5 56
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ERTES
<110>GADEK, THOMAS
BURNTER, JOHN

<120> F ¥R T7 88 PR VEAR I3 55 19 215 0 7 v
{170>PatentIn Ver. 3.3

<210>1
<211>12
<212>PRT
213> NTJF4

<220>
<223> NLJPA U A Rk

<400>1
Tyr Asn Leu Asp Val Arg Gly Ala Arg Ser Phe Ser
1 5 10

<210>2
<211>13
<212>PRT

<220>
<223> NLJEA Ui A Rk

<400>2
Gly Val Ile Val Gly Ala Pro Gly Glu Gly Asn Ser Thr
1 5 10

<210>3

21157
<212>PRT
213> N7

<220>
<223> NP A Rk
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<400>3
Cys Gly Phe Asp Met Pro Cys
1 5

<210>4

21157
<212>PRT
213> NTJF4

220>
<223> NLJPA U A Rk

<220>
<221>MOD_RES
<222>(3)
<223> [i] - B IR

<400>4
Cys Gly Tyr Asp Met Pro Cys
1 5

<210>5
<211>13
<212>PRT
213> N 74

220>
<223> NP A Rk

<400>5
Cys Arg Ile Pro Arg Gly Asp Met Pro Asp Asp Arg Cys
1 5 10

<210>6

<211>4
<212>PRT
213> NTF4
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<220>
<223> NP <A Rk

<220>
<221>MOD_RES

€222>(2)

C223>N’ -3~ ZRFE N FER A W%

<400>6
Cys Asn Pro Cys
1

<210>7
<211>64
<212>DNA
Q213> NTJF4

<220>
<223> NP & Ris 14

<400>7
cactgtggeg ccctggtttt caggaaggta gtggatcagg cacaagcaaa caggacctga 60
ctte 64

<210>8

<211>5
<212>PRT
Q213> NTJF4

<220>
<223> NLJPA U A Rk

<400>8
Gly Ser Gly Ser Gly
1 5

<210>9
<211>28
<212>DNA
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213> NLF¢4)

<220>
<223> NPt A ies |4

<400>9
tctgagecat gtgetggtat cgagggge 28

128



CN 101873797 A W BB B M 1/12 7

A0 E R A G mIA AT

# F Ao #iK s H ot J 5
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LFA-1 &9 48 ZAF Al & B R AR A%,

ICAM-1
APC {
N P _~
_—_=

rr— Y~ \'\
< \>J Tiﬂﬁ L#!' LFA-1

MHC —} APC
B
M EEETY)
Ve ~
} T a9 &

TCR

R RBET A

-~

o —~ I’A AT mﬂ\l

Wit &) LFA-1 sTiE S 8
KB RRTY BR H

K 2
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3/12 T

LFA-1 5 ICAM X J8) A8 Z. 4k ) &4 3% 4

} APC
\l l l
[ —— e g

}Tm@,

MHC

ICAM-1 ——p

LFA1___>‘

7~

LFA-1: ICAM-1 3t 4|3

TCR

35 ) B

MHC \l l !/./
o —7 n A ﬂ\l

LFA-1 A~ 84 3k sk
Gl IR S

T @ ke

K 3
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(o}

RHN\/\/\iNH
NHR
H H
A Ay "
KI' C ) © n Cl H
(o]

44 1,R=(C=S)NH- ¥ %% 44 2A,R=H
1%.4-%2B, R=(C=S)NH- ¥ £ &

A-286982 e s

K 4
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i BB

B K JE (450 nW)

1.0

o
®

o
)
1

e
»

0.2 -

0.0 -

(A) 5% 2B

e ——

1B wtCD11a

.

| 4% /) 44CD11a

(B) ICAM-1-ig

FXTETIERT T A
i . x ;
beadii Sl

% wtCD11a | 3% 'V &5 cp11a
K 6
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in M B M

7/12 3T

R X JE (450 nm)

2.0

150

100

05(

0.0l

(A) LFA-11CAM-14g

——bH3 20
—— eHA A
—+—A-286982 260.
—*—sICAM-1 290.

v

0.1 10 1,000 100,000
4 #] (nM)

K7
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5 N 7
7
e
4 L

4 - e
3 .« .7
and e
u 'd
N %
R 3 T ® o
< o 7
—~— e
by Ve
L i Ve
I:I 2 .-/ ®

2 e
3 s
- 7
e 1r - - -y =0.23708 + 0.96424x R= 0.94006
- ®
- @
0 PR YT W (U SN0 W T T NN S ST TN S SN U AN SHNN UGN JUNE S S T B
0 1 2 3 4 5

Log IC50 LFA-1/ICAM-1 ELISA

K] 8
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20 25
] (A) sICAM-1 20] (B) sICAM-1
T 151 3
€ S
g 215
4 1.0 1 L
R ] R 10
®w w
05 05 ]
00 ¥ 00 —
0.01 10000 0.01 1 100 10000
1444 2B (nM)
20 25
J
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