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VAR VRS B To L LAESZ 484 (TLRD 1) 23 B g, b Brif ik .53 5 F SR
CDRHI ,CDRH2CDRH3 ,CDRL1  CDRL2HICDRL3 [ 41 £ «

a) SEQ ID NO:
CDRHZ2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

b) SEQ ID NO:
CDRH2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

c) SEQ ID NO:
CDRH2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

d) SEQ ID NO:
CDRH2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

e) SEQ ID NO:
CDRH2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

f) SEQ ID NO:
CDRH2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

g) SEQ ID NO:
CDRH2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

h) SEQ ID NO:
CDRHZ2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3;

i) SEQ ID NO:
CDRH2.SEQ ID NO:
CDRL1.SEQ ID NO:
CDRL3; fiI

j) SEQ ID NO:

561 & LR 7 H Fr 7~ FICDRH1SEQ 1D NO:
2T AR 7 B Fr s I CDHR3 W SEQ 1D NO:

38 R AR 7 B T 7~ CDRL2 . FISEQ 1D NO:

551 & IR 7 H1 B Zs FICDRH1 W SEQ 1D NO:
271 R LR 7 51 BT s I CDRH3 . SEQ 1D NO:

38 A R 7 7 Fr /s[RI CDRL2 . FISEQ 1D NO:

57HI IR 7 H Fr 2~ FICDRH1SEQ 1D NO:
271 E LR - 51 BT s I CDRH3 . SEQ 1D NO:

38M L 7 7 Fr s [ICDRL2 . FISEQ 1D NO:

58I IR 7 H Fr Zs FICDRH1SEQ 1D NO:
271 E LR - 51 BT s K CDRH3 . SEQ 1D NO:

38 & I 7 7 Fr s [ICDRL2 . AISEQ 1D NO:

591 & IE R ¢ H Fr Zs FICDRH1SEQ 1D NO:
271 =L R 7 5 BT 7 IR CDRH3 . SEQ 1D NO:

38R IR 7 51 Fr 7~ ) CDRL2 . FISEQ 1D NO:

6011 Z LB 7 5 T/ FICDRH1 L SEQ 1D NO:
271 & FL R - 5 BT 7~ K CDRH3 . SEQ 1D NO:

38 A IR 7 7 Fr /s[RI CDRL2 . FISEQ 1D NO:

561 & IR 7 H B s FICDRH1 W SEQ 1D NO:
271 &R 7 51 BT s I CDRH3 . SEQ 1D NO:

38M IR 7 7 Fr s [ CDRL2 . FISEQ TD NO:

561 IR 7 F Fr 2 FICDRH1SEQ 1D NO:
271 E LR - 1 BT s K CDRH3 . SEQ 1D NO:

38M L 7 7 Fr s [ICDRL2 . FISEQ 1D NO:

561 IR 7 F Fr 2~ FICDRH1SEQ 1D NO:
271 &R 7 51 BT s K CDRH3 . SEQ 1D NO:

38 & I 7 71 Fr s [KICDRL2 . AISEQ 1D NO:

561 & LR 7 F Fr 7~ FICDRH1SEQ 1D NO:

2

2611 A I IR Fr B 7 (1
3T AR 7 F i 7 1
BN EIEIR 7 5 T2~ i

26 1) & FE R 7 5 FT 7 (1)
ST ZE LR Iy B Fr 7~ 11
SOHI B IEIR 7 5] FIT 7 )

26 1) A AR 7 B T~ I
37 )R IR 5 i 7 [
3OM RS IR P B s i)

26 1) AR 7B s I
37 )& IR 5 i 7 1)
3OM R IR Fr | s i)

26 1 & LR 7 7 7 1
STHIEFL TR 7 5 T s 1F)
SO FE IR 7 51 BT 7 1

26 @I IR PP B T2 [
37 I &I IR Fr 51 i 7 1)
3O AR Fr 3 T i)

261 B IR 7 5 B 7 1)
STHI R R 7 B B s 1
61 IR IERR 7 51 BT 7 1)

26 1) AR 7B T~ I
37 )R IR Fr 5 i 7 [
631 E IR 751 s I

26 1) AR 7 B T~ )
37 )R IR e 5 i 7 1)
6410 Z LR 7 51 s

2611 A Ik IR Fr B 7 (1
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CDRH2.SEQ ID NO: 27HIZ LM 55 i~ CDRH3 . SEQ 1D NO: 37 FE IR T F T
CDRL1.SEQ ID NO: 38/ ML 75 i Zn(ICDRL2AISEQ 1D NO: 65 & R 7 51 il 7~ 1)
CDRL3,

Horp AE A IELTSAIN 52 o I &= i, BT iR i 44 i 7 (1) FEL T A TLRAF TCsofBL b EL AT SEQ 1D
NO: 43fK)A] 48 B 5 B IR FE B MISEQ 1D NO: 4 A AR 4% SR B 7 71 (1) B % Hi Ak R R 1K)
TCsofEL BE 3R AR , Bk 4 MLEL T SAW 5E £E BT il S AR A1 BT ik 2 B oAk iy & ILRE 5 2 1L-67
%,
2. BRI R LEY A B i pudds, Hovp iR oAk 08 4 B 71 20 1 m] AR B B S SR 1 7 1) e ]
AR FLIR AR A

(a) SEQ ID NO: 69RJZFEERIT AT~ EAE N AZ X FISEQ 1D NO: 4R ZEEER 7 1 B
IR BE T ARIX

(b) SEQ ID NO: 67HJZFEERITFI A/~ ERE N AZ X FISEQ 1D NO: 4R ZEEER 7 71 B
TN R BE T ARIX

(c) SEQ ID NO: 7T1RJZFERRIT A~ ERE N AZ X FISEQ 1D NO: 4R ZEEER 7 71 Bt
IR BE T ARIX

(d) SEQ ID NO: 73RJZFEEMRIT A~ ERE A AZ X FISEQ 1D NO: 4R ZEEIR T 71 B
ENIVE =S R P

(e) SEQ ID NO: 75HyZFEMRIT A~ ERE R AZ X FISEQ 1D NO: 4R ZEEIR T 71 B
IR BE T ARX

(f) SEQ ID NO: 7T7THYZ IR T FI A~ ERE R AZ X FISEQ 1D NO: 4R 2 EEIR T 71 B
TN R BE T ARX

(g) SEQ ID NO: S89RIZILR)T FIFT /R EEE R AZX AISEQ 1D NO: 91 LR )T 51
B 8 T AR X

(h) SEQ ID NO: 93RYZ LR ITFI TR EEE T AZ X AISEQ 1D NO: 95/ 2 IR T 51
BT 7 () 4 T AR X

(i) SEQ ID NO: 97 IR T F 7~ EEEn] AF X FISEQ 1D NO: 99 Z AL 7 7]
BT s 4 AT AR X 5 Rl

(j) SEQ ID NO: 101fZ IR T FI A~ EEEn] A X FISEQ 1D NO: 1031 & LM )T
TN RERT AR X .

3. WA BRI EE SRAT— T o S R Ads , Jep Brid diis it — 0% v SR E 2 X H 17
BUSE FR A7 B 3250 S 3 R B AN 7E EUS L B2 A 18 32811 4 R LA

4 BURE SR SH 3 B Bk, Hoh fERU R E IR A B 325 1 & IR iU 2 2 AR , FF H
HIFEEUZ IR 7 B 3281 A A IR HUAC & R T A R

5. HI A BRI SR AT — T B B A £ il & 254 R (1) T , B i 2590 FH TR 0 1 rp e
TLRA(E 5 F2 FAHC R AR R .

6 . BRI ZESR 511 I, F AR TR % G2 A

7 RURELRS Fig , Horp BT e B A2 5 B S PR B 28 PRI
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PUTLRATIA B 2 Rig

[0001]  AHIRHIIE
[0002]  AHIEIER20124F3 H29 H $#2 42 (1 £ E IR A1 561/617, 164 75 , ol it 5]
FHEARFEANA L o

BR G
[0003] AR B —fcMEWE BRr R As B Tol 1R 32444 (TLR-4 (344, LA KA PR U TLRA
JUARAE IR 7 RIS 71 5 1%

RAE=R

[0004]  Toll3Z4k & 2a/E FLl Drosophila) W R TN, s I RIS B 1, 78 1% 55 1 10 40 o 1 5
P EAE S RARNERFH] ARRS) , FEA— DI E &1 A BRI 45135k R
Tol 1524 (N FLA PRI PEIFR N “Tol TEESZAR” (TLRY o TLRIE I 1R A A Prksr - S 1 6
X LT AR R SRR S 5 AN L A S R S R AR

[0005] FEANH, DA%E T IIMTol IFESZ 48, TLRI-11, JEd e 40 i N 45 i i85
TL-1 52 AR 1) [F] 5 P e i i Ah & S 2 IR BB P I A AEAF LURAE AR R TLR
2 AN [R] SE T ) A A ks 3800 o 9 41, TLRA 3= 3540k Jig 22 4 (LPS) B3 » T TLR 248 i Tl B Jot
(LTA R4 H 2 B0 (LA LI585 1 (BLP) FIIK R BE (PGN) 0 O 4 %85 1 Tol 15244
[ aNRP105 .

[0006]  CEEHTLRAG 4B A REFE L EE -2 MD-2) 454 . O R I EE H 5 TLRAELZAH
AR, 3 HMD-2 B A7 [ TLRARE W B 19 5 A4 LA S A2 35 L 5 3 3 41 i 3% 18 (1) B 77« TLRAAN
VD-2/E MR T T R A4

[0007] G2 4 (LPS) , A QB VR TR U4 73, &2 RE % 5 7138005 S R )% R i AE ke
F LPSZHH H 24 (multi—chain) S2AANG(E 58 IA 2 S 8 40, P 32 4460 & TLR4/MD-25.
HNE RN FELE 5L TH

[0008]  FHRHE, A T-45 & TLRAFIIE Y FHTLRA/MD-28 5N S5 S & S T EMA S
MIMTAER K.

[0009] R HAMEAR

[0010] A BHHRAE T UM 40 MR I R I8 B A FN/ B BEHE TLRA /MD- 252 A1 B v B Briddk
FIT IR A4 S SRR , 48] 401 AN TLRATC A5 FILP S75 5 (1) 52 AR 0TS MR 22 [ 4 i 15 545 5
AR PR FE S & A B TLRA /MD-232 4K 52 A W) 3 S S T-MD-2 () A7 AE B 45 A TLR4
IOE7RENS

[0011] AR BRI T 45 MR 45 A i R i R IA R AR/ B BEMR TLRA /MD—-25Z 4R 1 B
fi BEL W 88 3ok LP S5 5 14 52 A S0 R s 82 O 40 L PN 15 54 5 10 B0 0 B AR o 7 181 2 B e R
HAFE 1AL 1A6.1B12.1C7.1C10,1C12.1D10.1E11.1E11 N103D.1G12.1E11.C1.1E11.C2,
1E11.C3.1E11.C4,1E11.C5.1E11.C6,1E11.E1.1E11.E2.1E11.E3.1E11.E4,1E11.E5,
1E11.C2E1.1E11.C2E3,1E11.C2E4FI1EL 1. C2E5.
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[0012] X LE3y 4 B AT AN [F) R 45 e Pk o — SR 04 3 7 6 AR B B TLRAT 32 1) i e M 0/
BN AN BERRTLRA/ MD-232 485 AW & (e ek, i H B2 & SR 4 48 R LPS I
AR EOE A G NS S S I 1C12.1E11.1E11 N103D.1E11.C1.1E11.C2,
1E11.C3.1E11.C4.1E11.C5.1E11.C6.1E11.C2E1,1E11.C2E2,1E11.C2E3,1E11.C2E4 A
1E11. C2E5M . T N B BEMRMD-2 (1) 47 AE 45 & AR B SR TLRAPN 2 - 1AL 1A6.1B12.,1C7
1C10\1DIOFIGL 283, T X BEMEMD -2 fEAE AN 25 & R B8 M TLR4.1E11.E1 . 1E11.E2,
1E11.E3\IE11.EARIIELL. E5HM ST AMD-2[{ 774 45 A A TLRA o i SE HUARAE A S 43 51 FR
YETLRAPUAL o

[0013] A& B A VA iA £ 2 HASEQ ID NO: 2.6.8.10.12.14.16.18.20.22.67,
69.71.73.75.77.89.93.97E 101 [ ZHE 1R )7 51 (1) T 4E 7] A8 [X o A B 9 N VE AR Bidd a5
BEEn AR X, L B R R FISEQ 1D N0:4.79.81.83.858487,

[0014] =AHEEECDREIES T F % 290%. 92%.95%. 97%. 98%. 99%EX B £ AH[A] [ & J= BB
F: 4 EG6 E/Y)PLR/G/W) (Y/F/G)GYS (SEQ ID NO: 110) . GYSITGGYS (SEQ ID NO: 25) .
GFPIRYGYS (SEQ ID NO: 55) \GYPIRFGYS (SEQ ID NO: 56) .GYPIRHGYS (SEQ ID NO:
57) \GFPIGQGYS (SEQ ID NO: 58) .GYPIWGGYS (SEQ ID NO: 59) FMIGYPIGGGYS (SEQ ID
NO: 60) [ 7] 48 T4 B 4k 58 [X 1 (VH CDRL, A SCH#K ACDRHD S8 28 /7 71) s THYSGYT  (SEQ
ID NO: 26) [ 7] 4% & 5 B e 52 [X 2 (VH CDR2, 4 3905 CDRU2) 8 K 8 7 %) s Ak |
ARKDSG (N/Q/D/E) X1X2PY (SEQ ID NO: 111) CHirpXoFIXoRgANShAr & ATAT B /K Z LR
ARKDSGNYFPY (SEQ ID NO: 27) ARKDSGRLLPY (SEQ ID NO: 28) \ARKDSGKWLPY (SEQ ID
NO: 29) ARKDSGHLMPY (SEQ ID NO: 30) \ARKDSGHNYPY (SEQ ID NO: 31) .ARKDSGKNFPY
(SEQ ID NO: 32) ARKDSGQLFPY (SEQ ID NO: 33) \ARKDSGHNLPY (SEQ ID NO: 34) .
ARKDSGDYFPY (SEQ ID NO: 35) FIARKDSGRYWPY (SEQ ID NO: 36) i 7] A% 585 H 4k bk 2 X3
(VH CDR3, A SC L FR ANCDRHI) Z I 1R 7 51 o = AN BECDRALFE 5 T 31 £ 2090%.92%.95% . 97%.
98%- 99%BX 5 % AH [F] ¥ Z 2 B2 /7> 71 : QSISDH  (SEQ 1D NO: 37) By n] AR 424k B AMIE X 1 (VL
CDR1, A SCHFR NCDRLD) Z LR 7751 s YAS  (SEQ 1D NO: 38) [ m[ A8 H Ak 2 X 2 (VL
CDR2, AR SC B FK N CDRL2) Z R 751 s A3k H QQG (Y/N) (D/E) (F/Y)PXT (SEQ ID NO: 112)
(HAX R EATHK Z I L QQGHSFPLT (SEQ ID NO: 39) \QQGNDFPVT (SEQ ID NO: 61) .
QQGYDEPET (SEQ ID NO: 62) \QQGYDFPFT (SEQ ID NO: 63) \QQGYDYPFT (SEQ ID NO: 64)
FIQQGYEFPFT (SEQ ID NO: 65) [ n] AR f84E B ML E X 3 (VL CDR3, A% SCARFR ACDRL) & 2
B 75 AR 4 A AR EEMRTLRA/MD-2E 51, A 5 AR B2 A &5 A&
BENRETLRA, 455 NTLRA/MD-28R &H), YA 5 AMD-28 G 455 A TLRA, A5 B fEMD-2
AR 4G BERTLIRY/MD-2E S E B HETLRA

[0015] AR PLTLRAGUAR ARG W idk , o5 5SEQ 1D NO: 2.6.8.10.12.14,
16.18.20.22.67.69.71.73.75.77.89.93.975% 101 {2 J= & £ 51 %2 /90%. 92% . 95% . 9 7%
98%- 99%B 5 22 A [F] ) FE 85 n] B & FEMR 741, A1/8 5 SEQ 1D NO: 4.79.81.83.85587THI A
FEIE 731 5 290%. 92%. 95%. 97%. 98%. 99%EX . 22 AH [F] (1 4% FEm] AL 2 L 1R

[0016] A B HUAERR: P45 A A AT/ B BEMR TLRA M /B A/ B BE R TLR4/MD-2 55
AV, Herp R B SE S AR/ B A B8 TLRA - 7ESEQ 1D NO: 23 CATLRA) F1/ELSEQ 1D
NO: 24 (EEEMRTLRA 5% HE289-375 2 [H] A HE— A Bk ¥ 2 AN & FE IR iR L 1 R A7 . 91l 4l
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TLRAFUARSF S eSS A F5SEQ 1D NO: 23 CA) AI/ESEQ 1D NO: 24 CErE#fR AR L3491
RAL AL —LESLTE T P, RAEAFRB AN B AL, B Wik B 7SR : SEQ 1D NO: 23
(A M1/BESEQ ID NO: 24 CErEgf 1% Dhk 328413295 SEQ ID NO: 23 (A HI/BLSEQ
ID NO: 24 (R i /5351, FMISEQ ID NO: 23 (A) FI/E{SEQ ID NO: 24 (frfg
B [ & D% 3E369-371, K HAT B S

[0017]  FE—RLsLjii Jy S, AR WAL MR 45 5 To 1 TAE 32 444 (TLRA 1 43 B I i ,
HETIA PR LS S FESEQ 1D NO: 23[9 /D FR L3491 LA ML FESEQ 1D NO: 249 & /DFR
FE3A9MRAT AT —BESLHE T Brf, ik SuiR s B = A B kb E X (CDR) [ FEBE, Frid |
ks X AHEGYSITGGYS (SEQ ID NO: 25) ftymI 4% B 4% H #h gk 52 [X 1 (CDRHD) &I R 751 5
THYSGYT (SEQ ID NO: 26) [ m] A% 5 %5 Bk 52 [X 2 (CDRH2) Z L /7 1) s FHARKDSG (X1) (X2)
(X3) PY (SEQ ID NO: 111) {ym] A2 HE B AP € [X 3 (CDRH2) 2R /7 71, H i Xi /&N, Q. DY
E, X RATAT B /K E L , I X AT T B /K R R IR s DL B A =N CORIYEREE , Frid T
X A5 45QSISDH (SEQ ID NO: 37) [ A A2k FLAN R X 1 (CDRLD) 2 AR /751 s YAS (SEQ
ID NO: 38) [{yA] AR 4385 H 4y 52 [X 2 (CDRL2) S HE B8 7 51 s FIQQGHSFPLT (SEQ 1D NO: 39) )
A AR R A e 5E [X 3 (CDRL3) R IEMR 41 o 4E— e s jifi 7 ep , #Ar ik — B0 HESEQ 1D
NO: 23FISEQ ID NO: 24 % /DrkIE3281329, 78— LYK )y v, Ffr i3k — 35 SEQ
ID NO: 23MISEQ ID NO: 24 (K% /I35 AE— st )y 2, £l — B AHESEQ 1D
NO: 23FISEQ ID NO: 24 FIFRFE369E 3712 [ — DB 2 AR FE A —BesLii T =,
Fhr i — S AFESEQ ID NO: 23F1SEQ ID NO: 24 (% /DHRIL369%E 371 78— SLjifi 7 &
BRSPS S 40 4ESEQ 1D NO: 23FISEQ ID NO: 24 % /5% 3329,329.349.351 Al
369F 3T 1R AE— LS T7 P, Jidk it — DG v EEEE E X [ FEEVE L R AL B
325 AL R B M EE U S R A B 328 11 2 S R HUAR o 7E — L& SE it 7 &R, FEEUZ 2L FR 7
B 3251 A TR AR S 22501 , I H I EEUE L 6 7 B 3281 S L TR BUA 2 R TR B
[0018] AR BHIRHRAE T R 45 A Tol TAEAZAR4 (TLRA) (W 43 B I H ik, Horb Frid ik 45
AAFESEQ 1D NO: 23(W & /ADFRIE 3491 K AL, I H AL Frid ikt T 45 A ATLRAJE R 1K
ECsof AR T-HASEQ ID NO: 43[) ] AF L #E2 LR 7 FIMISEQ 1D NO: 4 A AR R FE 2 AL IR
JFF S % Bk e R I ECsoff o 76— R2 5Ll 5 2, X T 45 & A TLRAFIE CsofEL i ik 35 4+
ELTSABAE o fE— L2 SLTl 7 R v, Uik e n ) T 45 & A TLRAMIECsofE b 75 Judd e 7RI ECso
E 2 MRL10F A —BsK it /7 S, ik it — e Rt 45 A A FESEQ 1D NO: 240 & /b ok i
349 RAL AL —LESLHE T B, Frid SR B HE R A = A F AN E X (CDR) [ 8% , Frid T %R
P X ARG (X1) PT (X2) (X3) GYS (SEQ ID NO: 110) [ 7] 4% 8 4% H %k 52 X 1 (CDRHD) &
B 551, HorP X B FELY , Xo B R\ GEEW, Xa /2 Y JFBEG; THYSGYT (SEQ ID NO: 26) {7 45 B4k
Fh ik 5E [X 2 (CDRH2) 12 55 %1 s FIARKDSG (X1) (X2) (Xs)PY (SEQ ID NO: 111) fymJ A8 BT
Fh k52 X 3 (CDRH2) IR 771, He P X2 N Q. DERE , X AR i K B I 18 , 31 HLXs & AT i
IKEHERR s LA S B AT = ANCORM Rk, iR 8E M FTIRCDRELFEQSISDH (SEQ 1D NO: 37) w48
BEEEAMEEX L (CDRLD R JT 7 YAS (SEQ ID NO: 38) A AR 425 B 4k 58 [X 2
(CDRL2) &L 751 s A HFEQQG (X1) (X2) (X3)P (Xa) T (SEQ ID NO: 112) [ IR 751 5k
QQGHSFPLT (SEQ ID NO: 39) 2 Z: M8y §1 1K) Al AR F2 B B4 R € [X 3 (CDRL3) , HorpXig VB
N, XoS&2DEXE, XsA2FERY , 3 HXo@ATATER K Z LR o AE—LL STt 77 b, ikt — 0 A HE/EEU
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LR B 3251 v HREE E [X 1) 2 R A ORI AEEUZ R v B 3 28 1) 2 JE PR AR o 72—
BESL i Ty S, FEEUZU R R A7 B 325 1) 2 R IR AU AR A2 22 AR , FF HLH WP AEEUZA AL 1R o7 B 328
(1) R R R B SE RN R IR o 78— LE Sl /7 &b, TLRAPU AR IE 255 N F/ B B % TLR4 /MD -2
BEW.

[0019] AR BIIEHRAE T R 45 A To l TAEAZAK4 (TLRA) (W 43 B I H ik, Horb Frid fudd 45
AAFESEQ 1D NO: 238 Z /DR FE349 RAT , T 45 A A FESEQ 1D NO: 2411 & /D F% AL 34911
AL, I HIH AP FTA TR T 455 ATLRAE R FIECso LI TR A SEQ 1D NO: 430 ] A # #%
AR 7 HIFSEQ 1D NO: Afn] AR 82 BE R LR 17 DI S5 Pk Fe R (I ECsofH  7E— 2L 5L e
T, 5T 454 AN TLRAFECsof 38 i 35 4+ PEELT SARH 58 o AE— BB SZ it = v, ik e om T
454 NTLRAFIECsoff Lk 2 % 47044 J 7R FI B Coofl 2 /MK 10f% o £ — BB Sty & vp , ik it — b
SV S AFESEQ 1D NO: 241K & /KR I 349K T A A — B SL i )y b, iR FiAk 045
HA=AFAMUEIX (DR W HEE, FTid Bk kg X A5G (X1) PT (X2) (X3) GYS (SEQ ID NO:
110) (AT A2 H1 85 B AMJE X 1 (CDRHD 28 218 7 71, H P Xig FERY , Xo 2R\ GELW, X2 Y \FERG
THYSGYT (SEQ ID NO: 26) [ m] A% 5 %5 B¢ A 52 [X 2 (CDRH2) 2 F 1 /7 1) s FHARKDSG (X1) (X2)
(X3) PY (SEQ ID NO: 111) {m] A2 HE H APl 5E [X 3 (CDRH2) 21 /7 71), Ho P Xi /&N, Q. DEK
E, Xose AEAAT K 2 A 1R , H HXs e AR K 2 25 1R s DA R B =N CORI B2 88 , e pr ik
CDRELFEQSISDH (SEQ ID NO: 37) [ m] AF 4 B Ah P [X 1 (CDRL D ZIEMR P51 YAS  (SEQ
ID NO: 38) [ Al AR B ph 52 [X 2 (CDRL2) R IR FP 71 s AL FEQQG (X1) (X2) (X3) P (Xa) T
(SEQ ID NO: 112) % 3EE ) 7IEQQGHSFPLT (SEQ 1D NO: 39) [ Z JE MR 71 i) ] A8 ik
T AN E X 3 (CDRL3) » Hi X2 YBEN, XoS2 DERE , Xs /2 FERY , 3 H X AT B 7K S e B8 o 7 —
SeSEif Ty R, Pkt — ARG v R E X W AEEUZ R B A B 325 1) B IR B A AN AE
EUZ LR 7 B 3281 Z S B HUAR o 7E — L8 5Ll 77 & , AEEUZU R IR A B 32501 S 4 R HUAX 2
22 5% , 3t H I A fEEUZ L R A7 B 3281 Z L B HUA R R TN &R o 75— L8 5Kt 77 %+, TLR4
PURE 4 & NF /B AR TLRA/MD-2E 54

[0020] ARk BB HRAL T4 R PELE A SEQ ID NO: 23(KTol 1 BESZ 444 (TLRAD (K4 85 (I HiAk
Ho Frk PR/ B A 2 A TgGl Fe 8 Rt T AN A I 52 vh A TLRAILP SIS [ 41 il
P TCsof I T HASEQ 1D NO: 4317 AR B FE LR JT AU AISEQ 1D NO: 4R A] AR 2 B 2 Ak
B2 17 FN B 5 % ik R 7RI LCooff o £ —LE S 7 0, FUAg J Zn AT A TLRAR LP S (1) 417
HII TCsofB b B A JE AR I T Coof 2B DR 245 o AE — S SE i /b, rid A s A A =
ANHAME X (CDR) [ E4E , B BN X ABHEG (Xo) PT (X2) (X3) GYS (SEQ 1D NO: 110)
)] A% H A B A€ X 1 (CDRHD 2 B2 /7 31, Hoh X2 FERY , Xo &R GELW, X3 /2 Y FERG s
THYSGYT (SEQ ID NO: 26) [ n] A% 5 %5 B¢ 52 [X 2 (CDRH2) 2 F 1% /7 1) s FHARKDSG (X1) (X2)
(X3) PY (SEQ ID NO: 111) fm] A2 HE H AP € [X 3 (CDRH2) 2R /77 71, Ho P Xi /&N, Q. DK
E, Xose AEAT K AR , H HXs e AR Bk 2 251 s DA R B = AN CORI B2 88 , LR AT ik
CDRELFEQSISDH (SEQ ID NO: 37) fm] AF 4 B 4h P 5B [X 1 (CDRL D ZIEMR P51 YAS  (SEQ
ID NO: 38) [ Al AR H b ph 22 [X 2 (CDRL2) ‘R IR F7 71 s AL FEQQG (X1) (X2) (X3) P (Xa) T
(SEQ ID NO: 112) % 3EE ) FIEQQGHSFPLT (SEQ 1D NO: 39) [ Z JL MR 71 i) ] A8 i
T AN E X 3 (CDRL3) , Hi X2 YBEN, XoS2 DERE , Xs /2 FBERY , 3 H X AT B 7K S8 L B8 o 7 —
Yo s 77 S, FUAR LS A HESEQ 1D NO: 23 2 /B L 34910 AT o 75— BUSLJE T &, 911
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ResABFESEQ 1D NO: 23[1) 2 /DR FE 349 KA M 45 & B HESEQ 1D NO: 241 & /Do
349 RAT o AE—BESLE 7 S ik — D AR v A E X R I FEEUR LR 7 B 3251
AR AR AFEEUZ B iR A B 32811 22 2 1R HUAN, o AE — LB STt 7 S, FEEUZ L R 17 B 325
(1) 28 BE PR AA RS 22 2R, 7 HL I p AEE UV PR 7 B 328 1) Sk B AR A2 IR TR IR o AE — B4 S
Jiti 77 &, TLRAPURIR 455 NFH /B B B TLRA/MD-2 51 o

[0021] AR BHIE S tHAF PR 45 A To LLRE 52444 (TLRA 1 43 5 B i dds , oo Bl i 4 4 £, 8
BA=ZAHAMNUEIX (CDR W HEE , BTid Tk e X AHEG (X1) PT (X2) (X3) GYS (SEQ ID NO:
110) (7] AZ H1 85 B AMJE X 1 (CDRHD 218 7 71, H P X2 FERY , Xo 2R\ GEW, X & Y\ FERG
THYSGYT (SEQ ID NO: 26) [y m] A% 5 %5 Bk 52 [X 2 (CDRH2) Z L /7 1) s FHARKDSG (X1) (X2)
(X3) PY (SEQ ID NO: 111) fm] A2 H4E B P 5E [X 3 (CDRH2) 2R /7 71, H X1 /&N. Q. DE}
E, Xosg AR K 2 AL R , H H Xs 2 AR K 2R 1R s DA R B = AN CORI B2 88 , RBER AT ik
CDRELFEQSISDH (SEQ ID NO: 37) fm] AF e H b P B [X 1 (CDRL D ZIEMR P51 YAS  (SEQ
ID NO: 38) Hy 7] AR 455 H 4 ik 2 [X 2 (CDRL2) ZFHE R 71 s AT FEQQG (X1) (X2) (Xa) P (Xa) T
(SEQ ID NO: 112) &R P m] AR FE 5 B AN E X 3 (CDRL3) , H i Xu /& YERN, Xo 2 DK
B, Xsx2FELY, 3 HXa @ A i /K E I IR o £ —Se skt 7 =, BB HEGYSITGGYS (SEQ 1D
NO: 25) .GFPIRYGYS (SEQ ID NO: 55) \GYPIRFGYS (SEQ ID NO: 56) .GYPIRHGYS (SEQ ID
NO: 57) \GFPIGQGYS (SEQ ID NO: 58) .GYPIWGGYS (SEQ ID NO: 59) BRGYPIGGGYS (SEQ
ID NO: 60) [FJCDRHIZ B2 )7 %1 s THYSGYT (SEQ ID NO: 26) [¥JCDRH2E LS 5 %1 s LA A2tk
ARKDSGNYFPY (SEQ ID NO: 27) \ARKDSGQLFPY (SEQ ID NO: 33) FIARKDSGDYFPY (SEQ ID
NO: 35) [fJCDRH3ZJL MR 771 ; QSISDH (SEQ ID NO: 37) AJCDRLIZ LR 751 ; YAS (SEQ 1D
NO: 38) [{ICDRL2Z TR T 71 s UL A2 QQGHSFPLT (SEQ ID NO: 39) .QQGNDEPVT (SEQ ID NO:
61) \QQGYDEPFT (SEQ ID NO: 62) \QQGYDFPLT (SEQ ID NO: 63) .\QQGYDYPLT (SEQ ID NO:
64) BLQQGYEFPLT (SEQ ID NO: 65) [¥JCDRL3ZZEIR T H1] o £ — L5 /7 b, ki — DA
Fi v EREEE X AP R 7EEUR L IR A7 B 325 1) 2 ik I IR AN FEE U S BE PR i L 32811 2 1 iR HY
R AE—BESEifE T b, AERUR FL IR A7 B 325 I R FE IR A A2 22 F R , 7 B b 7ERUR L R
17 B 3281 A PR EUAC AR KT &R o 7E — 2L 5L il 77 2 7h , TLRAPUAR IR 45 A N RN/ BB
TLR4/MD-25E &)

[0022] AR BT GER 45 A Tol LEEAZ 484 (TLRD) /MD-28 5 H1 43 B i Ak , Forb B
ARPAEAFEEESEQ ID NO: 2.6.8.10.12.14.16.18.20.22.67.69.71.73. 75877 & &
AR IEIR T A, A FEAL S SEQ ID NO: 4.79.81.83.85EL87 [ 2 KLl /7 HI| ¥ i HE AT 4,
SR AT —HE S e, U AR IR B R B ] AR B R SRR Y P R n] AR R R R AL R T
IR G @ BFESEQ 1D NO: 6 Z SR 7 71 I B v AF X FIAHESEQ 1D NO: 4f &
FRFE I R B AT AR [X 5 (b) FH5SEQ 1D NO: SHZ IL WS ¢ 71 ) B % v A8 [X AL FESEQ 1D
NO: A SRR 7 H R BT AR X s (o) FUFESEQ 1D NO: LOfW 2 H: 8 5 1) f) I 4 ] A% [X il
F45ESEQ ID NO: AR EERRIT IR EE AR [X 5 (D AHESEQ 1D NO: 122 LR 7 F) &
FER]AZ X MIELFESEQ 1D NO: 4121 P PR R aE Rl A2 X s (o) AFESEQ ID NO: 142
PR PP F ) BB AT AR [X AL HESEQ D NO: 4 & FER P H R BEn] AR X s () A FESEQ 1D
NO: 16/ &L 7 5 1) S8 m] AR X AL FESEQ 1D NO: 4R LR Y2 EEn] A X 5 ()
FLFESEQ ID NO: 182 EMR Fy 2 i) BB ] AR X M HESEQ 1D NO: 42 B 7 71 ) 42
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AJARIX s () AHESEQ ID NO: 2[Ry FI i) 4 n] A2 X ML 45ESEQ 1D NO: 4R 2L PR
FERI R AT AR X s G AFESEQ 1D NO: 200 & MR Fr B S48 il 48 X AL HESEQ 1D NO:
AR R LR R R BT AR X s () BHESEQ 1D NO: 2200 25 B8 7 71 1) 3 5 m) A% X A4
SEQ 1D NO: AfJZEILER I REERT X s (O HESEQ 1D NO: 67 R IER 7 71 5 % ]
X AALFESEQ 1D NO: AR IR 7 7 F A n] A2 X s (D AHESEQ ID NO: 69 ZE R /7
P E R A X A FESEQ 1D NO: AR ZIERE 7 R A2 BEm] AF X s () AHESEQ 1D NO: 71
(K TR 7 2 ) T AT A8 X R FESEQ 1D NO: A LR IT I R FE AT A8 [X 5 (n) AFESEQ
ID NO: 73[R 751 E e n] AR X FIFESEQ 1D NO: AR Z LR 7 HH R n] 4B X
(o) BHESEQ 1D NO: 75[ZMLEER 7 F EEEn AZ X FIEFESEQ 1D NO: AR LR IT I
BEERTAZRIX s (p) BFESEQ 1D NO: 77RJR LR T 5% B4 o] AF X AIMLHESEQ 1D NO: 4R
BT HI BT X s (@ AFESEQ 1D NO: 2(0E 1R 5 51 (1) B 4% 7] A8 X FF4ESEQ 1D
NO: T ZE LR T FINREE AR X ; () AFESEQ 1D NO: 212 R 7 F1 1) 5 4 mT A% [X Rl
F4ESEQ 1D NO: 81 ZIEMRIT AR A r] AF X 5 () AFESEQ 1D NO: 2[ 2 LR 7 H1 ) &
FER] AR X OFALFESEQ 1D NO: 83[ R LR T AR EEn] 2 X s (D FUFESEQ ID NO: 22 Kk
W% - B () B 4 ] A5 X N0, FESEQ 1D NO: S5RUR LR P 5| I B A X ; (W 45 SEQ 1D
NO: 201 %418 5 7 I S E il A% X FALFE SEQ 1D NO: 8T EIERR 7 FIM B B n] AR X ; (v)
FLFESEQ ID NO: 691 2 R Fr 71 (1) B ] A2 X MU FESEQ ID NO: 79K 28 B iy FI I 5%
FERAZ[X s (w) AUFESEQ ID NO: 6912 1R 7 21 i 55 m] AF X A HESEQ 1D NO: 83f%
SR T A R FE AR X ; GOAFESEQ 1D NO: 69120 B4 7 1 1Y) e ] A% X FIEFESEQ 1D
NO: 851 % 7 71 1325 n] AR [X s Al () AL FESEQ 1D NO: 691K Z S 1% /37 771 1) B 5 ] A8 [X
AELFESEQ 1D NO: 87 IR 7 FIR FE n] ABIX o fE— LS 77 S8, Sk i — D adE v
HUEEE E X I AEEU SR B A7 B 325 1) 2 L B HUAC I AEEU U B A B 3 28 (1) Z FE BR HUAR o 7
— LS T P, fEEUR I IR A7 B 3251 2 I R IS 2 %R , HF H H Hh /EEUR R IR 7 B
3281 L F A R &R o AE— Lo STl 77 2, TLRAPUAR IR 45 & AN Fl/ B B B MR TLRA/
VD25 54

[0023]  ffRikHh , TLRAFT AR LA TGIRI PP AL JE 2 EAL I , TLRAFTUAR LA TG LA Fh Y (1) 2K
RBIPER TeG U R Hiik & A& I N RAISEQ 1D NO: 40/ EEEFFFIFISEQ 1D NO: 41
(R 7 I TeGUE R IEL L sk -

[0024] >1E11 EHEAEBRF
[0025]
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[0026]

[0027] >1E11 REEREIERTF
[0028]

A Yy
TN

EONBOIRER A

{

[0029]  ASCPHTIAHUTLRATUAR I AWHE 28 /b —Np 8 A AR R U, B A EF e X B FeRES &
F B (BN AE T gG1E 58 45 M) S N HL A U L IR A 22 6D A 49 I 5 1) 44 A B R e 42
(R F70 A4 5| RS 70 SR ARG S8 8 Dy B o5 A2 [ ISR 356 B SR A 4565 o B4, P 532 ) A 51
TR AT BRI RA 1L o FE DRI ST 7 ZeHh , SR I i 2 AR RN TG L [R] A

[0030] A B H0 TLRAGUAR G458 i AR A oA , B v 72 i sk A ) Fe B8 0 ) 48 i X v 28 70
— R IE R IR IE O A B o B 0, Fefl 23 1) CH245 M3 b 2 /b — AN R R O 4 AN [A) i 3 %
o, B0 2 R B B o 72 AR STk () B50AZ O i A o, RH EE R S0 AR B AR, o B2 A £ 325 L 326 Al
328 — B TE 2 A EE IR R HE AR BRI v TP RN 2R 5 2EUR SIS (3
Edelman, G.M. %5, 1969; Kabat, E, A., T.T. Wu, H. M. Perry, K. S. Gottesman
FIC. Foeller., 1991. Sequences of Proteins of Immunological Interest, 5/t
U.S. Dept. of Health and Human Services, Bethesda, MD, NIH Publication n. 91-
3242) AEVESL T b, v EEHIE E X (WEUR IE 1R {7 B 325 H 2 @ B H. v E5E1E
5E X I EUZ R IR A7 B 328 HIR A 2R HUAR , 145 U I N TeG LAY v BB H E X FIEUZ
LA B 325 2 32840 B A FE IR Y BISKAF - (SEQ 1D NO: 42) .

[0031] A BIEFRAE TR 7 BRI 5 55 1K TLRA,/ MD— 238075 A1/ 5558 I LP SIS PR AH R ()
T ER IR 7 v (A, e 4R A8 PR I DR 1) 7 AR, 0 S W I TL-8H 7= A, BUR 5 X 4
FEAHICIPREAR , T8 o) 7 BRI e vy 7 BT 7 1 o6 S il FH AR R BH 140 B2 e B A (480 4, B o
W FU A BTG B SR BT ARIR ST I GAE TN LR LR YT TR B2 g ik J 22
IS B RE DR () T FH B e B 044 o 2 DAVER 97 BROFIRI 4o 2 v o 3 1) B S A ) & A2 49 2
B LAY A LP ST 3 () — A BB 22 e % PEAR LI+ (B AN TL-6.L TL-8) i 7 AL ) & o AR SC T
FIARAE P/l $8AEAFAE AR B ) B0 S B LA O 15 00 D (2 % PEGE M PR 57 A2 i 1 B, FLvb B
I 7 A A0 R AR 28 T A DR A (A, AR R A AR ER AL B4 B A2 28 MR 4 e PR 5
PR AR AE A B B B e B AR AR 00 T, AR R MRG0 R 7 AR B K R T B GE T EE
A2 A P 20 e R 7 A F R K (B 78 ASAF 8 B0 50 B A B 15 100 I A 8 PR B IR 7 A
117K 5% 10%- 20%- 25%- 30%+ 40%- 50%- 60%- 70%- 75%-+ 80%- 90%. 95%. 99%EL L 00%H} , WILPS
V5 AR 28 TR0 B PR 0 77 A2 T B o S0 AR 1k i e BT 1 7 A B 7K o AR QTR R N SR

10
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TR AR 28 PR A DR 7 AR ) AP AT DA FH 22 il g g V2 DN &, B0, 5 48] 40 A SC Rk 7 1 A
F i B IELISAR £

[0032] At A J BH (1) B2 w B A (481 4, B, B8 o B o A4 BO N U A 5 v B 44D ¥ 97 A/ B
THRH ()9 ER ALK L 491 0, AR W= 5 5 B B R E L B M AOE 1B PR JORE (B, ik MR
BUAH I 1 98 RE R R 1 B % PR s (T IBD AN BNk B AL AL LA A R AR
(1) Bl L0 P 53455 < B B398 A9 Gam B 9 MR B 999 e B A AR v 2 (49 B 44 i S SO 15 5
PR AT 2 P LRl (Hs p6 0 47 3% 85 1 IR IR 2. BE AT 25 1 W TR . gp96 - BRI R -2 FH 3%
TV VR 2 1 A) FRAK R 90 o L 238 A1) G 240 e 2380 755 P 905 PV M 2 8 R - 3 IR (1) s 2R
ELHE T, B IS S AN RIE IS 2 o 5 R4 (91 G 400 i 2380 A 20 149 9 28 4 ] R AR AR
T IR W AL 388 AR L e R A B 1 A% R R R R P X RE R R RS 9, TS
PSR CVILD) , YRR A AR oS P45 (VAL .

[0033] AR A K BH B 254 & W) ] DAL HE A BH (W BT TLRASUAR AN A4 o 1X Lo )W) 40 A1)
AT LA B AR & Bl anis kR s

[0034]  f & Tk

[0035] || 1 &% RihscFv, AR SCHCN “1A1.1A6.1B12.1C7.1C10.1C12,1D10.1E11.1G12,
15CT” i B o PR IGE B Ak &5 25 X R TLRATY B JE » 45 5 B e P o it s 4 B AR 2 7, 13 FH AR
BRI B F B BE AR TLRAME YL 1¥) CHOZH e o 150 PR % B 1) 4 () 45 SR R (b 35 W/ A i)
P i 5 1 P B AR TLRAZE R 41 M 1 &5 SR DL L e e B R ) s i B s R LD o
[0036]  [K[2JE i K ihscFv, AN “1A1.1A6.1B12.1C7.1C10.1C12,1D10.1E11.1G12,
16C1” [ B 5 B IR B A4 45 & A TLRA/MD2 R S M BT o 45 A 1 e e el i i XA i R B
1 P AR % B () B3R N TLR4/MD 2% 4 1) CHOZH M o A5 FHARR A% % 1 440 e 1) 25 S K b i iR
CH 3 1 B A 5 1 58 FH N TLR4/MD 2% G (1) 40 1y 285 SR DA e i B A i) b i B s (e e ) B
it .

[0037] I3 LAk K Bk , AR SCFR N “1AL 1A6.1B12.1C7.1C10.1C12.1D101E11,
1612, 15C1” 45 & AR TLRARI B o &5 A (1 4 e M i s A R 2 7 {8 P AR 2 G 1 B0
FH A B8 4% TLRA/MD 2% G2 ¥ CHOZH ffd o 3 FH A 26t % () 4 B 1 485 S F K b & B iy 1]
fiE 5 A FH A R AR TLRA/MD 2% G 1 240 i i &5 SR DL H e e B Ee 1 b i B AR LD -
[0038] P4 HELL LA I BUAE , A SCRRA “1A1.1A641B12,1C7,1C10,1C12,1D101E11+
1G12.15C1” 254 N TLRA/MD2E A I K o &5 6 1 i S M i ek 7 QA AR B e e B A
TLR4 /MD2%% 42 (1) CHOZH i 3 7~ o A FHAR 26 S ) 4 B A &85 SR A K b i B IR /8D S 1o
18 FNTLRA/MD 2% G2 (¥ 241 i 1% &5 SR DL L e B ) b i B o R LD -

[0039]  [&]5 4% Hufhk T AM / TLRAZR AL 38 A0 S 2 PR 2 A 19 I g v o AR S PETLRA Bude
15CL{¥JCDRH3/F %1 (SEQ ID NO: 44) ATLL5 ATLR4 (SEQ ID NO: 23) [ & B2 349T bl Eh Mf
FHEAE . fr s S PETLRA 1612 MAbRICDRH3/F %) (SEQ ID NO: 36) A DL 5 frEE f# TLRA
(SEQ ID NO: 24) (AR IR 349 R EL M A BLAE o BB/ AN BE S PETLR4 1E11 MAbJH
CDRH3JF ] LL 5 A TLR4 (SEQ ID NO: 23) {349 A& B2 TLR4 (SEQ 1D NO: 24) [
B AR 39T T i S

[0040]  [El6 &AL AR UMK, AR SCFRON “IELL, 1E11 N103D” 45 & f MR TLRARY I I o 45
A IR R PRI R A B AR S s, A5 B G i) BRFH A% TLR4/MD 25 L) CHOZH o f5 ]

11
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1B LIy A M ) &5 SR R AR Cbn 75 W, T A FH A B TLRA /MD 284 % () 40 M i) 45 S DA H e e
PR R BR B IR

[0041] P& 7R MLAALII B, AR SCHRON “1ELL, 1E11 N103D” 454 A TLRA/MD2E A1)
BT o 45 & B0 RF S PR I8 Ot SR AR s, A0 PR A SR (9 B0 A N TLR4 %% %% 1 CHOZH i £ FH
B G () 4 %) &5 SR K € s 5 7 TS PN TLR4/MD27% G i) 4 i i) 45 2R DA e B
P TR T S

[0042] 82 HELLPSE T TLRA NF—x B (5 5 4% S 9B 2 AL IO Pk , A SCR A
“IE11.15C1.1C12.1G12” #f¥ B A% . THPL-blue-CD 144U &I [ F 1k ATLRA/MD2E 44
FR N B2 4 . 22 3 G AT W S TLRS S INF—x B/ AP— L0 3R 45 JE R R e s o . i i 5
1E11.15C1\ 1C12H1GL2EFR /R W FE 0 & 1P /5 5 LPS (10 ng/mL) % & o 83 5 A bR 1Y
T AE650nm K R A AELPSAL TR 5 24/ NI 1A 2 A 1) JU JH 2 Tl Bl 110 7K °F o

[0043] (9 4 EL A5 CDRHL 28 A% () 44k (9 044 , A SCHR N “15C1 L 1EL1.C2.1E11.C3
1E11.C4.1E11.C51E11.C6” X ATLR4/MD2E & 01K 45 5 3 i) V&I o i id 5% 4 PEEL T SA
TE S AN - FSEARBUE15CI 3RS R HE B bR & B, M H1ELT.C2.1E11.C3,
1E11.C4\1E11.CHOAIIELL . CoHu A ) 25 G LA H & 5 B e (1) A B TR AR & W

[0044]  [&]10 2 22 B4 CDRHL RAZ I 4l Ak I 44 , A8 SCHRM “16C1 L 1E11.E1L1E11.E3,
1E11.E4\1E11.E5” X} ATLRA/MD2E & W 45 & 2 I R o 18 35 4 REL T SAHf 2 45 & 3%
o FZE AR PUiE 15C1 3R R 45 R A Pl b & W7, A A 1E11.ELV1E11.E3 1E11.E4 M0
LE11 . ESHUAA I 25 SR LA H & i B I AN B TR AR 2 R o

[0045] K[ 11254 B4 CDRHL AR MY 4l i 44, AR SCHRN “15C1.1E11.C2E1
1E11.C2E3.1E11.C2E4.1E11.C2E5” % ATLR4/MD24E & W) 45 & 240 () & I o i 3 55 4 1
ELTSAHA E 45 G 34 « ISR AR $AA 15C1 3R1F (1) 25 A F IR Pl b A5 e, i/ A 1EL 1. C2E 1,
IELL.C2E31EL1. C2BARIIEL L. C2EBJUA R 45 SR LA L By B i) R SR B b B 7
[0046] P12/ 5% 2litb ) Fab, & SCFR A “Fab 15C1.Fab 1E11.Fab 1E11.C2.Fab
IEL1.E3#1Fab 1E11.C2E3” £5& R EEMRTLRA/MD2E S M I B TE o 45 & 1 e S PR Jd v X
L AAR 2 % (1) B FH £ B8 M TLR4 /MD 2% 4% (1) CHOZH JHo 5. 7~ o A7 FF AR 2 e Fity 448 J %) 435 5% FH 2% £
FraG on G B |, i3 P B SGE TLR A,/ MD 2% Y () 4 i) 45 R LA H B e it il b 26
7~ CEEI R AED o

[0047]  E13/& 522 LPSTE I TLRA NP B R (5 54 T B 2L IO 3 4A , AR SCFRA
“15C11E11.E2” #IIf¥ I - THP L -blue-CD144H ffd IR [ ik A TLRA/MD25E S N B A%
Y11 B 2 31 A AT 8 S TLRIE S BINF—x B/ AP— 100 4R 45 L R R B B g o 41 5 15C 1 AT
1EL1 . E27EFR7R (K13 BE % & JFB6 5 5LPS (10 ng/mL) ¥ & o @i 1 FHRRAR (I = 7E650nmi¥]
WS AELPS b B J5 247 INIE VT 43 1A (40 JVR AT 12 Tk PR i 40 7K P

[0048] & 142 L A4 B 3iAE , A SCHR N “15CL 1IELLC2, 1IELL. C2E3” % 45 A 4 ML il 5E rh
TLRAE S S0 TL—6 77 A i 0 1 Fr P B o NI FH 9 P2 336 P PO A R 9B 5 S5 LPS T &
IL-6 /7K P AELPS AL J 24 /N FIMi 11 iplex il il & PP AG « 45 S R om A TL-640 1 1) 7 4
bt o FSEARTUAR15CIIRB I 45 R B AR BT R, M AHIELL.C2HIELL. C2E3HUA R 45 3
DL B B (AR TR

[0049]  [&| 15/ LAl AL FUAR , A5 SCFR A “15CT L IE11C2” Sob A8 £ 8 A 4 1 I 52 v TLR4¥L

12
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- M TL-67 A2 R R BB o e SE 56 P2 AS R S 0 TR e AT - B R AR ot PR 5
3 P (1) AR RE TR J5 S LPSIE A o TL-6[1 7K V- ELPSARHE Ji5 24 /NP AIMA 111 plexialifl &
Pl o FIZR AU 15CTERAF I 5 2R 15 Pl b 25 s, s FHTE L L. C2474R 1 45 R LLIE T AR

AN

[0050] & Bk

[0051] A BH AL T 4 45 A A/ B B AR TLRA/MD -2 52 46 52 & WO I B2 5 B A4
MAD) o W32 AR G W4 TG 22 B8 (LPS , 2% PG 9] 14 BT 1 A/ 5 3 240 49 W0 o LA g 3o (1) T
ARSI AR FR i SE 1 5 SRR, PR S A P B RS B (1 L OxPL. Ox—LDL Ve k3 FE 2
[9-B.B-Bi 12 2,45 HMGB1 . HSP.S100A8/S100A9  JULIE & 11 C. £F 3% 85 11 -EDA XU B 2 1
WA IE B TR o A% R BH 1 B S B BRI ) 52 A0S A S B2 & FH LPSI 4 N5 5 15 5
PRI 0, B S B i A Hh AN TLRA/MD-2 32 A6 52 S-8OS - BAR 5 A AR TR A AR 4l R
[ FRIK [P TLRA/MD- 232 AR 52 S B sa B Bk 74, U SMD-2 52 &0, AR B I JE e f2
TR R B AR TLRA . 58 5w B B A2 , B A PRI sk

[0052] AR B HUAREE R A A A/ BUR AR TLRA/ MD-2 2 &4, Hoh ik Hidk 45 5
/B B MR TLRA FAESEQ ID NO: 23 CA) MISEQ ID NO: 24 (R84 (4% 289-375 2 |
AFE—DEUE 2N AR R AR R AL .

[0053] A % B ) 7~ B e AR A FE 1AL L 1A6.1B12,1C7.1C10.1C12.1D10 1E11 1EL1
N103D.1G12.1E11.C1.1E11.C2.1E11.C3.1E11.C4.1E11.C5.1E11.C6.1E11.E1.1E11.E2,
1E11.E3.1E11.E4.1E11.E5.1E11.C2E1.1E11.C2E2,1E11.C2E3.1E11.C2E4F11E11.C2E5 . —
S H A4 B 7R AR BE AR TLRA/MD 252 48 2 A W0 3 B e e 1k, T L E A D& WoR # i 22
FH LP ST 52 44 80 A i SR 4l i N {5 5 45 3 o 1 C12. 1E11.1E11 N103D.1E11.C1,
1E11.C2.1E11.C3.1E11.C4.1E11.C5,1E11.C6,1E11.C2E1,1E11.C2E2.1E11.C2E3,
1E11.C2B4MEL1. C2B5H0 7. T A B & B AEMD -2 [ A7 AE 45 A N BRI TLRATR 2 o 7 9| PE 7
ET1ATL1A6.1B12.1C71C10 1D1OFILGL 20 37 F £ BEMRMD -2 47 72N 45 A X EE MR TLR4
1E11.E1.1E11.E2.1E11.E3 1E1 1. EARILEL L. E5Hl 7 T AMD-2[{ f- 75X &5 4 ATLR4

[0054]  TLRR 4 A Pks - I B o 3 S8 Ak A R R YR G B 41 i« (3 Takeda

45 Annu. Rev. Immunol., 21: 335-76 (2003), hereby incorporated by reference

in its entirety) .2 E/RNTLRAFIMD-27E 4N L R E B A4, I HMD-209 F7EALTF- X5 T
TLRAXT 22 FHTC AR 1) 5 7 M A2 w06 75 19, BT TC A4 i ek SR PR il Pk s 4] () 77 QA 48 , LPS (I i
A M EERL A 82 OxPL.Ox-LDL JEM FEE 1 -B B-Fi il = 2. 4% .HMGB1.HSP.S100A8/
S100A9 LA £ 19 C 41 3% 82 (A -EDA XU 25 1 SR A& T R

[0055]  LPSZHHH 282 AR5 5 5k 2 S i, JoP TLRA/MD-28 W 2 £ B 5 5 1%
S5y . B BIRLPSE B TLRAKIE 54 S 50 R G R 5 HAE . LPSHRIE LS A i
(K e 2 Mias &8 A (LBP) , JF HLAIE R, LPS5GPT 4 2 Y 41 i 3 TH 22 (A CD144H FLAE . LPS
SRIGHL B RS B TLRA , HEE M A i N S5 (5 5 o 0k, RIS — R AMD-2% T & TLR4R 15
GG R A LT I MD-2.5 TLRA B HAH LA F I A8 H 0 2 fa A 0 A0 40 i oy s i b 4%
EE L BbAh , B B RMD-2 EL B2 45 4 LPS , HUAIE BH UL 4 Bh R (A 7ELPSBZ AR 4 W) vh 1 35 22 4
(Z WMiyake K., Int. Immunopharmacol.3:119-128 (2003) ,H Itid it 5] A DA H 34k 5
AN o PR, TLR4/MD-252 5 W /- T I LP S5 545 3 11 o FIAE S 0E 185 20, 499 20 2 P 4 B hE A
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K BT RIS 3 1 B EERE VBT P AT AL R T R .

[0056] AN EHITLRAGUAR G 5 , (5] anzR 1 Arh S8 7 1Y B B AN 2 X (CDR) , R 1B 7R 11
BHECDR, e A A

[0057] 13k 4E 4 I MTLRAM HLAK FERE I VH CDRF A
[0058]

14
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B

i\

CN 104540851 B

[0059]

NS '.

R

AR

gy
PRNERS

e

FUEAIAE

S

|

JUATEERIVL CDRITH

LA FITLRAY

RIB.KH

[0060]
[0061]
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B

i\

CN 104540851 B

[0062]

R A SR TUE,

HLEEA

an, HAT R R2rp s

Bl

Ff H I TLRAM Fo 44 7

A TLRAPUAR 5

AR

[0063]

|

7

B [ VHAIVL Y

KEE S

*R2

[0064]
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N

I
&

[0065]

D
N N
PR

[0066] 7R 14 ¥ TLRA B 5 & H A4 A2 A ST IR LEL L34 0 ST, LEL LA 46 HH SEQ
ID NO: 1HhFoniZIR ) Rhs i 55 A8 [X (SEQ 1D NO: 2), MIFHSEQ ID NO: 3t Frni%
R 7 5 Jm b (1) 42 55 ] AR [X (SEQ ID NO: 4,

[0067]  >1E11 VH HEEJFF

[0068]

[0069] >1E11 VH G35

17
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NN AR,
RS

SRR

AN A
S

RRRNR SRS

N

R
N

[0071]  >1E11 VL RRSEF
[0072]

R
e

S
LR

TP
PR
RS URN

N

i
A
E

[0073] >1E11 VL &I F7
[0074]

[0075]

A M R
PRI

T
AN

[0076] A& H AN EX (CDR) K ZEIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) . IE11HUIAR EEECOREA T 57 FIGYSITGGYS (SEQ
ID NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) . IE11Jidk 5%
FECDRELA T HJFFQSISDH (SEQ 1D NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ
ID NO: 39) .

[0077]  JRMI PR TLRA B 5l B B Ad 2 A SCHR TALFUAE o 40T SCHR » TALH 44045 FH SEQ
ID NO: 51 B iZ G 53 s i) BB T A% X (SEQ 1D NO: 6) , fIFHSEQ ID NO: 3t iR
TR 7 5 Jmhs 1) 42 55 ] AR [X (SEQ ID NO: 4,

[0078] > 1Al VH &5

[0079]

v
PURRS

e

PN SN e
N P C T SRR
R T R R IR

[0080] >1A1 VH S 3LMBF7

18
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Ry 1\{ R

[0082]  >1Al VL ¥R

[0083]

PN
Tk

[0084] >1A1 VL S HEBFY
[0085]

2
L

e

¥R
RSN

[0086]

.

AR RYROE
ESENR RN

a
ey

[0087] 0 HAMNAE X (CDR) A IEB WM. P. LefrancfiiE X (& Wlefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) . LALHUAAR EEECDRE A T %7 FIGYSITGGYS (SEQ 1D
NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGRLLPY (SEQ ID NO: 28) . LALLM 2 5E
CDRELAF T %£4QSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ ID
NO: 39) .

[0088] M8 P[] TLRA B 5 B B A 22 A SCPT IR TA6 FLAK o 41 T SCHToN » TAG 344 A0 45 FH SEQ
ID NO: 7H s iZ IR 3 s i) BB T AZ X (SEQ 1D NO: 8), FIFHSEQ ID NO: 3t FfRi%
B A b ) A2 BE R AZ X (SEQ ID NO: 4

[0089] >1A6 VH %75

[0090]

19
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S IPN
WY
SRR R el

[0093]  >1A6 VL %R

[0094]

N
{ R

NSNS
: RIS

NG

SRR
B3 R

N N O

[0095] >1A6 VL SRS
[0096]

SRS
WA

[0098] U H AN E X (CDR) A IEB WM. P. LefrancfiiE X (& Wlefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) . LA6HUAAR EEECDRE A T %7 FIGYSITGGYS (SEQ 1D
NO: 25) s THYSGYT (SEQ ID NO: 26) ; FIARKDSGKWLPY (SEQ ID NO: 29) . IA6Ji4& [ %385 CDR
HATFHFEFQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ ID
NO: 39) .

[0099]  ZR 8] 14k P TLRA B 7 o 470 44 A AR ST AT IR 1B 1 237044 o 1R SR » 1B1 2504443 K5 HH SEQ
ID NO: 9FF B iZ IR 7 % 4 A i) BE 4 AT A5 [X (SEQ 1D NO: 10) , MTEHSEQ ID NO: 3+ R
IR T b i et n] A2 X (SEQ 1D NO: 4

[0100]  >1B12 VH #RJT7I

[0101]

RIS

b

L
ot %

RN Y
ST

[0103]  >1B12 VH ZJEFRF A
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[0104]

[0105]  >1B12 VL ¥EERSEFI
[0106]

3
N

SN Y
TR R

[0109]

[0110] A& HAMREEX (CDR KIZEIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) . LA6HUAAR EEECDRE A T %7 FIGYSITGGYS (SEQ 1D
NO: 25) ; THYSGYT (SEQ ID NO: 26) ; MIARKDSGHLMPY (SEQ ID NO: 30) o IB12HiAk 4% 5
CDRELAF T %£4QSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ 1D
NO: 39) .

[0111] IR VLR TLRA B 5 B HuAk & A SCT IR L CTHUE . 1R SCHT R , LCTHUAR L5 H SEQ
ID NO: 11FRFroRiZ R 7 B g () S m] A% [X (SEQ 1D NO: 12) , fIEHSEQ 1D NO: 3R iR
ZIRIT ) S i et n] A2 X (SEQ 1D NO: 4

[0112]  >1C7 VH BEEF7

[0113]

21
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[0116]  >1C7 VL #%BRJTFF

o

[0121] A& H A R EX (CDR B ZIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) . LCTHUAR EEECDRE A T %7 FIGYSITGGYS (SEQ 1D
NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGHNYPY (SEQ ID NO: 31) . ICTHUAKM 42 5E
CDRELAF T % £4QSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ ID
NO: 39) .

[0122]  JRM P O TLRA B 5 e 1044 & A SCAIFIR L CLOFU AR o 1R SCHT N » LCLOPU AR AL 5 Fa SEQ
ID NO: 13FF FroRiZ R 7 B gmbs () S n] A% [X (SEQ 1D NO: 14 , FIEHSEQ 1D NO: 3R iR
IR T b i ek n] A2 X (SEQ 1D NO: 4

[0123]  >1C10 VH #RJT7

[0124]

NN
A e

[0125]  >1C10 VH &I F7)

22
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3

SN TN

o
i

[0127]  >1C10 VL ¥ERRSEF
[0128]

SN
{

RN
BN
3 v

&N
~

NN

SNy

[0130] >1C10 VL EEMF7
[0131]

NN A R

B
Y

SN

DU R RRE A

T
3

[0133]  fU & HAMNAEIX (CDR) A IEB WM. P. LefrancfiiE X (& Wlefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) . IC1OFUIAM B ECOREA T ¥ /7 FIGYSITGGYS (SEQ 1D
NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGKNFPY (SEQ ID NO: 32) . LCLOFUAAKM 4% B
COREA RFFFQSISDH (SEQ 1D NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ 1D
NO: 39),

[0134] 78] 14 B TLRA B 5 o 044 A AR ST IR 1 CL 237044 o R ST , 1CL 2B A4 A0 5 FH SEQ
ID NO: 157 FroRiZ R 7 B g (1) S n] A% [X (SEQ 1D NO: 16) , FTFHSEQ 1D NO: 3rf iR
ZIRIT ) S i et n] A2 X (SEQ 1D NO: 4

[0135]  >1C12 VH #ZEF5

[0136]

NS
B

[0137]  >1C12 VH &I F7)
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~

AN

T
SRIAEAT D

N N W
PO AT

[0139]  >1C12 VL RRSEF

[0140]

RN
R

NN NI
WA
EE RS TS

AN

TN

SCERINY

R
RO

R

[0141]  >1C12 VL EREBF5
[0142]

S

i

IS

[0144] A5 HAMREEX (COR B ZIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) .1C12404AM) EEECDREA T FIJFFIGYSITGGYS (SEQ 1D
NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGQLFPY (SEQ ID NO: 33) . 1C12HuAk ) 4%
CDRELAF T %£4QSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ ID
NO: 39) .

[0145]  JRAGIPH P TLRA B2 b B A4 & A SCHT IR ID10FTAE 017 R SCHs , 1D1 250 A0 45 HH SEQ
ID NO: 17 FroRiZ iR 7 5 gmbs () S n] A% [X (SEQ 1D NO: 18) , MIEHSEQ ID NO: 3R R
IR 7 5 g i I ek R A8 [X (SEQ 1D NO: 4.

[0146]  >1D10 VH ¥ZFRJF7I

[0147]

RS

Sa y{.\-;\ SN

[0148] >1D10 VH &EILFRF 7))
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[0149]

[0150]  >1D12 VL ¥ERRSEF1
[0151]

NN N T
NSy

a2t

[0152]  >1D10 VL ZJERRITA
[0153]

[0154]

FaEale

FAIRNG

fo

[0155] A& H Ab gk EIX (CDR) KU IEFEWIM.P. LefrancfiiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) .1D10H04AR) EEECDREA T FJFFIGYSITGGYS (SEQ 1D
NO: 25) ; THYSGYT (SEQ ID NO: 26) ; MIARKDSGHNLPY (SEQ ID NO: 34) . ID1OFUAKM 4% 5
CDRELAF T %£4QSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT (SEQ 1D
NO: 39) .

[0156] 78 14 ) TLRABR b B AR & AR SCHTIR 1E11 N1O3DHUAE - 1R SCHr, 1E11 N103D
PUABFEHSEQ 1D NO: 199 s % R /7 51 gmbd (1) EBE ] AZ X (SEQ 1D NO: 20) , FIH SEQ
ID NO: 3 RIZIR TP g i P A [X (SEQ 1D NO: 4.

[0157]  >1E11 N103D VH ¥PR/T%)

[0158]

N SN e NN
Y

3§

SN

NN
SR

N VRN SN INRY
S DO SR

[0159]  >1E11 N103D VH &IEMRT7)
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I

[0161] > 1E11 N103D VL #7751
[0162]

e S B
X SN RS

[0164]

AN
3N by
&

[0166] A& HAMREX (CDR) HIZ IR WM. P. LefrancfiE X (ZWlLefranc, M.-P.

b

Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,

AL.P.1-A.1P.37 (2000) LIGM:230) .1E11 N103DFUAEK B HECDREA K H 7 FIGYSITCCYS

(SEQ TID NO: 25) ; THYSGYT (SEQ ID NO: 26) ; F#TARKDSGDYFPY (SEQ ID NO: 35) .1EL1L

N103DFUAE I 4855 CDRE A R AIQSISDH (SEQ ID NO: 37) sYAS (SEQ ID NO: 38) ; ffl

QQGHSFPLT (SEQ ID NO: 39) .

[0167] RV AGTLRA 5 ve R oA & A SCHTIR 1G1 25044 o IR SCHTR 5 1G L2470 AL 45 He SEQ

ID NO: 219 s A 4wt i) EEBE 7] AZ [X (SEQ 1D NO: 22) , fIFHSEQ ID NO: 31 AR

IR 5 B i 4285 ] A8 [X (SEQ 1D NO: 4,
[0168]  >1G12 VH 51
[0169]

[0170]1  >1G12 VH &I F7
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rrs
4t

[0172]  >1G12 VL RRSEF
[0173]

SN SR

R

NG NO YR
AEALa
PRE IR

[0174]  >1G12 VL &EIHEFBF7
[0175]

(01771 A& HAMREX (CDR) B ZIEFE WM. P. LefrancfiE X (W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) .1G12404A&M) EEECDREA T FJFFIGYSITGGYS (SEQ 1D
NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGRYWPY (SEQ ID NO: 36) 1E11 N103DJifk
()48 CDRELA N 71 #QSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT
(SEQ ID NO: 39) .

[0178] 7M1 4 TLRA B 5 [ A S AR SOk 1E 1L . LA o 0 3L, LELL. CLFAAR AR,
FREHSEQ ID NO: 664 A s iZ IR 7 F4mhd i 85 n A8 X (SEQ 1D NO: 67) , FIFHSEQ 1D NO:
St T RAZ IR P g K F2 BE T AR X (SEQ 1D NO: 4) .

[0179]1  >1E11.C1 VH ¥EEF7

[0180]

S 8 $ AN LI SNy
) : 3 g 3

SRS KR\ s SR RN BRI LHETRE

s e T
T R S SR Y

[01

NN N
Lelot il

[0182] >1E11.C1 VH 3L E)
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I

S

R

[0184] > 1E11.Cl VL &R
[0185]

[0187]

[0189] A& HAMKEX (CDR) KIZIEFL WM. P. LefrancfiE X (ZWlLefranc, M.-P.

b

Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) o1ELLl.Cl¥if& M) EEFECORE A 717 FIGFPIRYGYS (SEQ
ID NO: 55) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .GFPIRYGYS#i
W% FECDREE R %5 %IQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT

(SEQ ID NO: 39) .

[0190] IR K TLRA B 5 [ A4 & A SCHTIR LIEL L. C295044 o a1 R SCHiaR, LIEL L. C2i k4T,
FEHSEQ 1D NO: 68t Fron %R e 71 9w f) B4 ] 4B [X (SEQ 1D NO: 69) , fIFSEQ ID NO:

ST /NZIR T H g i 5285 A8 X (SEQ ID NO: 4,
[0191]  >1FE11.C2 VH #ZBFY)
[0192]

W NN N
R EoR

N K NN
T S S

RS
LN

R
S

NS
N

B AR

25

N
&3

[0193]  >1E11.C2 VH 3L E)
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[0195]  >1E11.C2 VLIZERFH)
[0196]

SR IR
LN SUEIENEY

AR A
¢ I, &

SR
W

SHpE N
PR

[0197] > 1E11.C2 VL GBS E)
[0198]

[0200] A& HAMREX (CDR) KIZEIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) o1E11.C24i4A M) FEEFECDRELA 17 FIGYPIRFGYS (SEQ
ID NO: 56) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .GFPIRYGYS#i
W02 #ECDREE R %5 %IQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT
(SEQ ID NO: 39) .

[0201] 75 M8 12 4 TLRA B 3 [ A S AR SOk 1E 1L . C33044 o i T 3L 7, LEL L. C3HiAA AT,
FREHSEQ 1D NO: 709 B s iZ R 7 F 4w hd i S8 A A8 X (SEQ 1D NO: 71>, MIFHSEQ 1D NO:
ST RAZ IR A gL K 2 BE T AR X (SEQ 1D NO: 4.

[0202] >1E11.C3 VH ¥EE/F7

[0203]

.
AR

[0204]  >1E11.C3 VH @B EY
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R

A
a3 R

RSy

[0206]  >1E11.C3 VLIZERFH)
[0207]

MNEERNY

el

[0208] > 1E11.C3 VL GG ES)
[0209]

Lo
o

(02111 A& H AR EX (CDR B ZIEFE WM. P. LefrancfiE X (W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) o 1E11.C33u4A M) FEEFECDRE A 717 FIGYPIRHGYS (SEQ
ID NO: 57) ; IHYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .GFPIRYGYS#i
W02 #ECDREE R %5 %IQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT
(SEQ ID NO: 39) .

[0212]  JR M1 4 TLRA B 5 [ A S AR SOk 1E 1L . CASLAA o i 3L 7, LEL L. CAFAARAS,
FREHSEQ 1D NO: 729 s iZ IR 7 F 4w hd i SB35 A A8 X (SEQ 1D NO: 73) , FIFHSEQ 1D NO:
ST RAZ IR A gL K 2 BE T AR X (SEQ 1D NO: 4.

[0213]  >1E11.C4 VH ¥EEF7

[0214]

SRR
SR RN

[0215]  >1E11.C4 VH G EY
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poge

SN N TN
R

[0219] > 1E11.C4 VL SEHR)7
[0220]

[0222] A& HAMREEX (CDR) B ZIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) o 1E11.CA%UAANR) EHEFECDREA 717 FIGFPIGQGYS (SEQ
ID NO: 58) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .GFPIRYGYS#i
W82 BECDREE R 515 FIQSISDH (SEQ 1D NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT
(SEQ ID NO: 39) .

[0223] 78 14 1) TLRA B3 3 B A 2 AR SCHTR 1E 1L . CoBudds 4 R SCHr 7w, LELL. Chiiia
FHEHSEQ 1D NO: 749 B i B8 17 F 4 i) 8% T AZ[X (SEQ 1D NO: 75) , MIEHSEQ 1D NO:
ST RAZ IR A g I 2 BE T AR X (SEQ 1D NO: 4D

[0224] >1E11.C5 VH BT

[0225]

SN RPN
B R R R

[0226] >1E11.C5 VH 3L E)
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[0230] > 1E11.C5 VL SHMR)7H
[0231]

[0233] A& H AN X (CDR) (R FEFRUWIM.P. LefrancfisE X (ZJllefranc, M.-P.

Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) o1E11.Co¥u4A M) EHEFECDREA 217 FIGYPIWGGYS (SEQ
ID NO: 59) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .GFPIRYGYS#i
M52 BECDREE R 515 FIQSISDH (SEQ 1D NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT
(SEQ ID NO: 39)

[0234]  JR A1 4 TLRA B 3 [ A S AR SOk 1E 11 . CO344 o T SCHT 7, LEL L. COHAARAD,
FEEHSEQ 1D NO: 76 FronAZ IR 7 7 gt (¥ SE 46 nT AR X (SEQ 1D NO: 77), FIEHSEQ 1D NO:
SH TR IZ IR 7 F m A ) 52 BEmT AR [X (SEQ 1D NO: 4D

[0235] >1E11.C5 VH #ZIE P75

[0236]

[0238] >1E11.C5 VH RH:MR)F%
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[0240] >1E11.C5 VLIZERFH)
[0241]

R e IR
T Y NN

oahadvad

[0242] > 1E11.C5 VL G ES)
[0243]

S R
PR
R

[0245] A& HAMREEX (COR B ZIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) .1E11.C63uiki) EEECORE A T 717 FIGYPIGGGYS (SEQ
ID NO: 60) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .GFPIRYGYS#i
W #2 BECDREE R 55 FIQSISDH (SEQ 1D NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGHSFPLT
(SEQ ID NO: 39) .

[0246]  JR MBI Y TLRA B 50 A4 F& A SCHTR 1R 11 B L34 40 R SCHTR , IBLL.E1Hii 4D
FEEHSEQ 1D NO: 27 FoniZ IR P 5 gmtis (1) P A [X (SEQ 1D NO: 1), FIEHSEQ 1D NO:
78 F N IR T A S I ] AR X (SEQ 1D NO: 79) o

[0247]  >1E11.El VH 75

[0248]

R R
RN 3

R SR B

[0249]  >1E11.E1 VH 3L E)
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[0251]  >1E11.El VL #EF5)
[0252]

DR

S

T A N R

[0253]
[0254]

[0256] 0 HAMNEE X (CDR) A IEB WM. P. LefrancfiiE X (& Wlefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) o1E1L.E134A R EHEFECDREA 217 FIGYSITGGYS (SEQ
ID NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .

[0257]  1E11HuARR 2 BECDREF R FFIQSISDH (SEQ 1D NO: 37) ;YAS (SEQ ID NO:
38) ; MIQQGNDFPVT (SEQ ID NO: 61) .

[0258] 758 1 4 TLRA B 5 [ Ak S AR SOk 1E 1L . E234044 o 0 SCHT 7, LEL L E2 B4 AT,
FEEHSEQ 1D NO: 27 FioniZ IR P 5 gmfish () B P A [X (SEQ 1D NO: 1), FIEHSEQ 1D NO:
80 Fr 7R A% 2y F 4 A (K #2 BE T AZ X (SEQ 1D NO: 81D

[0259]  >1E11.E2 VH 7%

[0260]

LN

R
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[0264]

[0265] > 1E11.E2 VL SIS ES)
[0266]

SRR
R

[0268] 0 HAMNAE X (CDR) A IEB WM. P. LefrancfiiE X (& Wlefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) o 1E11l.E2404& M) EEEFECORELA 17 FIGYSITGGYS (SEQ
ID NO: 25) ; ITHYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) . IE11Jid&k 5%
BECDREA T3 FFQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGYDEPET (SEQ
ID NO: 62) .

[0269] 78 14 1) TLRA B3 3 B oA 2 AR SCHT R 1E1L . E3BuAd « 4 R SCHram » LEL L. E3HiiA B,
FEESEQ 1D NO: 27 s iZ IR Fr A 4 Ad it S84 T AR X (SEQ 1D NO: 1D, AEHSEQ 1D NO:
82 FIr 7R A% B2y F 4 A (K #2 BE T AZ X (SEQ 1D NO: 83) .

[0270]  >1E11.E3 VH ¥EE/F7

[0271]

RN VAT NN e

.
Ll

B 3
e T R A

[0272]  >1E11.E3 VH @M EY
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I

R
SR
NSRS

[0274]  >1E11.E3 VL EF%)
[0275]

MR
o
ANt

[0276] > 1E11.E3 VL SHMR)75
[0277]

[0279] A& H A JEX (CDR) AR BE M. P. Lefrancfii@ X (& WLefranc, M.-P.

b

Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,

A1.P.1-A.1P.37 (2000) LIGM:230) -1E11.E34u4AM) B EECDREA A FFIGYSITGGYS (SEQ
ID NO: 25) s THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) . 1E11ifkf 4
BECDRE A T FFAQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; F1IQQGYDFPLT (SEQ

ID NO: 63) o

[0280] 7R P F¥) TLRA 55 5a FE i s A SCHITIR LEL L BA47AR o 40 N SO, LEL L. B44iA4 4D

FEEHSEQ 1D NO: 2 Fron % 18 - 5 4w h 1) 85 8% m] A8 X (SEQ 1D NO: 1), M SEQ ID NO:

84 BT/ 18 - B gm b K 2 BE AT 4B X (SEQ 1D NO: 85)
[0281] >1FE11.E4 VH #ZIBFY)
[0282]

[0284] >1E11.E4 VH GILEEE)
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I

[0286] >1E11.E4 VL T %)

e o N N v
N SR SR N

Lt A SR R RERR

SR

[0289]

T R v
PLIETLEY

W

[0291] A& H AR EX (CDR KIZ IR WM. P. LefrancfiE X (ZWlLefranc, M.-P.

b

Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,

AL.P.1-A.1P.37 (2000) LIGM:230) .1E11.B43i4&R EEECDREA T FI 7 FIGYSITGGYS (SEQ
ID NO: 25) s THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) . IE11HUiA K 42
BECDRELA FHEFIQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ;s F1QQGYDYPLT (SEQ

ID NO: 64) .

[0292]  JRAITEMI TLRA 3 5 & AR 2 A SCHA 1B 1L ESHUAK . a1 SR » IEL L. E5 444D

FEEHSEQ 1D NO: 2 Fron % 18 - 51 4w 1) 85 8% m A8 X (SEQ 1D NO: 1), M SEQ ID NO:

86 FIT /% 18 7 B 4w b K 2 BE AT 4B X (SEQ 1D NO: 87),
[0293] >1FE11.E5 VH #ZIEF5)
[0294]

PSSR $
EARER
RIDRE

o
PEIRS

[0295]  >1E11.E5 VH 3G E)

NS AN AN N
P R

e
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[0297]  >1E11.E5 VL #EF%)
[0298]

SN
ORI

SRS \'(\ ONAYY
AT

[0299] > 1E11.E5 VL SHMR)77
[0300]

[0301]

PR :
RN 3
DR LR R I

[0302] A& HAMEEX (CDR) BIZEIEFE WM. P. LefrancfiE X (=W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) o 1E11.E53i4& M) FEEFECDRELA 17 FIGYSITGGYS (SEQ
ID NO: 25) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) . 1E113ifAfr) 4%
BECDREA T 7 FFQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGYEFPLT (SEQ
ID NO: 65) .

[0303] /R TLRA B SR $i A ie AR U 1EL L. C2ELHidds « 'R ST~ , 1E1L. C2E 1471
ARG SEQ 1D NO: 887 FroniZ R /7 51 4w () dE 4 n] A% [X (SEQ 1D NO: 89) , MIEHSEQ 1D
NO: 90 Fr/niZ R /7 F1) dm s () 42 BE T A [X (SEQ 1D NO: 9D .

[0304] >1E11.C2E1 VH ERJT5)

[0305]

RN T
A AR
R AR

S SN N NN SN
RETR I g

i
RETEERR R ST

[0306] >1E11.C2E1 VH ZILEEEF)
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I

SRR
L ysy
LN Y

[0308] >1E11.C2E1 VL #EEER%1

[0309]

N
7.

IS

[0310] > 1E11.C2FE1 VLEILEETF)

[0311]

R
SERTRS

e

[0313] A& H A EX (CDR) A B IIM.P. Lefrancfii@ X (& WLefranc, M.-P.

b

Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,

AL.P.1-A.1P.37 (2000) LIGM:230) .1E11.C2E1HU4AR) E8ECDRE A K %% FIGYPIRFGYS
(SEQ ID NO: 56) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .1E113%
PRI 55 CDREA R FEFIQSTSDH (SEQ 1D NO: 37) ;YAS (SEQ 1D NO: 38) ;s FIQQGNDEPVT

(SEQ ID NO: 61) .

[0314] TR K TLRABA 5 B Ak S AN SCHTaR LB 1. C2E3 94K . 1 R ST, LEL 1. C2E3471
RAFEEHSEQ 1D NO: 92 /s 7 51 4w hd 1) B 4% m] A8 X (SEQ 1D NO: 93) , FIFHSEQ 1D

NO: 94+ B 7R IZ I 7 B gm b i) e BE n] A X (SEQ 1D NO: 95) .
[0315]  >1E11.C2E3 VH % 5%
[0316]

SRR

VRN

S
S
k3

SN
R <

[0317]  >1E11.C2E3 VH S J:MR)T75

39



CN 104540851 B w Bg B 37/72

O R B
RS R R SO S B
[NTRERTN

[0319]  >1E11.C2E3 VL EMRF5)

[0320]

NN NN O RN T SV T e,

: K3 R 3 S By
LN R AR S SN R

[0322]

z

R )
PR

[0324] A& HAMEEX (CDR BIZIEFE WM. P. LefrancfiE X (W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
A1.P.1-A.1P.37 (2000) LIGM:230) . 1E11.C2E3HUiA ) B8 CDREA 31 5 FGYPIRFGYS
(SEQ ID NO: 56) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .1E11#
W02 ECDREAE R %5 %IQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGYDFPLT
(SEQ ID NO: 63).

[0325]  JRBIMEMTLRA B v R Hi A Je R SCHTIR 1EL L. C2E4 Pk« 1 ST » LELL . C2E4 371
RAFEHSEQ 1D NO: 967 Froni% R 7 5 4w ) dE 4 n] A% [X (SEQ 1D NO: 97) , MIEHSEQ 1D
NO: 98 Fr % R /7 F1| Jm s (1) 42 BE T A [X (SEQ 1D NO: 99) .

[0326]  >1E11.C2E4 VH )5

[0327]

T X
SRS TINS

SN
NI !~3 Rk (\'\

[0329]  >1E11.C2E4 VH ZH:MR)TH
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e

[0331]  >1E11.C2E4 VL ERRF5)
[0332]

[0333] > 1E11.C2F4 VLEILEE T

[0336] A& H AN EX (CDR) KIZEIEFE WM. P. LefrancfiE X (W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AlL.P.1-A.1P.37 (2000) LIGM:230) .1E11.C2E4%4A M) B 45 CDRE A K %1 5 5 GYPIRFGYS
(SEQ ID NO: 56) ; THYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .1E11#
W% ECDREE R %5 %IQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGYDYPLT
(SEQ ID NO: 64) .

[0337]  JRMIME TLRA B SR A4 Se AR SCHR 1EL L . C2EBHUAA « R SC 7~ , 1E11. C2E5 471
WAFEEHSEQ 1D NO: 100 Fron % IR T 5 4wt (1) E 4 n] AZ X (SEQ 1D NO: 101) , FIEH SEQ
ID NO: 1029 /s iz IR 7 5 gmbd (1) 42 A AR [X (SEQ 1D NO: 103) .

[0338] >1E11.C5E5 VH )T 5

[0339]

SR NN
g S

S

e
S

SR

[0340] >1E11.C2E5 VH G ILEEEF)
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[0341]

R R
DR SN RSP

[0342] >1E11.C2E5 VL #EEER%1

[0343]

[0344]
[0345]

W
oo LAE
R R

[0346]

TRy

[0347] A& HAMREEX (CDR B ZIEFE WM. P. LefrancfiE X (W Lefranc, M.-P.,
Current Protocols in Immunology, J. Wiley and Sons, New York supplement 40,
AL.P.1-A.1P.37 (2000) LIGM:230) .1E11.C2E544A M) B 45 CDRE A K %1 5 5 GYPIRFGYS
(SEQ ID NO: 56) ; IHYSGYT (SEQ ID NO: 26) ; FIARKDSGNYFPY (SEQ ID NO: 27) .1E11#7
W52 8ECDRELE N A1 FFQSISDH (SEQ ID NO: 37) ;YAS (SEQ ID NO: 38) ; FIQQGYEFPLT
(SEQ ID NO: 65) .

[0348] A& B TLRABGUMAES e PE45 A AR/ BB AR TLRA/MD-2 2 A4 , Ho b Firik il 45
AN/ B BERTLRA EAESEQ 1D NO: 23 CA) FISEQ 1D NO: 24 CEEENR fFR L3251
3742 (B AFE— A EE 2 AN E LR TR AL N RAL - v B ACHE, BTk 58 i R Bk S 5 R A diAk &5
E MR R ik 1AL 1A6.1B12,1C7.1C10.1C12,1D10.1E11.1E11 N103D.1G12.
1E11.C1.1E11.C2.1E11.C3.1E11.C4,1E11.C5.1E11.C6.1E11.E1.1E11.E2.1E11.E3,
1E11.E4,1E11.E5.1E11.C2E1,1E11.C2E3.1E11.C2E4MI1ELL . C2E5,

[0349] R B U TLRASUAAR A 5 20 I A4 , Forp HAE B F e 3 43 1 CH2 45 My p &2 /D A
RUN B 325 1) & 3k R IR FE A & /D AERUAT B 328 1 R SR Ak 3t CL s 4 . ) 4n , /D AERULT B
3251 F FE B R A O 2 FIR AR, IF H 2 /D AEEUAT B 3281 & L IR ik 24 O R TR & R X
o

[0350]  iXE& HABEAMGIIFCER 2 P TLRATUAR 51 RS HHEL AR 542 1 SR A K XN £ DI B
W AIAE AT P e 32 AR VEPE o 451 B, AFc 244 S CD32A 78— LU s2 it 7 22, iX S84 TLRAH LA AH L
R ECR I PR AEZERECD32A 5 51 AR 2 T A BURS U BEL L o DRI, 3 e 4 TLRAFUAR 5| AEAZ 1
[FIFCAZAARYE T , A5 AnBH LR 28 P A JTURE R I LR 47 45 A SR U IR K B 70 o 72— BB S 7 2
X EEHTLRAPUAAR & A fuAd , Ho i TLRA AR 5 ARG F e S2 AR TR VE , [N OR 357 AR Bt
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JER ) — P 5 22 P AR ) 2 P Y B

[0351] g4, AR B S TLRAHUAR CdE 45 & A TLRA/MD-232 AR 5 A W i) B v B Ak 1652
& E GG 2 B8 (LPS , 5 22 G B MR TR 1Y A0 68 32 2220 9 W0s o A & B I F TLRAGUAR 1 | 52
A WS AN B2 22 FHLPSHI AL N 15 5 4% 5 o IRtk , FUTLRAGUAER 1 FITLRA/MD-252 46 52 540
(R0 o« ELARTT 5 5 4% 2 BH 4 (L 1R 76 48 3 10 3R 3K (1) TLR4/MD-232 A& 52 & MR S TLRA ST
A XS HUTLRASUAA A WTLPS TS 2 TL-877 4 o J341, AN HMD-22 &, AR BRI B TLRA47L
PR TR TLRA o AR B A4 A2 , 4 N IR A

[0352] % X

[0353] Ak A 5 S, 753 W5 48 B 45 A0 B B2 A R ARGE BB ARG E AR A 7
T PRI S S AR BRAE BRSO R, AR TE N AR B L, IF H R BORE AL
B, — RV, A SO BT R R 4 e A 2R 3R L AR UL S E A TN E A IR
B 2 % T R AL 28 R A58 456 1 IR fiw 4435 DA S AR SO B A R A ANEH R85 7% o W)
2L R 1 TR S A% BR B 2 A 1 IR A 2 AN 28 A8 () AR S A A s Hh 288 e A I i s 1 IS
BG Sof T HE ZH DNA L S A% T IR 5 BRN 2 2485 52 A Ak (g o v 28 L g A ) A A AR 1B,
AR o WA 22 e T 150 B B A 8 P T o S i B A AR ST I IR BEAT B AR S SR A EE A
TE AR A IR BN ) BT S A AR A AR U A e 51 R R 5 & R B B A
(11228 STk TR BEAT AR AR AT % . 2 0, Bl Sambrook $#Molecular Cloning: A
Laboratory Manual (Z2fix, Cold Spring Harbor Laboratory Press, Cold Spring
Harbor, N.Y. (1989)) . 5AICHrk oMb & A HLAL S UL SR 2 2 Ak 2 45 A AT
P i 2412 , FIARSCRTIR 73 B Ak 5 A O BILAL 5 B A S RN 29 WAk 2 () Sk 36 26 T B A
AR e A A 280 AR AR T S FH P IR S 6h T A 22 B A2 40 B S 29 D il & L L) AT IS S DA
S BRI AR HERR .

[0354]  WIMRIEA LTI AL, T AIARE, BRAE A fa 7w, MR ARG T HE s

[0355] A SCRT L, AR “Buil” Fi5 oE BREE ) A B 3R B 1) (Te) 43 1 e s 20
o, RIS R g A (52 KA R PD FUE B PR S A6 s 1 o Tl e 7 1 45
BTS2 R AR E R R B R MR AT B R UE S R PR — AN BUOE 2R
YEFENNL, H HA SIS 2 IR M PMRAE 2SR Ka 21070 &4 Juikass 2R
FRT, 2 vob& BB v B& ik A < dAb (&5 MU A4  B8E < FabFab FIF @by 2 7 B scFvs B M Fan e
B

[0356] L1 AN FU Ak 45 44 B T B 75 DY R AR o R A VY 544 H 7 A A (] 1) 22 IR B 1D 0 A4 1l
BEXTRA — A R (Z25kDa) Fl—A> “H” BE (£950-T0kDa) o F 5% 5 1) 25 R I i o L 6
F LTI IR A Z100 2 1108 5 2 Z LRI AT AR X o RESRBER R R om il o fR 2 1 &
AN TR DI REHIE E X 5, MASRAFEI IR 5 SATAT g6 IgM. IgA  IgEMITgD
FAY, Fm I Ay R A7 AR A Y MR BT AR AN ] o SR SR IR B S, 1 1T gGr TG
S MAN FEN R ] DL 2k BE B

[0357]  AnASC Fi FHARTE “Hp v B HUAR™ (R w3 40 B v B Hiik A7 FR IV & B
PR ) 0 B L AL = A MR 1) BB R P A B AR B — AN PR R LR
H TR, BARTT & 5 5 5a B BuAR i) TR ok e X (COR) AEREAR IV BT & -+ 2 AH R 1) o PR e
PO & Be % 5 RAE ook HPh R K 456 205 A0 77 1) B0 Dl ) A 58 3R A0 R A 38 IO IR e S 45
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AL R

[0358]  AiE “PUlR A A A" B G BT 282 5HUEES SN fE sk ED 715 .
PURLE S R E CHD SRR L™ BERINAR I A A2 (V7)) [X R 24 A5 BR R S T il S AN AR
FERIVIX A ) = A FEAS A ) B, FRAE R A2 X7, 4 N\ A SR S R A 38 SE A g “REEBE X
B PR 2 1) o R bk, AR “FR” A& 48 76 S 9% 3R E 1 1) /1 A2 X 2 [A) AN AR T fo % 3R 1 1 R A2 X
(1) RARAFAE R B IR T 5  FEPUAR 3R, B 1) = A A8 X RN E B 1 = i A8 XA T
e S AE =-S5 (W) AT IR L R 45 & 3R PR 45 5 R 5 456 P00 = 438 11 B4R,
I H A3 2% R FE R = A5 A2 XFRON B AN B X B “CDR” o S JE PR o R AN 25 14 3 1) 43
Bfk#iKabat Sequences of Proteins of Immunological Interest (National
Institutes of Health, Bethesda, Md. (1987 and 1991)) ,8(Chothia & Lesk J. Mol.
Biol. 196:901-917 (1987), Chothia ZfNature 342:878-883 (1989) f¥]5E X .

[0359]  fnASC P FARTE “Rbr” OGRS R e P45 A S )Z IR EE ) L sePvERT 40 i 32 14 ()4
fA] B (A W 5 7 RAE “RAT B AR N0 s S MR 45 & S R BREE 1 BT 40 i 52 AR A AT AT 2 A v s
15 o AN YL B FEE B EH 43~ A 273 1 2R AT, 48] Qa0 B ORI B 0 Rl o ELd s B
R I = 2 S5 MRRAE , DA RRE 8 I FEL AT RRAE o 49 40, AT RAER S 22 BRI INA i B CoR i K 7= AR Bt
W Y REFHGE | oM, B8, < 100 oM, EIE<S 10 nMATEEARE | nMAS, JUiA &4
S G IR

[0360] ALY, RE “Hyz 4587 M “ g 45 5V U 4878 S 3R 0 F ANz S E 3K
AR SRR B R < TR R AR B S Y B RSSO A ELAE o« S 45 A A LA ) 9 FE B R
N A] DL N ARTE A LA A 8 (Ko, Horh S8 /N Ka R s B8 KK S A A7 0 iz 2 ik
(1) G I8 2 5 5 PR S AT DA FH AR ST BN I T V25 & o — PRI BRI T v T B E U R 45 A7
/LR A DT O i 5 ) T 2, Hodp S i 2R X e T 52 A G A AR TR VR B A B AR I
SR F7, LA AT T3 1A b [R5 52 i 28 JUAT S 40 PR, ST 280 200 (Kon) A “ORIE 25
0 Koee) A LA BT T SE RIS G 5 2 1) SEFR I 2k 4 E « (3 WNature 361:186-87
(1993)) o Kot/ KonlfI LU 1S REGE Y P FT A 526 M DRI SEL, 3 H 5 T8 55 Bk (— %
M2 WDavies % (1990) Annual Rev Biochem 59:439-473) . A& B Hidhids Bt 45 &
HLER, R P4 A A Ko <L oML BN 100 oM, i <S 10 oM, I HERE< 1 nM,
3k 0 5 A9 T RO TR O A 5 B 5 BRAR TR AN 53 L T AL w2 BT &

[0361] AR SCRT FIARIE “93 B 2% 1R MR A  cDNABL & B IR B H — 2840 A
W 2% IR, Hos i HOl I, frid “a S 2 Z 1R (D AS57E R SR Hd R Ik “4
B ZZER N2 RSB ES, (O 5HABRAP A EEN 2 ZEH R
YRR , B (D) 78 B SR SR A NS K7 FUI 73 A7 7E AR IE A R ) 2 i IR a4 A
SCHTAR K g i FE G B IR E O 0 FINAZ IR 5 F M i R 5 S E 3k A o F IR 77 1
[0362]  RiE“H I A" A SCHECDNA . B ZHRNAEL & i PR B — B 1 S0 E A, Homid
HORIFEATA RS, ik “0EHER” O ASERFAHRINEALE G, QAT RKRAM
[FSRIER HEEA, Bl SHEEE A, O HRA AR 41 RE , 3 (O 782 5 R F
AFEALE

[0363]  RiE “Z K™ AEARSC HIETR 2 IR 2R IR S 1 v BB A 1) 38 FH AR o AT Ui
RIREE BN A2 22 IR T B M o AR A8 5 B ) 22 IR 25 AR S B e Je Bk ER 11 7
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THREEREREA DT, UGl A 50 5 HEEEREA D T ERERERER 7
+, W xR R R E A O BURCCIRIR , B BORZRAUTE B Ak 7+

[0364]  BiAR SC Ry FIARAE “RIRAFAER)” WIN. AT % R ABGIZ A G 7] LAAE 3 SR 5 KA =
L, 2 KB R T, ATAE T AWk (B HED |, wT A B SRS ok I 1
I BB A NAESE I = h A7 S S DA 8 T R RIRAFAER o

[0365] i SCHY FAA 1 “P AR HOE R R RERUAR (1 41 75 10 67 B2 DL fo v e AT BA Pl
W77 SR FE DR B IR 2R 451l 7 31 A E MO TR 327 21 g b 7 21 LA AE 545 1 77 2 AH A () 2% A
N EIAZGRA PP B RIS XA 7 N

[0366] 1A SCHY FAAE “Fafill Fp 3107 45565 T S I B AT T B 6 e 21 (4 23 AN L i 44
i 1) 2 H IR 731 o 1K L4 1 Fe B 1 o Bk T4 AR T AN R 72 SR AZ AR, IR e g
il 7 2 S B AR S A A UM 2 L A FEE AR T T IR e A
Fe B 55 IR Bl MU s 28 1k P 2 o R P e 90 AR A BRI B, HoAEAE xS T-3Rs A
TR BT A5, 35 HIEwT LLAEE H A7 A T 0§l -5 5 Z AR & Fe AR AR e 51 2 A A
RIERAN L 73 o ANASTIIT iR RO ARAE “Z B R 18 2 /D L0 IR KT R R H IR R G4
polymeric boron) , M % H BB FZ M IZ H IR EUT — KB Z H B IR AR
TE AL FEDNAR B AN T 2

(03671 4uAR SCHT L, 20 ;2 2 B AT e AT T 4 5 #2 B8 MV < 2 W Immuno Togy — A
Synthesis (2nd Edition, E.S. Golub and D.R. Gren, Eds., Sinauer Associates,
Sunderland Mass. (1991)) o 20 R PRI SR A 44 (a2 3 1) , AF R IR =k
M2 tna—, a—XCEBARH) AR R  N—-he R U R 1R, FLIR , ML e AR A L IR i nl DAt Fl T A K
I 2 IR & T B AL 93 o B8 I F IR A B B 45 - 42 I R « v FREES AR e N, N, N-
SRR e -N- LRI O B TR 22 2 1R N— L It 22 2 IR NP It FR A 21  3—FP 2
ZTR 52 HE R AR o —N—HT FAS SR AN FL e DL 2l R MY 2 L 1R (48] 434 L i 2
) o FEA SO BT FIR 22 KT 5 v, 22 T 07 1l o B i A S U 9] JF B 7077 1) o R K o U
(e, AR A A v VA AL 1] o

[0368] [ T2 IR , ARAE “Sg Bl — M7 S FR PN IR 7 91 5 24 s B RS 48] o ik 7
GAPEYBESTFITAH Ak 45 B VAL , HL A7 22 /080 %6 1 /32 B[R] — 4, A3k 52 290 %6 1 7 21 [F] —
P, SEARIE 22 2095 % 1 7 F A — 4, Al ik 22 2099 % 1) 7 F [A] — 14 .

(03691 ffak b , ASAH R F A A B IX ) AE TR < SR LA

[0370] R < 1) R A2 8 L A ARARLAM B 1y A 2 1) ] B 3 2 o 451 4, — 20 B R Oy e
VB A L TR H 2R I AR S T S A R A e S e » — AL B A I 0y T e o A e 11
AR A L AR T3 2 — B A 5 W e B 1) 2 1R O R A B e M A B G . — A A
A 75 MR I 28 B R A 2R TR 2R TR PR A (2 28I 5 — 2 EL AT Bl e AT ) e e PR o 2 R,
W2 IR A IR IF H— 4L B A7 & B B 0 2 R e e~ e U B A R B2 R » DI a2k ) IR~ 2
FEIRHUARALE - Sl R AR - a L R T AR -T2 A RS 2 T AR
MR A AR R A AR, MR A& Wi i~ 2 i

[0371] 4SO BT i 10 B, AE SR ER S BEBR 8 70 1 B B R IR e B i/ AR AL A
BLAELEA K I o, S5 A 2 AL i id k18 e 51 b () AR AL 4k 7 22 /D75 %, SRR 2 /180 %6
9096 95 % M L9996 « AR , TR~ 2 Fk I B He T AY o IR 55 B e IS8 7 e AT )
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FEAH OC 1 2 B R R N R AE I B o 1A% b ) B IR — e N B P KR« (D BR TR 2L 1R
FE R AR 2R s (2) Tl 2 B PR AL W2 R VK 2 TR VA 2R s () AR R MR B R 2 T &
MR AR A e AR IR IR T e S R R (R, AN (4D ANy v ey R Bl
R H R R AT 2B 2R 2208 75 2R TR 2R SR K PR R R
FERE R R AW i R A 2R A A B I 75 2 R A 2 IR 2 TR 22 2 R AN 5 2 IR « i 7K
PR R EFE N IR P ER o &R AR PR RN AR T = (R
P R R AN 40 R o R PR I e SRR () 2 Z IR A &R , o2 8 I e Fa L 50t 5 (i)
RABE G AN 2B i, o B e oK R s (i) TR 2R B R S 2 B A e 2 R, o2 JIg
WRF s o (Lv) ZRINRAR T2 R AR =R » Hoad 75 & IR KR - 9 40, v DA A 3R B T , F
AR B A BN S5 TR ) 73 B ) B B, A 2 TR B 4 R A I, 22 s IR 05 2 PR B
P &5 H A S RS TR S L IR AT R B e, A T8 o AR S A B B A B KR
WA, 5 ) A G0 S B AN S AT i P ) R I o S B R ) DA 2 15 AR D RE IR T 25 & 1
T 2 IRAT AR L TR TR i o D VEAE A SCHE AR PR B e E BRI
Jr BUEC AL A T i Aok S e A S G RN SR AE Sy i o BRECSRAL R DI 12 1) 2 e A
PRI R I AT/ T DI PR SS MBI B T . &5 M AT TR &5 Fe 3 m] DL 1 A% R AN/ B S
TR 7 FNE R 5 A FFEURA A I 7 BB R L 2ok 5 o fLide b, 48 Ao AL b 27 7%
oK %5 5E L RNES 14 /BT B R B B 8 A7 AR P B P BRI ) 2 A R A5 A I 25
P& = SRR E A R T A2 B RIR Bowie ZEScience 253:164 (1991) .
I, AR SR AIE B, ARSI AR AT LA AT F T PR AR 4 A B ) 45 K R D e 45 4
S B R e RN 5 A R R

[0372] D)1z () i EUA XA R 8« HL (1D 2D %o 2 1 7K A ) B S (20 2D X 44 ) &
EYE, Q) MBI EAE ARG A BT, (O A AR 7, (@) R BB i
SE A ) H M A 2 B D e M TR B o AR AT DA R ARAFAE B IR 7 51 2 51 7 371
(1) 25 PR AZ E 1 o 94, B AN BB 22 AN S R R AR (PR 108 R 7 1 U B IR ELARD W] LA AE R IR A7
FE PP B o AT , LI AE TR B2 R 42 ik ) — AN BRCE 2 A 25 W 3800 A0 ) 22 IR 43 v o AR 5
1) G PR AR SL 1% F AR b AN DR 216 R 7 B IR 45 AR R ALE (A1) 4, 395 60 1) 2l T 1R AN 25 5 4T T
RAEAESEAR 3 MR , BN SRR S A e B I B SR () R 54 o ARSI AT ) 22
PR 2 0 = 2R 55 M S2 538 T Proteins, Structures and Molecular Principles
(Creighton, Ed., W. H. Freeman and Company, New York (1984)) .Introduction to
Protein Structure (C. Branden and J. Tooze, eds., Garland Publishing, New
York, N.Y. (1991)) fliThornton % Nature 354:105 (1991) .

[0373]  dnASCHy AR TE “Fric” B bric 097 $8 Tk N AR e e B a0, T80 bR
LR AR5 AN BT bR ic B 25 FI R (ol an, &8 2R Ie I st o R BomT s i
D2 R R SRS WU AV ) e 0 ) AR M s B S 20 IR e o AE R S 00T, FRic BUR
CIE AT VA2 VR IT PRI o A5 10 22 IR ARS8 1 10 & PO V2 A A L an i) 3¢ HonT DA AT . H
F 2 BRI BRI S0 A FEEASR T8 21« J8C v (R A7 28 SO e A% & (s, PHL M CL N
PSY FTe M In TP (B ERRE (B, FITC, BT LBl R e R B (EEARIC (1
WIHAR L S AL Y  p—F-FUNE R SO R IR IR Ak R0 A2 BE ] IR 2%
ik F PR IR ) TS 1 08 () 22 IR SR s (2, S B BR h BEX R B R R S S A AL
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S5O SR RALERZE) o AE— L SLHE U7 S, A e I £ iR R ) 1) B S 3 2 DA o 2D i A
()2 (A R o a0 AR SC R R ASTE “ZiPia R 25907 18 24l St e A T A B i BR85S P e
FIEIT R E VB A

[0374] AR S H e A 22 R E AR B A T R A AT, 9 it The McGraw-Hill
Dictionary of Chemical Terms (Parker, S., Ed., McGraw-Hill, San Francisco
(1985) ) 7~ Hlf -

[0375]  nASCRT IR, “BeA Bai” §5 B FRpp 28 DL T LR SA77E (B, AR T L H 54
HIATAT BN RS 8D, FF HOLIR A 4l (1) 4532 Hod ik B AR Fh 2 5 4748
I RTE K FRi2E 2 /0 2950 % (CLEE /R A1

[0376] @, FA FAE A A MIG RS AT IridA-a M ir G R FFRR 2T K
Y180 % , AL K T 2185% .90 % 95 % F199 % o fe AL i b, FIrik B AR pr2ialifh &8 H A | [H i
CHEWH B G PP A G i AR DU 7 V2 R , b Brid 2] G428 K i A
K3 PhIRA R

[0377]  RiBEZFGFEALNEENTS .

[0378] ¥tk

[0379] AR SCHRAIL T 5 40 it 3R 1D SRk 1 RN/ B3 B8 % TLRA /MD-25Z A [ BUTLRAU A4 - FF
IR BEREREL I , 41t b R TLRATC A1 ANLPSi 5 0 52 A s AN G SR 4l N 15 545 5 o A
R PR FESS & A AR TLRA/ MD-252 /6 2 5 W) M S TMD-2 [ A7 FE 1L 45 & TLRAK)
k.

[0380]  ASCHTAR I HUTLRATUAS & X FE I A, HoAE v S E 2 X h i 20— MrE A
B EUAR, [ 15 TR S TLRAFUAR AH B AR D4R ) A4 5| RS 470 i A st 1A 8 2 45 D B T 25 32, [
IR EFA PR 45 A AL DU TLRATUR I ARIE S 77 S8 rh , v BB IEE X EUZ B PR A B 325
F 22 200 B By B E E X B EUE LR A B 328 FI 2R TH A R HUAR , [ 15 28 1 A 1gG1
TR v EA4EIE 2 X EUE L BR A7 B 325 %5 32840 & Z JL e - 7ISKAF (SEQ 1D NO: 42) .
[0381]  FE—ANsLjfi 5 &b, Frid iR A R & AR TLRA/MD2 R & W HU TLRA o ddk A 1 il
LPST5 1A 28 A Mo PR+ 7= A 1 B8 7 o 1 4 N 4 LRI 3E G /EPCT A FF5 W0 2005/065015
FIWO 2007/110678 1 H53AR [ B LehuTLRA/MD24%4 42 (FTHEK 29 34H Hw I 5 HH 5 7 11

[0382] AR BHIEALFE 5 A ST IR B TLRA AR &5 5 FH IR R AL () o o 1 A% 2 B I B TLRA
PUARES S PR 45 A AR/ B BE SR TLRA/MD-2 52 &4, Horb BT il Bk 45 & N F /B BE MR TLRA
AESEQ 1D NO: 23 CA) AISEQ 1D NO: 24 (EENR (5% 289 3752 Al BHE— B £
ANF IR R T RAL 7, TLRATUA SRR PR A B8 1R 1 T FIFRZERIR AL : SEQ 1D NO:
23 A MI/BESEQ 1D NO: 24 (EEEM 1 2 /DFRFE328F1329;SEQ 1D NO: 23 (A H1/ELSEQ
ID NO: 24 CEEM [E /W IE349%351; FISEQ 1D NO: 23 () A1/BESEQ ID NO: 24
(R 1 & /DR 3698371

[0383]  {EACAIIE P T R0 3PP 7 V2R 4 F T A 7=t 0 4 e I I 4, B4, to L AR SZ A
N/ BB B A TLRA /MD-2 5 AWk 24 R 52 A MD- 285 (K TLR4 , B EF it AT AR L B 2504
IR B B R IR 2 vl bE B v FE Hidk . (B L, flllAntibodies: A Laboratory
Manual, Harlow E, and Lane D, 1988, Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, NY,i#it5|HIF AL .
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[0384] i KN B AR A ST, Gn il &8 B ABLER G SR AN ZE M iZs, HL 3 SR A 4
MERI TeGH 7o B G, BURT MY , Pir ik 45 52 470 B2 e - oK A S B Bk e B I B B 3647, 7]
AT 52 AE AT | DAIE I S 2 20 AT 2 b Al Al S i s e PR A4 o S Bk B R 240 e T, 1l
D. Wilkinson (The Scientist, published by The Scientist, Inc., Philadelphia
PA, Vol. 14, No.8 (Aprill7, 2000), pp. 25-28) .

[0385]  fJfe s , A i W] )40 TLRASTAA A& B 5ol 044k o 49 il il 3 HIPCT A 15 W0 2005/
065015.WO 2007/110678F1/EXW0 2009/101479H 134 1 75 14 6 B B v B B0 TLRAS A4S o 451l 4
T I A FH AR ST AR St 451 o AR 1 T VR A U TLRAGTUAR o 3 451 e et A2 R 1 3R A =
TRV B 45 e BRI A0 s e~ A A S B BALB/ e/ R AR BT TLRASUAR o SR S5 X BT B 1
S P i e N iR/ B 5 A SR AR ) R A IR o

[0386]  fsiltyifd FI 4% A8 SR /7 i, i fiKohler and Milstein, Nature, 256:495 (1975) Jf
ot R P IS 2 SR 7| B B v B A o AE R AR T AT L /N B B B S & ) 1 T Eh P Y
FH A 2 700 G 2 DA S 1S 7 AL B BB 08 77 AR M S PR 45 S 3 a7 ) A ) 9K L2 4 L T 2z 3
JIr i bk 2 e ] DA AE AR b g

[0387]  FuyZ i A AR S U, B BREC R S I, i R R R
S, UIASE FH A/ i L vk 2 4, B 4 SR 5 AR N L B0 A0 SR U5, DSl P R 4 i B o 2 485 4
J o 8 A58 FH 5 3 1 R a0 ) 1 3R 2 B b A 5 A AR A R A AR Rk, AT R
IR MY (Goding, Monoclonal Antibodies: Principles and Practice, Academic
Press, (1986) pp. 59-103) o /KA AL HY 40 N 2218 e GLni L B 4 i, 45 ) o i 14 26 L 2
TN A Y5 5 B 3 1 L o 308 M) P KB B/ B R A e % o 7] DA ZE DG A0 25 H L R B 5
PR 7K A AR PR 40 e ) A A BV ) — AR B 2 ) SO R 5 Tk ) 4 B IR R v B R IR AR A
o 45 2 5 G SRS AR AR Sk /L il R B e S N BT A W e R I (HGPRTERHPRT) , FHI T 2858
JeA P 1 7 MU ZR A A0, 5 R B R | U A AR R e i A 1 (CCHATHE SR ), 1X 28 i fH
1EHGPRT o 24 41 i ) A= A<

[0388]  fitazk (1% 7Kk HE 4K 1K) 40 i 3R A2 IS e AT A B, SRR i de i A4 7 A 4 B R A 1) v 7K
Ui IR, I EoG 35 57 F2 9] AT RS 5% HE U I A 5% o 5 D00 1) 7K A A0 1 200 i 2R A2 R i B
J8 Z, FomT DU A 2R OR i U BT A B L IS H 0 (Salk Institute Cell Distribution
Center), San Diego, Californiafize[E A 3= YR > (the American Type
Culture Collection), Manassas, Virginiadkh{g. A T H T oL B mEHAEN N
BEIR ANE - N SRV E SR A R o 3 E Kozbor, J. Tmmunol., 133:3001 (1984) ;
Brodeur Z&, Monoclonal Antibody Production Techniques and Applications,
Marcel Dekker, Inc., New York, (1987) pp. 51-63)).

[0389] IR J5 ] LA WU 52 22 Y88 £ A8 HG v 15 5% 1 15 515 L BT 470 JER 1 0 e B A4 R A7 AE o A
M, FH 2% S 8 4 B A TR R AR () 45 A e T AR DTTE BUE I AR A 4 A E
BT G 5 0 5 (RTAD BRI S S MR PR U 72 (BLTSA) SR SE o 3% Le I AR NI 7 S AU
T o B L R AR I 455 s F A7 7] DLl i i Munson fllPol 1ard, Anal. Biochem., 107:
220 (1980) R &R MR E o BoAh , 7280 s BE TR AR 7 TR N A, B 221 2 4 7 0
BB R A R R R M A A T AR

[0390]  2&5E P/ 1 RS T 4 M i, v T LA S ek PR o R e 1R AT I e o A i A DV
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¥i3% . &} Goding, Monoclonal Antibodies: Principles and Practice, Academic
Press, (1986) pp. 59-103) . H-T Ik B I A& B B 772 245, #1401, Dulbeccotl R
Bagled 77 MIRPMI-164035 77 55 o A] 1t , <8 963 40 M m] LA ANy ALah K vh AR I 3557
[0391] B MV v 23 A 1 65 v B i Ak, ] DA 3o i bR B 0 BR 8 (1 240 v i il B (1
A-ER JIEHE F2 BT A TR T BRI L UK L B AT BRI A A B 5 B BUIE KV 43 B B AliAk
[0392] & A] DL S A DNATS 25, W WIAE SE [ 5 R 54,816 , 567 HH A 1 S L8 77 32 il £ B
SR U oA R R V2 (9 B, G e FH BB R S R &S A R oA L R AR B T A LR 1
T BRRED A LAZS Z i 43 8 R 7 b 4% 7 BH (1) B2 ol B AR IR DNA o 4R R BH 1) 28 A8 Je8 24
JL 7 243X EEDNAFI AL 126 He U5 o — HLk 2055, DNAR] L BN 383044, HOR o 6 Y \ 1 = 41 o 451
WIAECOSHH AL . 6 bR B £ (CHO) 2 i B AN DA H e T 27 A f s 3R R 1 ) B i ed 40 e
DAFRASAE 55 240 75 3 2 M b B0 T R B B B B o 1% DNAR AT DL g A& 1, 451, 38 3 AN B A
PR E T 5 A RR R T Z SR B 4t )7 51) (3 W36 B R 54,816,567 s Morrison,
Nature 368, 812-13 (1994)) B @it A& EeaR S B BRE A 2 IR HI4n i /7 71 1 A R B
B0 B G 9 BREE 1 b S B o 3 Pl fo i Bk i 1 2 IR RT DA A AR R BH B B AR E 5 45 A X
AR, BEAT BA FAR R A BRI — AU R 45 B 7 A 1 AT AR S5 M AR, BAP= AR itk B AN P i
[0393] A% B I B SE R B AR ARG A PR IR BN Pk IR e hufd i & FH T 28 A i A
P AR X B P e s Bk I NI S8 R BUAR R AR SR iR A B Bk e
PR A BE B B (I P JFabJFab’ \F (ab”) oBU AR KB Hi RS & a) , 3 E
N H 3% BR 8 1 7 B R R, AL & U8 B AR N S 0 B3R AR ) B D o A9 an i o 4 R
Winter fI[E EH /7% (Jones ZE, Nature, 321:522-525 (1986) ; Riechmann Z&,
Nature, 332:323-327 (1988); Verhoeyen %, Science, 239:1534-1536 (1988)) , it
FI N 0K (1) AH 2 7 371 BUA G 5 5 ) CDR B CDRJF 71 Sk 33 AT A VAL . GE S WZEH L] 55,
225,539) oAE— LR , N S BRER IR F v AE B2 5% L4 AH S [ N BRE 5 3 . A RIS AR
WA, B RS W T SZAR PR A I T 5N 1K CORBIAE 22 7 771 1) i 2k o 10 A JRAL P
A0 B FE AR | D — AN I FLEH P S ] AR 25 M I A, b BT A BOCEE AR BT A I CDRIX %
REFEN G Bk 8 9 HRLECDRIX , I HLFT A B L AR B BT A ROAEZL X 8 A J i sk e A 3L 7
B AR HEZL X o AJFAL TR R OB S =D — B2 R REAEZE X Fo) , il & A
IS REEMIEEX (Jones %5, 1986; Riechmann %5, 1988; FlPresta, Curr. Op.
Struct. Biol., 2:593-596 (1992)) .

[0394] A A $ifd e o v 85 A EE B 1) AN 7 B ALFE CORYE B AR P fk 7+ . 1K e it
A SCRR A NP B4 AuAR” o v DU I A =R 258 S B AR L ABAN L 258 S R
(Z WKozbor, %, 1983 Immunol Today 4: 72),LL A=A B Ti [ AR EBV A A2 R A
& . Cole, %, 1985 In: MONOCLONAL ANTIBODIES AND CANCER THERAPY, Alan R.
Liss, Inc., pp. 77-96) fill & 55 5 B $0 44 o W] DA F 55 5l B oA I ] A dd A PN 2R AT
(ZM.Cote, %%, 1983. Proc Natl Acad Sci USA 80: 2026-2030) /=4 B 7 % HAA B E
it FEBSR B A /M i 4k ABZHHL (Cole, %%, 1985 In: MONOCLONAL ANTIBODIES AND CANCER
THERAPY, Alan R. Liss, Inc., pp. 77-96) f24E BRFifEIiA,

[0395] gtk 4k, a8 AT DA fE A A0 A0 1 B R, B HE R B AR R R SCE AR AR . (B0
HoogenboomfliWinter, J. Mol. Biol., 227:381 (1991); Marks %, J. Mol. Biol.,
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222:581 (1991)) o &MLt , m] 3R A S Bk el . 2 DR 51N e R S Bk EE A 2 R
22 TRy B 58 4 KT ) e B DRI 2040 5 1 4, /N B R s N oA o 7652 B BUale i, 82 31 A Hi 44
P, AR T AR AT AE A P B I, A 45 DR B R, A A AR B BT VAR T,
Wk E % F55,545,807.5,545,806.5,569,825.5,625,126.5,633,425.5,661,016, il
Marks 2§, Bio/Technology 10, 779-783 (1992) ;Lonberg 2§, Nature 368 856—859
(1994) ;Morrison, Nature 368, 812-13 (1994) ;Fishwild %%, Nature Biotechnology
14, 845-51 (1996) ;Neuberger, Nature Biotechnology 14, 826 (1996) ;A flLonberg
FHuszar, Intern. Rev. Immunol. 13 65-93 (1995) .

[0396] Gy Ahm] LAAE A %G BE DRI AR N W7 A N JiiAds , ik S0 asA% i DA 76 060 470 iR 1 it
LI A A NFUAR T ARSI N IR BUAE » (2 ILPCT A A1iW094/02602) o grhaE A 15 3 H A
RAEIRE ORI W IR TR 268 77, I HL 490 N B AR 7 BRER 1 9 ek S PR e
B 1 R EE R A 1, £ A B s ADNAX BT BE N T3 (AR5 NN o SR
Je i e 2R A A0 B ARG I A EL AN /D i v () B R PR Sh 3R A5 Ja AR SR Bt i P s 2
Wit sh ) - X AR N Sh ) ) SE 41 58 Fk JyXenomouse ™ /N, A FF T-PCTAAGWO 96/
33735HIW0 96/34096 . LB A BAHM , Fo 7 ilh 4 N A Bk B - AR T ELFE AN B Fp e
JR 5% Ja B SRS AE Bt 22 e R oA B9 /1) % ), B T 2 1 M 3 SRV ) 7 A2 4B
S A5 a7 AR B e R AR JR A TR R AT o A gD B N AT AR X e 5 Bk ) R DR AT
DA A IA DL ELRR RS S A4, B ]k — D AR U LA RIS AR AU , &t 1 4, BB Fy
(scFv) 7 F.

[0397] = A D N Y5 e R Rt 1 BB R IR AR A 15 T ORI /N B 5V Sk 461 2 o
TRE LR 55,939,598, H AT DL i — P75 3R 153, Bk 77 A4 « ARG T 40 i o 22 /b
— A VA Y5 B R R s T X BRI R TR, DA L PR e L, B L R S % Bk 1 LB
FEDR| 5 SN T B v o s 2R 2 3k AL 5 4 0 T e R D R DR 11 B80S ) AR ST 5 O ARSI
TG0 H 7= A A R DR /NG, H A4 A AR B 40 M B, 75 g B P BERRIC Y R

[0398]  HIT-7 4 B AnfuAk s W A SR — DN IiE A TR E TR 55,916,771 3% 7%
AL FER L G S BRI AZ IR 7 DU B A T N — P SR I 1 40, K
GRh R B AL H R P B B AR TN 5 — R LAY 1E R AN, JF RS I A 4E L LA TR ik
AT RN o FITIA 2 A8 A0 MO 38 A B RE MR B A P44

[0399]  ZESL T VAR — N — AR, T 2508 S IR Bl RAH SR AL B A T
VeFELL 2R AN A4 S R 45 B DR R AL A SR BRI AR TV A T T PCT A A W099,/53049
[0400] Bk fudkm] LAIE & J b ok SR S A4 i DNAIX B I i ok 321k o

[0401] X HEA] DAAFEZAA I B4  #EDNA | A2 715 B DNA L B G L 548 55 iR s ik
A v A TW093/64701 , H B SR A4 (9130, 240 i 3 10 52 AR 1 oA FIAZ IR 45
A (B, BRI iR AA (930, DNABRRNAYR #3140 (Bl & 85 (1, & i TPt/
US95/02140 (W095/22618) , Ho& A0 5 4L HE 7 (9140, e B 5 BRAM B A0 0440 MIZ IR 45 5
gy (BN, G EE D RIRES S s DURL s W TR AR S B4 AT DL e ORI, JE L (AR O BLS RR
e

[0402]  fLik () AR 5 o s Ak Bl & B AL 2 B W o SO SRR B AE g Je R B
11975 93 B o D0 DAY 73 3044 o 1 0 440, 155 304 1 40 115 BT 3044, T8 9 B A 1
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WAL Z TR 8 (HSV) 34& (3 WGeller, A. 1. %%, J. Neurochem, 64:487 (1995) ;
Lim, F., %, in DNA Cloning: Mammalian Systems, D. Glover, Ed. (0Oxford Univ.
Press, Oxford England) (1995); Geller, A. I. %5, Proc Natl. Acad. Sci.:
U.S.A. 90:7603 (1993); Geller, A. 1., %, Proc Natl. Acad. Sci USA 87:1149
(1990)), MR EEIL S LeGal LaSalle %%, Science, 259:988 (1993); Davidson,
& Nat. Genet 3:219 (1993); Yang, %, J. Virol. 69:2004 (1995)) , A I Ifdm &40
TR (see Kaplitt, M. G. Z&, Nat. Genet. 8:148 (1994)) .

[0403] 357 5 B B A4 L R O\ 40 B I 8 o i AR I R BUR IR 1) J SRR I8 - B 75
AR, A I8 B AR AT R AR 2 s B (HSV) SR i T AR ‘5 N A 4« s B 38
P P ECEL IR A DS 3 (L4 B LB i T HSVER 40 5858 I Rk (24N AD o Pride Bk
AR B T B M A AL PR 2% A1 o 2 NPT LIS R AEBOAR , o e e e g B AL o
[R] et 2 A ) S A9 6,55 491 1 BRDNA L CaPO«TE W DEAE R SEM L %7 AL J5L AR U B ot i
G\ L S8 S AR FE A

(04041 AT DA F s 28044t oxof A b A AT 34 B8 ) S 40 i 48] 4 ST A4 5 7 v 5 T A HH R
T S AR G an, B, HSV) = HREERG A7 & . Ik Ak, 2o+ ] DL A8 RO i &40,
SynchroMedffi: RGHEAT N E W Gev) fiERisit . BT ARSI J5E BRI A
IE B 2356328 K 93— ) ORI PR 28 o X8 A 2R AT TR 84 i 1 R ¥R 40 i . (3 WBobo
2 Proc. Natl. Acad. Sci. USA 91:2076-2080 (1994) ; Morrison %, Am. J.
Physiol. 266:292-305 (1994)) . n] A FIRY BT B85 28 SH KN i B Ah IR A
AR VRS, LR 1 IRECH & O R0 Tt FH I A2

[0405] XUyt PR AU AA 2 22 A0 T R AS [A) 470 B B AT 45 A e PR AR  FEA R IR LR
AR AR — AT IITLRAMD2 AT/ BT BEAR TLRA/MD 2K 2 A M B AR A B 42
Pk 55 — 45 G SR AT B SR, I HAT M A2 40 0 26 100 2 P B2 AR B2 A4 T

[0406]  FH T~ il 4 XURR S PEHUAR IR 7 V5 2 A U L N o A% 40 b XURE S PR B4R IR L 4H A
FEHET PO E ER ) R /R RN L Rk, o P S R A AN A I e PE (Milstein
and Cuello, Nature, 305:537-539 (1983)) . [K A% k& A EEEFR BRI BENL AT , X
L IR E R (WA 4498 (quadroma) ) F A LOFIANF AR 7 F I IR &), Horh R — M A
TE B R XU i MR 45 1 o TE A 73— 1) Ak 10 3 o 5 0 = A 2 BROR 58 il BT R A FF T
199345 H13H K FRHIWO 93/08829F1Traunecker %5, EMBO J., 10:3655-3659 (1991) .
[0407]  BA7 P 45 & S MR S A4 ] AR S5 M s AR — S BR 46 B 7 0 7] LRI G 3 S0 J 2R
B E E S5 I B il 0 e FH f % 3R a1 EE S E A 465 A, A BBE L CH2 HICH3 X
F by HARIE B A S — EHE T X (CHD , frid 55— HEHEE 2 X (CHD B85 T71E
TE2D—ANBEYP RS A BRI S i s 2k i O ERERL AL &, I /&
B, S Bk 8 R BE B DNASER A\ 7 ) SR A, I IR QL RIS T 18 T AR T A K
SUEF U 3 — P R4, 2 WA 1, SureshZE ,Methods in Enzymology, 121:210
(1986) .

[0408]  HRHZWO 96/2701 LR F3—Fh 5%, — XS AR 73T [ ) 518 AT DA TR e
DA g KA A EE AL 40 35 574 v RSO S — SRR 1 20 Bl o 08 ) 3 T 60, 5 044 1 5 45 1 3
HICH3IX [ 22 /b —F 7  FEIZTT VA, R B 8B — AR 70 S B — AN BE 22 A/ i R )
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FH SR B85 (48] 01 i B B B A D) B ik o 15— 2R BT 22 2% KM AH R BB /N R 3
PR 7 g s I R/ B 2 L R N BE (g 2, TR R B 2 D) B 4 R s L IR Mk, 78 — 4
FUE > FHI S B AR X e it 1 T i e U SRAR A B AN AR R 2 451 T [
TIRARI R o

[0409]  F-T M Fiddk v Be AR oS S PEBUAR IR A AE STk O A /A . 44, m] {3 AL 2
TRk il £ OURE S PEBLAR o 777 AR 1R 0L S PR A4 T FAE FH T 10 e 2R e 1 o A P k)
[0410] |24 I 422 I\ 2H 40 B % 52 vh 40 B8 XURE S PR A v BUR S MR Rt A A .
B, EAE =@ R Hr 5 7 A AU PR cKostelny 25, J. Immunol. 148 (5) :1547-
1553 (1992) .k H Fos Al Jun® [ 1) 5 2 BRH B I Jm 1ok 226 (R B o 422 B AN AN [RL B AA 1)
Fab’ #i53 o futh [A] — JRARFEEBE X AL 5, DA Rl A4, SR )5 B T A AL LA b e s — 2%
& T T oA kR 84K . HHol linger %8, Proc. Natl. Acad. Sci. USA
90:6444-6448 (1993) AR “WHUAE” FAR T Fe it 1 FT il XURr e M buAs B Be it 2 ASHL
il 1% b BUA S g e S B B R RE P AR 45 M (VL) () ERE AT AR 25 A I (VID |, Bk Bk K
KIS E — 2B BRI S TRV ASBEE T o DRI, — AN A B A VHAN VLSS 4 3k g 38 5
3 BB B ANVLAIVHES A EC AT, BH T B A R 45 A7 o J8 A B85 Fy (sFv)
TR A AR R PSR B S ROR S LA RGBS 0L, Gruber %8, J. Immunol.
152:5368 (1994) .

[0411] 2% & BA B AN O Fodd o o, ol il 2% =4 P i . Tutt 28, J. Immunol.
147:60 (1991) »

[0412]  JRA It XU S PR U AT A S S S AN RLR AL, /0 Horh 2 — IR T AR R S E 31
Ji o Al , S IR E B PR E P 545G B A Bl o IE S, DI AP
TR SR AT Ak e TR RO A0, BT i fik & 70— 1 n T4 e 32 44 73 (1 1CD2. CD3 . CD28
B B7) , BT 1gGIHIFeZ4& (FeyR) , 1 iFeyRI (CD64) \FeyRIT (CD32) FIFcyRITI (CD16) o AL
RS pU ARt ] T 51 4B EE MR, B 3R e PR ) 40 X B HU AR A SR S A
025 A 2 0 55 7R BRUSCSS 14 4% 25 545 7738 tEOTUBE W DPTA  DOTABR TETA[K) i o 55— Flt F A AU
SRS & A SCTA E A PR, FFd— P A A H L+ (D o

[0413] SIS AP EAEA K A RIIE 2 W o IR 88 A Ak B PR LA B ) o ddk
PR BN D FR Y, ISR AT 5 % 2 G0 40 B S8 ) A AR ZE R A1 i (& 0L 3B &R 54,676,
980) , 3 FI TG T HIVEZ: (3 IW091/00360; W092,/200373 ; EP03089) . AR iZ LA n] 7E4A 4
1 FH-& B 1 s ih 2 R0 5 1 B AE IS 0 S A BRI J7 v il 4 o 9, o] DA B
A AL B S BB I T R TRk SRR A A e B 2 o FH T 0t B 1 540 53 1 4k 7 S 4914 7 T 2
BRI MR -4 -3 B T MV g R (mercaptobutyrimidate) BA A, 40, 7E 3R £ H] 54,
676,980H AFFHIHTLL

[0414]  FEZRG N 88 DhRe T7 HAZ T A R B B gt n] DL A BB, DA 3G 58 , 1 2, Ak AEvR
7 5 75 ILPSIE 54 TR 9C 1 2 93 MU e H (19 A Rk o 4 4n , W RAKE — DN ECE 24
TR 2L 51 NFelX , AT o VR A5 1% X 330 T2 il B 1) 8 o ] I AR sl [R] SR AR Sk n] B
U 1) A B 70/ BSCH v B R MAR A 3 40 240 3 0 AR A4 RS P 4 e B % (ADCO) « UL
Caron %5, J. Exp Med., 176: 1191-1195 (1992) fiShopes, J. Immunol., 148: 2918-
2922 (1992)) o Al L, 7] DL T AR 250 S , BA A XE FelX, 3 HL AT A A 3 55 1 %

52



CN 104540851 B w Bg B 50/72 7

B fE FIADCCRE /7. (Z Wl Stevenson %%, Anti-Cancer Drug Design, 3: 219-230
(1989))

[0415] A B P R A5 66 T 40 MO B PR R g 2 (OB (2 0% PR A0 L TR K
BN RIE R B W B E A BO , BUSCH PRI 2 (RIS RS2 B PuiR R R E 2540 .
[0416] AT DAfH AR B S PERE 2 S BRI BRI B ARE , IR FE R AR S S T A B
HNERRARE CREAZRIRFT D , B RREE RARE , A PR RARE, 9 R AR, o il B8 0, AR
BA, A REA, FFEREA PAPT,PAPTT, ZPAP-S) , 35 JRHNEHIF, B M & A L&
B2, LR E (sapaonaria officinalis) #Ifl5), AP 2 ,mitogellin,restrictocin, My
Bz, i 2 MR a8 I3RS T 77 AR T8O T 28 A U ) 25 MOBUR M 2= - S B
JE2Zp 1317 1317 S0y pisep

(04171 i Ads 55 2 o 5 M R R 55 0 mT LA FH 45 X D el 1 A BB 91 1] %, 48] N8 2T
WA HE -3 -k g F 53 FERES (SPDP) W& EHR 230 ke (IT) & BR IR A W ) REATT
AP (I PR T R R ERER IR L) IS PEERSE (i ZRR ANV iR S IR (BESE (I
) R -E B E Y (X O B B R B L) O ) OU-E B ATAEY G- (i -
HEARBE -4 ) . RE R QR IR2,6- R EIRED , AX-VE RIS (i,
5= 2,4 HHETR) BN, BRI R R RER T WIVitettadf, Science 238: 1098
(1987) JIvidk fil] £ o B — 1 4FR AT H 1 - 5 B0 AU o8 R -3-FR 5 I 4 R = Jig 1. 4 iR (MX-DTPA)
& TR B0 PR H R 5 SRR IR I 7= I PR 530 (2 I0W094/11026) o

[0418]  JISLLATUEAL AR N SR TR B, K E &R0 AT 58 15 7 AT AR I 31 A & B e 43 21 19
k. (S0, W, “Conjugate Vaccines”, Contributions to Microbiology and
Immunology, J. M. Cruse and R. E. Lewis, Jr (eds), Carger Press, New York,
(1989) , HAF N 2183 51 FHIFAAR SO o

[0419]  fREXT] LA I ARAT R PIAS 73 45 & B0 AL 2 SR SE i, R B SR 5 e iR E &
1% B BTG TR X M AT DLAFEIR 240 2L Bl LA &5 & R 45 6 VRO S 45
HMEE G AHRE AL S5 G I 45 & o LA 456 ATk IR I BE 1 B4 5 Bl A1
D T8 AKRSEILL IR 2 B2 i8] TR &8 4+, WA R ik,
BB E . Bl AR MR ARG AT LA A AL S, i 0B B ik — L B
B TG . — SRR IS S % L U RSS2 i XA BRI A B AR 55 R AR
Hh L R A SR A5 7 TS e B DL AR IR ) 75 49 o (B WKillen M Lindstrom, Jour.
Immun. 133:1335-2549 (1984) ; Jansen %, Immunological Reviews 62:185-216
(1982) ; PA tVitetta %%, Science 238:1098 (1987) o).

[0420]  PRikfdekESCkP A k. (S, #1400, Ramakrishnan, S. %%, Cancer Res.
44:201-208 (1984) HiA T MBS (M- SRk V. i 2 FF 19 Jo N30 5t 98 1 IV Jrg 86D 1 456 o
&2 W, R E LR 55,030,719, Hfiad 1 il 55k L1 U7 sUAR B B A s AR ZBE AT
A A AR B I E B ALERS . G)EDC (-2 33— (3- AR T ik Wk h
BRh . (i) SMPT (A—BEHIEE TP S B —a— B F—a— (- IE 3 RO - %€ (Pierce Chenm.
Co., B3 (215586)) ; (iii) SPDP GJ¥ HAME IV i 7 -6 - [3— (2-REIE F —Hi A0 Bt A ] ORI
(Pierce Chem. Co., H'5216510) ; (iv) fisiJL-L.C-SPDP (fifi 3 B ¥H L V. f6 [3— 2Rtk g &
TERAD -TABE RG] CEREE (Pierce Chem. Co., B35 2165-6) 5 LA (v) 484 BIEDCIH) fifh B
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NHS (N-$2 S SEBE MLV % : Pierce Chem. Co., H 3524510 .

[0421]  RiofA kO B AR BN A S, N 2EE SR A AR K E-10
S BT o M8 T, e R T T ) it B -NHS IR BU 5 R 2 IR MR IV o B —NHSPR BE AR E o« A0 B ek i
NHSPE Lb il 3 -NHSER VA fif 2 5 /N o BEAh, 33k SMPTAL & HAF 2 (R FEL I i, 7 mT A %
HARM AR E NS EY . —maidhe, £ IGO0 T e EARE , Ry — i
HERAEAR SN R, BOE DI SEA Y] FH o5 ) A2 T B -NHS AT DA R 5Bk — & AR IR A3 2
P o 24 Tl -NHSES &8 A, il — P FEABIRE CWIEDC) JB R B 5o 7 i bl S b rey e — I fl A
IS B2 B 4P AT

[0422] ST A FF 40448 AT TC A Dy H 3 JE B o B0 25 A4 () I o 44 1 1k A 45108 2 4
M7 VR4, B4R TEpstein 28, Proc. Natl. Acad. Sci. USA, 82: 3688 (1985) ;
Hwang %%, Proc. Natl Acad. Sci. USA, 77: 4030 (1980) ; L Kz 3EHE £ H|'54,485,045
F4,544 ,545 . BA IR PG RIS (7] 19 6 AR A FFT 3R E L 455,013,556,

[0423] 5 G HEI HE BuAd mT LAASE FH 605 G B AR el L[] B RN PEGATT A AL IR % i I £ B
fi& (PEG-PE) I JIg i 4 & Wi ik JobH 78 vk AR 1l o T B A i ik B e AL AR I ik g A 55t DASR
B HA T BRI R . A K BRI Fablfy” F Be ] iMartin®s, J. Biol. Chem.,
257: 286-288 (1982) ffridiid T s e o S 4% 4 B g A

[0424]  HRTLRAGUAKA1E H

[0425] g FE AR 2 , MR U5 A A I IR YT SR T HR 5 6 1 1 oA RUE RT3
R — AT i PSR L 1 B 8 L 1B IE VT 32 55 o VR 2 A E K R T BL LT BB 28
FIME ENH) &b 77 8 :Remington’ s Pharmaceutical Sciences, #515fx, Mack Publishing
Company, Easton, PA (1975)) 455 &H P Blaug, Seymourf]&587% . XU HFILFHE,
U I B I 7 = N =g N | I N = i R = Dl e i e e RO - S G
Lipofectin ™) \DNAZEA W Joak MR USCRII 77 7K A0, ek ATy A 7K L 7 B 20 L) (&% B+
MR ED CEEAREER U A5 5R G B EARIR AW AT R IR S Y] LAE &
TR A B RIE 7 ATV, SR A M 5 405 T Rl 2 AN A o] 700 R I L il 5915 e P i
BAAEAEE F AR AR 2K 182 WL, Baldrick P. “Pharmaceutical excipient
development: the need for preclinical guidance.” Regul. Toxicol Pharmacol. 32
(2) :210-8 (2000) , Wang W. “Lyophilization and development of solid protein
pharmaceuticals.” Int. J. Pharm. 203 (1-2) :1-60 (2000), Charman WN “Lipids,
lipophilic drugs, and oral drug delivery-some emerging concepts.” J Pharm
Sci. 89(8):967-78 (2000) , Powell Z£ “Compendium of excipients for parenteral
formulations” PDA J Pharm Sci Technol. 52:238-311 (1998) VLK. rpxfTF =T 27|
P32 R0 1) o1 700 T AR A AR R A ME B 51 R

[0426] A BIHIIGYT #i54), HARE AR P FUTLRAGUA , TR 7 B AR 5 S FHOS R
REAH IS HIREAR o« AR IEHR I 1 ¥R 97 B 5 T2 AH 5 o e AH 58 B RE IR 1) J V2 o a1 A
PRAEI TR T8 W 5, a0, A (BRAL T e ARG v S o hE 1 N BB RIAT 1R YT
J7 58BN, AR I FUTLRATUR S AE 1 B S S PRI A1/ BUR PR IwRE B ¥R 97 Th A RGBT
TH AEFE B SLTt 7 Zeh , B p& A3 F Y, a0, ] | oh AECH R TLRG 5 4% S B BT TLR4HT
& TR IT B 5 a0 e A1 /B0 PR E
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[0427] 7 G PEGm ARG, 10, SR VE S s 45 A0 (AIDS, 2 B B & S ik
Ay BRER TR (BETT IR EL R AR R PUBETR SR A AE L B B S MR K AR IO L B & s
PRVE MM . B & S R 26 B B S M B (ATED) « B oy PRI EL 38 A 45 A Ak
(ALPS) [ 5 #5 P 1L/INKR /D 12 505 (ATP) o 1 ZE R O LR 1 R PR VS B RE R 4%
18 1% 57 G )% D RE R £R B 4E (CEIDS) 18 MR 48RE PR B B M 2 A PE M489 (CIPD) VRHR
HKRIGIE VA BRHEZ IR  CRESTLEAE « 7o B B3  Degos Q7 « 44 24 57 L 98 W BUIRIRIE | i
RVEVRA BV BREE A URE A 4E WU -4 4E L2 B8 B R B S AR RIZR AR A G
PRI e R M AF 4R AL e R e /AR 2 PR S50 (TTP) L Tg AR 9 e By 2 A6 2R 58 JR 7
LIAFE RIS PEICT 28 (Sti 1 LRI AIFE R KB PER T & Mg B2 R R B TR 4 20K . 2
R FRENLE 7 GBI ML W 2 Bk R L 2 30E R 2 AR LR B4R RIB 2 1
82 R MR RN B LA R PE T Rl BR B (3 IRE & JEUR PR RV T PR BB AL R T s AR B o
TPV IR A GERRIREEBAE S KB S RIB PRI 28 L 46517 B s AT VE R4
PERBALSE (PSS) , WA R N RGE PR ALAE (SO))  TIRLE S 1E VB ALE S1E . RG ML FERIE .
Z KM RBIK R sk 4/ B 4u R sh ik 28 50z PR 45 1 2% - #2602 28« IR = A% 4 ) 2
il

[0428] 5% T Jog hE AL FE L 45 20, 1 AR S 1 A PR o 8 PR 9 0 1) 481 A 5 ) B 2K g BRI
995 ~ I Wit R L PR AR S RO AR S RN BB R R A,  SCAUE R I LIRS B/ INER'E R BB
VBT 508 Y MR B L 1 D1 98 S UCHIE A PR 2 SR 88 B R AL L/ 2 8 IR 9 T AL XY
FECP AL S LS A i 4%

[0429] 5, HUTLRASUAA F] FH-TI6 7 A7 1) (ROLPS) 5 3 1) S M 2R A B2 0 AT
b BT JE TR 0 0, 1 0, 48, 18 MR RE 2 PR i s AR N (3 L0 Neill, Curr.
Opin. Pharmacol. 3: 396-403 (2003) ,idit 5] FH A HAEARLE L IF D o IX EediiAis m] LA H
TVRIT LB AT Y B S M « (LehnardtZE, Proc. Natl. Acad. Sci. USA 100:
8514-8519 (2003) , HH L 51 FHA AR IEN) .

[0430] b4, AR B R oAt v DL RAEYR T NG ST 00 » v 4, 6140, B 591 98, FL pH BB
S5, 9 21, 20 A 38, 3 et >k S5 5 P R TV ) NI DR i A TLR4 o PRI AT T N
B TS, 4 Hsp60 (3 W0hashi 2, J. Immunol. 164: 558-561 (2000)) MI4Fi%EE
9 (Z W0kamura %5, J. Biol. Chem. 276: 10229-10233 (2001)) LA BBREEH 2 1% B i
FR.gp96.B-F il & 2B R yEEE A S B, Johnson 5§, Crit. Rev. Immunol.,
23 (1-2) :15-44 (2003) , HARAH s 51 A DA AR T O AR B Fi ik, ik ] LA
TRIT &M RO I I B9 140, BT WAL 38 AR e I el B 2 L o R A
B AH ORI A0 L RE B A8 G 5 AR R BH B A m] TR I8 AL RIS CVILTYD AR
RIE A MR F s (CVALT™) o

[0431] o4 TLRA Th 8 n] B A& A s (1 FL & 2 g S AL 46 , 49, 1 Pk 28 0 (il , i
BT R T R Wi A DR A2 VR 2R « B B S P e e (A8 5 9% 14 o) AN B ik BE R AL (=
O Neill, Curr. Opin. Pharmacol. 3: 396-403 (2003) ,7FidE it 5] A DA H84A 5 N
A3D .

[0432] 33X 2 4 25 AH ISP RE AH QIR IRAT AR B 0 JO0E L R A B AN VR R
BT 28 X s PRV A L OC 7 SR BRI IR TR PP S (i B B S i PP R AR XL K
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NG FRET L T 18] FJBR AT  BR BT Sk o PR P R IR A 0 e A o 30 By I R 8 g 7K
AR ST RV PR B2 R ST Wi 1 SR R I S RE DR 1 451 S JIE R IS BO{EARS

[0433] 455 FI-T 2 W BIG T 7R i S B AH SR RE AT AT 2 AN D5 VR R B 2 1697 A B30 S
FHIGIRNE I — Pl 58 22 FieREIR A 980 R W AR T 7 e IR R 4

[0434]  FI-T- 506 B A7 Fv /5 B0 5 S R 1O 70 A4 190 7 v, /B T AELAS IR T il K 4 922 MR Y 00 72
(ELISA) AUASUIR N B A B 2 SHHEA.

[0435] 45 #Ei% WITLR2.CD14 TLR4 MD2. TLR4/MD-2%8 A BATAT to 1 1 BEZ 44 (B3t A
BO B fiAAT] LA T ARG A AN -5 X e SR 5 A RN/ BUE S IS 7, il AT
X G B AR Y B AR ER AR SR KT, T2 iE, AT EA RS A — D E L
T 77 Fe b AR AR IR S B, BT A B AU ER R IR A i e S PR R A4, B 5 B AR AiT AR
(R JR 45 B 5 A, PR 2938 20 PRAL S 1) OB SO “YRIT R

[0436] A B TLRAS A o] AT AR v R A S 1 0 6 02 58 R L J2 BT B B 3 UL 90 15
R HE o AR K I BUTLRABUAR BUH F BO RIAE ST B AT B 23 8 7K AR Al IR
SRR PP — B8, 1, AR E 45 72 1697 0 BRI h k. AT LI R AR A I (RN 2 5%
FO BRI TP T A AT B AGr 00 o RS I S5 ) S A A AR A5 A A RO RL RO B
AN R RERITBUSS T A4 6k o 5 3 PR T ) SIS 45140, 7% BRORR L S0 0B P Tl T g L B L
A B 2 5t BB R - A0l B 4 B SR S O R s R MR/ MR MR R/ )
AR RO R LB AT RO R IR EIR OB R VB SR SR RO
R PH B SR 20 5 s RO R SR AL S oK s AR RO R SE B R B R
i 6 R AKBEROGE ), LA R A G BB AR S A48 T P L P SECH,

[0437] AR BRI UK  ALF% 2 pa b | BR TR L NIRRT 4 N diiddk, i) BL IRV 770 KRR Y
BRI TR 97 B 0 R b 5 45 5 BE A e RS BORE AR R SR B H . HUAA
FR S Diade — Mo L AE ST B A e R PN 2R AN T e 700, TR R T
L ERFRES A M B A R U R it FH T LA R 5 B4 | B PR 1 15 5 4% 5 Dh 8 - TR Tt
FH AT DA 63 B A1 | B - P 4 5 HL R SR 45 5 1) MR ICAA ) &5 5 o 81, B AR &5 5 3 0 v AT
LPS5 IR AE 28 PR 40 M DR 1K 7 A

[0438] A B B SUAR RO VGR T A RCE W SR IR YT B AR TR S & B g
(1), X AT RA e SuAR MO ER B J5 1A B 45 5 A ELAE A, AR BB B0, TSR R 35 DhRe - It
FH T /5 0 S0 3 — A2 B T A e HORs e PR U R I 45652 A 77, O B B T v i FH 1)
T A4 M EL it FH T 1 L B ) R AR AR SR 22 o F T AR K I SR B BUAR F BURIR T
A R 2 0 LRV AT DA e S BR i S A 0 AZI0.L Img/ ke i H 2 £)50mg / ke #4
B I [A) 25 ZPER VG AT LAy 0, B R PR BB — 1K

[0439]  w] LA LAZG WA & P08 20 HIAS K I BAR B v B, FET 2 Age i MU SE TR
J7 A WIfERemington: The Science And Practice Of Pharmacy 19th ed. (Alfonso R.
Gennaro, %, editors) Mack Pub. Co., Easton, Pa.: 1995; Drug Absorption
Enhancement: Concepts, Possibilities, Limitations, And Trends, Harwood
Academic Publishers, Langhorne, Pa., 1994; DA MPeptide And Protein Drug
Delivery (Advances In Parenteral Sciences, Vol. 4), 1991, M. Dekker, New York
HR AL 1 AE T & ISR S BB SR AIE 18, DL S 7 s B 4R
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[0440]  Horbr A FHH0AK Py BN, 5 e 1P 45 5 B4 R 1 10 &5 5 &5 A 35 ) de /N 400 1 2 B2
PR ) o 1, 2 T HUAR ) AT AR X PP 31, ml it ik IR BE 45 & 48 82 A P I I BE 77« BE3E AR
A DAL 25 B/ Bl B ZHDNARE R 72 42 (I, il iiMarasco 2§, Proc. Natl. Acad.
Sci. USA, 90: 7889-7893 (1993)) o il ik il LA & — AN DA 0 TG 7 1 BoAf e K
E T 00 75 (R0 PR S » 0% L AT T RINE PR S5 A AN R 2 g IS 2% o AT 3 s, B 5 A
Fr i 20 -6 m] A0 G5 3 D R (10000 5 1 20, 490 4, 248 e ) 440 o T 5 AT R BSOAR KH
il X 5 LA T HUE B A N EE G A A THE .

(04411 3 Pk Rl 73t ] DA ABL A2 e 8 o, T B e 4 7 4% 9 4 3 R R
BT S SR A, 4900, 42 R R A 2 3R B I S RN IR (R L R S R P D U , 49l A
AR 25 W i3k R 4 (AN g Bdds 1 2 IO SICELTR S G oKORL - oK I ) BRAE R L VR
H,

[0442] L H]T 44 A i I 1l 5010 A T TR ) o 3K 25 b de e A0 P S/ B 0 ed e e s T
[0443] W] LA il 24 G il 751) o 2 86 1] ) ) - 0 S A7) A0, 0, 5 AR ) [ AR i AK PR SR B M ) -
BB VR, Horh i BT A sE AY 7 i TR 2 490 2 9 R B A B o 5 R Jo ) SE 10 AR R B
IKEERL (7, 5 Q- O R-F IR IR ED , BUR (CIEED) , B2l GEE 0] '53,773,
919 , L-HARM v -LH-L- B AR ILRY), AP FEMER M- LR ARl , AT g 5L
R~ BE BRI R W WILUPRON. DEPOT ™ (P LR~ 2, T2 P SR A0 RS oo TS i R A o T
STRREO , MIZR-D- (0 3-8 5T R BRR B A WE N L Ih- LR LIG B MALIER - L BE IR RE
WERE IR o7 BT 100K , {H 2 JiE 8 7K Ut FeORE T30 1 457 S8 4 1Y I 1] B

[0444] R Y5 A K BH 4044 ] AR FH T A IR it v 45 5 38 (BB 1 BO AR AE R 71 o
FE—BE ST 7 e, iR oA, & ml A DIAR 10 o Siid A2 2 e B 1, SO AR el , B v 1 o AT
F 5E B ko H B (B WiFab scFVERF @by 2) « % TAREF B BUR I ARIE “Pric ™, B 7EikisE
T I AR CRI B H0 PR WY o1 2 3R BB AR B3R B BB AR ) BLRE bR, DA AEIE 5 H
FEFRATH J3— Pl R SRL PR B AR BT B IR TR 422 PR 10 o [R) 4 10 %) S A0 45 45 6 A%
O R BTARAS MAIZiAd , A A3 R s AR 10 [ DNASRET , {843 & 7] DA thRic 1) 8
BRI ZAT I o ANE RV B AEALHE RTG53 B I A0 23 AR A AE )i , LA SO R A
FEAEI AL ZA S A M A YAAR o PR SH AL 55 A0 AR AR W AE ™ 100 A5 P P T A2 L 980 R L 98 1 % 4 B
J G B LY MR BROAR L o R, A R B B4 e D7 2 ] FH T AEAR A A o A I AR P04 i o
A3 HrImRNA | 2 B R ZHDNA . 5140, AT 8 I 43 B A20mRNA R A& 2 B R A FENor thern 2858
HF AT ZR 5 o F T 073 B P 2 13 ) A4 A/ AR B, 455 1 K e 72 W BfT I 5E (ELTSA) \WessternE]l
5 P L NG 0 5 o FH TR 43 B 40 2 DR 2 DNA AR A0 R FE Southern 2248 . T
HAT MR 74 T, B “ELISA: Theory and Practice: Methods in
Molecular Biology’, Vol. 42, J. R. Crowther (Ed.) Human Press, Totowa, NJ,
1995; “Immunoassay , E. Diamandis and T. Christopoulus, Academic Press, Inc.,
San Diego, CA, 1996: #l1“Practice and Theory of Enzyme Immunoassays , P.
Tijssen, Elsevier Science Publishers, Amsterdam, 1985.}t4%, H-T4&M9 ¥ &EH
AR N R AEE SN AR IC It 0 A W0 8 B AR o 0 4, Ik 044 AT AR A RO PR AR
Y, HAE b A7 AE A B AT DA 1 ok AR B A KA o

[0445] 24U &)
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[0446] A J I HTAR BT VA PRk & 2 Ik O SCHREBRCH “SEPEA ) B HATAEY . A B
AR F YRR LAB N3G & T it I 25 &1 o BRI AL A W s R b A 35 B A ok v 3 Pk
ik 2 IR N2 2% b mT e 52 I B0 o AR SCRT K, RAE “25 2% BT 822 M 8UA™ B /A5 (T
AT FIET A7 551 43 B0 JoE A B 400 T A0 B 8 7D S V8 R IR WA B AR 7 55, 5 24 ) it FH A
B A TE BRI T AU B PR HE S 2% Uk AR [P Reming ton” s Pharmaceutical
Sciences, 7EIGIEIE 51 FHIF N o 1% SE A A B0 B 7 K D02 SE 49 468 , AEAS PR T, 7K L 3R 7K LAk
P& EQ VA VAL 8 A VA VRURTS %6 ALY 1 2R 1) ot P A L A A Al K A4, o s b T
P24 PRI BRI 30K S A BRI 5] 6 A7 P A AR AT SN ) o B AR AR AT AR B SR B ) S5 4%
VAL B A AR AR 0T 5 75 01 HL 7R 20 A W b (848 FH 2 IO I o 0 78 (9 35 PR A & Pt 7T LA
BNAEY.

(04471 2 W14 28 0 2EL 5 A At T i ol -5 L T3 e FH O 12 AH 2% o i FH I 72 1) SE 491 0. 465 i
A, B0, B P S BRI AR BB, W N L B B, SRR 4K AN L e . T
W B Ah K B T B2 R V8 YR B TV ] L6 DA 443 < e B RE R 1y 5 FHOK S K
VAV S I R 2 O TR L A A A s P U R B O R R R
B s FUAA AL RIS T BT R AL R SO B R ALY s B A 1 2 VU 0 BR (EDTAD 5 2% b 7713 s
B2 b A R R BRI R £ L A1 T R 5k F0 3R, 1 a0 S BN BR800 o pHnT LA R B
5 0 EE R B AL AN T Y o B B A SR RT DL 2 A E B R B e IR R R
B HENIP.

[0448] & T3 S48 FH 0 25 W0 40 & A0 46 TE T K VAR CHL ROk Rl D B SR AT T2 1
T SR VA VSR 3 B P W ST 1] 5% ) T2 B 2R o 6T 5 M P R 53 ) SR A i AR R K L 1T
WK IR SR B R IELTM (BASF, Parsippany, N.J.) BUBEFRZE mEhK (PBS) o FERTH 1H
LT H A AETC I, - HSZ AR I BIATAE 5 10 B PR R BE R A4 B Db 207 il 1 A il
FF56 A TR 1, I HL 2B LA A P 0 20 T R T 19 oA T AR AT - B4R TT DL 2
A BINK S CB 2 oEE (B, vl T B RRAA R £ D, R AENIR ST
FUBL A B 5T o T AR 24 (0 0 sl 1, ) 40, 38 fof /AR G R T , 3l 3o 7 o B A 1 1
BN AR FF T 75 VR /N A B3t A FH 2 1935 1 790 o By L B AR 0 1 4 P T DAl 2o 25 P b 40 1
FGTE B RSk SEBL, B G i 32 2 2 B R B 2 &0 T I R L USRI R L BRI R &5 . A VF 2 1%
GUT , FEH AP B IR AR S A, WIS, 2 ol o E SR LAY EE , SN . PT
SFAH A 00 SE K e T DA 7 2E A 4 R L B IR R R (K 5D 5 91 B, B R TR R
SRELI.

[0449] W] @ IEAEIE 2 VA FIH LA T 5 R AL S L K T BZS0 i 4 2 — B A
A MR HE T 25, SR 5 b 98 K T R il 4 T0 Tl I VR I RS PR A BN RIS A SR
SN TRIGRISR B AT %516 B BT 35 Ho 8 Bl 2 1) TE B A0 2R ] 2% 43 Hods o 78 FH T il 4%
FE B VESHR I B AR M AU, Bl & iR B T AA R T, WL S A i e
VA TRFAIE TR A I _EATAT BN 75 B A R R

[0450] 1 ARZH A4 — M0 FE e PERRRE AT mT £ FH A4 o e AT AT DA daf 20 7 1 s e v B e
R 78 0T EV RIS T B 1 36 PR A 7T LS IR 1458 6 91 LA R 77 B R B 2 1) B
2 AF FH o 1 IR EEL A 42t mT DA A A 8 4k ] 8 PRI 1 7K, e Fp 7RI A B i vh Ak S 4
28 1 B FH IF e Sk R BE T - 2425 B AHZR BORE & 7R/ B0 IR R T LS E N &)
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(R —8B 73 o BT IR v 70 AR BT 70 B 7005 AT 2 A ARART BA S B B B A5 4 - R
TR i AR 4 2R 0 B R s TR 70 e b B R S R A 70 A R  Primoge 1 BIC R K €
¥ s U R A R BR BE B Sterotes s BV 7R 0 R A4 — S Ak 5 S WA 770) 20 o W EORRE KS 5 BCTR R
G K A% 1 R RS PR 7)o

[0451] % T i W N it FH A5 0 AN 25 28 B2 e 45 DL A0 e 25 1) T 2 06, prik
TN 25 35 800 BO 28 A0 5 B i A7), 491 = o — A8 Ak sk, BB 25 45

[0452] 4 By jifi 0 ] & i o 8 R JBE B 22 B T B o 0 T 28 R JEE B0 28 B it FH 8 il 551 o 4 FH
MR BRI NG A G RBIE R B R T AU i, ¢ AR, wlw, HT42
R A 25 5 77, HE Y £ R0 9% 78 b BRAT A2 0 » 8 R e FH P S et e A B0 55 51 B0RR 71 R S
IR o WFT- 22 B e FH 3 T AL S G i R AR TR RO VBV BEIRE L E -
[0453] Bk AWt ml DA LA ) B T 2l 24 (ol , 50 S R 5512 o g , 49 fun o] m] JTig
R0 H D B T B i 2k i i B A )

[0454]  FE— LT B, 58S E & E LS, BTk 8RS R0 E W e T
TEM AR B 18 W B3R, R AN R 33 25 R4 . m] AE FH AT AR VR s L AR
ARG, BI040 B8 £ AR BE SR 38 CBETR B I 58 i R i AP 58 FL IR o il 453X
A TR 7 VR TR AR IR R N R R B 5 W M B AT L A AT za
CorporationfliNova Pharmaceuticals, Inc.TRM3R1E .8 FE S EF R GRS HEN AR EDT
JorL T B o o B A S 1) 52 S e A M 1) g B A4 ] DA R AE 2 2% b mT 52 1 ik . ] AR A A
S A N T LRI 7 V5 ] 250X L, ) an A T3 [ B R 54,522,811,

[0455]  DAFFI& S AL B K] H B B M sb AL A5 0L & T AR &= 10 38 S P e
I o anAS iy R A 202 Fa 1 S AR 8 — 5 TR 78 RN ) B B Bl
B s B A A Tl R 2 H LS B TR B 29 AR e A DL AR IR BB (1) YR 7 2R B v
AW X T A B I 758 A R QI U0 BH 2 FH ¥ PR A B W ) e P BN S SR ) 4 e 1
J7 G CA ST 3 P P A A FH T AR B a7 1 P Ja A o [ 1) PR ke v s, I L
R T35 PR A A A (1) e A T Jo R 2 SIC TR ) e o YR T 280 SR DA R TE X Pl ML S ) B T A
ARG ST 1) B s H (] A7 1) PR i o

[0456]  Firik 25 M) 4H & )3 [A) i FH U6 B 50T DA B FEAE S 4% L e Bas o

[0457] 2R BHKEAE T 1) SE A ok — 2 R, AN BRSO SR o 53 1 AR R BH () 38
o

LR

[0458]  sZjififhll A2 5E £ BEME TLRAFI A TLRA/MD-2TLRA%: Y51 7 A

[0459]  F3 7€ () BEMR TLRAFI A TLR4/MD—2 ) %% Ge—AE LT T ik 1K 2 71 4 CHO-K 1 441 i
HPE A

[0460] > A TLR4 LT3

[0461]
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[0463] >frf@fE TLRA S HEMRITH 1
[0464]

: N AN ¥ VAR e N
SVAYRR : RS T N
RERSEECH G RUSRSEERI RPRTRR R LN St s

Ly

RSO

QR
Rk

[0465] S T-CHO-K14MHY , ¥4 ZmAEN-Kimc-Myc R A ARZE 0 ATLR cDNAFIETEEMETLRA cDNA
5ifE ApCDNA3.1 (-) hygro (Invitrogen) ,Ff H A gaddC—KimeMyc Mt FI CRAIFRZER A
MD-2 cDNAWLEE ApCDNA3 (Invitrogen) . iR#E Hli& w K F5 7, 18 FFugene 6™ ¥
(Roche) & A TLRAFN AMD2H4 A4 SL 54 e N CHOZH I o 7649, & 500ug /mL. G418F1250ug /mL i 2
FBFF YR A Invitrogen) [H5 57 o B b A2 2501 40 i o iR B il 12 7 119 46 e A FH

Fugene 6™ 37l (Roche) $5 & B METLRAM) AR 5% e NCHOZN MY, FF 2 iR K 5%,

[0466] Ay Y i FEFIk ATLRA/MD-28 &4 E £ R TLRAK 40, K 1x 107 CHO 4 /mL
FEXNFE1%BSAFIL0 pg/mL 8K I CHLTa B $i44 (Roche) B 10 ng/mLiTLR4 £ 1 1C6 8. 573 % 71
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# (NovImmune SA) [ 1xPBSH B & o4 AL 65— IR IF 88 J5 70 A0 R 9 22 vl h S5PE-Z A 11
20/ TG (HHL) 34K (1:200 #5 Bk s Anwara) — 0 & o B8 5K 40 i 55 3 PE S ER
(Miltenyi Biotec) —M2iF&E , & 1tMidi MACS LSKE. e iR B8 704 b (10 40 B 35 i e 5 2
FEBATPUAE RIE PR B ik R B IK , B 23R 38— B )R 18 A TLRA/MD-252 A ) Al 43 1
HETLRAM S O FE A

[0467]  sjiafs2 15C1FUAARHI CORBE AL AL FHAH i 2 i 1% 4

[0468]  AVEALIIHTTLRAGUAA 15CT (ISEE £ R HIE S 11/151,916, BLAEMUAG J 3 [ & F)
7,674,884 BTk, A SC R A R RISEQ 1D NO: 43F14) #E4T IE BIBE AL AR 15-45 4 fr i
JE AN/ BN TLRAR BRI BE 85 FILPSiF S0 TLRAA S HATE 78 PRI A DR 7= AR [ 44
[0469]  >15C1 VH ZJLFE 7

[0470]

[04711  >15C1 VL &I F7
[0472]

R T T R R T N e R e
ORI NN R R PNy we RIS H R R o s A
SRR ek R e R RN AR NS TR \i o

[0474] 43) AV, (SEQ ID NO: 4) [X 55f% ARavn %%
(Nucleic Acids Res. 2010 Nov;38(21) :e193) HHiik [ pNDSH A% o fai 11 = 2 4% 5 1)
Neo TFR il A7 23 F13” i) Xho T PR il PEAT m0HE ValX SR A Pe IBRT- S 0K 7 FURIAE L N o SR )5, 1
FHTES " 87 Sal TRR il PERG FIZES” (1) No t T PR i P A VL DX e N B4 3k 7 B A SR 1Y 5 DLTE B G
REAE H.C— K i i Rl & B 6xHis Flc-MychrZE Fp ITTEE A I 15C1 scRv R4 E44

[0475]  SRJEf/EEEEE (SEQ 1D NO: 44) BA2%E (SEQ ID NO: 48) ICDR3H 15 MR L]
S BB HLAL LA AE 64N SC R LR K /N AASx 1075 2x10%) o A5 B I AN [A) SC P SR 7E R 3
g4, KR XRIMTEE IR

[0476] 3. 15C1 CDRH3 FHANLSCHE .

[0477]
{SBQ 1D NO: 44} -
””””””””””””””””” A R X X X X X A F /P ¥
AR K D Pis X X X X X
X3 RIR K v R N X% Ry
{SEQ ID NO: 47}

[0478] 4. 15C1 CDRL3 FEALSCEE.
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[0479]
isgloEd 1o gl éE s ETETL T
{SEO ID M. 483 5 5
{SEQ ID NO: 43) |
T3 ¢ g€ ¥ ¥ ®X|%¥ EF %
(SEQ ID NO: B0} : ’
5 ® & 2 X ¢ X B X T

[0480]  {ifi FHiX 6 0 FE AT SEC e 3% 31458 F sl i R4 Bt EL AT Pl 45 B IK 0 T 1 AR 44 i3
ATHE - fAl T & 2, 15CHEAM ) scFvIgk B A& SCFE (1012 PRw (155 23l FH AL 253% Gw/v) it T
FLIFIPBSTE 2 5 N 7L 46 R & 2% LB P — /e o SR S5 B P B AR AE 37 °C /5 % CO2 7R SG H
O AL A 2% (v /v) IR S FL U PBS B ] () CHOZH i | (AET 7535 52 M 80%IL & ) ik %
(deselected) — /NI o ZEIE PRI R B A4 R i AE R 8 B B TLRAM CHOZH . b 7E = 1 & 3/
i IF B AER B o SR J5 FPBSHE 4 e 156 K o i 3 5 I L) 7 5mMT AR B 0 J 485 A 1O e T 44
B f5 28011 Tris—HC1 pHOH Fl SR J5 K 10mLA8 B K I TG LA TN B T761; - H AE37°C
WE A LN FFE A8 3 B R BCGR B TG L &5 73 e 2R 0 A0 R LA S8 1 38 50 HH o S L I TG L AE
3000rpm & 00154 Bh I BB AE0. SmL2xTY-AG (2,2 100ng /mLZ % 5 55 2 A1 2% &) 8 1Y 2x TY
B0 IR IR AT 7R 2x TYAGER flEBioassay R b fE30°CHF B IS A5, K 10mL 2xTYAGES I FAR
B IR HONGR S 40 5% 42 B50mLIE P AR o B85 0% H Il 2x TYAGHS N 21 41 &
TR DUORAS L 70 H T I B MR P o S PR B IR I S5 4 iR (R R AE-80°C o

[0481]  SZjfafs3 15C1scFyASfA ) ik

[0482]  MyEEANERAE N scFv SCEK — M VAR T-Vaughan 28, (Nat. Biotech. 1996,
14:309-314) , 183 51 A L BEAR I NARSCARYE T BT 54 0 B AR TLRAGT e 15C1 scFv AR
A ST

[0483]  JH T It 1) scFv /& Rt 44

[0484]  FEJE [ 3RA REEMETLRAMICHOA M & bRk ¥ fa , B e R kN B AL B
0.9mLIY 2x TYAGH: 77 J (0. 1% &) 5 AR FL I E W e AR I AE37 C A2 K5-6h (250rpm) « S8
JE U INEEFL100R 1 /E2x TYRF F2 2410 2mMF) TPTG, PAZA HH 0. 02mM PTG 249K i A8 T B AR A1
30°C i B IR I LA 250rpm¥BE ) o IR FLAR LA 2500rpm S 01073 B FF /N0 BBk EIB TR - 7E 1500
1 TESZE MR (50 mM Tris/HC1 (pH 8),1 mM EDTA (pH 8) ,20% REEME, % Fo1T 524 B 1
M7, Roche) H HE B PIE LI MN150 mIFFREIITESZE MK (1:5 TES: KFR) F= A (KB
PRV IEAE VK FI B 3043 B o SR 5 AR LL4000rpm BS 0> L0432 LA 2 B 40 M FURE i SR S8 B
N O EERE B 5 — M E T AR IR ERAE VK b F T AE 575128 00 52 v SRR

(04851 JHJ- I 2 1Y) . 3o B2 Wik R 1 7| 25 )

[0486] 5 o va R BREX IR FLAD A 1501 [ 2x TYAGHS 35 3 (09 A5 ) 1 &3 SR h 17537
"C (100-120rpm) A 5-6h o 1GM13KO 75 Bk B A4 5 in 1) BkL LA SRS 10 ik e S5 25 (R, 15 5%
b (RN GE L L0 B A4 JFAE37°C (L00rpm) 5% & 1/INS o K S5, #iEA3200rpm 25001043
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b /N0 R BB S E B AR 15001 2xTYAKHRS 37 55 b 3578 30 C A K % (120rpm) o 4%
Je AR BA3000rpm 2500 109381, 31 LR 5 18 33 PEGYTIE IR 4 A0 S W TR I BBV Tl i 5 2,
TR N/ 3R AR KA PEGS000 20%,NaCl 2. SMEIAL A0 B A 1 _E B b viie W s A . 1R &
MIAE UK L3 & Lh 2R 5 7E4°C LAB00Orpm 25 /0o 1 573 o 105k T A i HE X /E5001 ] TEZE Pl
i,

[0487]  ScFvigik

[0488]  fRIiM & 2 , £E G e ¥ 52 Rl 24 /N, K5 CHO—K 1 200 Jfa 136 12k £ 8 MR TLR 41K B 52 5L e 1)
CHO-K1LAEFFL5000 40 (5011 DMEM F12,10% FCS,2mM GlnH) (125 i 43 Be FFMAT ®
384fLJ65# 4R (Applied Biosystems) H o fESE0K , 40HE -5 /IMEFR 1) scFv JE B il & 4 (Bg£L.40
pl) fil1oul 5-HisAlexa Fluor 6472844 (1: 200558, QIAGEN) 1R & . 1-8/NIF (K & )5
7E8200 A I RS 4H11X (Applied Biosystems) Pl &40 7L AR B E S RER
FENETLRAR CHO-K L1y AS 25 75 B A= 28 CHO-K 1 4 (1) scFv g b - 3E 47 33— 2B 1 i o BT e 1) o
F&&1A1.1A6.1B12.1C7,1C10,1C12.1D10. 1E11 FI1G12,

[0489] 254 B EESR AN TLRAW) 2 5t [ W5 B 14

[0490]  10°ANCHOZH i Bk 2212 £ 8 45 TLR 41 CHOZH Jfa 76 i 2 2% b 67K, 2% - 1 7 A & (A o
53m i FMATIE B %A scFv (1AL, 1A6.1B12.1C7.1C10,1C12.1D10.1E1 1. 1G12) I AS[E ik J&
R DTUE ) B S B R B AR — B 8 o AE AT, 28 AR 15C L scFv R R AR AR A 5 vl B I 1 4 FH T
AN SR 5 B 2 R I T AEAH R B 22 il b 5 B e B AR — S XML 3 £d  F 122 IR T 4 —
FITC(1:50,Acris antibodies) J¥ & . i & FIFACS caliburif = 40 M1 (BD
Biosciences) 7 Hr 4 i o B 10 7R AE B G 24 5 1% Le 41 MU IR FACS 73 #r , L4878 1A1 L 1A6
1B12,1C7,1C10.1C12,1D10\ IETLAILGL 2TH A B b R 1A R B MR TLRA 40 i , 55 15CLAH f , H:
NGB IX EL A Y o St Ah , 1% e 2 SRR BH BT A s P BE MR TLRA R 2 e PR, R e
IAE G R IRCHOH L. .

[0491]  SK{BlHh, 10° ANCHOZH M BY 3 i A TLR4/MD24E &4 (1 CHOZH i 75 Tl R 22 i £ 7K, 2%
ALY A 8 A S R IE W1 B TR s PR AS [F]HR JEE I0TE 1 B v B I T AR — S iR . 2 12
TN e {0 5 3 6 A0 i (I FACS 24, Je 7R 1B 1 1R 51 26k A TLR4/MD24E &40 (1) 2 ., 24
T15CIHHAZ 1AL 1A6.1B12,1C7.1C10.1C12.1D10AI1G12, iX Be4E FLR B 1AL, 1A6.1B12,
1C7.1C10.1C12.1D1OMIIGL2 scFvAlT B8R TLRAZFF J PR R, JF H1EL 16f A A& i o
TLRAZAE R MVERT -

[0492]  SEfifi 4% scFvEE (reformat) A% 1 gGIE I AN eG4 & B4 A% A1 A TLR4

[0493]  #Z700 4k = FIZliAE

[0494]  F¥F HMESAZ H B Tkt scFv (1A1.1A6.1B12.1C7.1C10.1C12.1D10.1E11.
1G12) BV IVUF B, 7657 i 51 N HT-F K751 o K4 3 (R VR VU FE 21 v B RS L3N ) R 15 %8
14, 593 7 -5 N TG LAE 8 MIKTE E 45 M I AEHE S N o 7E 5% 5 NI 2L 3040 40 M < i et ) e B iE
AFE R

[0495]  fifi HiFugene 6%k (Roche, Basel, Switzerland) #7EE41HE M) RA AL
HI VeIV cDNAFE 51 %% e NI L S A A - 147 10 5 2, fE6FLAR HH LALAEFLE x 10° IR A3
FEEAE 2mLAL 5 G A6 LTS 1 B 3R L rp B FRPeak 4l . FFugene 6%% e ial 7 MR 405 il 32k 7 A e
BH 0 i 5128 VAl VL e B ) TR AR L 5 e NI B e — R 5, RT3 35 2, FF 0 3mL g
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BRI TE LIS B SR LA N B A I £E 37 C S 3R3K o it = R 52 1 i , Uik 3B T4E
#HHG-Sepharose 4BPRIEIM AN (Sigma, St. Louis, MO) bRk ilid i i i B k4T TeG
itk M S 2, RE R EEW S InmunoPure  (G) 1gG45 B 22 MW (Pierce,
Rockford L) 7E4°CHF & L 4R J5 (4% 5 483k B 1G-Sepharose ABPIEIL B FE IFFE 5 14
P IR G2 iR 2844 T g G o B i 1R TG4 38R 5 A PBS I 7 I HLid i £ 280nm R US4 1G5 & 58
& o I SDS-PAGEIR UF 4 & FH 1 gG e B4 1% .

[0496]  TgGUEEALMY 1EL I SRR LRI ZL IR T 51 W R T R

[0497] >1E11 EHEAERFT
[0498]

IS
<
REEXY

[0500]

AN e
SRR

; Y
RRERERNISRE s

ANEERY

[0501] > 1E11 REZBFY
[0502]

T
RSP
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[0503]  >1E11 SRR T3
[0504]

RN e A ¥ 5 RS
R (s B

R bR N PN Ay

IR N

TN

&
L&

NN

AN
PR R

[0505] 444 Ar AR AL TLRAK) £ 5 i1k

[0506]  10°ANCHOZH i B 3 32 £ B8 45 TLRA K CHOZH Jia £E Bk PR 22 v £k 7K , 2% 2 L% (A & 1
55 i FMAT 36 35 0 AS [) 3k B2 A 4 Ak RO 048 (1AL 1A6.1B12,1C7.1C10.1C12.1D101E11
1G12) — &M F , H15CUHE AT IR  AEREBRZ% i £h 7K, 2%4 L A & A i A i IE 7EA Lexa
Fluor ® 647 ZEH ATgC H+AL) (1:200: Invitrogen) "I & .f# FHHFACS caliburifizt
ZH A (BD Biosciences) 73 B4l . B 38 /R AE BT A G 10 )5 iX B A i (I FACS 3+ , HA@ 7R
1A1.1A6.1B12.1C7.1C10.1C12.1D10 IETLAILG12 MabiR H B ph 3 i i@ = TLRAM 40, 55
15CI A » HEAEE A ix Lo A1y o b A1 53X L8 &5 SRAIE ST SE H AR 0 TLRAE [ /2 e S 1k 1, TR M
BAIA LA R IRCHOA Hd o

[0507]  FJCHOZH g A% 35 A TLR4/MD2 2 4 44) () CHOZH Jf idE AT AL SR 58 o B4 R fig e £
J5 X S0 T FACS 4341, FLHRZR1ELT Mab iR AR IE A TLRA/MD2E A ¥ 40 i , 2540 T 15C1
{H&1A1.1A6.1B12,1C7.1C10.1C12.1DI0FI1G1I2 MabABELSE A ANEEH - 1C12 MabtlBEME 45
A ANTLRUEAHEL IE11AI15CT Mab B AT EAR A U o X L8 25 AIESZ1EL LRI LC1 242 BRI 45 A E
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M B SMD25E A N AR BE AR TLRA T 3 19 28 SRR B Vi B P o 3 e 25 BLIIE SE 1AL
1A6,1B12,1C7.1CL0~ 1DTOFI1G1 22 57 P A B0 £ B8 M TLRA B v B A

[0508] Sz jif 51|53 TLRAFUAAR FNTLRAZ [71] T Moy~ 47 4 S PRI 45 b7

[0509]  [&]5 0 AR T M/ TLRAZEAT 385 75 2 L IR 42 fisk CHL i o i dds / TLRASE e 110 1) B i
Fn o NTLRAMI A BEMETLRALE O F00 T 45 A 2 XIS B A — MR LR (3 W Irene
Dunne-Siegrist %% J Biol Chem, 2007 Nov 30;282(48) :34817-27) . f3 %kt , ATLRALE
P E 349 A AR Gy IEF R , 1M & B R TLRAZE G A7 B B A 75 & Gy £
2D o IX e 25 B 2 W 8 T e AR (1) B B R 1 O3 P TLRA M) i 95 349 2 ) /A 6475 o 4%,
SO PR AETTAILCL2) 7E47 B 103 B A R A B 8 A Bt i , HomT BL 78 50 A AR
(1) AR RT3 B 1) S S A & I e e S PR B 1T DA RV PR AN B R TLRA R A A8
PR

[0510]  FE1E11HUiAH 47 B 103347 % 15 A8 DL 5] ANTO3DZR AR S8 )5 Wi /iy Bir ik 48
Fugene 6 #445f] (Roche, Basel, Switzerland) B -SIGUEAIIELL N1O3DH Ve/F 31 ]
Ak 5 VLR B L Y NI L EN 41D . SR 5 10° CHOZI L BR324 £ B3 45 TLRAFY) CHOZH o 75 7
R 2% ph R K, 292 L35 1 B VR SN R PRI 2E40 (9 Pk AELURILELL N103D) —i2iF & -
FEWEBR G2 T #h 7K, 2% LI 1 A R e 4 e /EALexa Fluor ® 647 1I3E3HATIgG (Ht
) (1:200; Invitrogen) F 0¥ & F 2 F HIFACS caliburiimzNgiiiiX (BD Biosciences)
AHTENIE . 6 B R AT B AR G 1 5 ) IX LE 41 L I FACS 20 My 45 2R , H 7R IETURTIETT N103D
Mab 351 PR 1) B 31 R 8 2 B A TLRAT A0 o {HA2 1E1 L N103D Mabtf B #EME 45 S AL 1EL L
& AR b, 10°4NCHO4N M B 255 A TLRA/MD2E A4 %) CHOZN i 71 B 2 v 2k 7K, 292
MiEAE A SAFEKRER LR PR QETTATIELL N103D) — & & J- 48 5 B FACS I
PR X IX LA M 25 o BT RN AT DA G 2 5 13X Se 41 i R FACS 43 A, JL 4B 7R 1E T LAN
1E11 N103D Mabh 35 3R 218 A TLRAM 40 B I B A AR 1) 85 o 8 2 i Le 4 SR B A1
BL03A T 1EL LN A BEMETLRA M) 45 & A2 JCHE I o RS ffa kb , X Le F 4R 45 75 7T LA & ot
CDRH3ZE /> LAE 5] N FUTLRAFUAR K P Fh 28 S o2 Pk

[0511]  RSPUTLRAFUAR I A X e BL P

[0512]  CDRH3 J&/% =CARKDSG[N,Q,D] [Y,L]JFPY (SEQ ID NO: 54)
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B
fri

0513 o
[0513] e

gy
AT

1E1

BT NIO3D

[0514]  SEita 9638 2L ALK UK XTLPSE S U TLRA : NFxB R Y515 5 4% 5 0B 4711
[0515] ik ATLR4/MD2E AWK THP1-Blue ™ -CD14 U (Invivogen) BA10° 4/ FL
7E30RTHEK-Blue #al¥%5 575 (Invivogen) 96 FLAR - TLRAFTAA 75 300 1 45 577 Jk o 4 B 21|
A IE R S A B AL AE37 °C 307381 ARG LA 10 ng/mLARREAE 3001 8537 2 [ LPS ¥R
INEZHHG, 35 B T-37 C I 5 24h o 5 IR AES50nm U &R UL o 8 4 7~ B it JilFi%Mab (1E11
15C1.1C12H11G12) XTLPSE S/ TLRA T UG ‘T 4L T I HI ] 45 R - IEL LR /RLPSTE R K
TLRAMZ S AL S 2 5 15C1HY . LC1 2 5 /R AHEL IEL LA FI R 68 /7, I HL1G12A5 5
MALPS 510 ATLRA R U5 5 4% 5 G, IE S Hot T B B SR TLRAM 45 S 1 o

[0516]  sjiafs7 1E11HAAN CORBEA ALK R A 2 Th 176 45

[0517] =2 X e WiPE1EL1H044 751 (SEQ ID NO: 40f T FMISEQ 1D NO: 41 E T
FD 515C1 B A MR 4 & FIRR W 2t o sk 3047 15 ZIRE ALAL DL R 15 A0 L S A o4 A
15C1ELA B B s M A 45 A A& B AR TLRAFF: B8 % h FILPS S 1 TLRAA T HIAE 28 PR 4 i
DR AR I B

[0518] >1E11 BEEILR T
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I

[0519]

SRS
NREA

GHaEE
W R A A

AR N

AWERAN

R Ay
SRS
RIS

[0520] >1E11 EHEEILBTFY)
[0521]

RS

3
A R IR

TRueny
NN e

Sy AN
sy\‘§ T BRR)

LA

[0523] >1E1l BREEIES
[0524]

IR TR N e Y
X BRI R s A

g

N
RN R &

RN R

SN

T RN
SR AT

‘\‘A,:'\.\ v 5 W{..‘\‘ §
> ~ RS
i N e R R

SN NN NS TN N T,
RS SRR R

N SRR
A X

FESN W
R e

[0525] >1E11 EFEEREY
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AN Y

AN

NPT SO N
) 3
N A SRR AR

EHRCER

W

N N
R RN

RS R

[0528] K IELLHi4ARI Ve (SEQ ID NO: 1) Ve (SEQ ID NO: 2) X 3%f% ARavn %
(Nucleic Acids Res. 2010 Nov;38(21) :e193) H HiR (I pNDS# 14 . fa1 1My & 22, 1 15 1)
Neo I PR il PEAT 5 F13” ) Xho T BR il AT 2545 Vi lX 5 & A Pe 1BRT 53K 7 B RIHEZR N SR )5 , {8
FHAES” [t Sa l TR il VAl FIZES” HINo t T PR il PR RERE VL IX 48 N B3k 3 B T HEBL 1A, DATE
A2 C—A I 70 il 5 Bl6xHis MMy c bR MIp TTTER A 15CL scFv AR - IR 5 A2
HEHE (SEQ 1D NO: 25) BRREE (SEQ 1D NO: 48) [KICDRHI A {5 MRIEREHLAL LA A sl AN 30
JIE LR R /NS ) N5 X 10722 2x10%) o A IR AN [F] SR B 7n 7E T R6 MR T, Hoh XA 2
TR .

[0529]  #61E11 CDRHIFEHL L.
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[0531] ZT71E11 CDRL3MILIE

[0532]
s Q o & - 5 § ¥ £ 3
‘1 " ix ¥ Y w0 oo
5 & & H X X X 3 X
a &3 ¥ X X X R ¥ ¥

[0533] i I3 B 50 JFE HEAT 5% e P T A8 ] scFv i SR B EL A P s B2 (K 3% R i AR A
AT 3% o fRT 1T & 5 1B LB s Pyl B AR SCHE (10" PR (1955 20 R F AL 5 3% (w/v) i
FLIKPBSTE = 5 T 7E FE 5 1R A A L P — /NI o 5 P PR W3 B AR S 7837 °C /5 % CO2 s 7E 5 Al
EHEE2% Gw/v) B s FLAIPBS I A1 I CHOZH i b (FET 7585 32 P 80%IL & &) 4 1k #%
(deselected) — /NI o 2B FRIIWR B AR IR Jo 5k FE I8 3G 1) 1 5CL AR TR & FHEAE I8 AN TLRAK)
CHOAH MY b7 = I & 37NN I AR Bl o S8 5 FHPBSHG 4t Mo e 4% 1K o a8 3k ¥ i LmL ¥ 75mM
A8 B e T 45 5 T W T A, B 5 A 28011 Tris—HC1 pHOH o 4R it 1omLIE$ 2k K TG LR
INRNTT535FRIEH FHAE3T CHEE LN FF B0 8)) o F G (M TG 55 40 R R R RELA T
SE R PRST H  JBL TG LAE 3000 pm ES 0a 1 54 B HE B /R0 . 5mL2xTY-AG (3% 100ug/mLZ( &
T 55 2R 2% 2 A 2x TY S 52 3 IR ARAE 2x TYAGER fiEBioassay iR [ ZE30 CHE B % ) »
H10mL 2x TYAGHS N EIR -, I H AR 5] T 48 M 4 72 2 50mL JE A &7 o B A 2500 H
TR 2X TY AGYS I 21 20 B B 77V H LASRAZ 179 H I 1) B 20 B2 o 1 R FE IR 1 S5 4 il R IR FR 7 -
80°C o 7 it I 315 ATLRAMFCHOAN MY | 5 15C1 584 &3 5% 1k FF o » #5501 FE i B HE N AL
370, 9mLI 2x TYAGHEE 37 3L (0. 1% %] &) FD MIRILIE W e R FF 37 CHK5-6h
(250rpm) « SR J5 2tk G s cFv ¥ Bk 8 itk Sanger Ml /7 #E4T 43 47 o

[0534]  SEJEfI8 S AT A IEL 1 ARAR I %5 02 .

[0535]  frf)o — ik $E)E 0 B 00 ve B gHAT I Al 3B o LU X 5, %5 %2 7 CDRHL AICDRL3
FHH IR IR B A M R LA PP & S scFvfF 1. 1E11.CLL1E11.C2,
1E11.C3 1E11.C4.1E11.C5MI1EL1.C6 scFvE A4 FMCORILFF] tH4E 2 T A AR M
CDRL3J/Z [ 1E11.EL 1E11.E2.1E11.E3\1E11.EAMIELL.E5 scFv. Al S E S H B
Fride i) scFv IR Ve AIVLIE 31, 265 S 51 RT3 0K 7P 51 o K47 38 R VeI VL P 21 v B IR 7L 3h P36
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ISR, 53905 N 1gG 1AE & FIKAE & 25 M IS/ EREZL P o 76 5 e N IR AL 300 A0 i i Je e I 7
IOAE R AR  TgGLEETUT LEL L . CLIUA I AZ IR AN B AL BR P 51 /s i s

[0536] >1E11.Cl REERILIRIFF

[0537]

SRR
: N
,.C\ \\ RO

[0538] >IE11.Cl B ILERTE
[0539]

:;‘{\\.g RN

[0541]  >1E11.Cl BRI

‘.\,\,«\, W _\\\3 BN e e 2 > N T W

REERHE e RESE,

- VRS
\s-‘..“:\\m\ SR ARG

AR
\:.:m \M.-. “m.x

R B
ey

St

W

M e RS

e
<?“-.<“ ERO

S
3 3
SLEATS N

[0543] >1E11.C1 TEBEE

Ny

2l
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AR S
AT

SV AR PRI 2NN,
AR R AR

X

SRy
A A

AN PN A
PRI
LIREMG

SN RN N
e N

RSN,
BTN

g
¢ B

SRR
AR ek

G

SN R
AN

R

LER P

AR
AR

A
SE

NN oy
RESRAS NIRRT

[0546]  f#i H{Fugene 6%#54%57) Roche, Basel, Switzerland) ¥7EEA1E LR IAF AL
H{KI VeI VL cDNAJP B4 G NI LB A . T & 2, ZE6 FLAR T BATEFL6 x LOP A ) 4
7E2mL AL E AR A MG B SR AL B F5Peak 4l i o f# FiFugene 6%% Y3 73 5 il 3 7 1 . A
o Jrhd (5 1L Ve IV FUI RIB B AR L AL Ge NN S e — R, W T35 7728, JF 04 3mL B &
() TC LG 35 55 BN N 240 f 7237 CHE 3R 4 = RN EE )G ok G T7E&E
HG-Sepharose 4B ZNAE (Sigma, St. Louis, MO) AR Hilid iy B B 5347 1 oG4k
o T8I S L, ok 3 G AL FIE R 5S ImmunoPure (G) TgG4i & MK (Pierce,
Rockford 1L) 7E4°CHF B & 98 G AL AL 281 88 F1G-Sepharose 4BHRIE I B FE I BE f5f
FHBE R 52 MR 2640 TG o B I 1 TG 2 43 SR fa X PBSIE A HLIE it 78 280nm K i x) TeGH & 58
5 o Il SDS-PAGESSUIE 4 i F1 T oG 58 % 7 o 3 1 55 PEEL T SAVPA LEL L ARAR I AH X 45 6 R o
fal i 5 < » 15C1 PR AEI6 fLMaxisorp iR H 4% i 5 398 5 FIPBS-BSAT 4] o 5 15C1 ZF Hifk
HIE AT G LEL 1 AR AR DA 58 W B2 s I 2R, JF #EAT R I 3. 6 5% RPUMRE IR 5, 1%
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NTLR4/MD2 5 & Wi w15 M A 2 B R 28 T8 2 LA [ 58 i P2 s N 2R o o 7E37 CHE & 17NN )i
BRI AR I 73 B 5 —Hi s—HRPHUAR VAR, M0 BRI fa 22 7E37 C /NI (204 M B I ] o e 2%, aisk
BRFF S I TMBIEAT bl €4 5 B2 5 FH Ha SOy MR 26 LE AT S BE o MR 48 745 0nm ) MR AL 16 o 45 S » it
S ECsoliik LA 21 1 7 U A ARE oot SR AR X 45 & 30 (GRS .

[0547] P IR FERIAE B AT CDRHL A A 548 [)Mab (1E11.C1.1E11.C2,1E11.C31E11.C4,
IE11.C5.1EL1.CO) X T &6 ATLRAN FHYE , AHEL 52 AR 344 15C 1A il 31745 B4 0 AH xS
GEL RN (EOFIES) o Ik 75 A I CDRL3E A S48 ()Mab (1E11.E1. 1E11 .E2.1E11.E3,
1E11.E4F11E11.E5) 4T 454 ATLRAH A BH M , AL 5% A 344 15C1 B A5 95 [ 2-5 5 34 N +H
XA AN (EILOFIERS)

[0548] Sy 7 W ik 20 A B R AR RE AR ) B IR & A AR 1k B B A B M%) CDRH 1Y
LE1L. C278 4k, LA & A &5 A 8 o Bb AR AR B85 5 1E11.E1L1IE11.E3. 1E1 1. E4 A0
IE11.E5H e 8E (LAECDRL3F AT B M) 4545 FF 1IE11.C2 VHX FI1EL1.EL.1E11.E3,
1E11.E4RI1ELL . ESIVL s ANt Bk (0 FLEh W) Rk Ak b RIS 2L f5 BT 1E11 48
IAFRN1ELL.C2E1.1E11.C2E3, 1E11.C2E4FM1EL L. C2E5, il it 35 4+ MEEL TSATINE LA i 2 B4
& G340

[0549]  FrAg6F%(¥Mab (1IE11.C2E11E11.C2E3.1E11.C2E4MIIELL. C2E5) Af T 454 ATLR4
SRR, M SE AU 1 5C1 ELAG S8 29-40f5 38 Nk 45 & %0t (B 1L AES) .

[0550]  R8iEIHELTSARAE 1) 45 A AN TLRAKIHUARECoofi A LEL 155 F1 77 124 1) A2 A4 1T AH o 45
AR

[0551]
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[0552] & & HEMRTLRAAT 45 & MR . A B B & ,CDRHL  (C1.C2.C3.C4.CHFICE) [
RAFTENIEL B F SR B TLRAIY 45 4 , {H /2 CDRL3 (E1 \E2.E3 E4HNES) Hh [ 58 AF
KB ER FUE A eI 455 GRIFIEIL) o

[0553] 2RO I F7 AR BK FU TLRAFUAR K 28 X J3i M
[0554]

CORT RER

2

w

i coRa

[0555] Al ik, B g T~ HLCDRZH e 2 T AHA 45 6 20 P TLRASE X e B VR A AT B Fil il i f4
SiaRr .

[0556] A5 %kHh, HAG HCDRLFFIGYSITCGGYS (SEQ 1D NO: 25) BRE A A F56 (EN) P1
(R/G/W) (Y/F/G)GYS (SEQ ID NO: 110) [fJCDRL;CDR2/¥FITHYSGYT (SEQ ID NO: 26) ; HLA&
ARKDSG (N/Q/D/E) (X1) (X2)PY (SEQ ID NO: 111) f¥JCDR3 CH:rpt Xy AT XoFF AN b 37t S AT AT i
TK I F4 A A BB 85 CDR, ATEHCDR1F31QSISDH (SEQ ID NO: 37) ;CDR2FEFIYAS (SEQ 1D
NO: 38) ; FICDR3/EFQQGHSFPLT (SEQ ID NO: 39) 4 sl # BECDRII ik 2 N/ S HE R TLRA
A& M PR o

74



CN 104540851 B w Bg B 72/72

[0557]  E A HEAGILEHFEFICE/Y)PTR/G/W (Y/E/G)GYS (SEQ ID NO: 110) ffJCDRI;
CDR2FEFITHYSGYT (SEQ ID NO: 26) ; EA5ARKDSG (N/Q/D/E) (X1) (X2)PY (SEQ ID NO: 111)
) CDR3 CH: Hi X ATX o A 0 37 4 A AT i 7K 2 B 1) A4 F ) HL B CDR , 1 EH CDR1 /> #1/QST SDH
(SEQ ID NO: 37) ;CDR2JFHIYAS (SEQ ID NO: 38) ; FICDR3/%5JQSISDH(SEQ ID NO: 39) BY
HA A 7106 (Y/N) (D/E) (F/Y)PXT (SEQ ID NO: 112) CHrhXJ&F K 2 R 1)
CDR3H4 181 42 BECDR K 044 42 N/ B MR TLRARE X NVEI , A EL 15CT SR AT A B AT 38 0 1K)
X NTLRAI S5 G20 o

[0558]  siZjifafsl9 TLRAMILPSELE 130

[0559] PSS (1 TLRAIK G 5 BINF-«BIE 545 S i@ A 1080 8 T IR IL(E 5% 58
(E 4], 18 B8 ATLRA/MD2E &0 THP1-Blue ™ ~CD 14402 (Invivogen) , 3 F A NFkB
M) 1937 7 A1 1) 4 5 22 DR R B G o 7 S N 2 v 01 5 TR MR TLRA P A« 1 1 3 S 7R Tl i T ik
Mab (15C1FI1EL 1. E2) XTLPSTE TR TLRA T 15 5 & T AU FIh 45 R o A = R 2, R
24N 15C1, 1ELL . E209 45 A 20 38 n2 £ , LR A L 15C1 AN 7R A LPST5 T I TLRAME 5 4%
SEEPIOEHEEVE T

[0560]  {EAA Py, Jl It LPSI TLRABOE 33 E W 4 = AE TL-6. 24 T Ml 1ET1 1E11. C2HA
1E11. C2E3 AR Py BIAR SN R » 20156 T B 7= AR 3 S H0 44 7 R0 £ B8 6 A4 ofiL ) s e
o LS B0 A5 I = 24 LPS IS 1 TLRAARBE Wi 11677 A 411 .

[0561]  f&iTi & 2 » 7 S5 &= FURPMT 1640 A 4% B MLY% 5 3 A1 7E UG 96 FLAR H o ZERPMT 1640 5 il
EPURRE R (20 pg/mLA1305 pg/mLZ IR, K B JF— =i In B Mg 4 . 1
/NI S HFLPS (FERPMIT 0. 1% FCSH10.25 ng/mLZ& M B S NBIFL 3 AE37 C A5 % CO2 1 i
H24h S E T, /NOWOGR EIERIA AT #H— P 28 R 4R SLuminex 200124 28— A2
5 M 1 Lip Le xS Ut B 500 & B TL-67K°F 3R 43 5 a2 45 it Mi 1 1iplex
TR AT AT

[0562] 78 A4 illsE h, 1E1L. C2RI1ELL. C2E3[I 1Cs043 S 4270 ng/mLAI50 ng/mL.AHEL H
1220 ng/mLI T Csoff 55 AR 15CT , 1X Be Hy 44 75 FH W A TLR4 77 1 4 55l 47 3 %5 F1 565 (K
14D AT IELL. C27 BB , 7E45 A 80 19 L7 6 3800 5% A0 S BEL Wi 28047y v (%) 348 388, 1
T 1ELL. C2E3, &5A 804 (140 5 38 i -S5BE W A0 v 1 S A5 3N AH DS BK

[0563]  YEfrffterh , 2SR S HEAT ) A LI %2 , 1B 11 . C2Pu44 PE T B 1k LPSF TLRAL
i, B 21500 ng/mLIIICs0 (-15)

[0564]  HpsLifi )y %

[0565] UL &5 & VRGN UL X AN R BT T RS, BT Ul B = A 254 1 PH 9 ELAS PR il
AR R WS 5 ER T BRSO LR (1 Y5 2 S He e U 1 P A R 24 7E T FIRURIZE R 11
SENEE I
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Go-F34
§
&1 -
46 > R EATE
20
CHO cTLR4 + 15C1
g B . Fa o K AGAFE
1910 1011
AAAAAA s CHO ¢TLR4 + 1A1 e CHO + 181
- OHO ¢TLR4 + 148 - CHO + 1A8
e CHO ¢TLR4 + 1B12 e CHO + 1B12
- CHOSTLRE+ICY . g CHO + 107
s OO TLRYE + 1010 e GHO+ 1010

N CHO oTLR4 + 1012
~& CHO oTLR4 + 1010
- OHO eTLR4 + 1EM
~ OHO eTLR4 + 1612 s CHO + 1312
- CHO ¢TLR4 + 15C1 cae OHO + 1801

e QHO o+ 1012
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Go-F 3
25+
CHO hTLR4 + 1E11

e
s
‘\\RQ\‘N\“%@
““\\«\‘&\
O

=g CHORTLRE + 141
s CHOOTLRY + 148
~¢ CHOQTLRY + 107
~o CHORTLRS + 1C10
< CHOWTLRY + 1012
- CHORTLR4 + 1D10 < CHO+ 1010
-8 CHOOTLR4 + {E11 A CHO+1EN
- CHORTLRE + 1G12 = CHO+ 1612
& CHOWTLR4 + 15CH i CHO + 1501
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Go-F 39
1800~

1000

SRS w— T sl CHO cTLR4 + 15C1
16-3 ) o s‘{}s 13 h )f§{§§}l 1‘: ﬁ‘j/i\j)’j\é/]#ﬁfﬂé

uiml

=g OHO CTLRA + 1A e SR W TAT

s OHO TLRE + 1A8 OHO + 1A8

GHO e TLR4 + B2 OHO + IB12
S OHO o TLRYS + 1C7 e O+ TET

s OHOQ TLRY + 1010 wiee QMO+ 1010
saw - OHQ ¢TLRE + 1012 CHO + 1012
@ OHO CTLRA + 110 CHO + 1D10
W CHO ¢TLRYA + 1E11 CHO+ 1E1
~%- COHO CTLRE + 15612 CHO + 1612
-~ CHO eTLRS + 15CH1 s LM+ 150
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GoF 39

1500+ CHO hTLR4 + 1E11
. Py
CHO hTLR4 + 15C1

1000

500~

pgimd

4 e OHO + 1AT

e CHORTLR4 + 1

s CHOhTLRE + 148

- CHOWTLR4 + 1B12 e GHO#+ 1812
w& CHOhTLRY + 1C7 e GHO+ 10T
s« CHORTLRA + 1010 e GHO A+ 1010
s CHORTLRE + 1013 e GHO + TOTE
@ CHORTLR4 + 1D10 GHO + 1010
@ CHORTLRY + 1E11 e GHO + 1R
- CHOBTLRY + 1612 e CHO + 1612
- CHORTLR4 + 15C1 s CHO + 1501

A
A
B
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15C1 CDRH3

(SEQ TD NO:44)

A TLR4 3258

(kg s=¢ ID NO:

1E11 CDRAR

(SEQ ID NO:7)
BAEHE TLRA 325

(%5g] SEQ ID NO:

1612 CDRHR
(SEQ ID NO:37;

Go-F 35
1000+

600

400-

2{}{}.

\\«\\“\“\\

-
8. (3{}3

\\\ SNARRAN \\\ %

—
{}ﬁ‘i

97 ARKDPSDAFPY 107

V7‘)* wa

DF “-_ GWQHLELVNCKE (~f\'*"PTL@LKSLKRLTE’TSNKGGNAFS"9‘\

23)

Euyayel

97 ARKDSGNYFPY 107

97 ARKDSGRYWPY 107
Kl 5
N
&
& &
‘ﬁw e
& *
§§ & i
& Ry
& &
\‘* 3
§ o
L ¢
s“‘&“ e“"\*

\ ............ \\\ ............ \ ............. -.\\

1 3 } AR E

f}:?
pgiml

OHO e TLR4 + BT NIOSD
CHQ o TLRS + 1EHY

CHO + 1E11 N103D

CHO + 1B
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Go-F 35
1000~

800-

800~

400+

200-

\\.\\A\\\:A\\«\\.\'Q%‘sm

ﬁ* N\.\\,ﬂ\‘\\g\w\“\m@m\\ gy Q\&m\;\“\\“}\_} sy \\,\M‘N\*\%m

0.001 0.01 0.1
ugimi

i~ CHO hTLR4 + 1E11 N103D
-~ CHO hTLR4 + 1E11

e CHO + 1E11 N103D

g CHO + 1E11
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THP1-Blue
8.4~
034 a
) s TET1
g}g 0.24 et 1501
<< s 1012
8.1~ S L B
107 102 161 100 407 102 100 100 108
[Ab] ngiml
& 8
2.5-
2o s 15C1
' # 1E11.C2
g 15- & 1E11.C3
2 S 1E11.C4
3 10 e 1E11.C5
® 1E11.C6
0.5+
0.0 - S
10 102 10*  10° 10" 102
[Ab] pg/ml
& 9
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2.5-
8 15C1
2.0- # 1E11.E1
= & 1E11.E3
S 151 & 1E11.E4
Z e 1E11.E5
a 1.0
o
0.5
o-c |} || || l\ - |}
10* 102 10"  10° 10" 102
[Ab] pg/ml
K 10
257 | $  15C1
2 . s 1E11.C2E1
207 g & 1E11.C2E3
g 5 N\ ¢ 1E11.C2E4
B 1E11.C2E5
<
a 1.0-
¢
0.5-
0-0 : ' ' ' ..... “ ........
10-5 104 10 102 10" 10° 10' 102
[Ab] ng/mi
K11
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400-
300- fe &““W\&m\wm\\ﬁ
MFI )
200
1004
0- i TG A Ty } AR ATE

10-4 10-* 10-2 10" 10° 10" 102
[Fab] pg/mi

-8~ CHO-cTLR4+ Fab 15C1 ~#- CHO+ Fab 15C1
=~ CHO-cTLR4+Fab 1E11 -z CHO+Fab 1E11
=&~ CHO-cTLR4+Fab 1E11.C2 ~gw- CHO+Fab 1E11.C2

-~ CHO-cTLR4+Fab 1E11.E3
-~ CHO-cTLR4+Fab 1E11.C2E3

& CHO+Fab 1E11.E3
~¢~ CHO+Fab 1E11.C2E3

Kl 12
0.5-
. -& 15C1 D265A
ot I - E2 D265A
£ 03- | L ™
©
N 0.2-
O e
0.1+ e
N
0-0 1 1 ] | | | 1
102 10" 10° 10' 102 103 10*4 105
[Ab] ng/ml

Kl o13
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R/HAEAR
100 -
— 80 e 1E11.02
= » ) 11.C
& & 1E11.C2E3
E 40 -
~ 20-
0-
*3{3 _ . ™ Y () L ¥ '
100 100 1 1 1 1 108
AL noimd
K 14
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¥l

gy
$5 \\\“\5-\\‘-‘5\\\\\“\\\\ v,;@&«\ W\x\\\ Q‘\\\\\\\b\\\\\\\\\\\
i T A
\\\\\\\\\\&\\\\\\\\\\&\\\\\\& %

N "
K8 \
3 3

.f)///'///////%

OL-6] ngml.
%"/

Y =
L
* 1501
SR re i 3 y
fAR] naml S R
H2
iy
W
g”‘ N X
"‘s B \\\\\\\\\\\\«\\\,\\ §
e . N | -
*&3 §} - \\\\\w\\‘&m&“\“\\\\\ N,
&
M
¥ 4
st
Toatedt
e

& 151
fAR] ngimi s 1112

Kl 15
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