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. —FFRAOEKZTERK, LRANLEHTHIF1. 2.
3. 4. 5. 6. 7. 8. 9. 10. 11. 12. 13. 14X 15 AEL B
P 1IN A EREABRA .

2. —HIAAIFEIKREZ O IR, HETH4 T AN R E R K
(CDRH) ¥ #9CDRH1% A& %] 516, 17. 18. 19k 4149 R I
/%%, CDRH2A & %] 520. 21. 22. 2384289 R A B 7 7],
CDRH3 % & 7] 524. 25. 26. 2TRA3G A LB A 7|, B4H
FAME R Z RK3%x (CDRL) ¥ #CDRL1% & 7 528, 29. 30.
313K 4469 BB A 5, CDRL2A A% 532, 33. 34. 35345
# A B A7, CDRL3# A% 536, 37. 38. 39K 4649 R &
B 7 5 .

3. — R RAEREGRK, LEHEAH £ F16. 20,
24. 28. 32XR36H AL AFFI ) AN R R3k (CDR) ¥
MEDS —A,

4, —FHRAOEREGHIK, LEHLSH F 7516, 20,
24. 28. 32X ALBAF I 69 LA 2 Z KRR (CDR) #
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5. RAIZR, 2 FF 517, 21. 25. 29. 33XR37TH K
ABFIH EAME R Z XK (CDR) F# £V —A4,
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25. 29, 33RX3TH ALK G 7| M LA R E KR (CDR) #)
A3,
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26. 30. 34X 38 AABRF I ) A AN R E KK (CDR) ¥
B E Y —A,
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26, 30. 34X 38 A IKBR 57 69 AN R Z K& (CDR) #
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9. —F M AwIERKEGRK, LELHEH F7 519, 23,
27. 31, 3539 AR LB A FI W EAME & Rk (CDR) *#
E Y —A,

10. —FF R A9 BKEZORK, L LA LSH A7 519,23,
27. 31. 35R3IMW A KLBMAF 5 89 LA R T RKX (CDR) #
a8

11, —FHRAaIEBEEGRAKR, L BLHESH 55 541,42,
43. 44, 45R469 R A B A 7 ¥ Z A R ZT XK (CDR) ¥
MED —A,

12, —HFAAOEBKRETAFRK, L EHLSHF5 541,42,
43. 44, A5RA6H AL A LA R EZ XX (CDR) #
a0

13. BIFERAZRKL~ 12 ARG RAIEKEZT G AR, £
WHAOEKREZO HuIXKEG N RIRNLE &,

14, ARFERFNEZRI~1BEE—AALNORAGEKETE
AR, £ & & & 5 FERM BP - 10510. FERM BP - 10511.FERM
BP - 10512. FERM BP - 105133 FERM BP - 108324% & # %
R IE e PT A

15. RFARFEZRI~ 14EE—RALHIRAOEFKE T
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16. HBFRAZRI~13MFEE—RA LG RAOERETE
AR, H A #A K.
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AR, HEAHANRIR,



200780026209. 3 A B ok OHE3/3m

19. —Fr&E. KEMER. 4K, AF LERERRT
AL TR, EAAMRFEZR]L~ 18EE—RAATL M IAaIE
BRE A RKE AR RS .

200 — M E. KEMHARKR. 45K, OF L ERERRE
W EFA, EAARANEZR]I~ 18 E—RAT AR AR
KREARRKFRAUERZTORKRBHEAED T RS,

21, —H&E. KEMER. HLRF. A F LELERRT
FE TR, RS ARABRL~ 18FEF A AR A9
HIKEZ O AR HH RS

22, —H W HIEBREOANERGLE MG TR LT R, £
WALET, AASHF LA TAHIFT1. 2. 3. 4. 5. 6. 7. 8.
9. 10. 11. 12. 13. H4RISHARLBRAEF A F 1M A L RAK
B 5 5 69 Ak .
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HAEREORARLAR

BAR AR IR,
AEPTREFHRNAOERTONRK (LERSE
FHERAKR), A&EAMKR., AR AKF AR IAK ( human
antibody ); FAMA L A BRANGERB@R, WTEE L%
RN H & Tk, MARERB@RAREFT R, 2HTER
AWIOEKREGRERNGIETH; EAMEAIERKRE G RKY
LR A; WA AR EGHERNGLS Y Hihs kF.

#EEAR

AMRTY, FEFARYRI DR AL, £A
MBIt me R EAE —RMRLR, EHLRRKEFWHE
MERER —RZARNBEET, AEXRKBEFT VAL —GEF
FE. A A Rb@e et R R R, BiTFW @i
Fo f S KR 6 tm B -FR SN AR E) A L VA B 4m R 1) 4L B 4
Mg, RS EFTME, —ARRAALEIAAELENR, R
R—FEAY, FHRLE, RCRHEARELELFAAHAR
YREEZNHEA., RECEZTRT @A EFKE W ZE
M, RTLRA L@ LA EER, £5 5w
AP RgERAR. BEYREETRAL, AR L EEN,

Egmief st ARV ERBLIEREG ARG EE
MM R mtiT, FRZTAMA ot P19 3 R
R, 25 H LK N18Fast, SHPEE, LT E V248N
Wi e. L SEKRE AN RANEF I ER (BIK),
mA, TERBETHTITEALERTONSERRERZTERY
BRI ETF @RI ETHER. BZ, mAZLHKEH
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by

TRMARGE LR A mMPOARZTST, Ramloeitsd., &
. Wt T, SARFHAT,

HBREOREFERARGEFEIRBES LA R RKR, K
SABRRZHR. ERHEEOTK. RAFEEOFRLEESD
$9% 848 Arg- Gly- Asp (RGD) /7| ¥YRGDZ 4k . R 4 /&
TFa@miet ehamieds s+ ik (Hynes RO. 2002. Integrins:
Bidirectional, Allosteric Signaling Machines. Cell 110: 673-87;
Miyasaka M. 2000. New edition of Adhesion Molecule
handbook. Shujunsya.). o4Ffra9 ¥ K &G R B T L& AT —
NI KE, BMARHodEEKEZ G L Kk (Elise L. Palmer,
Curzio Rfiegg, Ronald Ferrando, Robert Pytela, Sheppard D.
1993. Sequence and Tissue Distribution of the Integrin a9
Subunit, a Novel Partner of 131 That Is Widely Distributed in
Epithelia and Muscle. The Journal of Cell Biology 123:
1289-97).

YA Rest K (ECM) —# 49 & # & & (osteopontin; ¥A
T # # 5 OPN) & 4 F & 4 41kDath 4 ik B 55 B2 10 B M 48 &
g, RELT. k. BoE. E @, i@, EXH
fo. FRT@I. WRBRALFFTRE 2R REMrF. »F
ok AL B A A 4 W 5 5 GRGDS, E A AOPNY £ %
SVVYGLRA 3|, &/ SLOPN¥ LA SLAYGLRA 7|, RH A
B RA B BBy yiqs b, @ 1L GRGDSKA § 5 RGD% 4k #9 & 8%
EAH N, BIESVVYGLRA 7| R SLAYGLRA 7] 504 (04pl)
Fra9 (a9B1) HEIKE G FEM.

R A, o4PlE K AR B & B 4 B 49 OPN ( 3E 47 B &
OPN) ik Bt i Be by B 6 NR 3% b & (¥ 2 OPN) X & 4 4
A, MadplR 5 A OPNLE A, — G EXIMHEX Loy £
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5+ (Y. Yokosaki et al., (1999)‘ The Journal of Biological
Chemistry 274, 36328-36334; P. M. Green et al., (2001 ) FEBS
Letters 503, 75-79; S. T. Barry et al., (2000) Experimental
Cell Research 258, 342-351 ). a4F a9 B & & IR T OPNVA 9} iE
AR HZERNERAK, QoA HEE G WEDAN L. A -
B A LEEF (pp- vWF). L8R 25 A R Bt BE (tTG).
EXMELR FAodmiftMaF-1 (VCAM-1) ¥. &
H, AHdEKRZORKRFHRAANGEIKR, ChAFHEEHY
CS- 14 M3k, MadCAM -1 (adp7) ¥. FHo9EBKREZE &
FHIAAGEAAK, ToAREZTEC, HEBF,

0d. a9OERZTOURBIHEKREG T L1569 RIAKRF 7
sy, BFRAEGenBank ., W B, CieiX K BEE G WA
LB ) A R AR AR F

WO002/081522 % 2~ F T #) A/ OPN&E % v & XK 4% A OPN#9
FARRARAITH OPNS AL 6 X REB XF K. LGB T
. mA, EEARFEAF THAHAMEKEE. o9¥XRKE
AR A F I SVVYGLRA I A TR EMRARA R T4 E
%, OPNMIZHRESLBAEM@MILFFREA, 5 X ENWEKI
% .

ZRARNE

BAr, SR sfE. KEMAR. B£K%. 85 %
BMERRFTROGETS, FEFRA B LIRS TR EHE
TRFRGE., REBKRR. 2R, OFLABARFTR
I hFe / RE ST R

B, RAPAERTERKEZTES. LHERaIEKES,
AT T BHAR, B RANIEFKZ G O FHIrH AR E
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HEWHZR, WAKE, AOZRALA. LA, £
Wi Z, KEXPARBATHEGRAOEREKEEG RIK, 4
Heymie, SR WERKGETH, WHOERZTHEFNY
&t 0 Ts ik 7 ik

(1) —HRAOEKREZGRAK, LiRANLAHTHIFI.
2. 3. 4. 5. 6. 7. 8. 9. 10. 11. 12. 13. 14K 158 A&
B P a1/ LR AR F T .

(2) —FFRAOERKREGRK, LEHN LA HETR
¥ (CDRH) ¥# #9CDRH1 % & % 516, 17. 18. 194165 R &
B4 7], CDRH2% A %) 520, 21. 22, 2334269 R A B 5 5],
CDRH3% 5 7| 524. 25. 26. 2TR43M R LB )7 5], 2488
AN R E K3k (CDRL) ¥ #CDRLI1% /& %] 528. 29. 30.
314409 RN B A 7, CDRL2A A %) 532, 33. 34. 35345
R B A7), CDRL3# A5 536. 37. 38. 39464 A &4
B 5.

(3) —HRAIEBREEQIRK, LELHFAH AT 516,
20, 24. 28, 32R36WI RAB A7) 69 L AME R Z K ) (CDR)
FagE S — A,

(4) —HRAOEBRET ORI, LELAAHF5 516,
20, 24. 28. 32:R3689 A KRB F 7| 69 ZAME R Z KX (CDR)
23R,

(5) —FRA0OEBEEORK, EELHFAHFF 517,
21. 25, 29, 33RITHRABRAF 7 ) ZAME R Z KX (CDR)
T E S — A,

(6) —FHRAEBREARK, LEFAHFI 517,
21. 25. 29. 33378 BB 5 7 49 B AbM & R 3% (CDR)

A 2R
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(7)) —FRAaOEBREARIKR, LEALSHF 5 518,
22. 26, 30. 34R 388 HABF 7| 49 A AME R Z K 3 (CDR)
FagE S — A,

(8) —HRAwEBEZARK, LEALH A5 F18.
22, 26, 30. 343 ALABAF 7 a9 B AME R K 3% (CDR)
23R

(9) —FHAOEFEEGHIK, LELALSHHF 5519,
23, 27. 31. 3539 AL B 7] &) ZANE R Z K X (CDR)
T E S — A,

(10) —F R AIEBKEG IR, LEALSH F7 519,
23. 27. 31. 3539 B AR A 7 49 LA &2 Z X 3 (CDR)
A 3R,

(11) — A RAOEBREE G K, EEALSHF T 541,
42. 43. 44. 454689 BRI B P 5 49 B AN & R 3 (CDR)
FH)E S — A,

(12) —FRAOEREZARK, EELHAH A7 541,
42. 43. 44. 454689 BRI B 7 5 69 B AMM & R 3 (CDR)
4 2 3R,

(13) 4R4B Lk (1) ~ (12) AR R AaIERE A R
R, EWHAaIERKETE HuIFEREGNRARNLE S,

(14) BELE (1) ~ (13) FE—RAEHIRAwIE
BKE G R, £ B 4%K&KFTFERM BP - 10510. FERM BP -
10511. FERM BP - 10512. FERM BP - 105133 FERM BP -
1083247 7 69 7 X J& @ JL It 7 %

(15) #ELE (1) ~ (14) FE—RAEHIRAwIE
BEAORK, AL LERR.

(16) AR#E LR (1) ~ (13) EE—RAAEHIRAIE
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K& A AR, EAHRETR,

(17) #&4E L& (1) ~ (13) & —RAA A G I Aad%
KREa WK, EAHARMLIIK,

(18) A4R4B L& (1) ~ (13) EE—FRA LI A9
BRE AR, L AHARK,

(w)*ﬁ% KEMAKR. BEAH. B LEBERA
RERABHANN, E4HEZE (1) ~ (18) 1E2E—FR AL
ﬁAw%ﬁ%éﬁwﬁﬁﬁﬁ&n

(w)#ﬁﬁ RKEMBKRR. HERBH. OHLEMKR
RERGEFA, LE4H LR (1) ~ (18) EE—F AR
A 9ﬁkﬁé%W%hAMﬁﬁﬁéhwﬁ%%ﬁﬁﬁﬁ

\

N4

(21) —FF&. REMAERRKR. BEHK. B FLREHBERR
RERALTHERA, £4HFEE (1) ~ (18) FE—RF&E
%ﬁAw%k%éﬁwﬁﬁﬁﬁ&%

(22) —H 34| a9 BBREOHFERGIS WY IHL T E,
EmEaeT, #RASHE&EATAHZ T 1. 2. 3. 4. 5. 6. 7. 8.
9. 10, 11, 12+ 13, 14 R ISHEAEBRFF P4 1 Ak LRE
BR 5 ) 44 K

K AR

AXPHRAKBEITH aOEIKREE D, KL ESE (4
B MR, B ). KEWAR (BlXFTRER. F
XF XK., AT Ewm. H4E. BIRAB. HBRAELL,
ZRMBAE. KA (KHHEME. LTER)). 4#
o (Bl X)) BHLEMERR (FrREROLHERE
FAMME,. B AABEFTRBAK. T LEFRRMEET L
TEMAAE) FF R (BB RENE) 6557 8K.
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mE, AL AYAaIEREG KRR adBEIRE H A
MEHERULEDABER—FTRENE. REMARFNS
FRE, OFRLAHRATALEFREFT LN Ea9FHKE
AAawmie., R FPHERE, RETUS AT IEER.

W B % 9A

Al (B1-141-2) RATHIHRAOEREGRAKRG L
AbME R E R3X (CDR) 94 %0 H.

AoZ A T7HBEA0IFKEGREDIAHARL LAWK
FAORKRSA LG @R ITH B RGERGE.

A3R A TRAAOEREORAKAESRAUERE T AR
KEHHG ERE (AREZBMIL) o @I 074 2R
0B,

B4R R TR D Ro9EKE G A ENE RHEHEY F
MR RETT KRG BE .,

s ATRBETDPRAXT KBERAFRZ D Ro9BFKEZ G
MR X T KRG T HRGERGAE,

ek ThHin ) Lo E IR AN XT XITH G
A 1% .

@7;&%&1‘%5%(19%’5%&9%44‘&5‘:? RE mJE )ik
MRMITHRLOERNE.

B8R A THT H R I &Ia9%$‘éﬁé WHREXT XK

G H s MR T Ve A AE, B i PCRA K 30 4L 69 40 e
E%%x%g%ﬁm b B

BORERTAHATHRIDAXT XAERFThI78FA, ML
NREPLAMRELEHIL-17TRORYtH R AL XA .
EREHF X

11
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[ & B8R &% m A 2 ]

200445 11 A , Biogen Idec Inc., ( £ B & F# £ 5 ) #Elan
Corporation ( & R 2 ) 8. 1F K ad ¥ B K G 4K 4 Tysabri (i
% 4% ) (natalizumab) ¥f A 2 KA MBI ESEFHRBFTLE R
mEHSE (FDA) $#t/A. mE, Tysabari (A RF4R) E XL
LT BA. ERNEBXFTREFARASTRZRETERTFL. 59,
WAR A PAC2H HA 4Pl EREA L AL ERAFE BT KT
;NS

22, o 9BBREANART, TAFRKAGoILEKESH
BB F OB ARYYIA2M £ LK (A Wang et al ,
(1996) Am. J. Respir., Cell Mol. Biol. 15. 664-672) & 2.4
FEEAEERATIER

AXAF, kl\./iak/\'}:f\f?ﬂ“ﬁ A&, TAKF
5 A o9 K& G 4 4 MR R 8k,

(1) Ao9BBEEATERLERGH &

AT HEIEBRETONIRK, C RN ERRG @
CHO-Kl@mM S ANAE, 233 EAZEAOERES @R
M, Az mRtEARER, L&A

(2) #8805 ik

ATHABL @R ERFTHIFEI BT ZRKFRSE
ANa9E IR E B B A 0 L& ,ﬁMEmm—m@méiiw%
THEREORANAdERZTEON @R, 2F L5 e
ZTOXRETRERLEM., SFm@ (CHO-K1) # 4@%%@
WRABR B LE, ARABBEFT SAOEKTOHF
MR 8G 37 ) FUAK

[ KA A& F a9 B & & 4K ]

REPRB—FANOFEKREANELEIRK., KL T,

12
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Frif“m AR ZHBTAEE AR B GaIEKR T O RLHO-KE
AWK T EAKRRE KK (#H 40, Fab. Fab'. F (ab') , 5
HE), TARS ABTRK, LTARELBEHRK, ERKLH
PRIGERIBE L ERR, ML, AEXPFRAAKCLIERSR
e ANRAITAR, AFUIK,

AKRAF, “FHERRAZBS TREGESH A, 7A
¥ — R IR,

AEAF, FrB“miRh R ZARBLEKIAKRYG —Fa, £
HRBEESGRRTER, #ld4e, ARk H K 683 Fab. Fab'. F
(ab') ,mFvh &, XEHAEHFETABTRAGKRKINE G 85
WA, BERAOBIHALF RNk 7 k4 &

LRI RENAKREABBALIABA IR T ERRALA T
RFORAOERZTORKRGELZ R KB RER 5 AWK
HMEHETREGA- DR RERK (ABEMNEFH T EK
EP0125023 )., FriB“AR‘AR A2 B LN R T2 5 EH A
EPFRBHRAOEREZT R ARGHE LA 0 AN 2 &
RIBVAI G — RE ML ERATE FTAHRARG —RE MG R
K., FriB“ARKZIBEAFAT SARKTAMXG LR
MELXR IR SO ELERAE (AR IMNE AT R
EP0546073 ),

FEKRME, RAPNELARBT RN LG TFHIFTI1. 2,
3. 4. 5. 6. 7. 8. 9. 10. 11. 12. 13. 14X 15 AL B S
FIINA LEREABRAF I RAOERRKRET G RIKR. KREXA YK
#AF XM RARIRANE A TFAF 51, 2. 3. 4. 5. 6. 7. 8. 9.
100 11, 12, 13, 415 EEBF 7] F 9240 £ 3404
ARl SV EROAREBR A ). KK KL IR
HAMIRAN W THARLARSFS: (1) #3152, #3755, F

13
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557, #7358, F3F10. FFFFT1IHALKRAFF]; (2)
F355 (3) #3157, (4) #3551, #3155, &% 56.
K3 5T T3 RARFF]; (5) #3155, #3157,
P53 510455 5138 RBEABRAFF; (6) 352, 5355,
B3 57, B 58FF 5 T IS ALBAFF; (7) F5 55,
F357. F3510F 55 513; (8) F 3| T 1165 R LB 7).
Wb, REPHHEFT XORKRELHFSHF 5 516. 20.
24. 28, 32X36H R A A F 4 AN 2 Z KK (CDR) ¥
MEY—AN, ERAEGRALZERTSHF 5 516, 20. 24,
28, 32X 36 AABRAF I AN R E KRB (CDR) F#24
AE. 3N EL A EL SAL EROAHIRAaIEKE G
AR, HARLGRARSA L THRALRASS: (1) B7 5
16. #2520, 3 524FF 3] F3689 REBRAFF]; (2) A
5516, 53 5208 F 5] T4 BB AF5]; (3) /5] 528.
35328535 53600 R ABRA T, (4) B3 5208575
2469 BB 7 55 R (5) 53] 5245 F 5 T 3680 A AR A 5.
m% AEPAHEEFTFXNNORAKRERELSHFFF17. 21,
25. 29, 33RITHREBRF I EA M A Z XX (CDR) ¥
MEY—/N, ERGEOREKRZRERTASH A 517, 21, 25,
29, 33XITHRLABRF ) AR Z R (CDR) F #4924
AEL 3AARAEL AN EL SANA BRI AIEIKE G
AR, HARABYREKSF L THAERESS: (1) £7 5
17. #3521, £33 52583 53T R EBRAF5]; (2) &
5517, B3 521855 FT2580 RLARAFF; (3) &7 529,
F3533Fp5 53THREBRAFI; (4) F3F2180 %355
258 R KB T 75 R (5) F3 52553 F3THRARF 7).
I, KA HECFT XNORAKELALSH A7 FT18. 22,

14



200780026209. 3 oM P FE1/31m

26. 30. 34R38HRLABMAF AN W EANE A Z R K (CDR) ¢
MEY—/A, ERBGAREKZERSHFI] 518, 22, 26.
30, 34X 38 AL B AT 7 ) B AN & F R 3X (CDR) F 4524
A EL 3L EL AN EL SA A E RN AaIEIRE G
R, HARLAGRAESH S THALRSS: (1) B35 5
18. 72522, B3 526FF 3 538 RALBRAFT; (2) &
5518, F 3528 F 5] 52600 R AEB A 5); (3) &%) 530,
3 534% 5 5] 538 A AR AFF; (4) F3F22FF 5 5
2600 R A B F 5] K (5) 5552685 5] 53869 RA B A7) .
o, KREAHEECHFXORAKRETLSHF5 519, 23.
27+ 31. 35K RALABRAF 7 LA Z RK (CDR)
MEY =/, ZRBOREKZERSHF5]519. 23, 27,
C 35RIIN AR LB AN EANE R Z KK (CDR) F #9524
AR 3L EL AN A Bl SANA BRI AIE IR E G
R, HARLAGRAREA L THRLERSS: (1) #2725
19. #3523, Fo 5274535 5398 R LB AF5]; (2) &/
519, B3 523455 T2THRAEBR A7) ; (3) &3] 531,
B3 535FF5 539 R/EBRAE I, (4) F3 523855 5
2789 BB F 5] R (5) B3 52745 5] T390 BB 5 7).
o, REPHETHFRXAORARELA SHF 5 541, 42,
43. 44, 45R46W R A B F 7t B AN 2 Z R 3K (CDR) ¥+
MEY—/N., ERAGRAZERASH A 541, 42, 43,
44. 45R4669 RAE B 5 5 69 ZAME 2 Z K% (CDR) ¥ #24
AR 3N ED Al Bl SAA EROAN IR AWK E G
AR, HARGBYRAKESHE R THARERSS: (1) £#7F
41. F31542. F31543FF 5 F4609 R AR FF; (2) B
541, FHFA2RBEF FAIHAEBRA T ; (3) 55 544,

15
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3545 F 3] SA460 B ABRAF T, (4) B3 542F 5 5] 5
369 BEBF 55 R (5) A5 54355 5468 RABA T,

AE WP, 43 #®ikthIHIKZ G KRS FERM BP -
10510. FERM BP - 10511. FERM BP - 10512. FERM BP -
105133 FERM BP - 108324% 7 #9 4 X J& 48 L T = 4 # #L A a9
B IKE G AR,

AT, a9 K E G £ 40 E RN & T HFE @B,
129% FLAR 89 H) & R IR T b,

[09% K EE (/R )]

AEPAF, ARFBEAHaIEFEKEZTOTUAZ: (1) %k
BFAFRLCHILD MR AaOLIEE QWA @I R AL
Tdemetg TR ARG EAR, (2) ¥HBoaIEKREGHA
EDNAK &L cDNAFA@E . B&. h W @meF miik 1
ZEABHELZROR,;, HIETUE (3) 6REAHR.

eoh, KA PHoILHKEGLOLIEE S FrEILSM a9
¥ REZANBALARFI . HARLE S AaIERKRE G ALK
A (FF5: 40) BARRMEHEARST I 0% K,

X2 BEAERMRAGERLRSFZI 0 % KE 35
REZAEALERRANHoIEREZE AN EARR G aIERK
FORARAMRGAENFHRIFT, TUAEEAE ZRAKRF T
FHZARER. RATZ10MNRAR. 3 KE1E S A (4
401 E2S5A. 12440, 1£2340, 1224) KA BEE®R. B %
Fo /) RBMEMHOREABRAFINNRELERFERFEZRARY
WOEBEEAHANRLEEARRGuIERE G Y RALBRAF 5 F
BT ENRABRREIEIONRLBR . AN EIE S A (F)
w1 ES5A, 12440, 12340, 1224) KA BYRLBRAF 7
MREZR, o, ETURBEFIHEFHR. k. S5
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P EANANRE K,

AREPHoIERES, LERARRNHOEREZTES, KB
TEARFTAHEARSN, TTRBLELSEANFEERE, @I
BAREFERBRBRT N T ERE S FTERFE.

mE, MARTSKNHFET H, TUAB RS bR E
MEBRNSFHEREE (80 R4 (gapped duplex) ). i@
R EABRAEEENFANE T TN F %, EiEBal3l
B 4 &8 X R TR H % . &N KX E (cassette mutagenesis )
k. BRkoRFE X, 4R B A (miss incorporation ) & . 4%
A 5] 4 ( mismatch primer) % . DNAKR B A& & & % .

I, RE oK E G L L IEZaIE B E G 69—
5. XEFFH“—IS”, Z2A A FTEOPN. A ZG-C.
VCAM-1%a0F KR Z QG BRARLE S LT HRRGIFS, BIRE
BERAFINT: LRTHAKARF I 6 H 29145 £ % 98041 ¢4 2R
. FoIEBE A G —IA LT, BT AKBE R R T
i FERESAA TR, BE AR FTAHERRRAFEASRE
HATH S, HIETURBL RO RS BEFEAH M @IE K
EN B NIRRT OFANNEARBYGoIZEKEHE L i
e I

HAHARR, BT A ABI AR REDRBIE L E £
Ko BEON MBS REE IR F.

RKEPWIOERKREZOALOLIELA L5 AwOERKEZ N AL
BAE7 (FF5: 40) RAMEMNARERFING S IR, 1EH
AR E5R 5 40P T RABRF 5| A RARF) 69 R KB 5 7
WEIK, EARTUABREARFIN T 1215 =6 B A BT 5
MAWIEREE. mA, EARANYF, R AEBTEFAHHK
REMBREELERZIAOEREAN LA LS. A, &

17
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HBEBELRY., Aot AR I ERRAERBAVERES
A E (Hlde. cDNA), #&E@mBE it F KX A9 K
Famih SREmBIERSREARRGER

[ FAR = A 20 00640 #) & ]

RT U RES LRI EEZKR. HEHN—RLTE
ﬁ&ﬁﬁ%&%%%%%ﬁm%?i%%%%ﬁoE%%ﬁ
ATRERARTERD, ETULTFHERKEAEHN KB KR

ZEER ., S FEFTHEL~6ARITIR, ZHi#iT2~ 10k A

. ARG B hshd, TABARE R, B, &. ¥
BREA. KRR, €X. &F. LF, %, KAHAFHREEA
N

BT R RAABLFEOEREAWH ARG SHH A )
R, RFEAADRREIKRIABRMAIUIK, SbIFRHFE
AIANTEARKFTERMXOARLBG DA FH AR 4 &
B A E & AR

[ FLAR = A e Fe B 36 78 40 0 04 48 e Gk 4 ]

EAhAFTHBmR, TAZLADLR. K&, AFRRH @
. #l3e s B BB P3UL. P3X63 - Ag8. P3X63 - Ag8 - Ul.
P3NS1 - Ag4. SP2/0 - Agl4. P3X63 - Ag8 - 653%, Kk
KEEmieh EMBEERR TR, HAHLERRT

F) Z % (same system) #1304 . 7 HMJE @ T vA A2 %R &,
RBEEHRmT ., RRBFLFH —REREASLFTEKRA
BH. mogbHRa AT HEAN@Ie. KRAAFK
# 1% FlP3X63 - Ag8 - 653.

VAR T A @IS THRBEICRRESERT REXBEN
ik, TUABIRERA R =8 (PEG) 15 %, AWM E RF
rik. AR RBRSREINFT RS, Bl WPEGE W F R, T

18
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AVAT ~ 10:1. 25~ 10:1869 R4 b A5 I% 4 fo Ao - 8878 48 i &
FTFAHA 430~60% 9PEG(F ¥4 -FE1000~6000) ¢9iE 4
MEBRARGEFRY, EREHH25~37C, pH6 ~ 889 & #
T, BXRHEHYIN ~354 AL, RESE RE, BWEPEGHE
B, BEFTRERAY, B T@RLB P, 945 k735K,
[ 72 X J& tm e o Peik ]
FAEELERARG LB PL, Tk BN 4 R
AT asgktynikktiF, &%, TR KM THAT (K%
EA L AR %. MBRERLEAK T ) e mie BB ARL
kAT, AR T REAL, TR A 2 X
BAERAGEZT—FFZREL, Hldo, TAEALSH1~20% 4Kk
10~ 20% & 6 4 o 75 69 RPMI 164032555 . 2 H 1~10% 45 %
F i FWGITRRE (oAb T L (K)) RERBERA
LofFssik (SFM-101. BAK4% (%)) &, BHEBEE
WHEH20~40C. R AHH3TC, FHTEABEFTAHSRK ~38 .
L AH1R ~ 28, EREFTUALESS CO,F #A47.
AELPHEABERARG A, TARARETHFE TR
1997549 (37l R A& KB #AEZ (£ 330)) 9@ ELISA
HEMATHIAA TR R . R BN A G R R KR TR R 4 4
RNEFZEG. BREAEE SN, TUHERE TLEFEZA
mpptmie TR E R KXY AOEBREORE. A5t E 4
BUEREONBRRR LG LBEEARAIEKRE G K
W, AT LE, BIFTERFTIESARL2E4KGH R
A, TOAR S LR,
[ SR8 5 B sh 4L ]
RIFHRARTARATHALELEY ., AN B, 4L
TR EFTRORAEANGSE. hibF ik, B, E L4

19
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BULSFOENMEFEAAE. Lk, BIE. 4. £, SDS
RAWBIRBEIR Bk, FadikFE, TUHH. SR
( Antibodies: A Laboratory Manual. Ed Harlow and David Lane,
Cold Spring Harbor Laboratory, 1988), /2 RFEF b, 45 & F
SEMTEAGE, TUFAREOAE. TEAGHE. #l, #
AR & EAARGHE, T vA# F Hyper D, POROS, Sepharose F.
F. ( Amersham Biosciences) % .

[ HLAR &9 4R 4T ]

AR s de b T iR R TR B 6 K ] & xR AF 69 AR S AT
A F RIS (B 4o A M &K 4730, FITCHR3G. APCARIT ). KK 9
T kAL A R A A M & 472K & ( Biotin Labeling Kit) ( B
ﬁ%#)%i%%ﬁm

REFHELERA, REFTZLLE, BEFTAS

&ﬁlm T oA A A Lri&% BkmB. BF AR
RpF T RFOR G/ REFHNERA ., BARXERAG F /
K6 9T A 69 H A, ‘ﬂTM%‘Jﬁk&éﬁ i A A R S AE e R A A,
57 8 i A & Ae T R 2R # H‘Ui)ﬂ w B, &% A,
EHFLRBFAFHTEERA, TAER 57 2405 6 H Ak,
A A | RO Ao F)

[ ke 2 FHR ]

NAECEHTHRERETOAERA TN ET@RMIA
i (ECM) #94:m, BRE, ZARE¥ KA FRIEARGE L
BikAmRAES, Rilempgia. 25, @alhitc. &
FRT . Bk, REGELERAK, b F TR L4
ImM%wﬁﬁﬁé% Ak MBT R f TECME 12 & 49 e I

TAE, BTG SECMMBXAR. BAHHaI¥EK
EH A HECMAa9BL ik, S 44 OPN. HiEEA. AWK -

20
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B A LEEF (pp- vWF). AR R A R B (tTG).
“XM@@E% g miefEi o F-1(VCAM-1). A X

C. #E#%F. AXLECMA A LodEBR TN @IL. &
mit, BRI ARERFHONELERKREGEETHE SIS,
VAR LA K A6 20N 5T R R

A—FE, EEARADERETGRAEHS AN L TR
B, BAEKRALEN. BRIATTFTLANEFHKRA G
A AR S Kk AR AR R., 325,
BERATALFARBIREFEZRGERRBZHN, §E2HTF
MR AHIAT S R ARBOBETER., CRIPDAEEFILT
A EZREK S, TUNARSEALKRMAR G KRB HEREAE
KEXS, ARETHAZTHHIH. 22, —B™mET, WA
LY RASAGRBEAOIRK, RIS AGE - ZHEE
RRERE, BEH &4 DRGSR B GIR, AR
HATH M E R, TANBRALA ARG HEZR. A%
R XKLL E. G L RBEUAIHR T, SEAGL
2F, TURBAEATHHERA. BAhmE, @dstmEgl
DNRATHDRaOZFEZEGRIKR, THARAWOZRKEZ G I
W3t Rk JA

[ &K ka4 ]

AARRAHFAA (RERELERK) AR RS
RA, TAREBRA B IGIE. 44, KEWEK (H)
X FREBR. FRXFTR, OFX XAEEw. %5, B
Fm . BORRARAL . B R MBAE. KWEMR (RHHEME.
ARFRBR)) LR (FFX) A LBEEER (FlieZ
GMOBBAE. FEAMNK,. AL ERTRBER. K
TERAMER., EEMRAAE) FFm (HledF RELE)
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A

FOERAN . LT FR TR —RKIBOLIFME X —4 L.

BHETREBELTHE. SREAR. ER, & TFTEZFH
R, Bl ERATRELZNTAG R/ RE 7, KRELPHIR
IR FIE A VL0.01 ~20mg / kghh € £ 4. #£140.1 ~ 10mg / kg
WEALLE., EHXRZOLI~Smg/ kgl TELEEAHAIRE, INA
1~ 10Kk EHL. RBINMNA1~5RELBEHREHBTLT.
Are 2otz ot TAEBrEL T, AERK
AP ER, BT ARBEERME R AT LK.

AEPAGAARTUABERIMFEAEZ LN EH LS HHEATS
F. LRAFTHEAGEALSHOIE LEXRARLL.
BEZEAFGEAR, RBEHNIBEH. IHESHTUAUE
T2 L HRE DL HEGHNA R,

LA, AR TEZ LB WY, Tt P
oA . HEA . BAF, EHACEEREHAN. LT
EHF . ORAESA . WAZHA . RFEEHANFHE, X
AP 2 AT A T d BB o~ 4n 8 o7 ik ) de il i A W R ST R F AT AR A
ABHRKRERBHERF LEARARELREMR. EFRILL
kHE, A EMHAGKER, TURAG LR LEK, 4
HEEE., R¥E. HEEE., AECHMENFLERSF, &
A —AEAE FE YA IER, Bl wBE (Hlhe TEE ). % TEE ()
oA B, R =8). FEFTHLADERAN (#Hl L EEE
B580. F LA EZE20. HCO-50 (AL BABHRAKLH
(50mol) And-dh )] & . AF A Mk, T4 F fl 4o 2 5o,
KEWMFE, ETURMNMEARTRTE. TEFHAHABLERN.
S EHEHARBETENZ LR, DMK (vial), ZHEF.
AmeTE AR Bdl EARKEATHESSAA
Fl. A AEFNRESEFNSE. F4, O TRAFEGRELESE

s
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0 4 2B — ﬁx?fﬁi/#)’%%?é]\ﬁ‘?, Bl 2 ossh, 22
g AR ﬂiﬁﬁx’x EMA AR AFBRABMNE TR THLA, €F
20 4 0 YT AR

.t:\éﬁfl]i\?}]&}ﬂﬂf'_é‘aéﬂ/\% BB EREERARLSN
BHFHMEALELEENGNNE, AXFLH L G0 HA,
A A ERF (%R, DH (vial). MAXZHE ). FE
F. AHF, FRANE—LAHELLANAEFTASHS~500mg,
REREHANMKELASHAHS~100mgty LiE K, LEHERLL
27 10~ 250mg#y L& ik,

s, MiRZBAYWAERLLE LRARKRES R T L RHF
AR EZHER, AT AESHAHEECEFRERS. Flde, KELPKYH
R FRT LERARZI, BT UALSH RAdEKE G K,
BB G R AL B S A A IR A, Hlde, TA A A a9t BE
EORKRRAMERZTORBRGIEALL~99:99~ 185 F
850 B N AT IR A

[ & A AR A6 35 5 Ak o9 5 w7 X A ]

SHALRNA R LERKGE B EE YT AR K%
A B XFT R R, XATES. FHE. BB,
B B, FRMEBEME. W F M F LKA A
BFWHEEHBEHNBRURERFREL. RARAFRAAR &
PR A -F BB K- X R (Behcet's disease ) -Z A B K&
BHRAKREX LT AFOAFIRAAROLH XA, KARAHY
B RERAE TRBFFERANOOERKRES, BTUAT
4%19‘&‘4’éﬁa9ﬁﬂkﬁé)ﬁ’7&2 AEABE Rk ERENE &,

F %% . % & M E % (immunometric ) R #K & b & &
( nephrometry) ¥ # T IT EF. S XL L BEFHNEE L
AFARELAGME 7k, REEZREZHFANGFF. BEF
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TALESF RO FRLEE. BEFEEA LRI ERKABRIK
ARARBFHRAREL ERMBZLIPLRA A LM ET 2%, X
RERARERXFEHGFE@AR, TULRABILEA., L BEF

o ERTIE, @iT4E A KK BB AR, T LA r%@iﬁis/ii@i
Ta9KBKEE. I, BEH AL RLAGIIRG . £ 4
HEAHIEBREOAMNT T F &, TUAHRITHOEKZT G4 X
B AT KRGS WT . Blde, ELR P a9FEILE G IKE 693 B
i, T AL BT A ’5a9ﬁﬂ7‘éﬁé7¥ﬂa‘:é’7ﬁ:%\ ) %o K JE M K SR
MTRESAFRREIF ARG TRES. A, KLU H
ii%ﬁ%ﬁm%%%éﬁ%ﬁﬁfwﬁ\ﬁ%%%mﬁ%
FHOIEBEEG, mE, ETUAAER FHILa9BKE S WK
HAEGH G, 8 TAALTNEIRS T HedEKEG BN,
R me N odR KR EANITAN > EF FIEM,

[ 37 4] Ao9BE R G F RGO M Fik s ik ]

BT A AL P FRTRANG A9 BFEEG Lo £
2, TARGEIH AaIERZTEGFHLOLEY. EARR T,
AE PR —FIH AaIEKE G EH OIS TS0
wrk, RmET, ASHALATAFI T1. 2. 3. 4. 5,
6. 7. 8. 9. 10. 11. 12. 13. I4RISHAEBRAFF| T & 1A
A EREABATN M ZIK (AT, #HRAGBKRA”).

B AKA, RBBERF®RETFTHFINFTL. 2. 3. 4. 5. 6. 7.
8. 9. 10. 11. 12. 13. 4RI R EBRF 2] F o240 L.
3IAAEL 44 B SAAVLEL 64 A EL TAARL EL RBAR
AT IRAT VAR o 4m 0 A R iE AT A . BRI H K
ASH B THRARSS: (1) #7352, #3155, #3757,
5558 FHF59. 5 F510. F5 F 11455 5126 R %
BAI; (2) #3155, #3157, F358F 75 F 116 AR
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&%ﬂ;(s%@%%zl%%%3,%%%s 5558, &3

AT AT RRESFIANALBRE T, (4) F
3155, FA 5T, FF 510, F7 F13F 53] 51409 BB
B3l (5) #3151, RV 5S5. Rol56. BRI 5THF5 5
13 REBRAEF]; (6) B3 5105855 5136 BILBR A 7| X
(7) BAI55MF 5 5T RLBRA .

ERERGFEFTESF, Hlde, ¥ (i) EKAE Aa9%
KEGHERR (Bl BEZTAC, HiEfeF ) BROHAFLE
(ii) ARAG Bk Fo Xt oy iF LTk, L5
(i) A= (ii) 9B B 48 i M T Bk 5 KA 4 4 & R 47,
AT EHGHBATRXIFLEESETHE, RAEA BTN 48
TR ERAK, S TRIIXFFERFNERAESY, 2T
ALEHHAOEREZTOETHH#ATHINETE, AmEFHHA
OB BKEGEFLHLEDY.

HEb, fAFNMFE, TR K. TEaF. %K
RBRGERMESD. SRAEY. BAEYZ RS, @ERR
B, HORIER. IWARRIRSF, TAZHILEH, &
TR St A,

Fria ey E AL AHRAE—F, THEAHAE. KXE
MEH. BERB. OFLERERFRETREFORGF / K08
5T R AL A .

52 76 45

A TBTE AT RELPAHETESD MmN, 2K
TREZARAEPHTE,

( E#4H1)

[ A9 BR & & ¢G4k 89 4 & |

AWOEBKEEZAHNRAGHE, BT AZH AR LE
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( Subtractive Immunization) % ( Williams C.V., Stechmann
C.L., McLoon S.C., Biotechniques. ( 1992) 12:842-847), *}3
RABALB/c/ ) R#ATLE. HL, HCHO-K1@IVA4x10°A
Jo/ ABFEENL T, KRB FF = X% RBEBEI vA 4mg/ R
HATBEIENL T, FRBEBRKRLT2RAE, HAWEKRES AL
it (Aa9/ CHO-Kl%mMt ) vh2x10/tmph / R #EATEIER
“F, HAFTH2AE, ¥ Aa9/ CHO - K1 A3x10%4 m it
/S RAFTBEEALTFT. 35 A09/CHO-KI1@R AN ERY
RIEANo4EILE G ¥ CHO - K@M R AL 4 5 54 A R o9& Bk
FARK., L4RAH, EITFARAOGERTORKG L
XGRS A- £ % (1K11. 21C5. 24111, 25B6. 28S1).

R E RGN LB @mIIKIL, 21C5. 241114225B6-F 2006
#2A 158 . 28S1-F20074F5H4 298 4 #] v\ #% & 5 FERM BP -
10510, 10511. 10512, 105134 FERM BP - 108324 #& T &K &
ERETAITAHIEH 1P LE6 (MHK%HA305- 8566) Ik %
ATBHEATF LB RGESHRTFAEDERRT .

( Z#42)

[ A9 FELE G LR AL AT ]

ST A AOBEBKREZOWUNRBAS - 1242 4 RIL R A5 7
K. B4- 152 RAABRAEINHIK. £7- 182 RLBKRAF
Gl IR XA MR A MCR BT QB HINALR B d12MNRA 4
MR IK, BFEERETCORMBEE, H44 T2/ pAlat
S £ LB R Snmol/BE L. AHMAEFR (4
/0.05%Tween20, PBS) #H M E X E, £& F#HEAZ10mL
1.0pg/mLA FHFAFT ZH SN L AN BEBAFIERAGERE
A #ik (1K11. 21C5. 241114225B6) &R FiZ w3 8. A
ki (T-TBS) ®EZE, AECLEMN XA EZER T AL
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G4, MRBREERPHEL, RETABELT R,
sk, ARG IRAOEIKRE G IR A T E 49 YIA2,

o T RIFTT, IKIIRA AOBBREOWRLBKRF T A
50 F40F 64 % 79452 - 964 (£ %) 52). £1604% - 17745 (A
51 55). #2384 - 25245 (/7 57). 27745 - 29445 (&
5| 58). F45445 - 47142 (£ 55 10) A% 55642 - 5734z (A4
5] 5 11), 21C5RA F794% - 964 ( 5] F2). H124 - 1414%
(F753). %1604 - 1774 ( £ 5 55). %2384% - 2524x%
(B3 57). %2771 - 29445 ( £ 51 58). % 4094% - 4324
(F%59). %4545 - 4714 ( £ 5 F10). H5564% - 5734z
(F7511). $59245 - 62142 (575 12). % 7064% - 723
£ (A7 514) =% 9314% - 9514x (£ 75 15), 24I114R 3| &
7945 - 9642 (£ %) 52). F14242 - 1564 ( £ 3]54). %160
£ - 177142 (B 5 55). %2384x - 25245 (/£ 5 57). £277
{2 -2944x (£ %] 58). %5564L - 57342 (£ 7 F11). %706
{2 = 72342 (B35 14) f=F 93142 - 95142 ( £ %) 5 15), 25B6
RAFEHAME - 5142 (£ 5 F1). £1604% - 17742 ( F 515 5).
#2084z - 22545 (7% 56). %2384x -2524% (/F 5 57) #
#64641 - 6574 (F 71 513), XRFX L HAKRF LR —
Ik, M ARB ZAREM., H, KREP P RFHIRA
EREORKREEASTRBYYIAE AR LYK ARE, BT
VA3 A2 IR B B YIA2R Bl &A% 4 4K,

1

AEEE LR
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1K11 21C5 24111 25B86 YOA2
FQGPADSPFGYA ( JF 3= 1) — - - T+ =
KSPGAVFKCRVETNPDRR Fan s PRy — T
(555 2) ‘
WHGVSLARQPKADGRVLA + +4 + — +
(/35 3)
CAHRWKNIYYEADHI ( & 75 4 ) T F e T T
GFCYIIPSNLQAKGRTLI +++ ettt FEaTes ++4++ 44+
(#3535 35)
VMGAPGSFYWAGTIRVLN + + + Y T
(P75 6)
VIMNRRYTYLGYAVT ( 5 5]5 7)) ++t+ ++ ra——— Fbt 4+
VYIFRADRRSGTLIKIFQ ++++ +t+++ 4t - -+
(555 8)
QYSMKLSGQKINPVLRMFGQSISC + ++++ - - +
(£359)
VVLLRARPYITVDVSIFL T+ + = - Tt
( 53510 )
RHYVAHV¥KRRVQDVISPI it hepk +4+++ + ++
( F511)
ELPPLTPYLRWKKGQEIAQKNQTVFERNCR + +H++H+ + — Y
( £71%512 )
YLALGAVKNISL ( f %57 13 ) + + - ¥ FEEEEY
CSYGFPFMRSKSKYEFSY + ++ o - v
( 7915 14 )
SSSVIQFMSRAKVKVDPALRY + 4 +++ - +
( BH515 )

( E#4)3)

[ MAOBEBREG ARG LA HEZREHK (CDR) ¥ 4
At ]

M E AN E G AR (1K1, 21C5. 24I11. 25B6.
28S1) # % X B ¥ £ I mRNA, i#id i 4% F H & cDNA., vhiZ
cDNAY H AR, 1 HScFviL & A 714 (Light Primer Mix.
Heavy Primer Mix; Amersham Biosciences’. 3] ) #t 47PCR, I
KA E BB TER,ANRFTEMfy ., RAE, X
FHEAF ZHPCRZ MIEAPCRIL TOPOHAK F . =+ 4 #t 470
B, HEREBRFD ., s FENRKESEAITIR LiE B4,

o B 1ATF, T P87 1K11E 454 CDRE DYNMD ( 4 7]
% 16). DINPNNGGTIYNQKFQG ( & %] 520) #SGVISTDY
(3 524) M, H%4% 4 CDRERASQEISGYLI ( /7|5
28). AASTLDS ( & 7%|532) ##YANYPP ( &3] 536) # A&,
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21C5 € 4 ¢ CDR & DYYMY ( & # % 17 ) .
TISDGGNYTYYPDSVKG ( & 7] 5 21) #2DRDGSSLFAY ( &
5] 525) Mk, %44 CDREKASQDVNIAVA ( & %) %29).
WASTRHT ( & 7| 533 ) A#HYNTPW ( 5 %] 537) # &, 24111
T4 #9CDREDTYVH ( 4 %) 518). NIDPANGNTKYDPKFQG
(/5 %522) 2=WLRHFYYAMDY ( 5 2| 526) #) 5%, H4i24
4 CDR& RASENIYYSLA( /%] 530). NANSLED( & 3| 534)
2 AYDVPY ( 5 %] 5 38) # 5%, 25B6E 4 ¢y CDRE SYGVH ( 5
5] 5 19 ). VIWSGGSTNYNSALMS ( & 7| 5 23 ) #=
DYGNYPWFAY ( & %] 527 ) M &R, H % 4 4 CDR®
KASQDVNTAVA ( & %3] 531 ). SASYRYT ( & %] 5 35) #
HYSTPC ( % 539) M &, 28S1E4 4 CDRE GYGVN ( &
5 5 41 ). MIWGDGITEYNSALKSR ( & %] % 42 ) #=
DASSGYGFAY ( A %] 543 ) # &, 3 % 4 4 CDR &
TASSSVSSSYLH ( /& %] 544 ). STSNLAS ( & %] 545) #=
YHRSPY (53] 546) # K.
AT A%, ¥CDRFFF| 5oyt g7 F &2,

%2
CDR #= /& 7| 5 &9 2 ;1 &
1k11 21C5H 24111 25B6 28S1
CDRH1 16 17 18 19 41
CDRH2 20 21 22 23 42
CDRH3 24 25 26 27 43
CDRL1 28 29 30 31 44
CDRL2 32 33 34 35 45
CDRL3 36 37 38 39 46
( E#4144)

[ A A 09 BE & & FAK G 2o o 55 T 7 4 2R ]
R AL R, B Foad%BKEEH S5 40PN, 4% 86.
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AEAC. VCAM- 1F it 2R (ECM) #a98t 4k 4 4,
B bxt g6 4% R R AF 09 A a9 B E & AR 7 4 40 B0 A5 W B
BT R RIS R R BATT R

hOPN ( RAA) N-halfZ # AOPN# GRDA 7| & &£ 5 RAA
B3, BHZBR0BEIR/SHANES RBIAGSTERASA TS Y
7 ii}kk)%ﬁlzl vl ok, A M AKX @ B ( Precision
Protease ) ( Amersham Biosciencess- 3] ) 47 ¥ GSTH R & @ ik
By &EAKR. VCAM- 13 R&D Systems/~3) K 41F. AKX A
CRAMAZASTOOEREZTANREZTACEMFZ XK
AEIDGIELAK, mMAHXEZ AN Z: &R H3F5Hao%
K EAONEW T 92 F EHWEDAR R A F 5 K&
CPEDGIHELFPAK G, 12X 5BSAL S8 MR . AH Aa9% B
FamREmib, 2AAEAOEEZGHCHO - KI@mE(A
a9 / CHO-K1 ).

& s50ulé91.25~50ug/mLe A ZTAC. 445%d.
VCAM - 13 hOPN (RAA ) N-halfifsfe F963L4 F, F37E %
BlDE, Akt ATE Z . A HRE (0.5%BSA/PBS) 3 H &
APBS# 14, ék/‘%%%%ﬁﬁfwﬂo25%BSA%D-MEM%A
a9/ CHO-K1%@m e 5 3K #F 69 & A AR RA, 4 5 H42200ul
1% 4% 0 J £ 3] 1.0x10° /> /ml. :}w:,zszﬁ‘ % 10pug/mL. F37°C.
5%CO, F R E 1B &, AILF KR MS50uldd0.5%% & %

( WAKO, Osaka, Japan) /20% F B ix&, T & FARXE30
SAT, kit frmie i B A & . A AMKERE, F20%
BB s R A s, MESIOnmA R AE. A, RAANTHE
Ao ELERAAR (SA1) EAMMET R, A 72 6 Au9
B E A UARYOA24E 4 a3t B&

AERTTH2. 5RAZACH XY @ILEN Z21CS5,
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24111, 25B6#4=28S147 4], 12 R Z 1K113#7 4], K2 544 %
A AKX @M EEW Z21C5. 25B64228S137 4], & 22411149 )
FAH, ERZIKIF4 . LEKE 5 VCAM - 148 X ¢ 40 I8 £
B2 B 21C5. 24111, 25B6#4=28S147 4], /2 R Z 1K1147 4. 5
hOPN ( RAA ) N-half48 X % 48 Je. 45 1 % 8 21C5. 24111, 25B6
F228S137 %), /2R % 1K1147 4],

(Z#45)

[ ERAUEHEFTORAFRAOEBREZTORALET
4 4m B0 Z5 B A ) 2R ]

wdFr o9 E IR EH H5RZ LR WECMES. Bk, v T4
BEAT A X BAY EIRE G 69 AR, TN h 0 B0 55 T 37 4] 2 R 3
%, TR, ATEKRIAZRAUERET G KRR AwIE
BREAORNKREATHREBWH AR, AR T BAFRIRT L
RodBERKEOFROEKRZTONEBRY. ALEETRBBR
(G361) H5ECM# 55 W ¢4 % oh .

£ A VCAM - 1 (1.25ug/mL) 4 HAECM, A adBEHFHKE
A AR A P1HA, 5 53445 4 317,

A2 RXFFTHI3. 5 VCAM- 1M @M acts %
RS, E2—ERA o4 BEREARRKESE, NTLAMAK
sHB& (Y9A2) , 21C5 #= 24111 2 3|37 4. & FiF % Kik a9
HEBREAO MR LERE 4 FKEE, RFBL—REARA
ad B EZ G RAFRA 09 FHIKE G KT 37 4] 40 5055 0,
M T A6 QB EBENGHF S RRELA LR
.

( Z#&46)

[ Ra9FEKE G RARGIRRE R ]

stF 7R K& R (Balb/c) &32, ¥A400pg/ R £
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FEA oA 4T b Ro9BBREa R (55A2C), HEA TR %
FEFCRAIgG (XA B B AR ANHG). 240 5, vxzmg/dw%z
HHRETFTATIRXTEAGINERREEZLERAKRESY

( Chondrex 3] )., E%F Hiilfls’a/?\ﬁif"‘#f’u%/m Ay AL T2
i S, Hrhd00pg/ R EME A L F55A2CENHG. B &, L
50pug/ R A E A 4 FLPS. MLPSL T 3X ELPSL P 5
AW E R, ¥ B Wood# # % ( F.D.Wood,C.M.Pearson,A
Tanaka, Int.Arch. Allergy Appl.Immunol.,35,456 (1969)), %I
xR EIRS, BERSHK,

AR TTFH4. AsTRBREGNHGH 22 L, WK 3 KB
A, ERTFTHRDAOERZTORKRTLTHHNELRA. A
B, ToaRoIFERZTOARAKRELATHRELR AmA TG E T

( Z&4]7)

[ R o) BREORBG LT LEFHR]

VAGE, IAAEH LIEZAGHBNE T @K S H Thi
o Th2, 122 R T ME AL Th17 @efedp sl T @5,
mE, TTHMEAABLEANE (IL) -23 mE e Thl7 4@
JOEAE R FmietyER . Th17 w4 IL-17, &
FlAC B B e fo 6 K JE 6 R BT 38 e 3k B 4w e oL B -+ RANKL
( receptor of activator of NF-kB ligand) , B &5 %~ 4
BE @RI . sot, #IRE, & F IL-23. 17 95K B4
T PETREFARBTRI, BRXER FHFRALE
ZWHAER. A, ATHEAER a9 FHKEZ G AR Thl7 69 %
), DR ET KRR DR 0 EHEE O RIRBTHL.

stF 6 B e & (Balb/c) & 3 R, A 400pg/R A&
AR 3 4 FH K a9 FFK &G 3K (18R18D. 55A2C),
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YA BLTFTEFTAR IgG (VL E B A& H NHG) . 18R18D £
REF e FE 0 35 68 A 94 a9 BB EZ G 4K, 55A2C £ &
K 48R0 EE U A B BE A B AR, 24 BT B VA 2mg/ds REB RS T
AFIRXAFTEYINAEKREREELERARRZSY (Chondrex 2
). 8T URAKRELERERRESY 12 D E, FRA
400pg/ A EMEE N 4 F 55A2C 3 NHG. BB, ¥A 50pg/R M
FEA 4T LPS. MIPSATH 3AELPSL FTEH 6 AMK
R, =B Wood # # % (F.D.Wood, C.M.Pearson, A Tanaka,
Int.Arch. Allergy ppl. Immunol. 35, 456 (1969) ) , &z & #
1“0 LEK, 1TWRHGFNEPTRAE—RIFIKREL L, 2:
PNEFT 2ARALE, RFBEEBHBEF LR RO AT ITIKEL &,

3:1 AFRBEARMIKL L, 41 RF B EARGE—F KX
ARKBEHIENARE, AT RAEREFRS, Fo%K.

% RTFH 5. NHG # 18RI18D #9404 LA, MEK3F X
TEAR, TEXPFPRXAALIR DR 09 FHKEH K
SSA2C 32 AL e9 4], BT e a9 EBHBEOARAKRRTEAA AT
K E AR, TEAWHBALGHER., ME, a9 ¥
BREORARFEAGX T A W4 BE~TH 6. T4 £ LPS
BHTEF 6K, BTLT SSA2CHHT XFTHMIK.

R, AR TR a9 FERZAMKRNX T XA REHERT
BR. A 2mg/ ) R#HMRL TR TIIRAFTEAYOUARARE AL
% Ak R4 4 ( Chondrex 28] ) , 72 B G vk 50pg/ R A
A & % LPS. £ 3 R &, JERE%L F(400pg/ R )55A2C & NHG,
RAEFRS. A4 RWB 77, ThFEEATRXELRES
F 09 %Hﬁ%éﬁﬁt, SH AT KT RR,

BBFBALIE, BRTFR oI FRFOARKIIRGXT LR
HERRGHE, TEAFLFBEWEAFHE, Bt L4 A

33



200780026209. 3 oM P E30/31m

M HATHG X F RE A D RL TR OEKREORKE
; 5 o e =

D A I B (1T _A
YOI A VP lee HY W U K= ) \ 1L/7V,

TNF-a. IL-1B. IFN-y #= GFB éﬁsfwczf HERA, @id

TGF-a # mRNA #) & & *@xé']#ﬁ[’%'l (A 8). #HRi, X
emfe B F2xF Thl7 695 AR EE, TUAEMNR o9 LKE
ARRFTENXT KIS BRARTEALOEKEADEY
FH R A Th17 9ok EZ W @mIe R T 69 5 4.

A—F @, ATHRERAXHT KRR T Th17 9 &a, AL

whRM LPS A FEH 1 R, £ 3 K. % 6 R R

(BALB/c. 6 F#. #M) 69 RERARE LY IL-17 F=
RORyt (A3 B A48 % IR JLZ 4K yt (retinoic acid-related orphan
receptor yt): A LR, 5 Th17 oA X EZTHT) &
A, HEXRAH, MAEXF LE4, IL-17. RORyt 4 mRNA #
REAZDERG, HUBTAXTEAHEA T4 Th17 %A (B
9). A, ATHAHI 09 FHEEZARK T4 o9 XBHE
e Hixt Th17 95 e rh, AR 09 FKREZ G K
efeE, BiLE PCR MEFREXTREINALE IL-17 F=
RORytqu'z‘o B 8T, ZHMAREMIT a9 HHKEAH R
WEEFWH ., Lk Z2H, Toi o9 BBEE G AR H Thl7
) 5%

Ik kAR G T Bk

AXPAGFAK, BLoIBBETaGSRTE, B (#l
Fmit)Ieia, #4) XKEWAR (FAlXHTRNER. BX

TR, FR, RARETEW. 4 5. BB, FHREML. %

KHREE. KMEMBm (RHEEME. LT ER)). £
A (Bl K ). BEREMAR (BlialamiRit. %
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AMBMK., AFAABTRBRAER. BILEHAHEX. &
TEALF ASFE) FuoPuE (AR 4e B B 3E bNar ) 44 0L B J_:
VAl A A W R A 7| 4 I \ V] A" F /)R PIu/a g ) 7 HYy /22 7)) AA o "y
H, 2HARLXPNOROEKREFORRPFPRMEREE S AKX
T = N2 Ll A .12 1.

MAE G il bmadd —TRENHE. REBRREBFS
FHE, REAPAHRARTUEREFZ LN mEfesa s + a9

FREAOHREL, BZLTAMELH T B H KA.
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10>  #est£4tst4E%}H (Gene Techno Science Co., Ltd.)
120> A o9 BREEARNRAKRERZ
<130> PCT07-0036

<150> JP2006-191836
<151> 2006-07-12

<160> 46

<170> Patentln version 3.3

<2100 1

Q211> 12

<212> PRT

<213> & A (Homo sapiens)

<400> 1

Phe GIn Gly Pro Ala Asp Ser Phe Phe Gly Tyr Ala
1 5 10

Q210 2

Q211> 18

<212> PRT

<213> % A (Homo sapiens)

<400> 2
Lys Ser Pro Gly Ala Val Phe Lys Cys Arg Val His Thr Asn Pro Asp
1 5 10 15

Arg Arg

Q210> 3

211> 18

<212> PRT

<213> % A (Homo sapiens)

<400> 3

Trp Met Gly Val Ser Leu Ala Arg GIn Pro Lys Ala Asp Gly Arg Val
1 5 10 15
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Leu Ala

210> 4

211> 15

<212> PRT

<213> % A (Homo sapiens)

<400> 4
Cys Ala His Arg Trp Lys Asn lle Tyr Tyr Glu Ala Asp His |le
1 5 10 15

210> 5

211> 18

<212> PRT

<213> % A (Homo sapiens)

<400> 5
Gly Phe Cys Tyr lle lle Pro Ser Asn Leu GIn Ala Lys Gly Arg Thr
1 5 10 15

Leu lle

210> 6

Q211> 18

<212> PRT

<213> % A (Homo sapiens)

<400> 6
Val Met Gly Ala Pro Gly Ser Phe Tyr Trp Ala Gly Thr lle Lys Val
1 5 10 15

Leu Asn

Q10> 17

11> 15

<212> PRT

213> £ A (Homo sapiens)
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<400> 7
Val |le Met Asn Arg Arg Tyr Thr Tyr Leu Gly Tyr Ala Val Thr
1 5 10 15

210> 8

211> 18

<212> PRT

<213> % A (Homo sapiens)

<400> 8
Val Tyr |le Phe Arg Ala Asp Arg Arg Ser Gly Thr Leu lle Lys lle
1 5 10 15

Phe GIn

210> 9

Q211> 24

<212> PRT

213> % A (Homo sapiens)

<400> 9
GlIn Tyr Ser Met Lys Leu Ser Gly Gln Lys |le Asn Pro Val Leu Arg
1 5 10 15

Met Phe Gly Gln Ser Ile Ser Gly
20

<210> 10

211> 18

<212> PRT

213> & A (Homo sapiens)

<400> 10

Val Val Leu Leu Arg Ala Arg Pro Val Ile Thr Val Asp Val Ser lle
1 5 10 15

Phe Leu
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FFo 5l

*® P41l

210>
Q1
212>
213>

<400>

11

18

PRT

% A (Homo sapiens)

11

Arg His Tyr Val Ala His Val Lys Arg Arg Val Gin Asp Val lle Ser

1

Pro lle

<210>
2115
2N
213

<400>

5

12
30
PRT
% A (Homo sapiens)

12

10 15

Glu Leu Pro Pro Leu Thr Pro Val Leu Arg Trp Lys Lys Gly Gln Lys

1

5

10 15

Ile Ala Gln Lys Asn Gln Thr Val Phe Glu Arg Asn Cys Arg

<210>
Q2115
212>
213

<400>

20

13
12
PRT
%2 A\ (Homo sapiens)

13

25 30

Tyr Leu Ala Leu Gly Ala Val Lys Asn lie Ser Leu

1

210>
2115
Q212>
213>

<400>

5

14

18

PRT

% A (Homo sapiens)

14

10

Cys Ser Val Gly Phe Pro Phe Met Arg Ser Lys Ser Lys Tyr Glu Phe

1

5

10 15
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Ser Val

<210> 15

Q211> 2

<212> PRT

<213> £ A (Homo sapiens)

<400> 15

Ser Ser Ser Val lle Gin Phe Met Ser Arg Ala Lys Val Lys Val Asp
1 5 10 15

Pro Ala Leu Arg Val
20

<210> 16

211> 5

<212> PRT

<213> & A (Homo sapiens)

<400> 16
Asp Tyr Asn Met Asp
1 5

Q10> 17

Q11> 5

<212> PRT

<213> % A (Homo sapiens)

<400> 17
Asp Tyr Tyr Met Tyr
1 5

<210> 18

211> 5

<212> PRT

<213> % A (Homo sapiens)

<400> 18

Asp Thr Tyr Val His
1 5
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210> 19

211> 5

<212> PRT

<213> & A (Homo sapiens)

<400> 19
Ser Tyr Gly Val His
1 5

<2100 20

211> 17

<212> PRT

<213> % A (Homo sapiens)

<400> 20

Asp Ile Asn Pro Asn Asn Gly Gly Thr Ile Tyr Asn GIn Lys Phe Gln
1 5 10 15

Gly

210> 21

Q211> 17

<212> PRT

<213> % A (Homo sapiens)

<400> 21

Thr |le Ser Asp Gly Gly Asn Tyr Thr Tyr Tyr Pro Asp Ser Val Lys
1 5 10 15

Gly

Q210> 22

211> 17

<212> PRT

<213> & A (Homo sapiens)
<400> 22

Asn |le Asp Pro Ala Asn Gly Asn Thr Lys Tyr Asp Pro Lys Phe Gin
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1 ) 10 15

Gly

210> 23
211> 16
<212> PRT
213> % A (Homo sapiens)

<400> 23

Val lle Trp Ser Gly Gly Ser Thr Asn Tyr Asn Ser Ala Leu Met Ser
1 5 10 15

210> 24

211> 8

<212> PRT

<213> %8 A (Homo sapiens)

<400> 24
Ser Gly Val lle Ser Thr Asp Tyr
1 5

<210> 25

211> 10

<212> PRT

<213> %8 A (Homo sapiens)

<400> 25
Asp Arg Asp Gly Ser Ser Leu Phe Ala Tyr
1 5 10

<210> 26

211> 11

<212> PRT

<213> % A (Homo sapiens)

<400> 26

Trp Leu Arg His Phe Tyr Tyr Ala Met Asp Tyr
1 5 10
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10> 27
Q211> 10
<212> PRT
<213> % A (Homo sapiens)

<400> 27

Asp Tyr Gly Asn Tyr Pro Trp Phe Ala Tyr
1 5 10

<210> 28

211> 11

<212> PRT

<213> & A (Homo sapiens)

<400> 28

Arg Ala Ser GIn Glu lle Ser Gly Tyr Leu lle
1 5 10

210> 29

211> 1

<212> PRT

<213> %8 A (Homo sapiens)

<400> 29
Lys Ala Ser GIn Asp Val Asn lle Ala Val Ala
1 5 10

<210> 30

211> 11

<212> PRT

<213> £ A (Homo sapiens)

<400> 30
Arg Ala Ser Glu Asn lle Tyr Tyr Ser Leu Ala
1 5 10

210> 31

Q211> 1

<212> PRT

<213> % A (Homo sapiens)

<400> 31
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Lys Ala Ser GIn Asp Val Asn Thr Ala Val Ala
1 5 10

Q2100 32

211> 7

<212> PRT

213> %8 A (Homo sapiens)

<400> 32

Ala Ala Ser Thr Leu Asp Ser
1 5

<210> 33

21y 17

<212> PRT

213> % A (Homo sapiens)

<400> 33

Trp Ala Ser Thr Arg His Thr
1 5

<210> 34

21> 7

<212> PRT

213> % A (Homo sapiens)

<400> 34
Asn Ala Asn Ser Leu Glu Asp
1 5

<210> 35

Q11> 1

<212> PRT

<213> & A (Homo sapiens)

<400> 35
Ser Ala Ser Tyr Arg Tyr Thr
1 5

<210> 36
211> 6
<212> PRT
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<213> % A (Homo sapiens)
<400> 36

Tyr Ala Asn Tyr Pro Pro
1 5

210> 37

Q211> 6

<212> PRT

<213> % A (Homo sapiens)

<400> 37

His Tyr Asn Thr Pro Trp
1 5

<210> 38

Q11> 6

<212> PRT

<213> % A (Homo sapiens)

<400> 38
Ala Tyr Asp Val Pro Tyr
1 5

<210> 39

Q211> 6

<212> PRT

<213> %8 A (Homo sapiens)

<400> 39
His Tyr Ser Thr Pro Cys
1 5

<210> 40

211> 1035

<212> PRT

<213> % A (Homo sapiens)

<400> 40

Met Gly Gly Pro Ala Ala Pro Arg Gly Ala Gly Arg Leu Arg Ala Leu
1 5 10 15
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Leu Leu Ala Leu Val Val Ala Gly lle Pro Ala Gly Ala Tyr Asn Leu
20 25 30

Asp Pro GIn Arg Pro Val His Phe GIn Gly Pro Ala Asp Ser Phe Phe
35 40 45

Gly Tyr Ala Val Leu Glu His Phe His Asp Asn Thr Arg Trp Val Leu
50 55 60

Val Gly Ala Pro Lys Ala Asp Ser Lys Tyr Ser Pro Ser Val Lys Ser
65 70 75 80

Pro Gly Ala Val Phe Lys Cys Arg Val His Thr Asn Pro Asp Arg Arg
85 90 95

Cys Thr Glu Leu Asp Met Ala Arg Gly Lys Asn Arg Gly Thr Ser Cys
100 105 110

Gly Lys Thr Cys Arg Glu Asp Arg Asp Asp Glu Trp Met Gly Val Ser
115 120 125

Leu Ala Arg Gin Pro Lys Aia Asp Gly Arg Val Leu Ala Cys Ala His
130 135 140

Arg Trp Lys Asn lle Tyr Tyr Glu Ala Asp His |le Leu Pro His Gly
145 150 155 160

Phe Cys Tyr lle lle Pro Ser Asn Leu Gln Ala Lys Gly Arg Thr Leu
165 170 175

[le Pro Cys Tyr Glu Glu Tyr Lys Lys Lys Tyr Gly Glu Glu His Gly
180 185 190

Ser Cys GIn Ala Gly Ile Ala Gly Phe Phe Thr Glu Glu Leu Val Val
195 200 205

Met Gly Ala Pro Gly Ser Phe Tyr Trp Ala Gly Thr Ile Lys Val Leu
210 215 220
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Asn Leu Thr Asp Asn Thr Tyr Leu Lys Leu Asn Asp Glu Val lle
225 230 235

Asn Arg Arg Tyr Thr Tyr Leu Gly Tyr Ala Val Thr Ala Gly His
245 250 255

Ser His Pro Ser Thr lle Asp Val Val Gly Gly Ala Pro Gin Asp
260 265 270

Gly Ile Gly Lys Val Tyr |le Phe Arg Ala Asp Arg Arg Ser Gly
275 280 285

Leu lle Lys Ile Phe GIn Ala Ser Gly Lys Lys Met Gly Ser Tyr
290 295 300

Gly Ser Ser Leu Cys Ala Val Asp Leu Asn Gly Asp Gly Leu Ser
305 310 315

Leu Leu Val Gly Ala Pro Met Phe Ser Glu lle Arg Asp Glu Gly
325 330 335

Val Thr Val Tyr lle Asn Arg Gly Asn Gly Ala Leu Glu Glu GIn
340 345 350

Ala Leu Thr Gly Asp Gly Ala Tyr Asn Ala His Phe Gly Glu Ser
355 360 365

Ala Ser Leu Asp Asp Leu Asp Asn Asp Gly Phe Pro Asp Val Ala
370 375 380

Gly Ala Pro Lys Glu Asp Asp Phe Ala Gly Ala Val Tyr lle Tyr
385 390 395

Gly Asp Ala Gly Gly Ile Val Pro GIn Tyr Ser Met Lys Leu Ser
405 410 415

Gln Lys lle Asn Pro Val Leu Arg Met Phe Gly Gln Ser |le Ser

47

Met

240

Phe

Lys

Thr

Phe

Asp

320

GlIn

Leu

e

le

His

400

Gly

Gly
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}“?

&R OBIS/1TH

420

Gly Ile Asp Met Asp Gly Asn
435

Phe Met Ser Asp Ser Val Val
450 455

Val Asp Val Ser |le Phe Leu
465 470

Gin Cys His Asp Gly GIn GIn
485

Cys Phe Ser Phe His Gly Lys
500

Tyr Val Leu Met Ala Asp Val
515

Arg Val Tyr Phe Val Leu Leu
530 535

Lys Leu GIn Leu Thr Tyr Met
545 550

His Val Lys Arg Arg Val Gin
' 565

Ala Ala Tyr Ser Leu Ser Glu
580

Leu Pro Pro Leu Thr Pro Val
595

Ala Gin Lys Asn Gln Thr Val
610 615

425 430

Gly Tyr Pro Asp Val Thr Val Gly Ala
440 445

Leu Leu Arg Ala Arg Pro Val Ile Thr
460

Pro Gly Ser lle Asn |le Thr Ala Pro
475 480

Pro Val Asn Cys Leu Asn Val Thr Thr
490 495

His Val Pro Gly Glu Ile Gly Leu Asn
505 510

Ala Lys Lys Glu Lys Gly Gln Met Pro
520 525

Gly Glu Thr Met Gly GIn Val Thr Glu
540

Glu Glu Thr Cys Arg His Tyr Val Ala
555 560

Asp Val 1le Ser Pro Ille Val Phe Glu
570 575

His Val Thr Gly Glu Glu Glu Arg Glu
585 590

Leu Arg Trp Lys Lys Gly Gin Lys lle
600 605

Phe Glu Arg Asn Cys Arg Ser Glu Asp
620
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R B14/1TH

Cys Ala Ala Asp Leu GIn Leu GIn Gly
625 630

Asp Glu Lys Thr Leu Tyr Leu Ala Leu
645

Leu Asn Ile Ser lle Ser Asn Leu Gly
660 665

Val Ser Phe Asn Val Ser Arg Glu Leu

675 680

Lys Glu Glu Met Gly lie Ser Cys Glu

690 695
Lys Cys Ser Val Gly Phe Pro Phe Met
705 710
Phe Ser Val Ile Phe Asp Thr Ser His
725
Leu Ser Phe Ile Val Thr Ala Gln Ser

740 745

Ser Leu His Asp Asn Thr Leu Val Leu
755 760

Val Asp Thr Ser |le Thr Gly Ile Met
770 115

Gly Glu Ser Val Asp Ala Ala Asn Phe
785 790

Cys His Phe GIn Pro ile Asn lle Thr
805

Pro Ser Thr Leu Pro Gly Ser Ser Val
820 825

Lys Leu Leu Leu Ser Ser Met
635 640

Gly Ala Val Lys Asn Ile Ser
650 655

Asp Asp Ala Tyr Asp Ala Asn
670

Phe Phe Ile Asn Met Trp GIn
685

Leu Leu Glu Ser Asp Phe Leu

700

Lys Ser Lys Tyr Glu
720

Arg Ser
715

Gly Glu Glu Glu Val
735

Leu Ser
730

Gly Asn Thr Glu Arg Ser Glu
750

Pro Leu Met His Glu
765

Met Val

Ser Pro Thr Ser Phe Val Tyr
780

Ile Gin Leu Asp Asp Leu Glu
795 800

Leu Gin Val Tyr Asn Thr Gly
810 815

Ser Ile Ser Phe Pro Asn Arg
830
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Leu Ser Ser Gly Gly Ala Glu Met Phe His Val Gin Glu Met Val Val
835 840 845

Gly Gin Glu Lys Gly Asn Cys Ser Phe GIn Lys Asn Pro Thr Pro Cys
850 855 860

Ite lIle Pro GIn Glu Gln Glu Asn lle Phe His Thr |le Phe Ala Phe
865 870 875 880

Phe Thr Lys Ser Gly Arg Lys Val Leu Asp Cys Glu Lys Pro Gly lle
885 890 895

Ser Cys Leu Thr Ala His Cys Asn Phe Ser Ala Leu Ala Lys Glu Glu
900 905 910

Ser Arg Thr lle Asp lle Tyr Met Leu Leu Asn Thr Glu lle Leu Lys
915 920 925

Lys Asp Ser Ser Ser Val lle Gln Phe Met Ser Arg Ala Lys Val Lys
930 935 940

Val Asp Pro Ala Leu Arg Val Val Glu lle Ala His Gly Asn Pro Glu
945 950 955 960

Glu Val Thr Val Val Phe Glu Ala Leu His Asn Leu Glu Pro Arg Gly
965 970 975

Tyr Val Val Gly Trp lle lle Ala lle Ser Leu Leu Val Gly Ile Leu
980 985 990

Ile Phe Leu Leu Leu Ala Val Leu Leu Trp Lys Met Gly Phe Phe Arg
995 1000 1005

Arg Arg Tyr Lys Glu Ile Ile Glu Ala Glu Lys Asn Arg Lys Glu
1010 1015 1020

Asn Glu Asp Ser Trp Asp Trp Val GIn Lys Asn GIn
1025 1030 1035
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210>
211>
212>
<213

<400>

1

5

PRT

# A (Homo sapiens)

41

Gly Tyr Gly Val Asn

1

210>
<2115
212>
213>

<400>

Met Ile Trp Gly Asp Gly |le Thr Glu Tyr Asn Ser Ala Leu Lys Ser

1

Arg

<210>
Q2115
212>
213»

<400>

5

42
17
PRT
% A\ (Homo sapiens)

42

) 10 15

43
10
PRT
% A (Homo sapiens)

43

Asp Ala Ser Ser Gly Tyr Gly Phe Ala Tyr

1

<210>
AR D
Q212>
<213

<400>

5 10

44
12
PRT
% A (Homo sapiens)

44

Thr Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu His
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