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LMK R (NGF) ffiiesisE A EL BE

(a) >k H SEQ ID NO:1 HYEFER]AF X [ =~ CDR ; Al

(b) K H SEQ ID NO:2 FJ3HER 45 [X ) =/ CDR,

H P ik CDR #& Kabat CDR BY Chothia CDR,

H Tk i BE & Fab, Fab’ \F (ab” ) o Fv Fll ScFv,

2. BURIEER 1 Frid fI40 NGF HAR s Ly By, Hoh Br i ks 3L Bt LA 2nM B 20M BAF
(%) Ko A A NGF .

3. BT IR AUR B R AP AT B — AT A Bt NGP ek e A B, b Frad S48 48 2 2845 1)
NHEFE 1gG2a fHE X, Hrh NHEFE 1g62a 1HE X [H5EAF H A330P331 %2 S330S331 [RAFAH
i BB Y5 S R AR 1gG2a 771,

4. BURIZER 3 3T NGF STk f By, b rid fuikie 8 & N st « fHE X,

5. M E, HAE (a) WIIABURE R AT & — Tk 50 NGF Sk sl 7 B, A1
(b) A ZG R,

6. 5f &, A RIZR 1-4 P —TFTR K PT NGF Huik s 5 B o

7. H & BCRE SR 14 FAE— TR (40 NGF Sk s i Be R 7 v2s, Bk 7y 42 AE
NTE 40 AN Rk RS AR B R 1 -4 T — T AR B B () 2 A% 1R

8. N EM L R, H LR E R 1-4 T — TR 5T NGF sl A B %
TR,

9. GARL BRI EL SR 1-4 TP AT — I FT R 990 NGF FUAR 1 B RE I 2 A1 1R, Hoh Tk £ 4% 4
BZ HH SEQ 1D NO. 65 Fran (A% H R P 51 2 il o

10. SRS AURI LR 1-4 FT— T BT (93470 NGF B4k 1) 58 ] A% [X [ 22 17 1, Hoh ik
LR SEQ 1D NO. 66 7 A% R 7 51 20 1k o

11, GRS RUR) SR 14t AT — T BT R (9% NGE FUAR R AR BE I 2 R R, Hoh ik 2 4%
FREH SEQ 1D NO. 67 B HIAZH BRI 51 4 o

12. AR R SR 1-4 tPAT— TR BT IR (97 NGE A A4 85 1T 48 [X ) 2 %17 e, Hodh ik
Z IR SEQ ID NO. 68 i/~ A% B2 5 71 2H ik o

13, SRR BR 1-4 JE— T BT (1370 NGF 44 () 55 4 7] 48 [X AN 55 7] A8 [X [ 2 4%
G, Hh A 2 B2 HH SEQ ID NO. 66 Fis % H 87 %) SEQ 1D NO. 68 Frs % tF
22BN

14, A5 Z R IR VAR, BNk 2 B IR A2 S d0 BURIEE 2R 1-4 /T — T ik (B NGF ik
B A BT RT 5

15. 0.5 2 H R M43 18 E 4, b Bk 2 % 1 IR g BUCR 2R 1-4 /£ — I
Frid 4t NGF fuik s 7 B A% )7 51

16. A R & IBCRE R 1-4 AT —TURTIR B PURLE S £ F TI6 97 AR RIE P 58T 48 9%
IR 25 R I I

17. AR IBCREE R 1-4 AT —TURTIR B BUARAE 6 £ F TI6 97 A 31 IR 2
VPRI &

it
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1 NGF ik R EAE R 777%

[0001]  ANHITE A 2003 47 12 H 24 HARASH, KA FRA “ 1 NGF fudg e HAE I 77357 (1)
PCT i PCT/US03/41252 (14> 22 ik , Frid PCT HRii 3k A\ rb [ [ 58 B Be A H #349 2005 4F 8
H 23 H, #1154 200380109933. 4.

[0002]  AHIRHIIGHIAZ 21

[0003] AN i 3k 3 [ s B & R FROIG R 515 60/436, 905, HHIE H A 2002 4F 12 H 24
H s 3% B im0 g 2715 60/443, 522, H 135 H oA 2003 4F 1 H 28 H DA SE EHIER &
FIFE 2715 60/510, 006, HHITE H 4 2003 4F 10 H 8 HIILAEHL, B 285 R AR 1t 48
I HEAZZ .

[0004] KA &

[0005] A& BH# BT NGF Fiudg (fndt NGF F55uilPudE ) » A8k 03 S R hiigfe
WBITH/ BURRR IR, BG5S 28 R P G 1 IR A i T R R K FH &
[0006]  JCT-ICHR Bt B 72 BORM 1) P B

[0007] A% % BH A2 7E HH DARPA #5231, £ [R5 24 DAAD19-03-C-0006 3% [ UM SCHF T 3kAT
()0 A B v 32 [ BUR AT H A SRR

[o008] KA &

[0009]  FHZAA KA F (NGF) &% MEE — M e g FRE A, I HBAEINE KPR 4ot
R B MATTE R /E ] B3R AE. 25~ NGF 7840 E A8 B 28 e L IR IR I SE M2 e R B
PA KL R R I AR B e B 22 T IR K B T N RBEAF U5 S HERFIR T Smeyne %5 A, Nature 368 :
246-249 (1994) # Crowley Z& A, Cell 76 :1001-1011(1994) . NGF | 85t #ih 22 7o v 4
ZIKHFIA (Lindsay A1 Harmer, Nature 337 :362-364(1989)) Jf H. & B vG P 1ok P Fh A
A IR 45 & 5244 TrkA 5244 Je p75 SLRIPREE FRE A AR (A3 FRN “ BoEfE” &
“ARSEMPE” NGF 324K ) /5. Chao 25N, Science 232 :518-521(1986) . %5&T NGF (K145
A, Z Il Huang Z& A\, Annu. Rev. Neurosci. 24 :677-736 (2001) ;Bibel % A, Genes Dev. 14 :
2919-2937 (2000) . CLH5E T NGF J NGF 5 trkA ZA6E SN 454 . 2 0 Nature 254 .
411(1991) ;Nature 401 :184-188(1996) ,

[oo10]  RREEA& K+ (NGF) 2% & M — Mg R EA, 7 L EAIE bR e
TCHI R G MAEIETIEH R AE. © 5o NGF 78 48 JE 28 I8 K IR JE It 40 22 70 1) & & DA
J BE I HT IR TR BE R 22 TR R B O S BEAE TS M ERF R £ . (Smeyne ZE A, Nature 368 :
246-249 (1994) F1 Crowley ZE A ,Cell 76 :1001-1011(1994)) o NGF i B bk £ ot #h £2
JERZIA (Lindsay 25 A, Nature 337 :362-364 (1989)) 1 HL. & (143 P 1ok o At AS [ 1) b &5
52 TrkA BRI B 5214 1 5 M TR BE IR 52 44 2 HoB R S A G 1) p75 2 AR
5 (Chao,ZE N, Science 232 :518-521(1986))

[oo11]  BR T EAEME R HI1EH AL, B 2 M IR NGF 2 5 EM & KRG /MR .
W0, &7~ NGF 34 9 i 4 A 123 7 (Otten, 25 A, Eur JPharmacol. 106 :199-201 (1984)) .
WO T4 M A& B4l M e & ¢ B (Otten, %% A, Proc.Natl.Acad. Sci.USA 86 :
10059-10063 (1989) ) « 15 3 bk L 41 . 73~ 4k, B AE K 40 ke 5 5 51 62 B PR K 400 R Jem] s e A
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Y1{Z 5 Matsuda, 28 A, Proc. Natl. Acad. Sci. USA 85 :6508-6512(1988) ;Pearce, 25 A,
J. Physiol. 372 :379-393(1986) ;Bischoff, % A, Blood 79 :2662-2669 (1992) ;Horigome,
N, J.Biol. Chem. 268 :14881-14887(1993)) . HIRBI/RZLHMEVEIA K NGF ge A Prfy
XS, BT RAR D TR VR PE NGE ZE AR AT AT S f b e EE Y (Torcia,
N, Cell. 85(3) :345-56 (1996)) o Ak, #IH AU PE NGF IS TERIPER (I 474
[R5 ) AT RANTE R

[0012]  NGF J& HH ¥F 2 41 fig 25 1 7= A= 11, JX 26 41 i 2 28 4D 5 B K 40 e (Leon, %5 A,
Proc. Natl. Acad. Sci. USA 91 :3739-3743(1994)) . B #k L 40 g (Torcia, 25 A\, Cell 85 :
345-356 (1996) \ i G4l ML (Di Marco,ZE A, J.Biol. Chem. 268 :22838-22846) . VI AL 4H Jiu
(Ueyama, 2% A, J Hypertens. 11 :1061-1065 (1993)) B £F 4E 44 e (Lindholm, &5 A, Eur.
J. Neurosci. 2 :795-801(1990) ) . S K& I X 4l ffy (Kassel, 2 A\, Clin. Exp. Allergy31 :
1432-40 (2001) ) "B ML RAE4H ML (Steiner, 25N, Am. J. Physiol. 261 :F792-798(1991))
FEBUE (Schwartz, ZE N, ] Photochem. Photobiol. B66 :195-200(2002)) . EMHE R
GeaN 2 P A I NGE 3244 . a0, 75 N SR AZ AN T Ik EL AN A2 B bk B4 i A R A
RAhe bR TrkA.

[0013]  7E NS5 DA AE — S WA B oW 2 21 NGF 73805 22 Bh R MR Z [RIFH G .
X PR AFE RA ML BRI (Bracci-Laudiero, 25 A, Neuroreport 4 :563-565(1993)) .
% K M A4k fiE (Bracci-Laudiero, 25 A, Neurosci. Lett. 147 :9-12(1992)) . 4 J¥ 8
(Raychaudhuri, Z& A, Acta Derm. 1 ' enereol. 78 :84-86(1998)). 5% 47 % (Falcim, %%
N Ann. Rheum. Dis. 55 :745-748 (1996) ) - [ i ML/ Bt % (Okragly, ¢ A, J. Urology 161 :
438-441(1999)) K<k (Braun, 25 A, Eur. J Immunol. 28 :3240-3251 (1998)) »

[0014]  [AIFE, SN ZH 2R NGF 7K P F & -5 S B 9 REAH 2C HAE VR 2 5015 2B A W
SR, BRI A BB T IR KT 1) NGF, 1 38 HE 28 E R8T JE R A )
FI NGF (Aloe, 25 A, Arch. Rheum. 35 :351-355(1992)) . 7E 52 5 5 5 25 KB M o6 35 R 1 K
R W22 B AL B (Aloe, 28 A\, Clin. Exp. Rheumatol. 10 :203-204(1992)) . TV 4RIEA
B LRI IG T 28/ B NGF AP35 n 1 B o5 AR K 4R B2 B 38 (Aloe, % N, Int. JTissue
Reactions—Exp. Clin. Aspects 15 :139-143(1993)) . PCT AFF5 WO 02/096458 AFF 1 4
LEHFPE BT NGF HUARAEIR ST 2 Fh NGF AH IS a2 e (ol an, SRR R IR 28 ) HH I
Mi&. CHRIELALHTNCE Jufs 3 5 235 A M IRFER - a (TNF-a ) RIS % 5%
FE RN BR P 51 A RE K 20 i B EL OG8N SR IR 2L i % P W) B K BEAIK (Aloe F N,
Rheumatol. Int. 14 :249-252(1995)) « TR FMNEPEIEH NGF TR ¢ /N R P A= i
INF-a 7K E#E AR Manni 22 A, Rheumatol. Int. 18 :97-102(1998)) .

[0015]  [AJAE, 78 A B JC 1T 2 B0 40 B rh WL %% 21 32 35 18 T 1) NGF B¢ g 55 I ¥ NGF 32 44
(TrkA) (Tannone Z£ A\, Rheumatology 41 :1413-1418(2002)) .

[oo16] L 4k 1& T ME 5 B) ¥ I HLNGF 15 4L 7 i k. = W, 1 W, Hongo 55 A,
Hybridoma (2000) 19 (3) :215-227 ;Ruberti 2 A, (1993)Cell.Molec. Neurobiol. 13(5) :
559-568, SRIM, XMk A BTG IT PER. T AN, FEVF 2 283097 ME kA T ABLRIT
RN A, COIESE /N BRPUAE RN+ D R AE N HR AR EIR . [RI, 3R 75 24470 NGF #1
FIBUAA, AR AJEALHT NGF #5Htrlbiik .
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[0017] TR AFFHIFTA Z2 30K A FF BB G B R A E 5 R AZ % .

[o018] K EHMEIA

[0019] TR AFFHIAK P R A K K7 Hudk .

[0020] 55— I, AR B A N VAL B SN 7 AR B3, JLr e 45 B N S MG IS B AR 2
ARKEF (NGF”) o E3 HEE R BERT AR X ()2 L 7 71 4wl /£ B 1A (SEQ 1D NO :1) K&
IB(SEQ ID NO :2) H1 8 R Fik E3 (1) CDR #4 (f4E Chothia /& Kabat CDR) 7EK] 1A k& 1B
ML RGA . B3 EEE S 2 LA AN A CDR H7E L R SR (B0, LRI “SuiE B 5)7) .
[0021] S —J5 M, AR AEGHUA E3 (SO E#FCON “E3”) A BEX ik, 7E—
AN T &, BN IR 1B SR IR B3 R eE . 75— B, BN 1A
EINIPUE B3 B ERE. B SEE T R, Ik A BRSOk BBk E3 BREEA / BRERER
—ANEEANFEX . XNAEF LT EH, Frid v BES kB WE 1A & 1B BRIk E3
RN/ BEE N DMEE A EAMEREX (CDR) .

[0022] 5751, A% & B AL & R AR PR, Bk B2 4E HH IR 'S 9 ATCC NO. PTA-4893
B¢ ATCC NO. PTA-4894 ()15 E 4™ £ M 2 R H R Hitd. 5 —J7i, AR A5 EEE
(B0 A4, BT B8 55 FH AR 5 5 A ATCC NO. PTA-4895 {115 41 = A 1 £ i B R gwid. 5
— 7, AR\ RNES @) K& (b) Bk, rid (a) N H RS 3 ATCC NO. PTA-4894 BY
ATCC NO. PTA-4893 15 L4~ A 1 2 % T R gt M 5258, Frik (b) MHR#E 5 A ATCC
NO. PTA-4895 {75 L4l e =AW 2 Z TR gmtS M EEE (SO 7 58, AR s 40
M7= A ) 2 42 1 R 48 10 2 B A AR5 ATCC NO. PTA-4894. PTA-4893 & PTA-4895) . %
— 5, A KB NS AR S N ATCC NO. PTA-4894 B ATCC NO. PTA-4893 ¥ 75 3= 4 Jit
PR 2 IR G S B R R R RE T AR X M Ak . Sy — 7 I, AN K BN ARG T
ATCC NO. PTA-4895 ¥ 15 == 41 i /™= A 1) 2 1% 17 R 4 AL 1) B 4 1) B R ] X X Hiddk . 9 — 7
I, &R NEE (@) M (b) BPulk, Frid (a) A HRGS 2 ATCC NO. PTA-4894 B ATCC
NO. PTA-4893 15 =40 g /™= A [ 2 1% 1 BR 4w b 1Y R e (U 3R BE T AR X, Firik (b) N HR AR 5N
ATCC NO. PTA-4895 T L 40 ™ A ) 2 % H IR dm b ERER EFE R AF X o NAE—J7 1, AR
BN S () F1 /B (b) Zmbd i — N EZ A COR [Fulk, Frid (a) A HRGR 5 A ATCC
NO. PTA-4894 1175 L 4= A K 2 % IR, Frid (b) AR5 ATCC NO. PTA-4895 15 &=
M AR 1) 2 A R A 1 EEL R

[0023]  fE—UBsLjE 7 R, Bk S N EHE [62a fHE X . fE—LsLii iy R Juis s
NEEE « HEX. fE—LsLii); £, Juika & S8 2 X, % MR E 2 X, 4
w1, HASGEAMES T A, BAS RO A4 140 Mo/ = 4 e 52 7 (ADCC) » 7F HiE s
i 7 22, f4F Bur. JImmunol. (1999)29 :2613-2624 ;PCT HiiE 5 PCT/GB99/01441 ;411 / BY
o5 [H] B R H1E 5 9809951 8 A IXME X AT, AAH e S Z 9, A e s a
UL RSN E A 1g62a fHE X :A330P331 & S330S331 ( ZH AR 1962a 77 (&
445 ). Eur.] Immunol. (1999)29 : 2613-2624.,

[0024] S —75 M, AR T AU NMERE—IEZ I 2 K (Ha hiuEscA it
&) :a) B 1A 2 1B BIREIPUE E3 — B Z A CDR sb) SKRH K 1A B Riiik E3 HEE
[ CDR H3 ;¢) K H K 1B H Wik E3 228600 CDR L3 ;d) >k H K 1B i ~Pufk E3 BREET
=~ CDR se) K H B 1A H BIR$iiE E3 HEER =4 CDR ;A0 ) Sk H B 1A J& 1B HH BoRFuig

5
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E3 FEEH =S CDR L EBER =4 CDR. AK W — R T AE I MEE—TEZ Wi 2
W CHATAFUEEAS NPUE ) a) AT B E 1A K& 1B S RPUE E3 [—ADEEZ A (—AN
TAVEAD VA TANEGSAS ) CDR b)) fiTAE E B 1A TR R UK E3 BERE CDR H3 [ CDR s 41/
B¢ c) 1A K 1B SR Gk B3 #2%%E CDR L3 i CDR. 78— L8s2ii /7 2, CDR 7] 2y Kabat
CDR. Chothia CDR B¢ Kabat % Chothia CDR [ZLG ( SCHHRN “AEH” B “415” CDR) » 7E
— BT R, Z K (diE ) 454 NGF (WA NGF) o« 7E-—L8SLji 7 2 Hh, 2 IR & S0
AT R CDF M2 (HRH A RS ) .

[0025]  —J5 T, AR R T Z Kk (ndidk ), HAEEH SEQ 1D NO 9 fyEFERARX,
Hep 134 S L VOAB T HN35 FIN, TS B4R, e AT o {d, bR seheisd Lt
BRI B AR BN FR I RN 2 i B I E SRR . TH M, BBUERE, 7N SEQ 1D
B K P IR R R AL

[0026] 3771, A K ARRAL T 20K Cnduk ), HASEF SEQ ID NO :10 FE ] 48
X, Hr M50 9 M. I.G Q.S EL L ;A62 A ABLS ; H L63 AL B V.

[0027] 371, AR AL T 20K Cndudk ), HASEF SEQ ID NO:11 fyEEEn] 4
X, HH Y100 24 YL B R A Y101 9 Y B W s Hodh G103 A GLA B S s HoH T104 A TEL S
Hor S105 A SVA BT s Hrf Y106 24 YR T BIM ;s Hrf Y107 S Y BE P ;2 F1O8 Ny FER W
Hp D109 D NEL G HEH Y110 N Y. K. S.REK T,

[0028]  J3—TJ5 I, A K HFRAL T 20k (k) , HA&EF SEQ ID NO:11 fyEEEn] 48
X, Hrh Y100 A Y.L B R s HA Y101 A Y B W Hib G103 N G A B S s HiiP T104 A TELS 5
Hor S105 A4 SVABR T s Hid Y106 9 YR T B M s Horp Y107 24 Y BE F  Hirf F108 4 F B W ;

H A1 D109 N SVALCL.G. D N.TE G HHEP YI10 NEFEEAAER.
[0029]  A—J5 M, AR HBRAL T 28k Cangudk ), HAEEA SEQ 1D NO :11 fyHE#En] 48
X, Hd 698 2 G S ALCL VAN D BR T s Hid G99 A G.S AL CL VAN D BR T ;b Y100 A Y. L

B R H Y101 Y B W Horp G103 9 G A B S s Horp 7104 9 T BE S s Hivh S105 4 SL A BY
T, H A Y106 4 Y R.T B M s Hidt Y107 Y B F s Hodt F108 4 F 8L W Hirf D109 4 SLALC.
G D N.TBEE G H Y110 AfEE s,

[0030]  J5—TJ7 0, AR AFRAL T 2K (k) , HAS 5 SEQ ID NO :12 fy4sEn] 4%
X, Hirh S26 4 S BLF ;D28 4 D. S.A BY Y H H32 Jy H.N 5% Q.

[0031]  J5—TJ7 0, A K H#RAL T 2K Cnduddk ), HASEF SEQ ID NO :13 %8st n] 42
X, A 151 R I.T.VELA H S56 K S8 T,

[0032]  5—J5 i, AR WRME T 2k (ngidk), & &4 SEQ 1D NO 14 R EERT 42
X, Htt S91 K SBYE K92 A K H.RBL S H Y96 4 Y BY R,

[0033] 37, A K ARAL T 2k (k) , HASEF SEQ ID NO :14 44t n] 42
X, 2 S91 9 S BLE K92 AT R AL 193 NEE IR B F Y96 A Y BLR.

[0034]  — T i, AR EHIRME T 20K (oditgk) , HAE A SEQ 1D NO 9 B R AL
JE5), b 134 9 SV LV VLA B T H N35 A NL T BL S

[0035]  J3—T5, A K BHFRAL 7 20K Ctndndk ), A7 SEQ ID NO :10 HH R 2 AL R
FEF, Hi M50 9 ML TG Q.S B L ;A62 A BE S H 163 y L BL V.,

[0036] 5 —7J5 0, ARKHIRAL T 2K Candufk ), A SEQ 1D NO =11 /R S LR

6
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B, Hod Y100 9 YL BE R s Hod Y101 9 Y B W, Hodr G103 N GV A BR S s Hdr T104 4y T Bk
S H S105 A SVABL T s Hrp Y106 4 YR, T B M s Hidt Y107 9 Y B F s Hidr F108 4 F BY
Wi H A D109 YD NBE G HIAd Y110 24 Y K. S\ R B T,
[0037] 55— 7J5 0, ARKRHIRAL T 2K Cangufk ), A SEQ ID NO =11 /R S LR
FEF, Hod Y100 4 Y L B R s HoA Y101 9 Y B W ﬁqﬂGlosij A B S s Hi T104 29 T BY
S ;M1 S105 A SVABE T ;Hid Y106 9 Y R T EEM ;i Y107 Y B F Hidh F108 4 F B
W3 D109 9 SV ALCL G DNV T BE G HHdh Y110 AT A TR .
[0038]  5—7J5 0, A KRR T 2K Cndidd ), HAS SEQ ID NO :11 H /R = LR
JF 51, Hod G98 9 G Sy AL Co VONL D EE T 5371 G99 4 G4 Sy AL CL VAN D8R T 5391 Y100 Ky
Y.L BEER ;HA Y101 A Y BEW ;2 G103 9 G A BE S ;2 T104 9 T 8L S Hidh S105 7y S,
ABLT s HP Y106 4 YR T B M s Hidb YI07 9 Y B F s Hop F1O8 S5 F 8% W 3 Hirh D109 A S,
AVCL GV DN T B G HEA Y110 A EEE AR
[0039] 37, AR BHRAL T 20K Ctndudk ), HAL SEQ ID NO :12 HH /R LR
551, Hidh $26 9 S BLF :D28 D, S. A BE Y 5 H H32 S HON BE Q.
[0040] 377, AR K BHRAL T 20K Ctndndgk ), HAS 7 SEQ ID NO :13 HH /R AL R
55, Hod 151 9 1. T, VELA H S56 A S 8 T
[0041]  J3—TJ7 0, A K BHRAL T 20K Cndndgk ), HAw7 SEQ ID NO : 14 HH /R AL
JF3, Hid S91 9 S B E sK92 A K H R B S H I Y96 4 Y B R.
[0042]  J3—TJ5, AR K BHFRAL T 20K Ctndndgk ), HAw® SEQ ID NO :14 W /R 2 AL
P3N, Horp S91 8 S BRE (K92 AE 2 AR sT93 NAE Sz Al H H H Y96 24 Y BE R,
[0043] 5 —7J5 0, ARKHIRAL T 2K Canditd, 4 NI duig ) , A& HEEnAE X, 1%
FEETAF X A4 SEQ ID NO :9 [ CDR1 [X 45, Horb 134 9 SJL VLA B T H N35 N T BL S
SEQ ID NO :10 [ CDR2 [X 4, Hir M50 Y M. I.G. Q.S BY L ;A62 N A BL S H. 163 Jy L B V All
SEQ ID NO :11 fJ CDR3 X4, Hirr Y100 5y Y. L BE R s Hrp Y101 24 Y BR W Hirb G103 4 GL A
B S s Ho T104 4 TBE S s Horp S105 4 SVABE T s H Y106 24 YR T B M s Hidt Y107 - Y
FHdr F108 N FEL W H 1 D109 N D NBLG ; Hid Y110 N YK S REL T. 7E—E85L)f
Ty, EHERAFXAL S SEQ ID NO <11 ) CDR3 XI5, Horf Y100 4 Y. L B R s HoA1 Y101
Y B W HHR G103 9 G A B S s T104 9 T EE S s Hid S105 4 SV A BE T s Hidh Y106 24 Y.
R T BE M Hidh Y107 24 Y B F s Hip F108 9 F 8 W i D109 25 SV AL C. G DN T B G s L
HFYLL0 A EEAREIR. Ay &, EFEZXAE SEQ 1D NO:11 [ CDR3 X1k,
HP 698 9 Gy S ALCA VANSD B T 3391 G99 A G S AL Co VAN D B T s HiH Y100 A Y. L 8
Ry H Y101 A Y BR W Hd G103 G AL S ;i T104 Ry TEE S s Hirb S105 A SVABK T ;
HoA Y106 A4 Y ROT BEM ; Hirb Y107 A Y B F ;Hid F108 Jy F 3 W, Hd D109 Ay SV AL C. G
DN\T 8% G HE P Y110 AMEREIEIR . £ Bs2iE i =, 20k (k) #— P a &
Wi AR [X
[0044]  J3—J7 1, ARKRBFRAL T 20K (ditg ), HEH R AR X, R n AR XA
SEQ ID NO:12 ffJ CDR1 [X ¥, Hirh $26 2y S 8L F ;D28 24 D. S.A B Y H H32 4 H. N BY Q ;SEQ
ID NO :13 [ CDR2 [X 4%, Hrp 151 A I.T.VEL A H S56 9 SELT ;LA SEQ ID NO :14 [#) CDR3
X3k, Horh S91 4 S B E K92 4 KW HR B S HL AR Y96 S Y B R, 75— 2Lsijifi 7 v, R

7
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A[AZ[X 4075 SEQ ID NO :14 [ CDR3 XI5k, Horp S91 04 S BLE K92 NAE B AR, H 193 it
AR b Y96 4 Y BUR. FE—REsT ) b, 2K (andidg ) s B E S PuUs R

[0045]  F—7J5 0, AKRHIRAL T 20K (k) , KA () & (b)), ik (a) NEFEAAZ
X, 1% B4 A A8 X 49,4 SEQ ID NO :9 ¥ CDR1 [X 5, Hidr 134 A S. L. VL ABE T H N35 5 N,
T8¢ S ;SEQ ID NO :10 ) CDR2 [X 45, Hrp M50 4 M. T G, Q. SEK L ;A62 N AL S H. 163 A
L8V BAA SEQ 1D NO :11 [ CDR3 [X 35, Horp Y100 9 Y. LB R sH A Y101 5 Y B W s Hop
G103 N G ABEL S s Hirp T104 9 TEL S s Hid S105 A SVA B T ;- Y106 4 YR T BEM s 1
Y107 A Y BEF s Hirp F108 3 FER W ;i D109 DN BER G i Y110 9 Y K S RBL T
Fik (b) NEBEERIAFX, HAU 8 SEQ ID NO :12CDRI [XI5, Hih S26 9 S B F ;D28 Jy D. S\ A
g% Y H H32 4 H N B Q sSEQ TDNO :13 ] CDR2 [X 35, o 151 4 1.7V 8% A 5556 S S B T
SEQ IDNO :14 ] CDR3 [X 4, Hrf S91 24 S 8% E K92 9 K H.R B S 2 Hd Y96 9 Y B R, 7E
— e SEi Ty R, R EE AT AR X A4 SEQ ID NO :14 ¥ CDR3 [X 4, Hirh S91 24 S BL E K92 Ky
EREHIR. 193 M EE AR H I Y96 A Y B R, 7FE—26sjfi y v, EREn] X A5
SEQ ID NO:11 [¥J CDR3, H:h Y100 iy Y.L BE R s Herp Y101 Jy Y BR W b G103 GLABK S ;
HAp T104 A T LS sHp S105 8 SCA B T ;A Y106 9 YR T B M s Hrp Y107 4 Y BLF
HAF108 HFELW ; Hh D109 4 SV AL C. G DN TEL G s Hodr Y110 AfFEE AL . 7EH
BT R, AT AR X494 SEQ ID NO :11 [¥) CDR3 [X 4, Hirt G98 4 G, S AL C. V. N. D
BT s H A G99 4 Gy SVALCOVUONID BT s Y100 9 YL L B R s HoHp Y101 9 Y BOW s Hirp
G103 N G ABL S ;Hirp T104 3 TEL S ; Hidr S105 Ay SVA B T ;- Y106 A Y RO T BLM ; M
F1 Y107 A Y BLF s Hrf F108  FEL W ; Hid D109 4 SVAVCL G DN T BR G s HHd Y110 Ay
FEAER. £ 5sKhi) Zh, rid 2 Ik — PS5 ik,

[0046]  —7J7 0, AR EHIRAL T 20K Candiid, B4 NERATTE) , A SEQ ID NO 9+
BN IEIR A, Hop 134 y S\LV ABR T ; HUN35 SANJTEES f94 SEQ 1D NO :10 H i
TN IEIR 751, o M50 A ML T.G.Q.S B L ;A62 A B S H. 163 4 L 8LV s PA AL A SEQ
IDNO : 11 W BRI B 771, Hort Y100 24 Y.L BE R i Y101 9 Y B W s it G103 5 G
ABLS s HH T104 9 TEES s Hitp S105 9 SVABL T s Hitp Y106 9 YORVT B M s Ho Y107 A Y
g F s Horp F108 A F B W s Hitp D109 A DN BY G s Hodp Y110 24 YKL S R B T. 7E—L852)
&Y, Z RS SEQ 1D NO <11 WP BRI E SR 71, Horb Y100 4 Y.L B R s H A Y101
Y BLWH G103 N G ABL S s Hirp T104 A TEL S s Hirp S105 4 SVA BL T s Hidb Y106
YR T BEM ; Hirb Y107 5 Y BRF s Hib F108 Y F B W ;i D109 9 SV AL CL G D N. T BL G 5
HHEA Y110 A R, fEHESEr 2%, 2875 SEQ ID NO :11 BRI
JEF, Hodt G98 9 Gy SvAVCL VAN D BT 5 A1 G99 4 Gy SVAL CL VA NG D BT 1 Y100
Y.L BEER ;HA Y101 A Y BEW ;2 G103 9 G A BE S ;2 T104 9 T EE S Hidh S105 7y S,
ABLT s HP Y106 4 YR T B M s Hi Y107 9 Y B F s Hodp F1O8 S F 8% W Hirh D109 A S,
AvC.G DNV TERG HHEA Y110 AT BRI . /£y 29, 2K (wdiig) #—
BT REERAZX .

[0047]  J3—7J5, A K HRAL 7 20K ( gk, AFE AR duE ), HA{ SEQ ID NO :12
H RN E SR 7 71, Forp S26 S S BUF sD28 DL S A B Y s H H32 24 H N BY Q sB7% SEQ
ID NO :13 th B R BEBRF ), Hoh 151 3 I.T.VELA H S56 A S 8L T ;LA KA 5 SEQ 1D
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NO : 14 W BRI RT3, Hodt S91 A S BEE K92 N K H.RBY S H i Y96 9 Y BE R. 7E
— UGSy S, 2 RS SEQ 1D NO =14 TR R R ZUE R A, Horh S91 O S BRE sK92 O
R ;T3 MT AR AL Y96 Y BLR. fE—2sLiiy R, 2k (ndifk)
H— A E A E R A X

[0048]  Fj—7J7 0, AKIRAL T 2K (ndudg ) , KA () & (), B & (a) v SEQ 1D
NO :9 W B R BT, Hirh 134 9 S\L.V A B T H N35 2 N.T B S sSEQ ID NO :10 1
BRI A, Hodh M50 M. 1. G. Q. SEE L ;A62 N ABE S 2 163 Jy LB V ;LA SEQ
ID NO:11 F BRI ERR T, g Y100 5 Y. LB R sHib Y101 9 Y BE W Hirb G103 2Ky
G ABLS ;i T104 y THEE S s Hirdr S105 4 SVA B T Hidr Y106 9 Y. Ry T ELM ; Hidr Y107
NYBLF  Hd F108 Yy FE W Hith D109 N DONEE G s H A Y110 9 YKL SR ER T ik
(b) 24 SEQ 1D NO :12 " BRI ER 771, Hod S26 4 SECF ;D28 4 D.S\ABLY H H32
H N B QsSEQ 1D NO :13 W B R BT, Hrp 151 N I.T.VECA H S56 4 SELT ;A
J SEQ ID NO :14 th B R IR BT, Hirh S91 9 S BLE ;K92 K. H R 8L S ; H Hrh Y96
MY B R, A ESEi R, ZHEEE SEQ 1D NO 114 F i R E LR, Hd S91 A S
B¢ E K92 AT R AR sT93 MR AL H I d Y96 N Y B R, fE—SEsLfE 7 =, Z Ak
£9.% SEQ ID NO =11 " B R 2L ER P31, Hor Y100 2 Y.L BUR s Hid Y101 2 Y B W ; Horf
G103 N G ABL S ;Hirp T104 3 TEL S ; Hidr S105 9y SVA B T i Y106 A Y RO T BLM s H:
Y107 A Y BLF s Hrf F108 y FEL W ; Hid D109 4 SVAVCL G DI NLT B G s e Y110 AT
BARMR ., EHESE TR, ZEE SEQ 1D NO : 11 B REIER 71, Hdh Gos A
Gy SVAVCOVONGD B T s Hid G99 9 G SV AVCLVUNLD B T Hirp Y100 29 Y.L BE R i Y101
Y BLWHd G103 N G ABLS s Hirh T104 4 TEL S s Hirf S105 A SVABL T ; Hid Y106 Ky
Y R T BCM s Hrb Y107 S5 Y B F ;= F108 9 F 8 W s HH D109 24 SV AL CL G DNV T B G 5
HHEA YI10 SRR .. /£ SesLjfiJy K&, Ik 2 ikt — P Pk R s n A2 X
[0049]  F—7J5 0, AR HRAL T 208 (it ), HESERR X, Z B BXEF
(a) SEQ 1D NO :9 [ CDR1 X, Hirh 134 A S.L.VA B T H N35 I N.T ¢ S #4% 5 (b) SEQ 1D
NO :10 f¥] CDR2 [X 4, H M50 A 1. G, Q. SBLL ;A62 Jy A B S H L63 N L BV ; (c) SEQID
NO :11 fJ CDR3 X3k, Hrb Y100 24 YL 8L R s Hrp Y101 4 Y 5L W s Hip G103 A GL A BE S 3
HT104 24 T B S sHHp S105 9 SVA BT s Hrb Y106 28 YRV T BUM s Hodp Y107 9 Y BRF s -
HF108 y F E W Hh D109 DN B G HH A Y110 4 Y KL SRR T s Hp ik ik ss &
NGF .,

[0050] S —75 M, AKRHIRML T 20K Canditk ) , KA SR X, R BX5H
(a) SEQ ID NO :12 f#] CDR1 [X 4%, o S26 24 S B F ;D28 D, SV ABLY JZ H32 M H. N B Q
(b) SEQ ID NO :13 f#] CDR2 [X ¥k, Hrbr 151 9 I.T.VEL A H S56 A SEL T ;H1 (¢) SEQ ID NO :
14 /) CDR3 [X 45, H:rf K92 4 K H R BE S H b Y96 y Y 8E R s Herh ik 34k 45 & NGF,
[0051] S —75 M, AKHIRME T 20K (dik), HEE ) BF U TFHESTZX (1)
SEQ ID NO :9 fitj CDR1 [Xg, Horf 134 A1 S LoV A BE T BACH N35 AN T B S BAL ; (i1)
SEQ ID NO :10 [ CDR2 [X 15, Hid M50 4 T.G. Q. SEL L ;A62 A BL S ; H 163 A L BV ;A
(111)SEQ IDNO :11 ] CDR3 [X I, Horp Y100 9 Y.L B R ;b Y101 9 Y BE W Hirb G103 Ay
G ABL S Hd T104 4 TS s Hirr S105 A4 SVA BT ; Hidr Y106 24 YL R T ELM ; Hidr Y107
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NYBECF  HAd F108 Ay F B W Hith D109 DL NER G 1 Y110 2 Yo K. S. REL T ;40 (b)
A5 DL BB R AR X« (1) SEQ 1D NO :12 f#) CDR1 [X 35, Hrr $26 4 S 8L F ;D28 Jy D, S, A
B¢ Y H H32 Yy HWN B Q; (11)SEQ ID NO :13 i) CDR2 [X 1, Hrhr 151 Jy I.T.VEL A H. S56 Ky
SEE T ;H1 (iii)SEQ ID NO :14 f¥J CDR3 [X &, Hirb S91 A S BY E ;K92 A4 K. H. R 8% S H H
Y96 9 Y BY R s H o ik 44 45 & NGF

[0052]  [& T Fy A BIAk, — AN B R Bk £ (i, BAL) Moz TER AL E
AR IIEFE

[0053]  7E-—UBsEiy K, 2K (Widiik ) 454 NGF (WA NGE) o 78— SsjE i R, £
FEALE SR FEAR AR CDR A (dRA A RS ) .

[0054]  [HSCH A BARHL, SCH R AT X 95 07 sUNES RS . ARAUSHEAR AR S
TIHRMEAEET 2 A% S 2490 (W Kabat & Chothia 45 ), 3F 0.5 T I EFIGIE S g S
oY —FRhgn 'S 248, 1 Kabat 4750 Chothia 475 .

[0055] 5 —J5 M, AKRHIRML T 20K (tndiik ), HE &% E SEQ 1D NO :46 B 50 [
Be 31 (40 CDR3 31 ) o FEH B SEHt )y Zd, Frik 2 ki — 2475 SEQ ID NO :3.4.5.6.7
J 8 H IR NEENEERIT Y EH et EH, Z2KE— P85 SEQ 1D NO :9,
10.11.12.13.14 J 15 P ERI— D2 N E R T

[0056] 7 —75 M, AKHIRML T 20K (nddk) , HASE R (a) SEQ 1D NO 28 F1 /5 29 ;
(b)SEQ ID NO :30 F11 / 8% 31 ;(c)SEQ ID NO :32 il / 5 33 ; (d)SEQ ID NO :34 Al / 8% 35 ;
(e)SEQ ID NO :36 Fl1 / B¢ 37 ; (£f) SEQ ID NO :38 A / B 39 PA K (g)SEQ ID NO :40 }7 41 [
FIEMR ) (4 CDR [X 18, 11 CDRH1 1 / B CDRH2 (X4, ) o 7E—Lszjfi )y &, k5%
H SEQ IDNO :28.30.32.34.36.38 J 40 fZ B 71 (W1 CDR HI [XIH ) o 7E—LLSLjfa Ty %
i, 22 R4S A3 [ SEQ ID NOS :29.31.33.35.37.39 K 41 (5 L1875 (41 CDR H2 X4 .
VAR BT &b, 2 ki — 44 SEQ 1D NO :3.4.5.6.7 } 8 h i miI— B A%
IR I AR E KT S, Z KD SEQ 1D N0 :9.10.11.12,13.14 J 15 1
BRI E N E R T .

[0057] S —J5 M, AKRIHIRAL T 28K (ndidk) , HAEEEE (2) SEQ IDNOS < 18 Fl /5K 19
(b) SEQ ID NOS :20 1 / 8% 21 & (c)SEQ 1D NOS :22 1 / 5L 23 (R HLERF %] (101 CDR [X 3%,
1 CDRLL A1 / B¢ CDRL2 XI5 ) o fE—LLsLhi7 &, 2K A5k H SEQ 1D NO 18,20 & 22
MR 7] (40 CDR L1 X3 ) o« B2ty 29, Z K% SEQ 1D NO :19.21
23 M ZEMRTH) (40 CDR L2 X ) » fEH BT &H, Zik#— P45 SEQ 1D NO =3,
4.5.6.7-8 IR NEHENERERTFF] . EH eSS, 26— 2485 SEQ 1D
NO :9.10.11.12.13.14 }% 15 F @R — DB Z AN EIER T

[0058]  F—75 M, AKRHIRML T 20K (ndidk) , HASE R (a) SEQ 1D NO 51 F1/F 52 ;
(b)SEQ ID NO :55 F1 / 8% 56 ;(c)SEQ ID NO :57 il / 5 58 ; (d) SEQ ID NO :59 Al / ¥ 60 ;
(e)SEQ ID NO:61 1 / B 62 ; (£) SEQ ID NO :63 #1 / BY 64 15318551 (41 CDR [X 4, 1
CDRL3 A / B CDRH3 X1 ) o 7E—LE5LjE 7 R, Z U518 H SEQ ID NO :51.55.57.59,
61 K 63 M FERR/ 77 (W1 CDR L3 X3 ) . fE—LesLjfi s &, Z R &% H SEQ 1D NO -
52.56.58.60.62 & 64 [ F:ETF) (40 CDR H3 [XIK ). NAEHELed, 2k —
A4 SEQ ID NO :18,19.30 K& 31 HEIRH— DB NIRRT £ ESEitT &9,

10
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ZIEHE— 25 SEQ 1D NO :3.4.5.6.7 M 8 H IR — N NIRRT 78 B SLi
Jr&E, 25 SEQ 1D N0 :9.10.11.12.13.14 A 15 P ERE—A 2N E LR
73,

[0059]  H—5 1, AR 4R T 205 (g ), H 4 SEQ ID NO :61.63.18.19.30 &
31 H R ADNEE AN AT (W1 CDR X3 ) .

[0060]  —J51H, A BHRAE T 5 NGF (B A NGF) w32 Fl M 45 2 A H0 NGE $i4k (g4t
) o AR T R, Mo AN () BAKIRT2 2nM ( 2124 1nM.800pM. 600pM. 400pM.

200pM. 100pM. 90pM. 80pM. 70pM.60pM. 50pM B 50pM LA K B/ & —Fh ) F1 / BE koff LT 4
6x10 °s G54 NGF s Hil / 8L (b) L 1C50 (474E4) 15pM f NGF) £J 200pM- 150pM. 100pM. 80pM.

60pM. 40pM. 20pM, 10pM B 10pM LA BT = —Fhdiail ( FEARAD / SRR W ) #38iA NGF /)N B,
F13.5 = XA TTIFER A1 / B8 (¢) LA IC50 ( FE7EZ) 1. 5pM [¥) NGF) #) 50pM.40pM. 30pM.
20pM. 10pM. 5pM. 2pM. 1pM B, 1pM LA BAE 55— 4] (FEACR / BBEBT ) HHi A NGF ) 7)8 B
F13.5 = XML eI A1/ B (d) BA TC50 (AFAEZ) 15pM I NGF) £ 150pM. 125pM. 100pM.
80pM- 60pM. 40pM. 30pM. 20pM- 10pM. 5pM B 5pM LA AT = —Fhidhi| ( FEARAT / BFE BT ) 4K
K B NGF [1/NBR E13. 5 = XA TuRIAEIE A1 / 8K (e) BA 1C50 (fFAEZ) 1. 5pM [ NGF) £
30pM. 25pM. 20pM., 15pM. 10pM. 5pM+ 4pM. 3pM. 2pM., 1pM B, 1pM LA BT 2= — R4l ( BEARAT /
BCBELMT ) AR B NGF /N BR E13. 5 = XM & Ju A7y, o / B (F) A1/ BRELZS & trkA 52
A SR AT 45 A NGE

[0061] S —75 M, ARKHIRML T 2K (nddg) , A 2K (a) PLKAKT29 2nM (212 1nM,

800pM. 600pM. 400pM. 200pM. 100pM. 90pM. 80pM. 70pM. 60pM. 50pM BY 50pM LA T A AT & —Ffr )
A/ B koff KT 4 6x10 's "454 NGF (A1 A NGF) 5811/ B (b) PA 1C50 (£74E4 15pM ) NGF)

£ 200pM. 150pM. 100pM. 80pM. 60pM. 40pM. 20pM. 10pM B, 10pM PA T FAE=E —Fp ) 5] 4 A
NGF (/NG E13. 5 = A TTAFTE 1 / B (c) BA 1650 (4E/EZ 1. 5pM ¥ NGF) £ 50pM,
40pM- 30pM. 20pM+ 10pM+ 5pM- 2pM 1pM BX 1pM BA R BT 52 — R < #s A\ NGF (/N B E13. 5
A TE ARG A/ BCLE T A trkA SARSE R LS A NGF, 78— L sz 7 &,
Z Ik (a) BLKD £y 2nM BL R 454 NGF 580 / B¢ (b) L 1C50 £ 100pM B 100pM LA T 415l 4 6t
N NGF (/NG E13. 5 = X & T4, R AF/EZ) 15pM NGF T ll5E 1650 A1 / B (¢) LA
IC50 £ 10pM B 10pM BL T #IH] #K # A NGE {7V R B13. 5 = A EE e i A7 3%, Hod 1650 78
FEAEZ) 1. 5pM NGF I llE o 7E-—LLsTyfi /7 2, 2k (a) BLKD fIKT %) 100pM 254 NGF ;A1
/ B¢ (b) LA IC50 &5 20pM B 20pM LA T #IHI 4K NGF [K)/NER E13. 5 = P& TT A7, H
H1 1C50 7EAFAEZ) 15pM NGE Hjll e 50 / 3% (¢) BA 1C50 £ 2pM B, 2pM LA 401 4 i\ NGF
(17N E13. 5 = XM o473, Hod 1650 /EAZ/EZ 1. 5pM NGF Tl 5E o

[0062] G H SCHRRIA AR MY, B AR R BH TR R SRR 1y 5 /N BR R v BE AR 911 12 R
FER M (R LR e 51 2 i 22 RS2 7 22 . Mab 911 HUSEAHT CDR FEFIAEIR] 1A J% 1B LK AE
SEQ ID NO :9-14 &R,

[0063]  7E—ULsZifi iy R, AR IR TR L2 REbuk, 3B R 2K (i
&) RASEN. £ Ed, 2k (il ) Z2HA B4ty AHELT R
W, Z K CAndudk ) o TG . 7RI e SEE T P, U RS BRI PUIE . 7E—2E s
HET, ZRE (i) B85 AT F . fEHESEiET 2, 28k (k) 85—k
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ZAAE NI ZER AL . AE— LS T 2, 20K gtk ) BLK, 2nM B 20M BLR 454 NGF (11
ANGF) o FE—28525t 75 e rf, 2 IS A TAE NIRRT 5] (anml 42 X, 1 CDR J# 41,
EEFEH]) B—DEEAD (123 DA D56 AT 8 A I8 ANBL L) 3T NE
M. FE LSy B, ZIRA SN T2 IREAERTH) (bt 911 AHER T
F, 91 SED 1D NO :9-14 T E—ME 2 Fl ) 2014 20 2 e 2 AP Rz 344
ANB N6 AL 6 AU R E IR B AR 7E— 2L STy B, AR TSR P (W Mab 911)
SRR AR TR BUAR IO 45 A o f e (FE—SSsiti Ty 2P, 5 A op Mkt m ) o 7B e st
T7 &, BRI A B PG T trkA SRR NGE (f A NGF) [45& 5 /Tt . 78— R8sty
ZH, ZIRPUCRBUE . fE— RS T SR, BRSNS . 7RI e ST e i S AR
tebifh. BBt =9, JUiR N Rl bR . 75—y P, Buids R
(LN,

[0064] AREHRMT ZHER (AL HZEHR ), LASHSTEU LLE TR
I 2 %R -

[0065] 55—, AR MIRME TESE ZZE R, LA S REIUE E3 (SO THRRN
“E37) FrEEXIEIN 2. ARy B, B BON B 1B B IR B B3 AR EE .
RS —SEH b, i BONWIE 1A TP BoRuik B3 ERE. AL ey =, FBAaS K
H i B3 S8R / BER M — AN E X, £ 58—y &, B Ak E A 1A
Jo 1B W BRI B3 (RREER /) BERE — D B AME R E X (CDR) »

[0066] 5 — 5[, &K NG B2 AR, AT WIS IE E3 (2% IR, 7E—LksL
TR, 2 RAEE 2 M 3 h BRI ZER— FEmA.

[0067]  J3—TJ5 I, &K ANE D E 2% H I, Hambd R 5 A ATCC NO. PTA-4893 B ATCC
NO. PTA-4894 [ E3 #2 4k, 53— J7 I, KK N L 88 2 4% 1 1R, Ho 9 14 IR 58 5 v ATCC
NO. PTA-4895 [ E3 HHE. M 5 — 5, KK AL B L2 ZH R, HAE (a) £IR#E T
N ATCC NO. PTA-4893 B PTA-4894 [¥) 22 1% 5 & b 4 A5 (1 7] AZ X R (b) £R 55 A ATCCNO.
PTA-4895 ZIZ R P 4L (P AZ[X o S — 7, AR HNE S B 2 ZAT R, HAE (a) 175
54 ATCC NO. PTA-4893 Y, PTA-4894 [ 2 #Z & H 4w it 1 — M EL 2 > CDR ;81 / 8L (b) &
JiE 5 ATCC NO. PTA-4895 [ 2 1% IR 1 4mhd 1 — N EL £ 1> CDR.

[0068] Uy — 5 I, AR BIRAL T 2R, Hgubd sCh #EA AT — ik (BFETUE A B
EES

[0069] ' —75 M, A K RME T AE P AHIMTE— 2 TR EE (BREREL&TE
WAk ) FrE AN

[0070] 4 [ SC PR AR b, AR R W I B RE I O FR S /N RO SRR LA 911 (2 R
FEBUAH A ) 22 3% PR AL RN 2 % BR SE i 7 %8« Mab 911 HRESH CDR P HI/ERE] 1A J 1B LA
JAE SEQ 1D NO :9-14 15875,

[0071] 55— 1Hl, A R W 1 =40 i, HoAD & 4m il B3 R REN 2 4% 1 1R X gwhY B3 H&E
M2 Z TR, Hh9bs B3 REER 2 % 1 R B A RS ATCC NO. PTA-4893 F1 / B ATCC
NO. PTA-4894, 4t E3 B HEM) 2 1% IR B A (R 5 ATCC NO. PTA-4895 . 7&— L5 7 &,
6 FAMES (@) 1/ (b) NZZERR, rid (a) RIS ATCC NO. PTA-4893 B, PTA-4894
M2 BRI AT S X A (b) AR S A ATCC NO. PTA-4895 (1) 22 %1 B2 h 4w A 1 7]
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X, E—YsfE 7 =P, 15 EARAE Y () fl/(b) MEZTR, ik () NRES
ATCC NO. PTA-4893 BY, PTA-4894 H1 Z % I 9w b5 () — DB Z A CDR s Bk (b) N R7E ‘5 ATCC
NO. PTA-4895 HI £ i BRI AL I — AN B2 A CDR. 76— S8 52t 7 0, 15 £ 41 i A L sh 4
o

[0072] W —J5 0, AR AFUEES 254 NGF B &k, W—0H, E5E ALY ER . 5
— 7, BAEENEEAR AR .

[0073] 55— 5, AR AN SCHHRT — PR Z KA & 1 NGF B4k, B—J7mH, 24
WRESER . H— 7, B ENEAR Fair.

[0074] S — 7T, AR RNZMAEY), LAE PR MTE—Z K (BfEisuiiig
£3) BRZ AT BR, WAL & Hiik B3 B & ik B3 A BO R34k L& v] 25 IR TE 7 i 25 4 &
Yo

[0075] 55— 75 I, AR BN AE AR E3 1755, HAL & il &8 3 g fiid B3 RIS EA R
15 EAM AE SRV A TUE B3 I 5AF T 571 40 E AR s DL Ak B3, £E— 2
e R, BEBAEESE 2 LE 3 BRI R Z TR .

[0076] Y3 — 71, AR B NS AR B3 7, HESEA G R REmE ES B
B2 TR &g E3 BRI 2 TR, Hdhdwbd B3 REEM 2 T REA AR5 ATCC
NO. PTA-4893 A1 / B, ATCC NO. PTA-4894, I H 4w 4 E3 H ¥ 1 2 #Z T IR B A R 5 ATCC
NO. PTA-4895 ;38 i 42255 [ lOf! / B B i

[0077] S — 71, AR BRI T 7532, Bl U5 V2 R AE Al 4 e Hp s SRk g ik (A)
VB B — R B R B 4 30K, BUREE I ERE n] | —Mia RIS ) M—FElZ M 2
B = A SO TR 2 K (i ) , 8 HE RO/ BB H TR B Z IR

[0078] S5 —J7 1, AR BNTTE, ik i s SO AR 2 K (AR E e
E3) 540 NGF ( @I A NGF) AW ko 75— SEihy &rp, kA& SO h R T E £
Ik CAFEdUE B3) el AP A KPR+, A dE B B BRI i NGF v& M (I ARPE:
AKREFEE)

[0079] S —J5 M, AN KB NI, ik i 8 FSOH R 1T & 2 06 CBFEUE, ik
E3) £l NGFo NGF W47 AEIE ik i 3l NGF 530 AT B 2 I8 (ndiik B3) BB AT
R o g se b N O ARE “KI 7 AR SRR EUA S OSBRI 8 PER / B0 S0 (&K
s

[0080] U — I, A% K W A L e A R A AR KR I TR, iR A A At
I E3 BOCH IR RTE R Z K (DS ) SRR STt Ty 5. 7 —SLSLjf Ty K, 750
NFARTGE

[0081]  — 75 T, A% & B A it /M4 iite A A 2= B NGF 45 B A AR i B B0 iR 7 A
W 2R R PR DS 2 AR R v o MR AN R IH B 2R 370 NGF 975 U570 44 R 1 | B BEL I 5 28 R
P PRI AR B IRIR o AE— LS 7 2, £EJite FH Bt NGF #5301 44 5 2 24 /N A 95
. LSS 7 S, AT AT NGF FEBURIuAR 5 20 4 RIRIRIER . fE—LL st 7 &
H, AN R 26 MR D FR AR AE S B BT B AT I R R

[0082] 5T M, AR BHERAML T AE AN A o BT 2 RV 14 5% 7 28 S0 I R AR 22 L DR 2R R
PR DG T 28 TR S I 218 G T D0 8 2 IR S R PR DG AT 28 AR AN/ BRIE IR 2R KR
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PRI 78 98 10 AR K e B Fee (1K) 7325, BTk 77 kA 2 1al i ol A A4 it FH A7 280 & 19 97t NGF
FEyURE.

[0083]  — 7 I, A K B A 7%, Bk 7 v AR A4 v di i ) AN A4 it FH AT 2R &= 4T NGF
PRI BUR TR BUGT & R 2K -

[0084]  5j—TJ5 I, AR FRME T ¥RIT M 5 IR RGE MO RAH R B R MBI BT (1R
W) 5k, S A ERHUNGE Fiufliuis. 75—, AR\ T 72 Mk
Bee AR 01 28 IR 1 R A 2R i DT AR B 1 2 IR S DR B YT 2 R R AN
/ BRIEIR B I 9 RAE R R B R B v, BT 5 A5 A A i A R BB NGF
FEPURPuE.

[0085] Y — 4 M, AR EHFRAE T & B SEE —FEEZ M C PR A SN S
Yo —MLAA G AR DL AR T3 2 i B A5 I 3K 283200 & F T SO R (AT B 7
[o086]  TCit LR SCENAMIRI &M / B THI & 250, AR WAL T F-FSCh #
AT F & AT B AL A Sl &

[o087] [t K fjik

[0088]  [&] 1A : 7N E3 Puik EEE T AR X AR /771 (BRIt R« 6” [ “o+ S T H3) .
Chothia CDR % Kabat CDR 43 flidit T RIZ 20 Ik R A ik . B 1A B R AT E
TR AR X Z IR T ARSI 5 (2) VHA-59 AR ZR 3235 751 (gremline acceptor sequence)
(FRIEA “VHA-59” B “27) 5 (3) H/INERPufR 911 RIZEH CDR BAE N2 E 751 (bRt R “&
CDR B HE” B “37) 5 (4) 948 VTIK B ACHIZ COR BAEZ FH FFEH] (hRic A “3+ — PR35
747 5 (5) AFEM I CDR H1 f H2 [ FERE (ARid s ” B 4+ A0 77 e H,
H27) s PARedidk B3 (A F#EAE ) .

[0089]  [&] 1B : 7N E3 HUiR iR BE vl A8 X AR 7 91 (BRIt 5”4+ S T L3) .
Chothia CDR /% Kabat CDR Z37liit T RIZIE . Ik A RHATE ik . B 1B i /Rm AT
RN AR X S IR T I < (2) 08 ANRRZETH] (FRich “087 BL“2”) 5 (3) HIZIN
Fufk 911 IE/H CDR BRI 23 5 (hrich “4 COR A 5L “37) 5 (4) 4 CDR BiE % #
FPB (BRIEN “3+ SR /19848 L1, L27 8L “4”) 5 (5) BB pli#h COR L1 B 1.2 f v B
(FRICA “57 BE “4+ SERM AT L37) 5 Jediifh B3 (A LHER ) .

[o090] ¥ 2 IR AUk B3 T AR X 2T BRI Z 1R .

[0091] I 3 :BIR SRS HIA B3 BT B X Z TR FIINZIZHIR.

[0092]  [&] 4 AFAEAS RV E A K R NGF B HR A8 NGF 119 E13. 5 P& e iE I Bl X 5
X BT NGF 3 (ng/ml) H. Y #6f BT & Hh 4t

[00903] &5 NFELE0. 04ng/ml ANGF (£ 1. 5pM ; R B8 ) 5L 0. 4ng/ml A NGF (4] 15pM ;
FERIR) B LR Z P Fab (1) NGF FEBTE A . % E13. 5 /N = X A& Je /e 2 Bk JE Fab
E3 ;iR 911Fab ; [ Fab H19-L129 & Fab 81.2-6D5 H4F iR BHT IRl o SHAERERD NGF WK
3 Fab 19 1650 ( BA pM 7R ) AT EIAEE 9 H 7R, Fab E3 SR ZUBHBT KA NGF [
= X ARZTCAFIE , FEAEAE 15pM A NGF B 1C50 £ 21pM LA AFAE 1. 5pM A NGF B, 1C50 N4
1. 2pM. Fab 3C & H19-L129 t 3 ZU BT A NGF [ = S A2 o475 . A2 PR I, X il
XTRLT PRI IE (nM) H Y Bloot T2t Eobi 48t 1650 K294 1. 5pM NGF 1M 15pM 183
NGF [ VLRI T
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[0094] K& 6 :NAFAE 0. 04ng/ml K KR NGF (£ 1. 5pM s F B 7R ) 5 0. 4ng/ml KB NGF (£
15pM s EEEIR ) I EEEL 2 Fab [ NGF FEIBT/E B o % E13. 5 /8B = X4 Tt 2 Pk
[ Fab E3 ;K% Fab 911 ;5 FabH19-L129 F1 8L2-6D5 H [RIAFIE N LA EHER BHATVEAS . AH7E
B b NGF I T B Fab (1) 1650 ( BL pM 7R ) #HATIHEIFAERI 9 i R, Fab E3 58 ZUFH
TR NGF 1) = XM EE TOA7 I, FEAFAE 15pM K B NGF I, TC50 £ 31. 6pM LA A AFAE 1. 5pM
KB NGF I, TC50 9% 1. 3pMs Fab 3C Az H19-1129 i £ BEL b 44 i K KR, NGF [ = X ph 40
TCATIE - 1650 KZI4 1. 5pM NGF T 15pM A83 NGF [ AIAR B . 72 B v, X Floo B2 T4
W (nM) B Y Foeh R T2 &t

[0095] &7 NHIAF ARG 24 /N VEASG RI#E A& I Bm H 0. 02mg/kg. 0. 1mg/kg-0. 6mg/
kg BY 1mg/kg 1L NGF Hifk E3 W67 AR IRII L. “ * 7 Fon 5P A REAH LU v 22 0 2
Z5 (p<0.5).

[0096]  [&] 8 AR T ARG 24 /NI PEAR R B9 I Wos T ARG B/ AT 0. 5mg/kg 31t
NGF 4k E3 JEHIAIT R (p < 0.005) FRAGH BRI HIE .

[0097]1 &9 MW 8 A NGF 5/NER B4k 911 (Fab) 25425 MK BIAcore 43 Hr 45 R
/NER 911 FULAEDLKD 3. TnM. ke 8.4x10 °s A2 k., 2. 2x10°M 's 454 NGF.

[0098] & 10 : &I~ A NGF 5474k E3 (Fab) (#){E “3E Fab”) &4 B ML) BlAcore 4
s REIE. B3 BLKD £ 0. 07nM ( BLJ% kon Z) 6. 0x 10°M 's "H. koff ) 4. 2x10 °s ') 454
A NGF,

[0099] & 11 i I NGF 5 trkA (R MBI ) K& NGF 5 p75 (R AT LIETTR) 2
TR I I 255 8 - BOPPAS 1, SR Budd E3 BRIBT NGF 5 5244 trkA K p75 fHEAEA K, X
Bt T 4044 3B (Fab) FOMREE HL Y SR T NGF 454 (FK RU T4 %) o fl il AR5 5
(BLRUINSE ) Frzniy,Fab E3 WREEHINFEEKT NGF 5 p75 M trkA W& WA EAEH . 43k
E3 (Fab) ¥R JE5 NGF ¥ BEAH A, LA E NGF (454 (Al 2145 5 %R ) .

[o100] & 12 Nk 584847044 B3 2 Fab E3 (KA NGF BEWBE /710 &l . KHFEAEN NGF 2 %
FRIRJE Fab E3 Ffidk E3 I (1) E13. 5 /N = X A& TTIAFE EATIPAG - X %S BT NGF 25
A (M) H Y #x T =X (16) #EmiH— et . 4 5e 8 duik J Fab WA NGF
e (Fab H— NGO LEBHEANAN G &0 50 BUH H—n, 588514k E3
5 Fab 3E o DAL 46 4O NGE 1 = X A28 ST A7 o

[0101] & 13 AFEIRAEAEAE 0. 4ng/ml A NGF (MIFLIRAS ) I, 2R (20.4.0. 8.0. 16,
0. 032.0. 0064.0. 00128 /% 0. OnM) & E3 (2O =M R A“SE”) ik 911 (20 E ) K
trkA 2R R IER (BIR2IETT IR sIRAE “trkA-Fe”) $1] E13. 5 = X £ okt NGF 17
TR X A BT IR (o) H Y IR N T2 B4t . X st FAE Sk B3
BELWT NGF 32 407 T-/N BRL B s B BT NGF B4 911 B trkA Sz bibf 2= .

[0102] & 14 : yHIRHT NGF FE BRI Bilk E3 (PR “ Bl 3E”) B Fab 911 E R FEHIARIK
JE Eris 200nM B, ASHIHERE NT3. NT4/5 f2 MSP A #E e e A2Tm I . BUBE AR R 75
H 48 /NI JE AT TS SE S o BH A R (A7 T NGE IR I AR K ) = X 42 7T 100 %6 47
i) HORERIEIE F E 2 Z O TR EE f YA £ dsilEve, n = 3) o fEAFAEAEE N
ANMEEFHRER (FNHHE™) .400pM NGF (F7H“NGF-400pM) « 1OnMNT3 ( FRAH “NT3-10nM)
B¢ 600pM  MSP ( BN “MSP-600pM) B, 52 FH 22 APl B2 (20nM. 2nM BY 0. 2nM) E3Fab ( & HhFR
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“3E”) Re/NRPUAE 911Fab.

[0103]  [&] 15 JHiA P NGF FEHUfIPilk E3 (Fab BB ulE ) (BN« ElH 3E”) BT
1 911 (Fab BUSE 854K ) , TR AEHURIRE Biik 200nM IPASHIHI L NT3, NT4/5 A2 MSP {2
B A TR ETRIMAR MEEFRER (MO “ LR F") AFAE 400pM NGF (Fx
9 “NGF-400pM) . 10nM NT3 ( #RA “NT3-10nM) BZ 600pM MSP ( #kA “MSP-600pM) i, B FH %
FRIRFE (200nM £ 80nM) E3Fab. 58 8444 /N ERPTAE 911 5285k J Fab.

[0104] & 16 SAHEIA$TNGF #5557 44 E3 B Fab E3 Al it BDNF\NT4/5 B LIF {21
(1) E17 S5 50 IRA 2 TT I AFIE I B ot/ BRATC NGF S5 H0 77044 911 EATHar i I W ¢ 21 AH AL
iR FERMARMEEFRED (MN“THF") AFLE 400pM BDNF (F54 “BDNF-400pM)
400pM NT4/5 (FRA“NT4/5-400pM) BE 2. 5nM LIF (FRN“LIF-2. 5nM) B, % 2 Fhik & (200nM
ok 80nM) SEEEAR E3 (FRAEH “3E”) \Fab E3.58#444 911 BY Fab 911 #4746 .
[0105]1  [&] 17 : 3R HT NGF 5 517504 E3 B, Fab E3 A #1438 i BDNF, NT4/5 B LIF
R EL7T IR A T A E . AFEAELIAMEERED (RN TAR”) .
400pM BDNF ( FiM “BDNF-400pM) .400pM NT4/5 ( #Jly “NT4,/5-400pM) BY 2. 5nM LIF ( #kH
“LIF-2.5nM) W, X7 fkE (200nM. 20nM. 2nM) Fab E3 (FR AN “Eh 3E”) BY Fab9ll #4TH:
Mo

[o106] K& 18 : 244 D14 Az D19 jifi BT NGF Hidk (B3 Jz 911) JEUESEIRTT 28 K (KRR
PERTT R ) R EMERBEE . [F9CT R/ E3 (5 14 RS 19 K, ik N i
H Img/kg) V911 (5 14 R JEH 19 K, #F Ik Wit FH 10mg/ke) B 289/ (R 48 11Tt FH W e
% (indomethacin) 3mg/kg, HE4T 10 K)o KA mV Rom NIME £ FIhsifEvR.
[0107] P& 19 :J94E D14 J D19 Jiti FH #70 NGF FLAA fE ik S8 K SR ISH 4 (R ME ST R I
A1) WL NGE JriEs R E s B (] 9% 28 /N BRI B3 (58 14 R EE 19 K, Sk N it
H 1mg/keg) V911 (55 14 REEE 19 R, ##Mk A 10mg/ke,) B A8 (RRE C it M|k
%% (indomethacin) 3mg/kg, AT 10 K ) o MREAL IR NKIE £ FHIFRHER .

[o108]  [&] 20 : Y 7E D14 % D18 Jifi FH A [A] 1) & $t NGF Fi 44 E3 (0. 003mg/kg. 0. 03mg/kg-
0. 3mg/kg J% bmg/kg) JEUESERTT KR (ERIRPER T RER ) P FEMERNE. &H
SEAE VA mV RO NBME £ SPIbRAE LR

[0109] K& 21 : A/E D14 J% D18 Jifs F A~ ] 77 = i) 310 NGF $it 48 E3 (0. 03mg/kg~ 0. 3mg/kg %
5mg/kg) JEUESEIHT AR ( RRIBPEITY RALAY ) Hhi NGF HU4K E3 %58 14 K (H—4k
B 14 -R) EFSEEANAE.

[o110] K& 22 :N7E D14 & D18 Jife F AN A5 &5t NGF $i44 E3 (0. 03mg/kg. 0. 3mg/kg J% 5mg/
kg) JEUESZICH 2 KRR (ERIEMEICTT JALAY ) rhfu NGF Fiodk B3 XA SR AEH I . 14
FHEH—LBIE 0 K.

[o111] & 23 3R T E3 HEER X Z AR T (K 23A) RREEE P X @ R 75 (K
23B) , WIHIGF 2% 5 « Kabat 2475 J Chothia 485 34T 4% 5 .

[o112]  RETER

[0113] L AFFIA KBS AE T DA SR A PESS & NGF (20 A\ NGF) ()3t NGF FE 5 Hii4
AR HBE—DIRUE T 456 NGF T4 E E3 RIPTik A 2 Ik, DA il £ A1 B 3% Lo Hi 44 (1) 77
e fE—ReSE T Srp, AR IR T A MAEKEF (“NGF”) BFINIRMTTE E3, L
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il £ AN PR I 57 . AR BRI 455 NGF (9 E3 Z ik (B4EHuiE ) , DA gRbS E3
TR/ B2 IR 2 H R .

[0114] TR AFFRIA KRS T 752, Bk i e Ak v il i Va7 A Zes 19
NGF 5 fi ik T FBG A1/ Ba T IR PRI 28 5808 o

[0115]  SCr A FF R AR IR At 1 J7 325, Bradk T ik AE A i i R T A SR A
NGF 55U T TR A/ BORTT B % 28 5K

[o116] AR B AL 1 T I B HuAA o1 A0 M 1K 77 7% T 3R AIE CDR XI5 J57% o

[0117] —f&HAR

[o118] [ T 534 BHAL, AR B (1) 55 e S A AR STUSCEE AR N VS A 1K o3 7R (A dE
HAFAR ) A AR A KRR I BRI STk, 1
Molecular Cloning :A Laboratory Manual, 28 —h, (Sambrook ZE A ,1989)Cold Spring
Harbor Press —J43H ;0ligonucleotide Synthesis(M. J.Gait, Zw%E, 1984) ;Methods in
Molecular Biology, Humana Press —43H1 ;Cell Biology :A Laboratory Notebook (J.
E.Cellis, Zm%E, 1998) Academic Press — 45 ;Animal Cell Culture (R. I.Freshney, 4%
¥ 1987) ;Introduction to Cell and Tissue Culture (J.P.Mather A1 P.E.Roberts,
1998)Plenum Press — 43 1 ;Cell and Tissue Culture :Laboratory Procedures (A.
Doyle, J.B.Griffiths I D.G. Newell, %% %i 1993-1998) J.Wiley A Sons ;Methods in
Enzymology (Academic Press, Inc.) —F5 1 ;Handbook of Experimental Immunology (D.
M. Weir FlI C.C.Blackwell, 4% %5 ) — H 1 ;Gene Transfer Vectors for Mammalian
Cells(J.M.Miller F1 M. P. Calos, 4w%, 1987) —F+ ;Current Protocols in Molecular
Biology (F. M. Ausubel Z£ A\, 4f%E, 1987) —F5 ;PCR :The Polymerase Chain Reaction,
Mullis 28 A, 4545, 1994) — 5 ;Current Protocols in Immunology (J.E. Coligan 2§
N, g, 1991) — 59 ;Short Protocols in Molecular Biology (Wiley A1 Sons, 1999)
— 55 ;s Tmmunobiology (C. A. Janeway fll P. Travers, 1997) — 459 ;Antibodies (P. Finch,
1997) ;Antibodies :a practical approach(D.Catty,4w%%, IRL Press, 1988-1989) —4%
1 ;Monoclonal antibodies :a practicalapproach (P. Shepherd # C. Dean, Zi%5, Oxford

University Press,2000) — 4% f ;Using antibodies :a laboratory manual (E. Harlow
F1 D. Lane (Cold Spring Harbor Laboratory Press,1999) — 345 H1 ;The Antibodies (M.
Zanetti 1 J.D. Capra, gm%s, Harwood Academic Publishers,1995) —J45f ;LA A Cancer :
Principles and Practice of Oncology(V.T.DeVita Z& A, %% %i, J.B.Lippincott
Company, 1993) — 5P LG B RE .

[o119] & X

[0120]  “Hifk” FywdEad o7 T EERE A 4 F ] B X F 20— AN HUFE AN S BBFE R4S
HELR, WKL A 2 BRI 2E 2 IR ENRERED 5. s RAHE, EZARE
AL B 5845 2 v B B S B 4K, A& L Bt (40 Fab, Fab’\ F(ab’ ), Fv) . 5%
(ScFv) A4k A5 o 3 7 Rl & 8 3 283 HUE R AL s AR AT B 242 iy 2
MR E 0. PUREFEE RSP, a0 TeG. TgA BL IgM( BUHESE ), ik A L8
TAEERRE S . U T S Bk 8 (1 AR H 2 45 IR TR 2 R 5 7 71, PR S 2k e A A
AR I ERE A B4 T2k :1gA . 1gD  IgB. IgG J TgM, HiX ey JLFh Al 5 4
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NP CFEFDEL) , B, TeGl. TgG2. TgG3 TgG4- TgAl 2 Tgh2. XifRiT FuyEERE A [F2E
(R EEEE S PR A a6y ey Jow o ANFESSHIEIRE E K BA 5 e =4k
R 32 2 R o

[0121]  “Fv” A 58 PR WO S a5 G 0 Sk fr B FEPEE Fv A, JHIX dg el
— N EEE S AR R AR S A D B AR O i R ) R AR . AE EE By B, —
AR SN R ] AR 25 A ST I R IR Sk AN 1 e DA B R e L R 5 BE Py
PSP AL) — RAR S M e . AE BERP G T i BN AT AR 25 K 45 =~ CDR AH ELAE FH BASE X
VH-VL = BRAR SR B0 S 45 AR5 e it o SR, S22 B — Rl AR g gt (B0 R A8 X B J e e 1
3/~ CDR [N Fv) HA R A S-SR I G877, (H— AR T e 45 5 AL sl sE AP
[0122]  Fab jy Bt A0 & R RETE 8 45 Mt S B RE I 58 — MECE S5/ (CHL) o Fab” Bt
Fab Jy BeANAL, Ik AS [F] 5 T2 S8 CHI S5 AR i R o N B0 J LA B S, HLA R B i dd
BHEX K — ML .

[0123]  “HAERESUR” S a A B TIERE, Hoh e S A 52 SRS G
B2 (RIMAFAEBAERIRATAE ) o B vn B PUIRTE 5 A I, B0 B — e SR A7 o ARIE B v R 471
7 A AL 58 B B8 T R A S 4 KB e B A, ALHE L B (21 Fab Fab’ \F(ab” ) ,.
Fv) ERBE (ScFv)  HRAA A S HURE 2 RS 2 A LA & B B % Itk & &t
JR 88 77 AU VR AL R RAEAT He B 2B R R S BREE B . AU BSRIEEAA
il 1977 20 (a0, T R A8 e Wk B AR e 5 A R IA VR BRI B AR ) ASBREEAT BRI
[0124]  4nsCH S ATH, “ AR Fom AN BT NP AR AR @ IR e F A/ B AR
A BRI EOC P AT B i NPT AT AT BRI & RO Pk . NPT E LR HR & 2= —
MNEFEZ K E DD NBEREZ IR PR . — AP sEE) a5 AR RE AN EREZ IR
idk . APuiEn] 2 AR GUE A EAR ™ E . £ AT R H, APk B EE & S
B, W TR AR SO R I8 A B4R (Vaughan 28 A, 1996, Nature Biotechnology, 14 :309-314 ;
Sheets % A\, 1998, PNAS, (USA) 95 :6157-6162 ;Hoogenboom 1 Winter, 1991, J. Mol. Biol. ,
227 :381 sMarks 25 A, 1991, J. Mol. Biol. , 222 :581) o A4 th Al 1 A S BR 5 1 3 (A
JEE T N 381 B DRI B0 , 491 oA 0 P % 3ol 1) R DR 4 B 5 A AT R /N BR P i o IR
13 E RS 5, 545, 807 35, 545, 806 ;5, 569, 825 5, 625, 126 35, 633, 425 Jz 5,661, 016
BHAT T HA o & et , NBUARR] @ AL A B AR N B kAR (B vk 2 4H i
Al A BB AT AR ST S )% ) il & - 2 WA, Cole 5 N, Monoclonal Antibodies and
Cancer Therapy,Alan R.Liss, 28 77 T (1985) ;Boerner £ A\, 1991, J Tmmunol., 147 (1) :
86-95 ; LA K ZEEHFHH| 5 5, 750, 373,

[0125]  “HRGHUAR” R ik, Hh A gk LR B A R P P — 37 5 R H
1578 VYA EE T4 8 A b s B 2[RI B B AR BCS S— Ah eh B R B)
R o — M, R SR A Bk, A28 S R R AT AR XA A7 RIS B W L3 — A G A
A AZ X, MHE SE & 725 kI E 5 — WM Bk e 5 R . 2R A T 2R — A B 2 R 0B
YEDy, AN, H 5 T-3R45 B9 R A8 Bk AR fE AP B4 i w] A2 [XR] 7 {58 4l >Rt 15 3
FE CFN RIS, 5 RIET 6, N4l &P e g XA & . nl AR X BT 5 Tl % HAr 7k
ANSZE RIS RE IR, 18 DR BN, 4TS SRS, ok B A HESE X ELAE AR I1E 5E XA
Gy 51X NS E B B, SR, 1% AR T b B A st
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[0126]  “ThREME Fe XIR” A RIRFF Fe XL E D —ADNRNFThEE. w6« F 3
Be” A04E Clg 454 AMEMKBIRIZERERTE (CDC) sFe 2RSS & (MO AR 40 i A 540 fu 55
PE (ADCC) s FFWRAEH] s A Mo R 5248 U ({91, B 4HH 244 sBCR) 5. SN+ )R
— TR Fe XIS S 45 A 453 (B andu ik ] A8 e i3 ) 2H A 3 F ARSI L 1) 2 il e
TEEAT VS F T OP A5 2R AR s, 7 2h R

[0127]  “RINFFH Fe X7 855 BRI Fe X8R 2 R0 7 ZAH [F i 2 L 1R 7
bl HTZAD—NAIEBRB, K Fe KI5 5 RIRTFF Fe XA R 2241 771,
HLRFFRIR T Fe X 2 /b — N8N Dhge . fRikhh, 5 RIRFF Fe XKIRECERZ K
1) Fe X AH L, 2844 Fe XIREA 20— NR R BR B AR, Bl /e RIRTFF Fe XIFECER 2
JRE) Fe XIgh B 2)— D24 PPN AR BN ik B A — D 2L TAZER S ohAe
W Fe XI5 R FF Fe X / Bea 2 KK Fe XIg ik B 2 /029 80 % 3 51 [/ — Pk,
HEMmiES KAL) 90% 75 [F—M, Bk 5 204 95% )75 [F— k.

[0128]  GnsCH RLA 1 “HRBBTAA RN T AN ER 17 K “ADCC” 4R 4l i/ T 1 BL,
HrpRIE Fe 524k (FeR) BIHERs Al fREE RGN M (B, KRG (NK) 41 w8 mp ok 2
o S B 20 ) R A ER A 2SS M PuAR JRBE f 1 AR A M ) R . AR E R S
5,500, 362 BX 5, 821, 337 IR KT, H 195F 1 ADCC y&PER] B &4k ADCC I 5 VL3 AT VEA -
FH T e 200 5 2 1 A P S80S 41 B 0 48 40 F L SR A% 40 (PBMC) 2 NK 4. &, BRIk
H, B #I4F 1 ADCC J& PE ] ZE4K P, 4l 2E Clynes 28 A\, 1998, PNAS (USA) , 95 :652-656
ANFFRIBNIER oA

[0129]  fISCH R AR, “Fe 52467 2 “FeR” #5387 45 A9i4K Fe XIR32 44 . AR FeR
NRIRFFFIN FeRo MM, JRIEHT FeR NEEE 16 ik (v 324K ) JF84E Fe vy RIL Fe y RII
J% Fey RITT 5244, 4045 1% B 57 44 (1) S50 A A& J2 b 28 52 4k 1) % 3% BT 82 2. Fe y RIT
SZARAFE B A FALE LR 7 FAH 3 A J IR 45 M P AN R Fe y RITA C “VRLS2467) K
Fcy RIIB( “4 #l5Z24&”) . FcR £F Ravetch #1 Kinet, 1991, Ann. Rev. Immunol. ,9 :457-92 ;
Capel 2 N\, 1994, ITmmunomethods, 4 :25-34 ;A &z de Haas 2 A, 1995, J. Lab. Clin. Med. ,
126 :330-41 AT T 4718 . “FeR7AHE A ST RHA 166 88 2N JLIHT A 5248 FeRn (Guyer
& N\, 1976, J. Immunol. , 117 :587 ;5% Kim ZE A, 1994, J Immunol. ,24 :249) .

[0130]  “FMAAMKESANMLEEPE” J2 “CDC” J& FR AEAFAEAMART BEAR 1V fif . *MATE L IR T
IMERGHIE P25 (Cla) SHMKHEE S o+ (B, ik ) a8, N TP
fh A MA K15 AL, 4 TN 7F Gazzano—Santoro 25 A, J. Immunol Methods, 202 :163 (1996) HHik
[¥), Al AT CDC P52 .

[0131]  fsc v S I, T30 S F IR FE“E37.“ 3E” K “Fidk E3 74540, 4 5l 7E & 1A (SEQ
ID NO:1) & 1B(SEQ ID NO :2) "R 7n 1) 8 B S 8 m] AR X LR T A bk . ik E3 1
CDR #i4> (A#E Chothia Jz Kabat CDR) 7EE 1A f 1B 3T IR A . B 2 & 3 437
TN E R R 2 TR, A o e 1A J 1B R ER I ERE R A X . E3
()77 A B R AEAE S R IR o 55 B3 AR R W) 22 Dh e AR AR T, 455 NGF A4
NGF AWy AN / BLid L NGF 5 5/ 3 I M@ R B0 RE 77 s DL /NG E13. 5 = 3 A
ZETUH NGF IR RIRE J7 . i iR 1, 48R BT IR i fk n] A —PPE 2 Fhix
SERAE . fE— 2L R, RiE “E3” &48H (a) A (b) gbd M oZskEr, ik @) A
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AT 5555 ATCC NO. PTA-4893 B, ATCC NO. PTA-4894 4wt B3 14 £ %78 sk (b) A
HA 1RG5 ATCC NO. PTA-4895 4whd E3 HEEN 2 % H K -

[0132]  GnSCH LI, “ G e mbE” 4 A R 2 Te R BRI 45 5 67 s & FH P
RPN PR 2 T PR R A A A AR A (BDAE ELTSA B e G I 52 V2 B
PR BT IR H 1 5URONE, T A5 AN HE R 1 R AR PRI R ) o

[0133] “UpRi5 &7 BMRIEE R (SCREIMNH ) FUABLZ IKIRA N ARSI A FN
ARAE, I Hf e IR B S0 45 B i VA RS A J1 . SR 55 2 4 i B4
JUR e IBL B 4 A TR A B T R I () BE AR/ B AN PR B R T A 4 B ER A R Y e BB
A R TR BRSNS S 7. IRFUACLE KIKEMME e ER S
A/ B RE KT 5 HEMRNG S, a5 Ras” 8mEdss . filu, 5
NGF A7 s 745 B B S0 45 & BIPUIE A LATE KRS fPE SR A 71 B2 Sy A/ Bl ) E KT
5B NGF R A78AE NGF RALES G Pk it flise it 2 SO FRAE, B ks s 45 &
AN A AT B TR R B S S AU . IRRE, R RS B S S
AE (BARARE) T—446. M5 HEALE, RENEGERRMMUEES

[0134]  SCHE A IARIE “ 2 K7 “SERR7 B L “E AR SR T K E A LR S
Rtk 2 RN NGB S, BB B M E AR I B e s AR E A IR F B . iz A
A 2 RN EA RS B R IE L 2 SR s B8 ] an — B S8 % 1l B4k IR AL
AL BB AL BT A I S A EBUE M, IS hR D 5 . 1% X B RS e s —
B N FAE CFE, BndE RIRE IR ) 2 Ik DA H & ARSIk O 0 A1 1
Z Ko BRAEH T ARKHETRZ KA T Huk, 2 K n1E R SRR ass & B 1

[0135] LR H N K “ 2% H IR BUZIR 7 & AT B i 2 Rk It H Ak
DNA J RNA. #Z B P MM A2 AL 1 IR AR T IR - AR % B BR B A / BUE AT
A BURTdE IS DNA B RNA SR ARG B 2 BAE AT RY . 2% TR A5 220
AR, WP AR eI« WEIRAFAE, B IR 45 M MBI AT 7 2 RS 2
I G AT . BHRIFAI B e RA S g, RAERE 2R #—D
&4, Gl S hsic A 45 A orkE . HoE AR B EE, 1 “ig 7 R B R —
B2 N RIRAFAEIARZ T R S A% R (RS, 49 i A ANy LA i B2 A (49 o J 7% P IS
TR =I5 i Btf% (phosphoamidates) &L FIREE (cabamates) 55 ) M HfTIE R B
(Blan, AR RS (phosphorothioates) . “IRACHEEREE (phosphorodithioates) %5 ) .43
I s, i E A (I, IR R VPRV E SRR - HERE ) A
AT (B0, 1Y e ke 2 (psoralen) Z5) WEIH S EAT (B0, &8 8
&l E A RS ) e A S B R B B EEER (B, o FEkiR R
%), AR Z BRI R ZABEIE o IEAh, B P I8 5 A7 A BT AT 52 2 ] 01 e o e e e
PR L BUAR, T AR AEAR 3P SR Y, BUE L DA 28 5 R MZ A B I A A% 42, BnT 5 [ AH 2
HEfE, 57 A3 U OH mlBEMRALER I REER 8 1 & 20 N JE T A HLIE AL B34 B .
BRI AR AR Y o 2 A% IR AR WL 5 AR A A R (AT AR A AEUAZ M (1) SR AR
3, 45, Bilhn 27 -0- Ik .27 —0- JRTHJE.2" - F - B0 27 - B - PRI R
a — e SO 22 [ S A G BT Ay AT B L AW B O WL IR | SR BB L TR PR S S T
PR I P A . — NS AR RS T HARE  RE BAR. ThRikidEt
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A, AHA R T H B ERER 1 P (0) S “BRAREAD” ) « P(S) S C“ AR ) « (O)NR, ( “Pk
Fetk)” )« P(0)R. P (0) OR’  CO BY CH, ( “formacetal”) #HACHISLiE 2, Hp A REL R’
PRST A H B AT )0 5k (-0-) B 05 & L  BEMG 2k L I e L B R B0 ek ) A R
UL (1-200) « ARSI EHER A EEAEF . §RRAR R T30k A T E
Z AR, AL45 RNA J2 DNA.

[0136]  HUARRI“PIAZ X "5 B — B A PR R T AR X Bk EEE T AR X A5k
SRR AR X =AM DA AR X L AME e X (CDR) TR VUM ZRIX (FR) 4%
FESEHERY CDR HH PR AE H20 EAE i, 52k B e 8E ) COR T I sk b i 4 & 4r
Mo /DR T8 CDR : (1) H-TPpa A8 2 M/ J77% (B, Kabat %8 A, Sequences
of Proteins of Immunological Interest, ( 88 5 f%,1991, National Institutes of
Health, Bethesda MD)) —HH ;LA K (2) BT I - PilEE 56K A6 70 (Chothia
2N, (1989)Nature 342 :877 ;Al-lazikani 282 A, (1997) J.Molec. Biol. 273 :927-948))
WIS RN 9, CDR ] 4 HH— PPV B R 5 iR 2065 R CDR.

[0137]  HUikny “fEE X7 245 p— A A N PUA RS E 2 X Bihuik B aEE x [X .

[0138]  fnsCH R, RiE “Ma KR+ A “NGE” 248 ph A K IR 7 B 7 22 /0 343
NGF AWy PE R 2 AR IR I A8 4 . s B2 IS, NGF A48 B 1 SLah A b, 0.4
N R B B R AR P 51 NGF

[0139]  “NGF 3244”245 HH NGF 2455 B I 2 Ik« NGF S2 A6 FEAT T L kb, CFE
EARRT AR5 R EDNEF I TrkA 3246 & p75 4%,

[0140] G RLAIIY, “ 30 NGF FEHUAPUAR” ( TLERR N “ Pt NGF Fiudk”) JE4aBe4s & NGF
FEAMHI NGF A5G PEAT / BUEH NGF {5 5/ S I M IS TR . 471 NGF F5 470 fiik 2
RELIBT - 355 470« 01 B AR (A% S8 35 FRAIG ) NGF A=) 3535 1k, 045 R NGF 3 S S 10 N g
WISZARLE A/ BUG] Rk NGE 40 i s SRS . 0 T4 % B, B 38 A R “ 30 NGF 4581
FIBAR” A5 BT B 28 25 58 ARE bR RUR D B IRAS AR AIE HH UL NGF H B . NGF AW 2776 1t
(BFEEARTENN FFERIGERATATTHGE ST ) BN ESE RS R B X
FEPE R 78 0 o Rk FEAREC . 7E—SE 52 77 9, Bt NGF #5371 Pi ik 45 & NGF F:Fiy 1k
NGF 5ALAN / B4 & NGF 524K (1 p75 Al / B trkA) o 78 H & SLi 77 9, It NGF fufk s
A NGF J£Bi 1k trkA 5248 AL / 8L trkA BRI . SCHERAE T 5T NGF F5 B IduiAk iy 5L
il o

[0141]  NGF [ “LEWp223G M — e 48 455 NGF SZ4RF1 / BLIE AL NGF 3244815 5 & 12 1 B
7o BRI, VG R AFEAEAT — PN LU WA 456 NGF 324K (40 p75 Hl / B
trkA) FIEE ST AT B trkA 5246 AR / B trkA E SRR AL IO RE 7 764k NGF 324415 5%
REIBE ST AT BEAH M 2 3T A2 AR S B AR AR i AR B e (AR AL, B RRAE R TR
A Rl A R Dy B PRE IR A / BRI IR % fa A (8 T &0t BFE
AN E Fe R TT ) AR BE 71 AT HE/N SR EL3. 5 = XA oA B S LU A SRR, £
FEF ARG R

[0142]  WISCHH R Y, “HEAR Lainy” 2 ieE > 50% 40 (B, By ) 1, Bitig s
90 % ZH 1, Lk 22 /b 95 % ahifr), Ak & /> 98 % Alif), AL Z /D 99 % 2h A KL

[0143]  “fF M WFEE T ABL A T8 A 2 %0 B4 N R 38AA 52 78 1944 240 i B
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MR IR 1A EAM ARG ARG IF B TR BA BEE R A, 70
JFoRAEN AT AL 5e 4 1) (TR BRI 4L DNA TAb B ) o 15 A HE A A 9
R A% IR N G N A

[o144] WS TR, “YRTT 7 T 3RAS A A A IIm R ES R TTE . X TARY, A
o B I R4S RAEFEEAR T —ADEE A LUT WA PR KA 5 T 1 O B8R A
BHESVE PR VR AP ENE TR R PR SRR P I 8 PR B R 91T KA ) 25 B
P o T AR, A AIER H Bl R ES REFHEART DDLU AR ARG E
PR MR 2 B 5 AR A S BRREIR , AR AR AT D T Q4 R A e e SR I ) < B A1
PR BURPEBURIE )

[o145] 234 MWL S PIN “AT R Dy el LR M B E 45 R I RS
AR AR B AR O 1 . A7 s ] AL IREL R S AT o AR B, 254
WEY B SRR R RRTT el P& R AT / BB A, BT AR
JE VIR SRR PEIC T AT/ B I 2 PRI e AR BESEfl T S, “ A7 2 7 n] F
PRSI AR (BB ) Bl 25 (BdReshaim ) BB A adiis <
VI, I HAEYIIT EDF 3o Basi 05 2 i S TR) B S FH AT/ B0 A ) i i U 1)
ZJaEH o GnAEIm R ThERME A, 5 55— A2 AL S B ZGMA SIS n] A B BUE A 2
AN EMBZAEYINA R, Pk, AR A RR ORI LR SR R
AR, QA 1l — Rl Al L e R Rl A B ESE L H A5 R LA B — i
PAAT S & it -

[0146] & “ BRARRI AR AE R RAVEATRRAR™ B (A GRS — B T 2o 1 2
EE/ BURYT RGN P AR 7N/ B ) (AR R/ B (AR, 1 andE
AMAHSEIR B I T A5 AT E)) o WA SIS ARN SRR (1, MR LA DRI T AR S R
AT AR AL, I HLIRIRE, B A5 A o B AR SR AR 1R Q3 AR B R 1T AR R AR R
JS2 Y6 FH 470 NGF 435 057 54, 32 2 T 1 Ji T T RE 51 S 725 8 A vh XA R AR R BRI &
HIHE,

[0147]  “Zfif " Pyl (WS VEIRHT RSB DT S5 ) B I — Rl B2 A IR
Fon 5 AN AT NGE 15 FUAFUAA LE , D8R BB ORI — M AR . “ S0 thfis
246 4 B/ D IR PR R 482 T

[o148]  “Uai " Fedi (WS VE I RSB DT 5 ) BRI I — Rl 2 AR
PN AE IR AR B IR 70 NGF 5 U5 SR 7 I sh BN R, BT AR R 7R 10
—AECE FANA BE  Im AR R IR .

[o140]  fursCri RLAT AN, “HEIR” FAw (1 % P il  BLAG st s B Ra e A/ BB 7
T A0 T AR IR S SRR PR I S PR B I T SO I BERE . BT S/ BREAT IR
J7EIAA, HERESE FR I TR SR ] AR AL o AU A G ] S 1, 2 08 P B =5 (OSB3 ]
A BT AE F ASUOMEAS R AP o “REIR 7 BRI e I TTE N B AR TTIEH L, 225 52
SRR FEAR A R REIR T RETE AN / BRAE 45 S SRR FEAREARAR S o IXRP bR — Rk T Ml geito b
WA RS2 BEAT B PR AL

[0150]  fur3CHh RL AT A “Ho i S FR AR AT R 22, A5 S B M PR A SAR AT AT R PR 7
HIPETE . SR RSB AR SMRFP ARG & TR ZOR (B ) SRSk Sk k=X
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PR Je 5105 AR B 45 A A O 5 M (RS A PRI 45345 ) AH O e
PRI SR — B B8 2R WIS KGR PR OCT 28 Vi o019 % s EL MR A 2 L B I 1 (RS
1) F3 A5 PR RGRERE B2 0% 15 o R AH 99 1) 9% 9 DA R S AH S I m . (B “ Rl
PRI S5 WA DG KR ) AR B TR A dE . A R R A R I LA
(BRUA BRI — LA ) ARG KI5 A I 28 S IR 28 AH IR B9

[0151]  “FARJG&RE” (HHFAN “TIEER” 8 IMA e &R ") &fasMa MR 2
H ) O, 2 ) D E B O (BEERTA S REE IR, Bk RN EBERR A ETNE ) i
BUFEUNIEE . s R, FAR SRR AR /MR E M kA (GHEBEIK ) 1
PEI o AE—SESKHt T =rh, TG NN AESN A (B REAME ) ZR UL AESR (i 4b
vEas ) BulcE CnsbRHn 0 ) KAERGME D10 sE e El. ansod R Y,
TR ALFEPRIR B4 TR B, I HLRIR R R AR U A SRR IR A S e T VAT
TS MV . SR R, AR S R A e R (RIS I 3R F s
SREIE R SR (RIS IE 5 A 3 BAMGT TR A S 38 8 ) 5 P i e i PR 2 R AR ot
TR PR BT BT ORI (Aos ) 1. A5 — R8s 7 S H , SO IR IE R FA UM WAL
PREURPEANT / BUER B . A SSEiE y b, TR R A S SN R R G B
. FEH BT R, FAGKRA S SR ARSI A R, &R N — JE B
TR

[0152]  “AWpe it AR 3R B AN FE AT F T2 W s s I e v b 1 2 PP AR 2 o e X
A B AR 2 SR YR I TR B B YRR AR AR [ A 2 U A A 2 S AR B2 SR = M B L ok
TR, BLR H AR %8 LW AFEAEFRAT EA G MR 7 sUER R R AR, Pk 4 151
i i ) b B | 3G BOR A L 2H g3 R ) 5 B 2 A IR A A [ A ] A R o
HTHl& TR o RIECEVPREAR” A5 I RREAS, T H ARG5S 37 i 4 40 i E 357
Y N AR | LT 2R A2 Ak S AR AR

[0153]  “AME” N EFHEZNYD, DL A3, EOLE N . WA AR EAR TR
(i) sl B (s A A ) RAKIREN /N AOK R

[0154]  BISCH LA, “ 3Rk ” KON Be/ETE 4 rp 326, HAIR RIS —Fhak 2 Fh B 13
DRI BT Z A A . 3R 1Y Se 0 FR AN IR T BR800 4  #1E DNA B3 RNA SRISHAE | Tk Al
o7 IR B AR AR AR L 5 P B8 Tt SRR 45 4 (9 DNA B RNA 23R 344 | i 44 A9, 22 /19 DNA B RNA
RIS UL S e LR A, A 7 2 A

[0155]  AnsCH B A, “ Ak P 1”7 Fonta F IR R KIZIR P 71 . RIEFE 3]
NIRFNF, W R B 5 R B F B R . RG] 5 5 AT R AR R T IH
ROEYE

[0156]  GISCH ML AN, “ Rl 25 BUAR” BFEATATH AL, S H 5GP o A A/, Brid stk o
A IREFED G A S 2 B W RIE R xS S EFREAR T, AR E 254
BB T PR 2 P ER VR K FLRI RN/ KL A 2 M R IR ) . TR BB B S i
PRI FR B AR IR B Sh /K B T (0. 9% ) #h7K. U8 IR E A S id it A d s
¥ (20, H Remington” s Pharmaceutical Sciences, 25 18 i, A. Gennaro Zm%s,
Mack Publishing Co. ,Easton,PA, 1990 —34, DA & Remington, The Science and Practice
of Pharmacy 25 20 hit, Mack Publishing, 2000 —4 ) #E47H4 .
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[0157] iSO R IARAE “Ke 7, SRTE I T-HUAR B itk / SUJE 52 G 58 (0 il B I 232
1 (offrate constant) .

[0158] s A BIARTE “K,7, SRFE I — P BAE FH IO A 2

[0159]  Hidk E3 & E3 R duid A &9 S fi 77 v

[o160]  E3 HAW). 4 E3 AT EMUL IS & HEW 7%

[o161]  AKRIAMEHEY, HAFEE S E3PUABZ L s LA & 9abd B3 JTARELZ ik 5]
M2 2T ROZAEY . Wch BT, HEWMAS—PE 2 & NGF IHiiA s 2 ik
(ARPUEBCAS PUE ) F/ B—PPE 2 P A5 gmbd— FhERZ Rl 456 NGF HUIRELZ Ik 7
TN Z TR . XU AV — DA 5 A EWRIE R, RS2 rhsfI w25 IR 7, HAE
ABTIBAE AR -

[o162] AKAWAETESEHE. ZRA SR ERER TS AKAWAL FAR Ear
R NES IS E 2 A= E N YT

[0163]  AKEHFTIAMIUE L ZIRULLL TR (—MEZ M) FHIERAE : (a) 4546 NGF [
BES7 s (b) BRARAN / BN NGF A4 253 MR / BUE R NGF {5 5 51 R I 2 1 &8

(c) BEARAT / Bl /N R E13. 5 = X P& T/ NGF /215 I RE 7T 5 (d) #= 15 NT3.NT4/5 Al
/ BY BDNF AFAA] 2 2558 OB 5 () ¥R97 A/ BT &9 (BFEFAREER ) M5e/ s ()
55 NGF JEBRIURE 77 5 (g) FRARBRLINH] trkA S2ARTE AL I RE 77, 19 40 FH S 52 AR Vo AL I e v
(KIRA) ( ZWEE LR T 6,027, 927) kil frid e

[0164] 5B/ PT NGF 5od FEHuik 911 LU, DAm s M I 18 i B 3l 77 52 45 & A NGF
AR B3 45 S AR AR AT TR . E3 P2 50 £5 1 TR/ BTE 911 1y 24

4 N NGF,

[0165]
j’f[:'fZ'S KD Koff Kc>n
911 (Fab) 3. ToM 9x10 °s ! 2.2x10°M's !
E3 0. 07nM < 4x10°s ' 6x10°M 's !

[o166] Gt 44NN 2 VA VPAR 1K, B3 4k A AH DS HAs B B R 55T NGF (5888 71 (S0
SEHE 2 2 3) o BITngiAA B3 FEAEAE 15pM A NGF B, BA 1C50 £ 21pM, I HAEFEAE 1. 5pM A
NGF i, BL 1C50 £ 1. 2pM $E 50/ R E13 = AP ek #fi NGF (K435
[o167]  [EIk, 55 —J5 T, AR HBTIA R BUARE 2 Ikt — 2 % e IR R AEN : (h) DMKAEE 3]
F1% (fE—Sesiiti )y b, K20 2nM BUR AT / B koff £ 6x10 °s 'BU NI ESEMMES &
NGF) # / 8% (i) 15pM NGF ( 7E— 2852 77 £+, A NGF) B BA 1C50 £ 100pM B A R AT/ 8%
%7 1. 5pM NGF I5f L 1C50 £ 20pM 8% LA T 40461 (FEET ) /MR E13. 5 = X #4& TR NGF /2
o
[0168]  fE—UbSZifa 7 22 rh, Fidk LS & N NGF, A T35 4545k 3 B — B MEsh il (48—
S S S, LB ) 1 NGF . 78— R8s 7 v, L4 & A NGF DL S —Fhiak 2 Fiok
A 5B (£ Ty 2, WELE ) B NGF. XAE—SLit Ty &, ks
A NGF AN S H e MEEREN (WM E FRE D N3, NT4/56 A1 / B BDNF) &3
TN AE—EesLif 7 2, Fik 44 NGF LA B /b — R e e #E . fE—2sg
Ji 7 & b, AR S A LS R 0 B B ) NGF, {HAS i 25 45 4ok i e W L sh M R i
NGF.
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[o160]  f7E — MU SEjfE Jy b, AR W A & B AR 'S 9 ATCC NO. PTA-4893 B ATCC
NO. PTA-4894 1115 =40 i ™ A 1) 2 4% H IR A R R BE I Budds . oy — U7, AR 2 H
TR 5 N ATCC NO. PTA-4895 [ 1 40 ™ A 1) 2 % T BR g hS I L FE I BiAk . AR D,
H 2 MR E3 iR B (#I4, Fab,Fab’ JF (ab’ ), Fv.Fc 25 ) . B4k (ScFv) . H
RAE AT PRI R & B8 B R EdUE (NGE) R AL S T E4E
Ui B3 A AL, I DA FRGR AT (—PhEZ R0 ) ArifE, X B3 SR [A A, 4R E3 MHiik
IR B (AR BUREAS M PuAE ) S E3 20K Bei 2 IR BEAT 45 8 FI R AL

[0170] DRk, AR BHER AL TAEMT LU WA, BRE ST UL TR NA A (BREAYA
AW (@) iR E3 ;(b) $iik E3 B9 BRE X5 5 (c) Wil 1B B niifk E3 [ESEE 5 (o) W
K 1A F R B3 AR R EEE ; (d) Sk B PUA B3 BB/ B — P EREZ AN ZEX ; (o) K
1A & 1B th B IHAA E3 I — A2 A COR(— N AN AN AN AN AN CDR) 5 (1)
Bl 1A IR FISR B Puik E3 SRR CDR H3 5 (g) K 1B 7Rk B ¥tk E3 #2551 CDR L3 ;
(h) Wik 1B A ok H 3k B3 BEER =N CDR 5 (i) K 1A Pk B ik B3 EEER =
CDR ; (j) W& 1A J%2 1B Hh IRk Aok B3 BHHEM =~ CDR L EEE =1 CDR ;PA K (k) B
(b) & (§) FAEE BT . 208 S REA B, 120 B AR BHHERR 98 H 5 7 B
v U 911 R FER - 51 A [F] 2 AL IR e B A A 1) 22 IR S T R o BB v FEHUAA 911 O ZEfif
CDR JEFIAEE 1A K2 1B LA K AE SEQ IDNO :9-14 iR,

[0171]  #i4& E3 ) CDR #5% (455 Chothia 2 Kabat CDR) 7EI& 1A K 1B o DL KIfiE#ik
FFHA N E R IVAR : (a) EHECDR 1( “CDR H1”) GFSLIGYDLN(SEQ 1D NO :3) ;(b)
#4%E CDR 2( “CDR H2”) IIWGDGTTDYNSAVKS (SEQ ID NO :4) ;(c) #4# CDR 3( “CDR H3”)
GGYWYATSYYFDY (SEQ ID NO :5) ;(d) % %% CDR 1( “CDR L1”)RASQSISNNLN(SEQ ID NO:
6) ;(e) #%E CDR 2( “CDR L2”)YTSRFHS (SEQ ID NO :7) ;#1 (f) %% CDR 3( “CDR L3”)
QQEHTLPYT (SEQ ID NO :8) o CDR XIHHIH & IEHFAE AR SR B o BRAFAE — LS Ty 5
H1, CDR A4 Kabat & Chothia CDR 4G (AR A“A A COR” B LM CDR”) . fE—LE5L
Jiti 77 %, CDR A7 Kabat CDR. fEH'ESLiE77 %, CDR 4 Chothia CDR.

[0172]  fE—2LsLjE 7 &, AR AR TEE5 E3 MR —1 COR.ELFH N b=
AMEDEAE AP F D 5 A CDR FEA AR (BAE—SesLii &b, 5 B3 BifiTA: A
E3 IFFE 6 > CDR 22 F[EVE ) AYZE—A CDR ik, He s f ROFEEE S E3 K
BATAEH E3 IR =AU T BN A COR A% E RV 2 D AN = A DA,
TLANEZSA COR I Pife . 0T AR, BHifg BR S E3 A LU MR AE T A2 40 (AT B KBk B
AN B IR RS A MR/ BB IR TE (OTFIRIT R/ BT AR B E13. 5 /N R
= X AR TOH A NGF HIAFE ) o

[0173] AR T 20K (FCASUEEA MEUE ) , KA BEAEMUL T AER E3 &
R H (E A J 1B R EoR ) B3 PRI ZE D 5 MELE IR, /0 8 MELE AR . 2
Y10 MELLEIEIR . /DY) 15 NMESEER . B0 Y 20 MBI /DY) 25 MiE
BRE BRI 02 30 MBS E AR, Hoh 2 /b 3 MEAER R B3 Al AR X, HEAR 5/ R
o B 911 ZFE R 7 1 AH [F) i =L R e 2 4E Rl 1) SR e T R R A I HE R 1 o B T B i
911 FILEAH CDR JFIAE ] 1A K 1B, BLRAE SEQ 1D NO :9-14 IR . fE— ALy &=,
A[ARIX R H E3 k. 25— SEii b, AR Xk B3 HeE. 25 —SKhEr &=, 5 4
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(55 PULE ) ESEEEER K E K 1A & 1B R R B3 [ EAMEPZEX (CDR) .

[0174]  FE5—SEiti )y B, AN T 20k, HaEE B BAUTASE—F K2R
FE3 JEAN D 5 MBS R /D 8 MBS R /DY) 10 MRS . /04
15 AMELLEFLIR /DY) 20 MESLRILIR. £/ %) 256 NMESFILR . F /DY) 30 MESLR
B, Horb E3 A ST — A2 AN LT W AE «CDRHL 2 ZEBRPR HE L29. CDRH2 [#) 150,
CDRH3 f¥] WL01 A1 / B CDRH3 ] ALO3 ;11 / B CDRL1 {14 B R% £ S28.CDRL1 f#] N32.CDRL2
%) T51. CDRL3 f) 91B A1 / B¢ CDRL3 [¥) HO2, FRf HH 5 /N B A se B B ddk 911 E LR 5 51 AH [F)
QLR T 5 2 B St 7 4 2 e i HERR Y

[0175]  GIARAFF B UG E 24 AR, 7 2 B 5 77 R THa Al A2 X ()2 i ik i (B
TN AR X A R BRI AL T 905 ) o TAR S A 1, A LU R AR B 2 iR, 40 E3
AR J B3 ARk (BRSE N B3 AR R ZIE ) IF, Kabat Al / B Chothia 485 REi & H M. 4
SRR 7 B A, WRAR 75 2, WD 74 5 #4549 Chothia M1 / B Kabat i 'S, Bl H T-7£
E3 & ry—Z Kz (AT e B 23 #5538 7 T . Chothia K Kabat %% '5 #H4T 494 5 1) E3
AIARIX o BBAL, N ET P, — M ER MR AR B AR — M, (B AR 0 A 20 R E 15k 2.
SR1MT, CDR K/NAT AR (B — AN B2 AN R B AR 24 4 AN B R & P RN ) o« 4 LEEL E3
Ul Jedmik E3 ARARM) (5170, XF-T-2k B A%IEFF 20/ COR X3, Brid (s 7 2 T H B Lok
3k B3 BF A1), Al BB P IR ( BAR e iR AU TN ) o EuET s
B3 PiiA s S e n] AR X Loy o by ald s 5= 0, B @ E A T SRR P i v AL
AT o PEXS AT ] — 2R 2 50 Fab P31 IO s R R 7 (R 3t AT o 9 e fe LB
BN —CH & AR BRI I IR o PR A e R AR JUAAR I 2 B 1y 7 Rl 3G
(Bl EA L NAIERRAE ) B ( B AR RRRIE ) o RN IEE + DL
F IR N BIBA MR AL, ] a5k 2 34abe. 40T, X 7 2 A 1 B3 7 51 B8] ik
33 [ 35, (HAEMRE 71 2 [F) 9% A Wk 3k Ak Ak 35 ELt, AR L 35 fa B AN TR IR Ak L . 7E
T TIEN, Y HEA RS COR I, AIAEZE M SRR (B, Ui - uie 2 A A R AL E)
RIEE 2 R AT ELES AR . B, Chothia g5 (Al-Lazikani ZE A, [AIRT ) — /%
(EAZFTATEOLT ) BIEA LB E T AW I E . S5 RYETT A X 54 mik o
M e AR E IR 98 (double mutant cycle analysis) ( & 0L Pons 25 A, (1999)Prot.
Sci. 8 :958-968) HE FEIE A .

[0176] %t NGF Hi44& -5 NGF ( 41 hNGF) HI45 &35 APERT SN2y 0. 10 227 0. 80nM. £ 0. 15 &
25 0.75nM PAJZZ) 0. 18 227 0. 72nMe fE—LE5L5i 77 KW, 25 AR AT A2 2pM, 2 5pM. £
10pM. £ 15pM. 2] 20pM. £J 40pM B Z) 40pM DA Eo fE—ASEHETT B, 4555 A N2 2pM
J2 22pM 2 [} o AEILE SR T S, 45 A SR PE N2 10nM LA L2 5nM. 2 4nM. £ 3. 5nM. £
3nM. £ 2. 5nML 2 2nML £ 1. 5nML £ 1nM. £ 900pM. £ 800pM. £ 700pM. £] 600pM. £] 500pM. £]
400pM. £ 300pM. £ 200pM. Z] 150pM. Z] 100pM. £] 90pM. £] 80pM. £] T0pM. £J 60pM. ] 50pM.
2] 40pM. £J 30pM. 2] 10pMo 7E-— LS 7 R, 45 5 o5 P N2 10nM. £ H B SE T =4,
Z5E R MPEZ) 10n0M LA o FEHC B SEHE T R, &5 SR PN Z) 0. InM B2 0. 07nM.  £EH
BSEHETRH, G5 A R MPEL) 0. InM LU ERZ) 0. 07nM BLF o 7EHESERET R, 454 5
P25 10nM. 2 5nM. 29 4nM. 27 3. 5nM. 2 3nM. £ 2. 5nM. 2 2nM. 2 1. 5nM. 2] 1nM. 25 900pM.
£ 800pM. £ 700pM. £ 600pM. £ 500pM. £ 400pM. £ 300pM. £] 200pM. £] 150pM. £] 100pM. Z]
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90pM. £ 80pM. £] 70pM. £] 60pM. £J 50pM. £) 40pM. £ 30pM. £ 10pM T —Fh =4 2pM,
2] 5pM. £J 10pM. ] 15pM. £ 20pM BK £ 40pM [T — Pl 75— SESLE 7 b, &5 & SR il
NZ) 10nMLZ) 5nM. 2] 4nM. 2 3. 5nM. 2] 3nM. 2 2. 5nM. 2] 2nM. 2 1. 5nM. 2] 1nM. 2] 900pM. 2]
800pM. £ 7T00pM. £) 600pM. £] 500pM. £ 400pM. £] 300pM. £ 200pM. £ 150pM. £J 100pM. £
90pM. £ 80pM. £ 70pM. £ 60pM. £ 50pM. £ 40pM. £ 30pM. £ 10pM [RAT 72— T . X AE He s
Jiti 7 &, G5 A SRR N2 20M. ) 5pML £ 10pM. £ 15pM. £ 20pM. £ 40pM B 75 T2 40pM.
[0177]  $idk5 NGF B4 & S AT AT AU A F ) T V20 02 o W0 SE s R R 11, 1
SEPUARE NGF 145 A28 AU — Pog 72 42 1l 1 U 58 HU AR B Th 8 Fab B BERISEAIME. A3R
2R IR Fab B, Bidk (40, 1g6) nl AN E AT SIS E 4R IA . QnqE SLi sl o 5
AR, FUAKIBTNGE Fab B 5% AN AT 8 5 2 1 SR (B1Acore3000 ™ M g 5t 4t %
(SPR) %&%4i, BlAcore, INC, Piscaway NJ) . IJ77dE A -T1 2 ik S A YR NGF (45 &
AN, £ 48 N NGF . 73— sy (FE-—Leskhitir 2, W AL3 ) 19 NGF (217N R NGF L K
B NGF RSB NGE) DAL T HEmMa s wE 0, i MEa s 37 5 1H NT3NT4/5 Hl /
af BDNF,

[0178]  FE—LL5Lji )7 S, AR B ik (M HuAk B 22 Ik AT LA 1650 ( 4£/EZ) 15pM NGF) 4
200pM- 150pM. 100pM. 80pM. 60pM. 40pM. 20pM. 10pM B 10pM LA BT & — P %] ( PR
/ BRBEWT ) /NS EL3. 5 = AP ek H A NGF [AFTG « 76— Ss2ifih R, AR B R i bt
PRER 22 KT LA TC50 (FE4E 2 1. 5pM NGF) £ 50pM. 40pM. 30pM. 10pM. 20pM. 10pM. 5pM. 2pM- 1pM
B 1pM BA R AR — ] (BEAEAT / BBEWT ) /MR E13. 5 = XA ek R A NGF 147
o AE—BESLRE T S, AR PR AR B 2 IR ] BA 1C50 (fF/EZ) 15pM NGF) ) 150pM.
125pM 100pM. 80pM. 60pM. 40pM. 30pM-, 20pM- 10pM 5pM BRAK T 5pM HH AR —Fhih] ( FEAS
A/ BEEET ) /N E13. 5 = XA oMK B NGF 473 o 75— LSl 7y &, AR R B B
IR B 2 Ik AT LA 1C50 ( £EAEZ) 1. 5pM NGF) %) 30pM. 25pM. 20pM., 15pM. 10pM. 5pM. 4pM.
3pM. 2pM. 1pM BRAIC T 1pM # ( FEACAN / BRBEWT ) /N E13. 5 = X A& o #i ok B NGF 1)
3. F T/ E13 = X A& Tkt NGF 4735 1977 V5 2 A AT, V40 16, 549 an 7 52 ie
i 2 HHREIR .

[0179] AR AR AL T il A ATART bR HUAAR B 2 IR 574 o ARk BH ik () A4 mT Je st A 45
BV D IR i 2%, Horh — SR s ) b A . 2 R AT Rk Bk 1 B 1 K R B L B
AL b EREA R E A T VE (HD, R BRh S 2K ) A EuE s A O A . TUETR
Z IR, Bl 21540 50 M HEERINEE 2 Ik — ol i A e G il & . A T i 2
AU AR FFE AT R B3RS . 100 E3 Supsm] A A 7208 3 3k 2 kG o™ A4,
Z WEE LS 5,807, 715 14, 816, 567 & 6, 331, 415, ARG HuAAt A -4 & A i
A AT, AR R AR T iE AR AR S MR 4 o B, S B2 ] H A =g 4
N BCH L R AR R AT M A . F T B 094 S R SE ) B 8 R AR R R R AT 4-
FT AR T

[0180]  7F 5 — &k T S, FUiR T ARSI A B B A G & . 72— LT 2, 1%
BB ISPk E3 Al AR X SR BE X IHUF 21 (Al 1A & 1B R BIR ) I 2 1% 1 IR v b 21| 244
e 4 (440, CHO 40 ) RISBIGIE. 785 — L 2, 1K 2 2 3 h BRI
ZIZH R FT A o lE B — P e 2 Mg T 3RIA B8 IE . ahd B BIPUER e 51 R AE g 4
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o R A b 4 5 5 FLAR S s gl i AR TR R o sk (s RIAEIK ) K&
18 A S h R — A . T ECA P EHRE AR TNEC A S W, B,
Peeters 25 A\, (2001) Vaccine 19 :2756 ;Lonberg, N. flI D. Huszar (1995) Int. Rev. Immunol
13 :65 ;L Pollock 28 A, (1999) J Immunol Methods 231 :147. FITFHI&TARRTAEY, I
WA TR « BB SR S 1) 77 15 A 2 N

[0181] AR BHARAL & A & B Brid S i B3 1 B n] A8 X B (( “ScFV”) . B AR X
BT R IR R R A/ BUERE R AR X 4% . Bird 2 A, (1988) Science 242 :
423-426, FEREIK RS AL — A ] AR X R v 5 5 — AT AR X A R v 2 () 29 3. Hnm [#)
(GGGGS) 3(SEQ ID NO :15) o T IR T HEFPFIH4ESL Bird &N, (1988)) . kX
Al HEAT A T Hoe iR, e 2y BE L A A S ik . R A n] A BLA  E.
scFv B& =4, al FH B3 & A o XFT scFv BB A =4, 7S a8 905 scFv 2 % H i
P AE TR SN BN AE T EAN AL, HOoN B AN i, i EE R ) R R B L B Y 4 i R
ZA, KA - 4 B 1 scPv [ 2% B nl il i & i E i 8 2 i B Rl & . 7™
A1) scFv AT I ARSIUE O A0 AR HE & A ST AL EORIEAT 75 55 .

[o182] WA F HER AR RESUE, WXUE (diabodies) o AN 4 XEE R dUE, H
W VH 2 VL SR SAE B — 2 IR BE B3R, (R i B Sk R AT AS B A [R]—BE I A5 A
BEoS s PRI Bk 25 M 3805 ) — BE R B AN A IR A FF - AR A R S A A sl (S,
%40, Holliger, P., %= A (1993)Proc. Natl. Acad Sci.USA 90 :6444-6448 ;Pol jak, R. J. ,
N, (1994) Structure 2:1121-1123)

[0183] iR T N EA B /DFRIA [FH RS A5 7 P O AURE ik B vsBE P ik . R
PO T SO AF B PUE AT R . T 50U R E R E e RS O a e (S0,
#5411 Suresh & A, 1986, Methods in Enzymologyl121 :210) » —fHs, XUER PR EAH =
A FET P Ah S Bk L RE - R L RIA, FriA S BB A AN AR e (Millstein Fl
Cuello, 1983, Nature 305,537-539) o

[0184]  AR¥ENGI & XU FbUA I 7%, B A B4 GRRME (Pik - IR G407 58 ) Bt
PR AR 5 RIS )% 2R R 1 H E S5 IR B Rl G LI S8 & 2 /080 808E L CH2 f& CH3 [X
W g Rk E A R E S WA S . Lk AR D — MRS B RS RELS SR
Fr S — AN EEEE X (CHL) o« g gmbd Sz sk O ERERL G, DI R TR 22, S ikiE
AR FE DNA 5 N\ B & B Rk sk o, JRAL e e B G i A . At g b B AN S
Ee ) = 2 IS (ke A 7 B, IR AE SR 7 R e it 1 I ik = kb 2 IR EEAH B 2R
IAROR RGP SR, 24 DIAH S L3R I8 2 /D P 22 IR )™ A vy 77 2R B Y L 28 AN 1) T 22
I, 75— AN RIS AR AR A PRI =M 2 IREE g b 7 21 2 AT BRI

[0185]  FE—FpiJjike, AUk miiE A — %8 ERAE S SRR IENREG R E
HERE, A8 LG R skE N B - By (R4 T Mg S RME) Ak
KRR — 0 F i B s Bk AR B R A B T B AR b A5 8
A B BRE B 5 3 B - L TTEAE 199448 3 H 3 H AFF I PCT A5 WO 94/04690
AT RIA .

[o186] AL E PN IERLIUE ) RIS G P (heteroconjugate antibody) HAEARK
FHYGTEI N o eSS H A4 TR S Z g gl i 4 1) AR E 0 4i i (SEE SRS 4, 676, 980) , JF
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FF Ry HIV &G: (PCT HiE A5 WO 91/00360 £ WO 92/200373 ;EP 03089) « FHLE A
U ] FAEAR] 5 A TV & o A I8 IS IR S B AR R AT A J 1), HEAE SR E LR =
4,676, 980 IR,

[0187] LAk mI A NIEAL AL, 81 40, AR 45dsk O RN i 78 SO RER 1

[o188]  HLAARIGILE 1999 4F 11 H 18 HAFFHI PCT A5 WO 99/58572 H#iik (AT 15
Wio BT EEXTER TS G & s, IR U5 BA 5 A o sk A B 51 2 45 /3
BT B 3 2 AR [RIR ) 2 B 7 D () B R~ 25 R 3k . ISR Ak B 45 A BB AR o 1 A 51 R
2R MAERCI ) 2R, BRI A0 T R BER . AR, 2N 45 I Be e 45 & FeRn
/ B Fcy RITb, X EEHAR— M TAT A B PP B PN S 3k B ) FLRE CH2 S5 M ik &
gt LT SRR s ti e A T2 AR 16 T, DL St i SR v 97 1O 28 M e B2
M AR RPN

[0189] AR EHAL & HUIA B3 &I, BFEA B m eI e S vk L L BA
H R B PEAIRTE R AR A o 22 IR BRI 1 Ay A QU ()0 R 5 gk — P A SE s o fhl . 42
41 22 IR 1 S 6 ] 2 R BR iR A B AR (ELFEAR SRR ) AN B 25 T U T Re s R 1
— AN E R B R B I ECE AT AL 2 A 2 K

[o190]  QISCH R, Z KRR N E RRE AR A FLET — DB D EA 8,
ASINAT / BAE N, TR BUITIA 2 IR s I B R AR FIRA PR IR 2 K. BT 2, AR
G PUR R JIAH N T R IR 8 5T A] 3 SR BN AR, BOR AT R AR 8 1 o AT FEAIG 50 % LA,
FELIE 20% LAE o« Z KRG B 54 %8 2 k2041 80% , AL 2 /D290 % DL K i
ik &%) 95% A — Pk (WIsCHREIREE R ) -

[0191]  PUARIZ LR 7 51 A2 A4 Al Il AE i DNA R 3 A& 4% 1 1R A2 A B0 o ik
Hil % o HARARALERE, T, SCrHh AR SEQ ID NO «1 BY 2 SR 2 51 Ak AL i Sk 2 A/ B N
/BB AT BN S REMTE TS DRSS A, 25 e B i i
P BA B RIRAIE . 2R AR A B AR PO AR 30 B Ja ok R, s b A s B B E
[0192]  FHT-%5 58 P id Tl Be bk JL Bl X ek o 175 A8 BB A P e S i 3 15k R “ TR IR 4
#5545 ” 35 B Cunningham fi1 Wells, 1989, Science, 244 :1081-1085 HiiA . X5 7 #HFR LR
R R ECE A (a0, T A R AL A R L R A AR AR 2 TR M AR ) FF PR B
AN A 2R (RGN AR ZNAR ) BRUEHEERSTUEKHEAER. K5
X IE S B A 2 e U MR 1) 1S e S PR 5 o 1 3 A BN B AR A BTN e AR AT 5
o DA, BARTIUeHE T H T AN BRI TH AL R AL, AR A B (I VE A 5 E P Se i
5E o B, A BT AELE AL R RAR B T R, AR SR ALY BICEE X S AT T TR R BB LS
A5 X A RIR IR AR B GG PR T IR . G SC R RS R, SCEFIGAE T AT T
Ui I ST AR BRI IR AL .

[0193] HEMTIEANBFERKE N DMRERAS T80 MU EREZ K
A/ BOR B m B A g, DA SR B A IR R AR PP N RN o AR I A ) S5 4 g L
A N R PR 2B AL N PUE B S RAOAT IO R A Pk . HeEduds s Fm Ak ahE
PO N B C S5 38 INHoAd My ~F- 5 A i i el 22 IR () k& 48

[0194]  BAVARARAETUREL 73 vh 2 BR 222D — ANl Bk AL F HLAE AT B 4R N — A 1 5%
o BARIER R A NEGE AL s AR AR X, H AR 8 FR U . R HEBAER 118
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PR bl N R AR T BUE AR R AL, XA AT AR 1 AR RO R
B, B AR R TR RIS — 2D 34 (0 5 2 SE U AR A IR0t 7= AT B i

[0195]
[0196]

R AR

BEAL RF BN | FTHHEX

AR (A) |SHAR SRR, BRE, FERKR

HEHR (R) | AR BB, BRBLE; RABAE

RABE (N) | SABE | 8B AR, RLAAR; #AR; HEaR

XARB (D) | BRB PRB, RABE

FHEARK (C) | #£8% L RE,; AR

AEBRE (Q) | RABE | RABE, 2488

288 (E) | RALARBR | RARK; SABkE

HAR (G) | ARAR ARER

AR (H) | HAR RABE, SR8k, HAR, HAKR

FEREAR (1) | BAR TRM; HAR, FTHAAR, REAR; XRAK,;
iE R

TRE (L) |ARAR |EXAR; FRAR, HAR;, TAAR, AR
B; XRAR

AR (K) | HEAR MR, SRABLEE; RABUE

FRAR (M) | BER AR, XRAR, FRAR

XAEH (F) | AR FAB, HAR FRAR AAR; BEAR

MER (P) | ARAK LE N

“88 (S) | #HRAR HEBR

FERR (T) |#ER X

ERE (W) |BRAM BAR,;, XBHAR

BAR (Y) | XRAR | &A% XAAR FAR 288

[0197]

BMEB (V) | BAR AR, RRE; TARAER; RARER; AKX
BR; JERRMR

[0198]

TUR AP AR VE I 2 ARSI A A e PR AR AT 4ERF LU WAAE R B2 AN
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(R ARTE AR, IR LUR WA« (a) FE BRI 1 22 IR B 45 1), 491 4, 37 B B e A
AL, (b) EBA7 s 4 I FL AT BRI K 1, B (o) MBE R RN e BT — MM 14 0T, RARAFAE TR
DN

[0199] (1) Ei/KPH « IE5R IR FIREIL . N AR AR & IR e AR

[0200]  (2) HFPESEIK SEMEEIR 2 F R AR

[0201]  (3) MM « RAAR AR

[0202]  (4) WMk R ACBERG A Z el 4 &R B2 R A AR

[0203]  (5) RZmasEEX A R  H 2R IR Al

[0204] (6) H&EM AAR TR ZZHERK .

[0205]  HE{RF B AR WXL L — R — AR AR 7 — SR SR
[0206]  ANZ 5 4EFFHUAR IERAHE G0 AR AT ~F Db 2l R ok it ] AR, — i 2 IR AR
PLOE 7 F BB RE B M IR b7 IL R S Bk . M st 500 2 M B oA ik B Bean B B
I, P Bt S NP A DARR = AR e ko

[0207]  ZEERRAZM AT H SR BAZ M — AN B2 AN 2R TR 2 58 A TR R T X, R AR X,
AAR X AR A AR S Ao AR/ BRURE PR AR — SRS R, 7 CDR S5 h 3k AT
=R AR R LR A AR B LT 9, 78 CDR S MI0HAT I — 2 = AMR AT
PER IR, AL By &b, CDR £54438 4 CDRH3 A1 / B CDR L3.

[0208] e iff A0 HE R B Ak S AR Ak 22 iR, DA A AT e B S A2 40, 45 a0 A [R0% 0
FM A BRI 2 K o Ui B AT X AR S PERR A AR AL (Jefferis F Lund,
1997, Chem. Immunol. 65 :111-128 ;Wright Fl Morrison, 1997, TibTECH 15 :26-32) ., %y
BREE A MM s & A BRI e Boyd & A, 1996, Mol. Immunol. 32 :1311-1318 ;
Wittwe Al Howard, 1990, Biochem. 29 :4175-4180) M #i & (A &4 2 17 5+ W AH BAE L, B
4y F N AH ELAE AT R WA R SR 2 I = 4ER T (Hefferis Fl Lund, [A]_E, Wyss
Ml Wagner, 1996, Current Opin.Biotech. 7 :409-416) . 3t T4 5 1K 51 45 44, B 0t 7] %
25 S W EE BT TR AL Ao MR B4R 1R R A R e AR A 1) 4 L B M (ADCC) o F
i, 4 E B A A 554 GleNAe TE G B ZR  AE I - B (1,4) -N- L BE i bl 2 L i %
Bff TTT(GnTIIT) 28 PYBR 2 I8 5 KK 1 CHO 4H i HL A 0E 1) ADCC 75 % (Umana 25 A, 1999,
Mature Biotech. 17 :176-180)

[0209]  BUARIREIEAL — BN N- TEHZEE 0- 1EHE . N- ERE IR KL S8 9 5 R A B %
BRI TR . = IKTFI R A BERE —X— 222 IR VA S R AWl —X- 75 & B N BRE Ee oK &
W 3 5 KA BRI R L R AP 51, o Birid XA BRI RN AT R AL R . Rk, 7E 2 K
TR AR I 6 = i T 51 P AR P AE I AL A7 o O SERE KR LAV S FE 08 N- 2B LI M I
MBS 2 — R ARAR, Bl HE N2 AR T RER, REWMTH 5- BAMER
BY 5 BRI .

[0210] IR AR IIMEEAE —ADEEZ A B BRI =R O T N- 3R
WESEARAL 55) 5 T8 (1) 58 BRAE U IR IEAL A7 4 o B 7R SR PR P B IMA BB R — A3 2
M2 BRI EIR R (T 0- SRS 55 ) , P AT oA

[0211] 9 AT P50 S0 A4 (R0 R e A A iy AS 2588 R A A% B IR e 2 o R Ak 32 B e T
T RIETUE R E4i. HTH T RISENE AR IT M KE A& A, 9 ik i) 40
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W BUAR D R R AR A B, oAk B R A B A 2 PT v B9 (2 W, fild0, Hse 56N, 1997,
J. Biol. Chem. 272 :9062-9070) .

[0212] & T 15 F- 40 Mk B 4, 78 o fds 3 41 7= A B 1) 52 e pil 2 A0 1 IR R B AR K XS
BRI R B R B R pH AL T R 1R T 2R s R A iR o
PRI R 77, B R ABUS R A S 5500 A R SRl (SEE SRS 5,047, 335 5
5,510,261 [ 5,278, 299) . MEEA, BUREECSEHIREILAL, 7T B & O R EAE 2255, WA A
YIFEEF B H(EndoH) o IbAb, WIHE B 20 7 = 40 Mok AT 18 4% o o L S e M Z i in T h 7
B X L8 AL A ARSI A HITT o

[0218] e 7 A HE AR SUR O A AR IEEAR, B H AR T B S B A 2%
HAEH . Bl ] H T 456 Sz Kb i) . 240 E3 2 ik Fl AR I8 R 4 7 1A
24 FF AT F AR G O AR I S8 V2 AT A%, Herp—SOAE DU S SE 9] A

[0214]  HEHUBEIMHEFENIE 1999 4 11 H 8 HAFH PCT AF 5 W099/58572 H ik
RIBEAT MR P . B T EF TR 5 F IS 84, Tuig e s B A 5 A\ sk 0 H e
SE L5 R T A BG4 AR B[RRI Z R L 7 A I RN 5 I ISR PR R 45 A 80 4 1M
AN G EEAR I 30 2 I MA AR 1 SR AR BT BN B TR o A SRS T R, AU 45 HA
BerF R4 A FeRn Ml / 8L Fe y RITh. XEEHUfE— BT B WME Z PN EsRERE
HE CH2 S5k & a5 s DAL M7 sUB  Su ARl & H T8 Mk v 97, L Gets
PRI IT I R M R E AR B

[0215] A& BHHAD E ok B A K B Bk Fidd (A0 E3) B IR E— B A v Beak X ) il
AEA AN RS, RO TS B BRI AR R EE X E D 10 DN ELLR I ER N
/ BB A IR AT AR EEEIX /0 10 NEGERIIRL A 2 K. 75— SEi T &b, fils 2 Ik
AEWE 1A & 1B BRI E3 R FER AR XA / BRERE AR X . /55— &, i h
Z IR E3 —DMZA CDR. XAE 5 — L7 &, e 2 I & fudd E3 (%) CDR H3 Al
/ B CDR L3. 7B —SLifi s &+, B 2 ISR — B Z A :CDRHL (IR FEERIR AL 129,
CDRH2 [ 150 CDRH3 (1] W101 A / B%, CDRH3 1] A103 ;A1 / B CDRLI {48 it ok it S28.CDRLI
f¥) N32. CDRL2 f¥) T51. CDRL3 f#] 91E 11 / BL CDRL3 [ H92., T ALK W, E3 BiaBEAAS—
MNERZ AN E3 Judk AL RIR o RAEE G o — 2 R 7 51, 50 20 5 — X8 e 0 271 B
[FE TR 7 I 05 7 Z AR AN SR T “ AR ic4)” 10 FLAG R0 B 6His Fric¥l. Frid
Wi AU FIH o

[0216]  E3 @A 2 K ml Wk A4 O A0 10 77 v, B an A B 2 i1 4% o — fcHb , A B vk
(¥ E3 @il £ [ 1 ik 5k FH SO Ak 19 40 U7 iR 44 ) g b ik R B2 1 1) 2 A% IR 10T
il £, BEAR e Al I A DA e T, AR A A A g AT A

[0217] AR T A5 5F B TRBE A L FE A (A RSInEM R E
H) 4 (B, &) KBS ks 2 A A, T fRifE, BT EM LSS EN AT
SCHHEA AT NGF 45658t 7 2, — &% E3 Bidinig . 456 o fa B0 h #id 19ix
Yol oy, HH: (—RUEDIS G g dl a2/ 0T A ) n] DU 5 N5 mk. #la,
LA R B AT RS 5 — iSO IR BRI, 2350 S P 2 A) ) L2 I L2 P g
[R)o B, W ik 2 — RSz B Bl iz e s e e -5 H 5y — R du A b 4 et
= O BCER A, B A AR B AR A (B, stk ) R A SN
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[0218] AR AFTARPUAEZ KA SHritialf] (&EFRN “Aicd”) Wt n—+ e it
S ERAAIR O 40 AT e hric i s . — Rt (ERAEE) 155 HARe 2440
WO . F, AR HAFESRCTUE & Z K.

[0219] AR EH TR ik 2 2 BRI RE 77, W45 A NGF s BRI EAMH] NGF AW F3E Pk s B AN
/ BRPE W28 NGF 15 5 E13. 5 /)y Bl = SO 22 JT I A7 AT A AR 453k O 0 1 77 VA U, e p— 2877
TEAE S A .

[0220] AR BHWIRAE TS HUiE B3 BL A WA A FFAERE ), SCH A AT AT BT A $i ik
A/ B RMAEY (BREZGMAEY) kA,

[0221]  ZRZHER 3 X 1E 40

[0222] AR EHHRME TR ARHTRIUE R Z KA B2 TR (AR5 E 1A
Je 1B R BN FRRE K B NS X 2 IR AU ), R 2R IR B B TE AN
[0223]  [Ak, REFHIRME T 2 EHR (RAEYW, QfEAMAEY ), HE SHRETMLL
THAERNZZER : () Uik E3 5 (b) Judk B3 B9 BEEUX I 5 () Wi 1B W BRIk E3 19
B () A R EIRPUA B3 FIESE 5 (o) SR EPUA B3 BEEM / SEEN— P EEA
AIAZIX () B 1A J 1B W Rk E3 — D EZ A CORC— M A =AU AN B
75 CDR) 5 (g) R HE K 1A P R4 B3 ERERY CDR H3 5 (h) RE K 1B P RTiE E3 &
B CDR L3 ; (i) SRE K 1B th BoRpufk B3 BHEE =4 CDR 5 (J) REE 1A Soniifk B3 HiE
)=/ CDR ; (k) SR E K 1A & 1B F R Hifk E3 BRI = CDR A AR =/ CDR ;5L (1)
a5 () 2 (k) PEE—TMbE. %Sy Z, 2 HRASE 2 LE 3 R
(1) —FhEL P b 2 A% AT IR -

[0224] B —J5 T, A K NgmAS AR5 Jy ATCC NO. PTA-4893 B ATCCNO. PTA-4894 [{] E3
REMASEZ%ER. 57, AR %S R385 ATCC NO. PTA-4895 [#) E3 H 4
MAsEL2ZER. X—H, ZARHNETUTARNESTELZZTRE : () RS H
ATCC NO. PTA-4894 Z iZH R mtd (I AZ X F (b) £R¥ ‘5 N ATCC NO. PTA-4895 Z A% 1T IR
AR AR X o 55—, A RHANES LN ANBNE B2 « (a) fRR5 N ATCC
NO. PTA-4894 Z % Be 4w bd () — D ELZ AN CDR ;M1 / B (b) {£55 5 Jy ATCC NO. PTA-4895
ZHEBRP R — A Z A CDR,

[0225] S —J5 M, AKRIHIRML T 200, gl sCh R TSk (S8R )
FZ K. 25T T B AT AN T vk &

[0226] 55 —TJ5 M, AR AR T AEEREHTRMER ZZETRNAGY (WAMHAE
M) o fE—Uesi )y b, AW &SRB B, HAS R sSC IR B3 Juiki 2 &
Mo fEHE Sy rh, A& KB EAM, A S wmIL R TSR 2 I 2
W, NAEHESLm TR, AeWasE 2 LK 3 B R—FMEmM 2 TR, £
AR VLR 2 T BRA A GRS R — b A .

[0227] 55— J7 M, AR 4L T il & SO R T B 2 RN 7.

[0228]  AKRAMEAT STMIFEFI T Z TR 2% TR NEE (IR
SBE ) BOBUBEI, HLRT A DNA ( JE[RIZE . cDNA BRA AR ) BK RNA 43F. RNA S FE4EAE N
B F I X— 5 2 B2 T DNA 207+ HnRNA 231+, LA AL & N & 1) mRNA 9. HE
b B AR 7 F AT A A EARAE T AR A 2 % 5 IR, 3F L2 2 5 eT B, 3
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AES e 5/ BOESEM B

[0220] R H MRS R (BRSSO K WIRTEFEZ1 ) BOR] A5 A
IR . 2 H IR E —DEE DB AN SRR/ Bl A A i dm At 22 ik ) S
JSSEPHE AR A T R AR G2 S B 43 ANl o 4 s 22 B S8 s S M PR FH — B0 RT 2 S0 A
RBEAT VA . ARG WoR 5 R R IR IR B 7 B 2 IR 7 51 2 /0 4 70 % [F]— 18,
SR A /2 80 % [l — 1, Sk 244 90 %6 [A]— M.

[0230] 4401 DA i of e RS B2 BT IS, 4 SR PR A e 21 o R A% 1 IR B2 B R 7 71 2 AH
[F ), AR AN 2% IR IR P D1 2 “ TR — 7 (K PRS2 TR B — FBCi A b A
T 1B 2 DA 58 I FUBU ZU AR AL PR () JR 8 X AT o S b LA 1, “ BB 117 A2 45
F/02) 20 NESATE, B30 BYLY 75 AN, 40 2L 50 ML E R F B HARIEA A Bt
s e e B vl 54 [F 2 B sk b B 2% 7 51T L.

[0231]  F T LB Fr 0 1) s A be 6 vl AR 15 B 23 Lasergene  suite (DNASTAR,
Inc. , Madison, WI) [] Megalign F2/7 FHHERIASH#HAT . EAFRTFEMEI T LT SH L
ko IR 1 JL AR B X 5 R FE Dayhoff, M. 0. (1978)A model of evolutionary change
in proteins—Matrices for detecting distant relationships. 7F Dayhoff, M. 0. ( 4%
¥ )Atlas of Protein Sequence and Structure, National Biomedical Research
Foundation,Washington DC%E 5%, Suppl. 3, 3 345-358 L —F4 1 ;Hein J., 1990, Unified
Approach to Alignment and Phylogenes 8 626-645 T4—15H, Methods in Enzymology
% 183 %, Academic Press, Inc., San Diego, CA —33H ;Higgins, D. G. fl Sharp, P. M. ,
1989, CABIOS 5 :151-153 ;Myers, E. W. 1 Muller W., 1988, CABIOS 4 :11-17 ;Robinson,
E.D., 1971, Comb. Theor. 11 :105 ;Santou, N. , Nes, M. , 1987, Mol.Biol. Evol. 4 :406-425 ;
Sneath,P. H. A. f1Sokal,R. R.,1973,Numerical Taxonomy the Principles and Practice
of Numerical Taxonomy, Freeman Press, San Francisco, CA ;Wilbur, W. J. #1 Lipman,
D. J., 1983, Proc. Natl. Acad. Sci. USA 80 :726-730,

[0232]  flLidthy, “ A [E— PR 437 Rk £ 2 D 20 A7 B PR O EL R A s b
XF I B R 1, Heh BRI () 2 2 IR B R e 51 4 5 F T AN e 20 1 e A B XS
Ky (AEEHMBEE ) AT 20% 8 20% LU, — M 5 £ 15%, 3 10 2
12% HEs Bk ge CERGRET) o 8 23 F23ad 1 58 £ AN 7 21 Fh 4772 (R AH (R A2 PR Tl B 2 A
P b3 LA A DL RO A7 B A UL e B SR A28 e FI AL B S (RITE 1R/ ) IR
REE R, 100 LA B PR A A — PR E o AT 5

[0233]  ApfAthA], BUAAIL R 5 R BOL A 0 BREAMA R AR A b2 B H IR AR A BE
FEH SR TR S5 N S 9B R IR U R IRAFAE DNA Fe ol (BEANF31 ) 2858,

[0234] A E M« S AR 44 R AE 5X SSC,0. 5% SDS, 1. OmM EDTA (pH 8. 0) & H 7
e s T 50°C —65°C,5X SSC /RA I 2 AL 0. 1% SDS HIEERP 2X.0. 5X % 0. 2X SSC F
65°C UL, BEK 20 78F

[0235] i Hp B2 Y, o BE TS SR B TR ST D (D) mE TR M
T, B 40 0. 015M SAL AN /0. 0015M F7 B BR B /0. 1 % + ke L BRER 44 T 50 °C 5 (2) 2%
ACHA ) AS PR, 0 AR BRI, 491 01 50 % (v/v) HR BG5S 0. 1% 4F Mg F & A /0. 1% 3E 7]
(Ficoll) /0. 1% 5 Z MG HEld /pH 6. 5 [ 50mM B B BN 22 R3] 750mM LAY 75mM 4745

34



CN 102746399 B i BB 33/90 T

BEANT 42°C SBE (3) FH 50 % AWM. 5x SSC(0. 75M NaCl.0. 075M ¥ R%N ) - 50mM i R4
(pH 6.8).0. 1% fEWERHN.5x Denhardt VAR £ 75 4b ER k¥ DNA (50 1 g/m1) 0. 1% SDS
J 10 % R PR R ME T 42°C, £ 0. 2x SSC (SN / AT BN ) H T 42°C B LA ST 55°C 50 %
F ke e, 4255 T 55°C FH & A EDTA (19 0. 1x SSC ZH i) s Ptk 4 F e o B AR A A ATIAIR
WHAT YR AL B SRR ES (WTRE) DO R K E .

[0236] AU 4 RN 53 R R AR, /B AL AL R IR R 45 L, 1R 2 4R SC
FR T Z BRI IR 7 5. — STk 2 A% 1 IR S5 AT AT R 38 M I A% 7 1R 7 B S A1 [RD O
PEo BARWI, BT B IR B T B 2 % R e AR R BT . thah, B3
R AL 1) 22 A% R 1) (10 5 TR P S 7 2 DRI P AR i IR S T P o S B DR A A A BR 1 — o
B2 PP AR, G SIS IR/ B AR SR R I P YRR DR AR ) mRNA K R B AT LA,
EALERA SRS ThEE. S0 3L n] AR R R (an&2s 93 r / B8 2 7
FILLE: ) AT E .

[0237] AW FTA M 22 R AT AL 225 Bl A 775 EE PCR 3773 . (W22 IR & Ak
() 5 1 AR AT A 0 B I ELAS 75 A S TP PR o AR AU AR A S AT S R AL 2 7
ST Ak DNA & i A™ 42 B ) DNA 72371

[0238] X} HHE A Tk 2 T, Wb — e iy, 85 B F N2 & i@ n]
FEABEEEAA T, I B8 A N SRS E R AN R A T 56 Ay i, 2
T AT C A AT 5 vEAm N BTG S b . 40 RE E RN I B P- A
B L SAINEZ ZH R T . — BN, /NEZZEH R A4 NN AR 5380k
(ks ) R4 AR FFE A B R4S A b . k3 0 2R T 5 18 4N
T ARGUIR AT 5D B Z W, #1170, Sambrook 5 A (1989) .

[0239] 4% 1% #h, PCR A] BL & %1 DNA J£ %1, PCR AR & A 451 45 2 %0 1 3 48 25 [ % 5
5 4,683, 195.4, 800, 159.4, 754, 065 ;% 4,683,202 LI}z PCR:The Polymerase Chain
Reaction, Mullis 2 A%i%H, Birkauswer Press, Boston (1994) —F i HiiA

[0240] W] H3& 44044 (45 43 B5 DNA 4931 RNA 5% Hoam N B 40& 15 40 . oo,
£ Sambrook FE N, (1989) H7x th#), 441 fu = fill 3£ H. DNA %% 5% fil RNA [N, A FH AR Sideidss A
N AT T35 5 RNA

[0241] A3 e PR A mT AR P ARt B ARG 42, BORT B AU ] SRAF 0 K =0 B 3 AA ik
Pro BARE VP vw B A TR PR AR A B0 18 S A mi A4k, B R wERE— A AE e S
S B. 77 P B e R i M P DDA B T ) B — SEAR A/ BT T ) T PR S ik 1
T AR IC R N . I Y SE AL FURE A AN B 9P EE» 19 71, pUCT 8. pUC19\Bluescript (4
W1, pBS SK+) J HATAEY), mp18. mpl9. pBR322. pMBI. ColE1. pCR1. RP4. W& B {4 DNA LA % 7%
WREAR W pSA3 J2 pAT28 ., IXEE I VT 2 Fo'es i R 3044 B 7 M 84 B 7 W1 BioRad. Strategene A
Invitrogen 15,

[0242] TR HEAE—HBONE EHRAE AR IR 2 % 5 BRI n] 2 i 2 % F R g . BERR
IR EARAE TG 40 VR i B AR TR A S Gt Ak DNA 8 5 30 7 b AU PR I1 . BE IR
IR B AR L FEAEAS IR T R i B A, L I 25 IR AT BB 55 L I G S0m B RDRE AL AE PCT
AFF5 WO 87/04462 HAFFIHIRIE T . BARAL S — WA EFEART—AHEZNLUTH
Y Ry S I =Rl s Y e WPy 1 A LY T TRt/ B S I e G S5 il e a S G 1D = 29) e el
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FRE&IEF) o AT R (RIEIRE ), — Mt 75 2 — PhE 2 PR st oo, iR 4 &
I7 B PES UG AT 55 S KRB

[0243] A7 H K2 % H R B BUE ] I V20 S 705 h AT S — R e AN 216 4,
FIiRTE 277 v RE f g fL &S . S BEER 45 . DEAE- ] SRR s e W e e s Tlok
it R g SO (B0, 4B NI S R RN ) o SABR B R AT R A
BT 40 4R

[0244] AR AWM T AT CHHAZZ TR E PR fE 400, feid Rk 7k
DNA AR 1 4 e] T & dmbd B ik, B 2 KB E MEA R ER . 1HAs)
W 3 20 1 S PR ) 2k S £, 35 (H S BR T COS. HeLa % CHO 4H Mg, 2.2 L PCT AFF 5 WO
87/04462. & HIAEM ALY 1E L ANLERE FEAZA N (KA E (B, coli) BURGE I
FFE (B.subtillis)) MFEERE (INAREEERE (S. cerevisae) (ETHARA (S. pombe) BRFLIZ b
SYUERERE (K. lactis)) o PRl 15 EANM AL 5 A5 T ALk 10 5T A2 E Lk 20
EETE R (R RN JRPE A S B 18 A KR IA cDNA. XRS5
&5-5 NGF (175 Ao r i it S& i e VAL FACS SE Il ml 2w id Rk B ks & A
J5R (A2

[0245]  FH E3 J24: B3 fiTE PR 10 7%k

[0246]  &54 NGF [F4i4k E3 A T %5 2 BUKL I NGF [FAFAEEE = o N T fai{d, BAFRIX LTy
VERLHTARA ST AR ) NCGF 45658t 7 R (2K ), — k2= B3 sidife. fill—aed
SRR SR A A5 A NGE I HL A el Jf 48 NGF S e = 455 NGF i Hids (49t
E3) Z[HJEME Gk WMEGARIKIIE R R SR o 130 SR B ATE “Ha I 40 4%
SEWASH IR E M/ BiE s il CIEKE) .

[0247]  Z PP ENJIERAERE — PR T A, pridk ik AR EA R T H 44 2 K is
140 o, 92 WU 5 V2%, A9 G T ek EEG 97 938 W BRI 5 ¥ (BLISA) S TR Sy e v (RTA) 555 s A
T4 9mh5 2 JIK B9 DhRe I /e v, B W25 A PE BRI 2 s o 76— L85 75 &, XA kAT
T AR IRRI o

[0248]  E3 MATAEMIRISH &

[0249] AR B Birid i BuAdk 1 22 k] TR 0 L2 W7 A s 0 5 DB B 7 NGF RI8 (7R —
SO S 7 22, NGF RIS T BFEAS ) CAHATT IS FEAS ) F / BUANTE 23R 55, Q07E 18 0 Bk
Z NGF FRALILH LR / BRAH M A A7 AT RIS BUE 8 T ELAT NGF Ak i 2H 2L B4t 5k = NGF 3%
15 ) AHIRIIRE  BIR BURIE « AR B BT IR i didds Je 22 ikt — 20 TR g 1, X6 NGF gt
S5 N P AR B (A S50 Hh NGE R3A . E—BE Sy &, ok [ PRSE 82 LA NG
TR U B LT PR B AR IE B DG 50 e (4, Herp NGF R it A KA /
BRI ) MR R NGF a8 34T 1l

[0250]  [AIU, 72— SESi Uy S, AR BRI 1A A A U BUR Y NGE R AR M A 1 br
A (FEA ) 54K TR Suis Bl 2 IR 3k 1977 7% BA S 58 NGF 7K 22 15 AN [A] T 0 B Bl b A
FRA T AE— LS 7 2, MR O 30 BT R I ER TR AT/ B EALRE R o

[0251]  FEHCBSEHE 7 &b, ARGt 1A S A ME PR A (FEdh ) JF85E NGF Rik
BRI AE— LS T7 S, MR PR ST DL NGF 3Rk 48 DU B ¥ U M B B2 12
AR BAE O B0 e o £E— LB SKTt 7 SR, AN RN 2 B i LR TR R L R A1)
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e R S0 L 40 i Jm BB R R
[0252] S T2 Wr P R AT, S 44— B HT A 0 358 3 B ack , Pk m) s 300 350 0 L AEAS IR T 1
ST RIS 25 D8 AR 0 [ 2 By — JRAIASIE) o T AR L4 A DU 0 7 12 A e 2 4
(1o FEAR W0 St T S, AR I Tk I AR AN 75 22hRAd, IF HAR K DR I 474 7]
FIE5 G A R B ik B R e Am e U gEAT A 0 o
[0253] Ak BH P 3 B A AT 7 AT ART 0 00 0N 5 V2, G0 S A 4 A U e A B AT 4 e 0
T 52 v PL R S g iy W g vE R S . fE Zola, Monoclonal Antibodies :A Manual of
Techniques —FH 5 147-158 71 (CRC Press, Inc. 1987),
[0254] ?%ﬁj_fﬂﬂ T AR N2 W sE i, AR N . — i S, AR B B0 T
2 (W M In e MG TV BUH) RR AR E B 40 B B4 43 T A A TR R BR A R
(immunoscintiography) 34T EN .
[0255] AR AU A FIIHA, HARH AT FH 98 2 2557 vh fg e 1030
[0256]  E3 KATAEMH TS B RIKIJE
[0257]  Hifk E3 FH-T-FEARAN / BRFE I NGF (AW 23d . ARG RS PO R THRIT 5 N
PR PE NGF 7= AR AH O (19 3 22 00, 0. — I 5, 703X 8 STt 5 8 b 1l M4 T A 4
= ik, — 77, ARHRRAE T SO AFRMER 2k (CBERETUE g E3) #Edt A NGF
R EEIEYER TR . AE— AT B, TiEE SR AMAEEKEFE R AT EZ
Ik CEdEHTA E3) e, AT ARR 2 A2 A PR 35 P 52 B Bt BRAIK L PRI B o AR —3K
77 &, BRR (T ARG e RIR A ) MEH E3 16897
[0258] 4y I fRifd, PR AFIX LL )7V N T SC TR R A AT = B3 AR AR 2 Ik, — iR Je
E3 BHiA .
[0259] E3 8¢ E3 Fr B¢ (41, Fab, Fab’ . F(ab’ ) 2. Fv. Fc &5 ) W1H¥5E (ScFv) H 28484 |
T HUET RS A RS HAT B R R PR R PUR NG R AL s AT AT e Az i
E3 1"]@5’]%** AP TR - 78 —28sjti )y R, B3 PiAk I B3 2R A n] HHEHEH -
TEH B ST &, Al A B3 B B3 [ 2 MR8 (46 SCh HEAR AT AT S St 77 4 )
DA K AT 245 IR 550 AT it FH 22 P 2 o mT 24 RO RO ) 2 AR S0 A S, 3 9 A B T it FH 245
A ) S AR S PR 5T . A5, W R AT TR R B B, B E AR R & IE 1
MR TR 7060, 4 A AS PR T 20 55 MR R A FLAL R, BT 08 03 T 1 6 L I B AL ) S 22 0 7] %
B ks g AR gt . WA CA R T B A A Al R B A 25938 15 157 B4 7E Remington, The
Science and Practice of Pharmacy 28 20 Jiz, Mack Publishing (2000) —f5Hi7~H .
[0260]  7E—HESCt 7 S, X S il o TS e - (2, IR R Pk S R
WA ), sl e A 77 5 (i, 28 0 ORI N 5 R 5E ) o BRI, B3 fifk
S A A 5 ] 24 FH A a0 Sh7K MBSV A e R S AL . RrE =TT 25 BT
= I TR R A BB U TR e MR Sz MBI IRy T sE . — i &, AT -EATBL R A& <
H #/b2) 50mg/kg 1EH ;2 /02) 10mg/kg 1A H ; #/0%) 3mg/kg B H /DY) Img/kg 1A H ;
F/L) 750 b g/kg W HE B/ 500 v g/kg R E F DY) 250 wg/kg A (/L) 100 g/
kg KT ;2= /D02) 50 ug/kg BH s B/DL 10 0w g/kg AT (/DA L vg/kg REEALT 11 g/
kg A {5 E . 0T JLRBUJ LR B ERGE S A, BUA T30, 34T Freiay7 B2 IR
SER P B 3 ~BI7 & RS EHZ) 2mg/ke FIEATHIE, #4542 1mg/kg $T NGF 3¢
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A4 B FE L5 B S B JE 20 Img/ kg BIZERRRE o SR, BT Ik = AR B A BRIA 21 (1)
RSN 15 R RS, R E T R AR K. &KF B, —Ra T e
& HVRIT IR I IR S e i T i

[0261]  fE—SeAME R, AT E DL BRI fEWRIT IR P # e A R A . )
W, BT ARHEAT IR T O (1 2 Y Je 7 3 R, it FH k) P T JB R Bty Pk B S BART YR
I7 3 B B IR 7 58 B PR B s B2, DA S 96 e AR B A0 5 , ] e B B it P A . —
Mol PRIE= A2 s FHPT NGE #5871 Puik (I E3) RN =AR B E R, —8I150 T, E3 fuik
PIFF AR RSB OH AL S G 1 o F T 58 CRF B RE TR 22 iR 20 R 15 48 A AR A L T 1
[0262]  fE—ANSLJE T S, E3 Sk (BZ K ) WFIE T AR —IREBLZ IR x
LEIGHE o AT AI3E A &R B30 SNITAT E3 BUL B S H4E B9 DI, FIAB R AE IR
Cany&dm ) BIARICD AT I

[0263] {14, Xk T 52 2 B A B4 A i B 23697 PR BT 14 DA A sl R A
M HE R Z, RIEA K A FrR 77155 It (A0 E3) B2 Ik AT A 42 i B Al T I » ik
)it FH A Pt azk 6 ) [ S ) AT A b Dy i R BORT A3 AR I TR B R =, B e R R e 2
B AR B A5 % 2 B0 TR 2 80 A UL TR S A S B2 1 IR &G UL e ARG
WIESMA FARLL LT 88 5| i F A5 IR AT A 2 A R A/ B CA S A o

[0264]  HE AL FE AU O A 1A @ # iR e 20, BFHEA R T8k g k. = W,
1, Mahato & A, (1997) Pharm. Res. 14 :853-859, JIig Jii 4 il 771) A0, 35 {H A IR T4 o s e 7). %
J2 N8 oA B B 2 e A o

[0265]  7F-—LE5Lti /7 S, FIARAE— R LA EHURELZE IR . PUiEml s BB 2 w1 . It
KGR A5 2D 2 DPR 2 =Fh 2000 20 TS FEISUE . SURR S
Y, Qe AN IAE AR U 5 2N, AT P TR TR V2 6 AR R A

[0266]  ZmhdA Kk B AT BRIk (ndidg E3) B2 %5 B thmT AT ask HL7E B 19
A RIS A K ] PT IR KT HUAR B 2 IR . RIA BT T B4R E3 Pk s 2 Ik 2
IR o OB BT 8 1 AU O A AR 7732, Jn R S ERAK S S UL B R VBRI 0 E
WA N B A B S T BB N E 140, SIS A 1) A A HE =35
A B A RS A DU R M B S e F DA AR BRI A o« ARSI 3B AR 52 34
BRIRBAR 6 H LAIRIE /MR S A AR N R ERL . 20, 0, 2 & 55 6, 436, 908 ;
6,413,942 }% 6,376,471,

[0267] 7] AL & gt AR B Frd R R PR B 2 Ik (ndiik E3) B9 2 R EGIT T
HEYEREIE. 2T 0 DNA JIEH A, #l W /E Findeis % A, Trends Biotechnol.
(1993) 11 :202 ;Chiou Z£ A\, Gene Therapeutics :Methods And Applications Of Direct
Gene Transfer (J. A. Wolff,4w%8 ) (1994) —F ;Wu 25 A, J Biol. Chem. (1988)263 :621 ;
Wu 25 A\, J Biol. Chem. (1994) 269 :542 ;Zenke ZE A, Proc. Natl. Acad. Sci. (USA) (1990) 87 :
3655 ;Wu 2 A, J Biol.Chem. (1991)266 :338 Hifiik, &L FBRINATT RS ML
100ng #2# 200mg DNA Ju[H A AE LG T B TR A« £ Fridk B2 RGR 97 77 &2
[i7], 1A B2 Z) 500ng 247 50mg £ 1 kg B4 2mg LI 5 ug BLI 500 g LKL 20 u g Y
100 1w g DNA B FEIEFE o AR B ik V697 M 22 A% 0 IR B 22 IR mT FH RS DRI IR s A4 i 06 o it
DRI IR A8 A AT A 22 BRI B2 R IE (— XM S 2 W, Jolly, Cancer Gene Therapy (1994)1 :
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51 ;Kimura, Human Gene Therapy (1994)5 :845 ;Connelly, Human Gene Therapy (1995)1 :
185 ;LA M2 Kaplitt,Nature Genetics(1994)6 :148) o M2Egmhd 31 (1) 2 32 7] A PR 5 e 7L
B RIS BN FHEF . HbS e A R IK A] 9 rh) i A B e A

[0268] A T H 02 1% 17 BR 376 B F 4 Mo wp 3858 A0 25 T 99 55 10 3048 A2 AR 45U
BT e P I T B I B AR A IR T H A R mE (20, 6, PCT & FF
5 W0 90/07936 ;W094/03622 ;WO 93/25698 ;W093,/25234 ;WO 93/11230 ;WO 93/10218 ;
WO 91/02805 ; 2 [H & F]45 5, 219, 740 54, 777, 127 ;6B L F|2 2, 200, 651 5 DL K& EP & F] 5
0345242) 3T FURE UEAAR (B0, e b i B 3448 Semliki ZAMIBE: (ATCC VR-67 ;
ATCC VR-1247) . % # [ 5% % (Ross River virus) (ATCC VR-373 ;ATCCVR-1246) 2 N
HhR DN 4 5 (ATCC VR-923 ;ATCC VR-1250 ;ATCCVR 1249 ;ATCC VR-532) LA J% R fERE
g (AAV) Ak (S W, Blan, PCT A5 WO 94/12649. WO 93/03769 ;W0 93/19191 ;WO
94/28938 ; W095/11984 % WO 95/00655) . HWI{E Curiel, Hum. Gene Ther. (1992)3 :147 H
FEIR Y, 0 n] R e 5 28 R TR IR 250 2 1) DNA.

[0269] 7] H] 4R B ik # K7 v, AR HAN IR T 5 & R B IRm S i M BN 5 255+
FUIP R 12 1 58 I B8 11k 48 DNA (2 WL, 911, Curiel, Hum. Gene Ther. (1992) 3 :147) ;4 f¢
43442 DNA ( 2 L, 461140, Wu, J. Biol. Chem. (1989)264 :16985) ; HAZAMMIER L F A4 (=
W, B, 35 E & RS 5, 814, 482 ;PCT AFF5 WO 95/07994 ;WO 96/17072 ;WO 95/30763 K
WO 97/42338) LA JetZ M fer v A E I BS gl M it o ] R DNA. 781 PR KR DNA 3
JTEAE PCT 75 WO 90/11092 R LA 5 5, 580, 859 Hfiiih . AAE Jyt PR X A4 1
e AR AE2E H L H) S 5, 422, 120 sPCT LH)5 WO 95/13796 ;WO 94/23697 ;WO 91/14445 ;LA
N EP £ H'5 0524968 ditiik, H&J7VE7E Philip, Mol. Cell Biol. (1994) 14 :2411 M AE
Woffendin, Proc. Natl. Acad. Sci. (1994)91 :1581 iR,

[0270] ST SCHRHER BT A 777, 241R A4t NGF #5 il i B A & — B2 N ix i
HIFI A X SV n] i — P A5 A 1E BRI A, a8 22 ph ) B AT 25 OB, &
TR A R . AR P B — N B e S a7 iEH A N A

[0271]  FH#L NGF $EHUAIPUAIG T BUFR R 28 R 1 9C 7 28 SR 1 7 V2

[0272]  —LL75 [, AR BISRAE T AR ME AR A AR NI AL s o TR0/ SRR
FERIR PRI RIZIR I T BRI, — 7 [, AR B i 7 AR iR T 8RR P 5 75 49K
IR T V%, HARRE A RE R NGF FEHUAIPUE . 1 NGF F5HUAIPT A =2 A4 A J1 1 5F
FESCHHREIR

[0273] 53— T71H, AR R BHAR AL 7 AE A A i B T BRAIG 2 A ol kAR A/ BRORE SR 28 XU
PEICTT J R MR AR R B e AR R 7. TR, A — 285 5 2, Bt NGF 5 557
UL A2 R MR 2T MR 7R R BT B R R A T A o

[0274]  J3—J7 10, AR AIRAE TAMES H T SR RBHRT AR R MEBRR
(EE IR ) W77, HASETE A ZE 1 PT NGF #5507 5E (Roubenoff 58 A\, Arthritis
Rheum. 40 (3) :534-9 (1997) ;Roubenoff % A, J. Clin. Invest. 93(6) :2379-86(1994)) .
[0275] ARG R I ST 1SS R PR OGRS W BV P Al . VPSR T A ATk
CRIJTEAT, W 2 Pk S be i 1 B B R R RR k. 2 W, 40, Katz 58 A, Surg Clin
North Am. (1999)79(2) :231-52 ;Caraceni Z¢ A, JPain Symptom Manage (2002)23(3) :
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239-55, 1 H 2 W N2 HH W0 52 5 9 IR A& 1 s o 4n 38 [ RGO 8 52 7 B (ACR) (Felson, 5%
A, Arthritis and Rheumatism(1993)36(6) :729-740) . fi FE iF & i £& (HAQ) (Fries,
2 N, (1982) J. Rheumatol. 9 :789-793) . Paulus #r #E (Paulus, Z& A, Arthritis and
Rheumatism(1990) 33 :477-484) KK R ma il & hrifE (AIMS) Meenam, 58 A, Arthritis
and Rheumatology (1982) 25 :1048-1053) » i NGF 5 JU & ] il i A7) A i 42 1l M4
i o SCHRREIR T AN At FH i 2 i s

[0276] &R AT AR ER A () SRR SRR o IR, 76— S8 Sty 22, 5 B FH 1T NGF 45
FUARIFUIA G 2 24 /N W8 BRI . 70 He e SEi Ty 9, 7556 5T NGF F5 47344 5 2
36.48.60.72 /NIF Y 4 KL B IRIkEE « AT H B St b, 7R 2 31 5 2K KB PG
R AT R PEIR B AL AT W2 B IR . AE—SUSLE y Boh, AR AR/ ol
BEALG, FI1 / BRI AE TR R =4

[0277]  DARESABIE T A T A T IX 8575 19T NGF AR il & &R A ( “ Pt NGF 45
PURIBTIAR” s “Pi NGF FEHURIPUARISE 27 s “ B NGF 5Pt BTE A ")

[0278] L NGF FEBUAIGUAIR T BRI B 29T 2RI 1 5 1

[0279]  —L&T5 TR, AR BRI T AEAMA, B A AR N AL TRy A/ BB
BORT RIS B, —J7 i, A8 K 3R 1AM a7 & 0 RIIR 1%, H
55t A 2= B9 NGE FEHURIBUAR . B0 NG FE F0 57 44 o A 4k £ 40 ) A8 SC P R
[0280] S — 7 MH, AR BHHR AL T AEAMA R H T BRI 2 b R R/ BB IR Y
R RAE R B R AR R Tk IR, 78— S8 sEE J7 rh, 0 NGF $5 U AIPu A 7E &
B R AR R T BRI R AR e -

[0281]  EASIIE H R AFHbEE 7 T8 50 W RIS W BO0P il . T AR GUR O 7 ik
AT VRAE, 1 2 P SR bR v 1 B R TR ERE. B, BTN, Katz %8 A, Surg Clin North
Am. (1999)79(2) :231-52 ;Caraceni Z£ A\, J Pain Symptom Manage (2002) 23 (3) :239-55.
Bl a0, 7] F WOMAC F2 8l & S b it (L HE& T SR EL N B AR ThEE ) LA 100mm EL WA $0) b 14
(VAS) PPAS IR I PG AR T IR o

[0282]  HT NGF 5470 730 A Al S I AT AR A 3d ids A2 ) AMA it FH o AN A1 e FH 3 428 1) SE 491 4 SC
ik,

[0283] IR FESA I T LLIRER M) [E) i FE AR o R, 76— S8 St 77 &, 75 5 FH 1T NGF 45
TUFIUAR G 20 24 /N W B . 70 H e SEii Ty R, 7556 5t NGF F5 4 734k f5 2
36486072 /NI B 4 KM BRI . 76— SesZi oy R, R AR A / B P
%, 1/ SBT3 AR TS TR B A

[0284]  DLRATehfiik 7 T ix Be 7 v 30 NGF $044 (145 S R (470 NGF F5 40 730447
“It NGF FEHLAITUR I X587 s “H0 NGF FEPUAIPUE I ) -

[0285]  $u NGF #5Hu Bk

[0286] AR HAFTIARI 5L (ST 28 RIB MDY S0 S o9 22988 ) F Bt NGF #5305
PUE, BTk 51 NGF $5 i Fu 4 2 15 LI i B A (B8 2 25 F3AIK ) NGF AR 23 M il
L NGF (55 M S T ifig R, 2 AREE AR / 8051 K6 NGF 41 i S B AT AT H A 4
[0287] i NGF 15 I Hi A4 B B 7R — AN B2 A LTI HRAE < (@) 455 NGF I 41l NGF 447
G PEBLH NGF {5 5 ThREN S R IF IR 5 (b) TR« G2 fif BRI 28 KR 14 9% 35 28 H& e B
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BN R EATII I 5 (¢) PEBTEE A% NGF 524K 3 M (ALHE TrkA 5246 AL / B5R
HEEERLAER ) 5 (d) 380 NGF (35 RR 5 (e) #Ith| ( B&AIK ) NGF & e = A BRIl 1t NGF 15
USRI ARSI ), 2 0L, 1, PCT AFF5 WO 01/78698, WO 01/64247, £ [H LH| 5
5,844, 092.5, 877,016 & 6, 153, 189 ;Hongo % A, Hybridoma, 19 :215-227 (2000) ;Cell.
Molec. Biol. 13 :559-568 (1993) ; & [A /& (GenBank) & 3% ‘5 U39608. U39609. 117078 TX
L17077,

[0288] % T4 B, Hiik5 NGF LAFIH] NGE F1 / B4k NGF 13 5 Zh B8/ 510 T s
B IR B AE— L5 77 2, Bt NGF #5557 BTA IR NGF . XA H e st £,
PUNGF FE BRI S: 745 A A NGF o 75— 252 5 20, 71 NGF $5 i AIPt iR A 5 4
BFRE A, WINT-3.NT4/5 fl / B BDNF 45 G . NARH B SLii 7 £, 5L NGF ik s s &
NGF A 24l NGF 53 TrkA A1 / 8L p75 SZARMK N 4561/ BUH Rl NGF JE 4L TrkA
A/ B p75 Ak, ARV —SZiE ) &, F NGF FEHUAHiik A v B diik . SAEH e SLif
77 &, P NGF Jrd M NIRALuiE (nsCh RER AR E3) o FE—LLSLiE 75 2P, 1T NGF 41t
RN FE—DSEHRZ, FuiE NIRH A NGE E— a2 ANRALI ADUE. 785 — L)
J7EHd, PRI NGE _E—NE AR /N R EOK Ptk . 557 —S2iE 7 &+, ik
WUANE B RKEENW R B e 4 NGF R — AN B AR AL, XAE#E— DSt s &+, Bt
NGF 35S 5% B MAb 911.MAb 912 1 MAb 938 Hufk () —FhER 2 Fhiiih s &
AH[F ) NGF 67 (2, Hongo, 28 A, Hybridoma 19 :215-227 (2000)) . 78 & 52t )y &,
PR L G5 Mab 911 MHFIERAT . AEIL e S T7 b, Buid B & e S sid e (i, A5
RAMEA T HI R BB ITA A N S R4 B (ADCC) ) FE 52 X« ADCC ¥ P 7] FH 3 [
LH5 5,500, 362 AFRITIERATIAG . 7E— 5Ll 77 9, 162 X WIFE Eur. J. Immunol.
(1999) 29 :2613-2624 ;PCT AF 5 PCT/GB99/01441 ; #1 / 8L UK & HFAFF 5 9809951. 8
IR AT B

[0289]  7E—UEsLifiJy 1, Fit NGF FEHURIBTA N NGF FE BRI A N IR “E3” I AJRAL /N
BT NGF B s FE A ATAR SCH AR 1 B3 AH IS HURBL A B o

[0200] A EHA PR T & s s B ik 2 s Bk Jufk A B (4140, Fab, Fab’
F(ab”) 2.Fv.Fc %) IR AU WU ik 45 APk i diik (Schv)  H ARk A
PRI R B O N IR LB B B 8RR R R IR A AL s ) S Bk B B T
[ATATT Ho e S AB AN 2, L FR A B HE S A0 A 1 L B 1 R B 7 2 AR A B 2 3 B 1 4t
o PUAET] N SRVE R BRI AV BT e R (AR IR G BN UE ) .

[0291] 3 NGF #5470 )04 5 NGF (41 hNGF) HI45 Ao AR Rl A 25 0. 10 245 0. 80nM. &
0.15 Z#70.750M DA K27 0. 18 47 0. 720M. £F—NLHE T B, 45 4S5 M MEAEZ) 2pM FlI
22pM 22 [A] o FE— LS J7 G2, 455 SR FIMEL) 10nM. £EH B S 7 2, 454 S5 R4 10nM
LR, fEH Sy &, 2546 ML 0. InM B 0. 07nM. 78 HE SEiti T &, 45458
FIMEZ) 0. InM BARERZ) 0. 07nM BATR o 7EH B 52 5 b, &5 5 25 P2 100nM, 2 50nM,
%] 10nM. £ 1nM. %] 500pM. £ 100pM BZZ) 50pM PL R B AT — R 2 £ 2pM. £ 5pM. 4] 10pM.
Z) 15pM. £ 20pM BRZ) 40pM HH LR —Fh. 76— B85 7 b, S5 4 B M N Z) 100nM. £
50nM. £ 10nM. £ 1nM. %] 500pM. ] 100pM 5% £ 50pM B4 50pM LA R F1 (R 4T 52— Fb o, AE— sk
Jit 5 B, G5 A SR PR T2 100nM. ) 50nM. £ 10nM. £ 1nM. %) 500pM. £ 100pM BZZ) 50pM
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DL RS —Fh e XAEH ST S, &6 5 A N2 2pM. 25 5pM. 2] 10pM. £ 15pM.
£) 20pM. Z) 40pM B Z) 40pM P L.

[0292] 5 Pk NGF &5 G 25 FIVE I — M@ 78 2 Il I 52 B ik SR Dh BE Fab 7 BEIW 45 & 08
At . NIR1FH )RR Fab 7 B, AREHUE (140, Tg6) HIANE ABFUIRIBCE AR IL . Pk
({1370 NGF - Fab Jy Bt B 55 A4 m] i ok 3R 10 M i 34k (B1Acore3000T™ 3K [ fiu i 24k (SPR) &
4t,BlAcore, INC, Piscaway NJ) #5E. CM5 O Al MR HEAER & Ui A N- 2.3 -N” - (3- —
R BETR 2 ) - Ik W% ER R £h (EDC) o N- FRBRHIBE W i (NHS) 754k, 7Kg A NGF ( 54T
A/ He NGF) F 10mM ZL B84 pH 4. 0 #k& 31 LA 0. 005mg/mL ¥R FEvE S BEAL S Ao ATt o
— &5 P TE B R AR AN E), A SRAF AN Y B R 1 100-200 M4 (RU) T
Y5 F75 8 78 1 H 500-600RU FH-F i Il sg vk O A vl Bl Z B RGFEL T o B AR BT 58 /R A
200 XA EYESTF, Pierce e ( 77545 21004, Pierce Biotechnology, Rockford
IL) 5 4M NaCl (2 © 1) WBEA LS A1 Fab 1 fR B8 F b hNGF 7514 . HBS-EP Z&
¥ (0. 01M HEPES, pH 7.4,0. 15NaCl, 3mM EDTA, 0. 005 % 3 [ 35 14575 P29) FHAE BlAcore i
EILREIT G RPIFEE (0. 1-10x fith Ky &4tk Pab BEALL 100ul/ 438 ESS 1
AR AT AR B B )3 2 /B o VAR B Fab (i L S Wi 2 1) VENARE, Fab
B AR L ELTSA Rl / 5% SDS-PAGE HLIK#f5E . H BIA VP FE 7, BB IR M A 2
1 . 1 BHB/RE G5 (Karlsson, R. Roos, H. Fagerstam, L. Petersson, B. (1994)Methods
Enzymology 6 :99-110) [RIR3R1FE) 2245 G E (kon) MfEEIEZE (koff) o “PHIfFEH
£y (KD) fE LA koff/kon 15 BT7 i3 AT 8 2 Ui S5 41 47T NGF, 848 A NGF . H el ¥4 3))
) NGF (75— L85 75 2 vp, IR L34 ) (/B NG K B NGF R K 28584 NGF) 1454
SRAE, LA T HEMAEEFED, WML E FRE E NT3.NT4/5 H / B BDNF,

[0203]  7F—H8sLiti B, Pk & A NGE, A5k 8 %GR (45— Lesjif
TTEFL ALY ) WELE G AT &, ks & A NGF DLk A H e s
Yibp (FE—SesKit )7 o, WAL ) B—FhERZ P NGF . fE— LS 77 W0, ik 4 &
NGF DAz ok A Hoe B s (FE—LLsii )7 b, L3 ) 1—PhEi 2 Fh NGF. 7R
sy &9, Pk g & NGF 5 EMEERED (X MEEFREN, NT3.NT4/5
AT/ B BDNF) o iR A8 W o fE— L8 sLif 77 2, JUiR &5 & NGF DA K B /b —Fp g ph
EBFRE A A SE T B, BU ARG S FLE RN 1 S B ¥ NGE, AHAS 5 5k B L
FLE R NGF B2 454

[0204]  RALA[AELEBUAELE R fE— ST &9, kAR 5% 3 20 /E Hongo 55
N, Hybridoma, 19 :215-227 (2000) HH4Af MAb 911, MAb 912 J MAb938 1A Ls &4 ]
[¥) ANGF KAz £ —SEHt T 2, JuikFAR 5 MAb 911 255 AH R hNGF 7. XAE D)
— LT R, PriAIEA 5 MAb 909 45 A AHRIERAL . Hongo A, [F I #il4n, A n] 6
B —ABZA :hNGF A[ AR [X 1 (55 23-35 {7 2 &M ) P K32.K34 J% B35 B%JE shNGF A A5 [X
4 (5 81-88 L& LR ) I F79 A T81 HhHk s Al AR [X 4 1) H84 Az K88 H&Fk shNGF AJ AF X
5( 55 94-98 fr PR ) 5 hNGF Cim (55 111-118 AL ) < [A¥) R103 #RJE shNGF HiA]
AFIX 1 (EE 10-23 S &R R ) Y E11 BRAL shNGE Al AZ [X 2 ( 5 40-49 7 2 2E ML ) 55 hNGF 7]
AFX 3 (55 59-66 AL ) 2 [HH) Y52 5kFE shNGF C w9 L112 M S113 5%3E shNGF 7] 48
X 3 H ) R59 Az R69 B B hNGF FiIAIAZ X H [ VI8, V20 J G23 Btk Ak, Sl 2
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—AELZ A hNGE A AE X 1, A[AR[X 3\ A[ AR (X 4 AR X 5 N- i X 380F0 / BY C o X k.
FE Y — 52 J7 2, Fidd B FEAK hNGF [ R103 AR IEFIVE VT ME . B 24 F fig BRAR DL b4
AR5 N NGF AHIG, — M AN S AT HEFI A NGF 5 H g Ml NGF [ 2544 9 % e 51X e
AT P BEXT Ao

[0205]  —75 I, A NGF (¥4idde (6 am, Adudk NIRALBUIE /N Buig &Ptk ) vf
FRIE A K B4 NGF 720 16 S Sl il 2 o 55— 5 T, ] A AL 1 3R 1A NGF (#9400 i 1) 4 %
Ji o AR R G % SRR S — SE A B 44K NGF 1) NGF 28 A S B 4 NGF 28 /7 o

[0296] T NGF #5470 A3 4Ac n] ARSIk O 0 IR AR] 5 vl 4% o SO it — B R (115 230
M 5@ 15 e 5 & — 05 AT Bl o R = AR R O S IR — 8 TR AR
N R I — MR AR S AR ST CL N K A SO IR

[0207] & T nlKELHE NS HuAR ™ AR A M (AT AT IR PP 52 8 AT A E /BN T
PRI FLENAAE N L A A R P A R Rl . — b, 2 R E RS s
ARG RGN LN T 2 T R R/ B P R rE S84

[0208]  Z%AZ9% T FH Kohler, B. #l Milstein, C. (1975)Nature 256 :495-497 [{17 M4
Jf 2 A8 4 AR B i@ Buck, D.W. 28 A, In Vitro, 18 :377-381(1982) Muik (k40 Hu e ss 4
A IR EL AN M B K A AL B R N M A o AEZR A ] LA AT SRAS B R AN R, A FRE
ANBRT X63-Ag8. 653 KK H 35 FEINFIAE Je W, &bV FF, Salk BF ¢ BT, 40 43 A5 0o )i B
AR, — IS, BARW KX HEE F R 2 BB AR FURE AR N R A JI 5%
Rl R 2 e R E R L o RS i S AN b S 3 R A o R B A K R A,
BT — GRS — BT (HAT) RrapBhrh A K DAL R AR RSB R . SChF IR s
LI BA NI LI AT 355 5 5L ] T35 57 45 WA B v B P AR I 25898 o AR A A B
() o — &1 7%, EBV /K AEAL B 4H i n] T AR A R B BT IR BBt NGF PR FE R Sifds . #2048
JEY 3G AL, FRARYE 75 B I S e v D R (0, S G 3 0 v I IR A
SETRTR G T B T B2 ) 6 IV S SRS PEHEAT I 5E

[0209] AT AV FUAAR IR 1 2% 22 988 A0, & 7= A2 NG 5 S5 B 7 I A i L 389 140 S A 2 22 98 1)
BT T AE 8 ARG A

[0300]  F=AR ESRAFUAR K J& 2SR AT A RIAD RAEAR A AR AR K . AR 7R 2, I Rk
JEBREE I Ak D TR B B A FLIK BT JE A L R E, BT R PR ] [ B SR BUA
S A RAEAEAR BRIV, 91t s oK ] A A B A G A B R e DR A 1
W B 7R s, I B RPUA B e R s B . N NGF BUEE: R TR EARMAS
BN SR T A A B s mE R, nl PR AR R 2 BuiR (B0, BosESUAR ) BT E R A
X FBEAT G Rl B A G R B (A, R LIS & A ME A& A4 R ER E
BN & R AR B 50, FH OO Eh B AR B AT AR 470490 a1 Sk Tk . Free 24 P I e it e B ) 09 V7 e T
RIS A ) N- BRI G Gl iRk ) 5 B BEHIET . S0C12
B RIN = C = NR( Hrf R J2 R1 AASFEIGEIE ) &R

[0301]  #R4EFFEL, AlAF H 31 NGF #5355k (PoafEei 2 wie ) W7 HR GG 2 %
750 ve B BB AR b T RIS BN AE « gmhd B IR 17 51 n] 7015 3240 M 1938 i b 4 45
HARJGE n] K 18 40 Mo3g s AR T UG R . fE&E TR/, 2 RT3 7] T ik
EAE DL NVEAL” JUAR BRGSO SR A B SRR . 40, P fE e [X AT leid DA B 240
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NAESE X, LI S A0 Hr i S04 A Tl RS Sy T 7 I i e OB IR AR R B AR 7 5]
PAZEA] NGF J7 I 3R15%) NGF [ B K S At J SR D02 2 AT B 1. A%t NGF 4577
Pk & — DB A 2 % TR A B A IREFE R NGF [ 45 & Be 10 AR U AR N 57 A2 B
IR

[0302]  AVRAL 5 CRE SR — A YA PR BT < (1) B2 S h bk 6 K 8 R ] AR
SEAIE A% B IR IF TN L R 7 71 (2) v ANJEALHU A, RO @ 78 A VA0 72 v B2 (1)
PUERIZEIX (3) BAT AW T L5 / R UL & (4) NIRAPUR I e e Rik. 2 W,
01, 25 [ % F) 5 4, 816, 567 35, 807, 715 35, 866, 692 36, 331, 415 35, 530, 101 35, 693, 761 ;
5,693, 762 55, 585, 089 ; % 6, 180, 370,

[0303] FRTAE B IE N R E O PURSS A0 S T2 ANTRIL” Buik o, AR R A
WEN) V X BREAB IR A 3 V X I BB TR B AN X (CDR) 5 A & d i &
ISk, S0, 6T, Winter 25 A, Nature 349 :293-299 (1991) , Lobuglio % A, Proc.
Nat. Acad. Sci. USA 86 :4220-4224 (1989) , Shaw 2 A, J Immunol. 138 :4534-4538 (1987) LA
S Brown 25 N\, Cancer Res. 47 :3577-3583(1987) ., H:B& % kiR 778 5i& 4 A ik
1 52 X BlA 8T, BB SCR X (FR) MG 5304 CDR. & WL, 1T, Riechmann 5 A,
Nature 332 :323-327 (1988), Verhoeyen ZE A, Science 239 :1534-1536(1988) LA Jones
SN, Nature 321 :522-525(1986) o H'EZHE R RIA 1 18k 5 ARG 146 S B X 3
Fritmi i 5h% CDR. 2 0, 3 201, W RS 0519596, KX L6 “ AJ5AL” 40 F34T &3t LA
e AEK PR 1] 75N 52 35 HR 3K 6 43—~ 97 M N FH 1) 4R 82 A 1) B B A8 A et 5% Wik 5 B A0 0 N A4 58
AR B 5 22 RN o a0, AR B E 2 X AT el AT e e S siE e (i, ANl
RAMEZLE ) o 200, B2, PCT AFF5 PCT/GB99/01441 ;JE [ 4 H) 5 9809951, 8, Hgrtha]
I ANVEAL AU I 772 B Daugherty 28 A, Nucl. Acids Res. 19 :2471-2476 (1991) VLR AE
% E L RS 6, 180, 377 16, 054, 297 15, 997, 867 ;5, 866, 692 6, 210, 671 f% 6, 350, 861 ; LA K
PCT )5 W001/27160 F1 /AT,

[0304]  NAES—#&ikJr &b, i H 2ol DLR AR 5 A S BRE (A 1 T R AL FRAE I
R RS APUE. Wi ETE 2 B (B, 524 APuik ) B0 5 250 048 5 0L (1) 4 L
Rzt nl BT 7= A NI ER A Bifk . bR R SE 4k B Abgenix, Inc. (Fremont,
CA) ¥ Xenomouse ™Ak H Medarex, Inc. (Princeton,NJ) (1 HuMAb-Mouse >/ TC
Mouse™,

[0305]  fE#%3% 77 &=, DAk m] A AT O A AT AT vk A B & L RIE. R — %
e b, UK AL Rk g AR R B R EALH . W, B, £ LR 5, 565, 332
5,580, 717 ;5,733,743 5 J% 6,265,150 ; LA J% Winter % A, Annu. Rev. Immunol. 12 :
433-455(1994) . 4% & Hb, 7] F] W B 16 J& on B R (McCafferty 2 A, Nature 348 :
552-553(1990)) H AL G Ak G sk EI Rl AL (V) S5 Mo DR PR AR b 7= A2 A i Ad Bt
W B MRABR IR N HA, B P v o M (RAE p SE R B 220 RIE B R M 13 B £d i 22
BRI g B DR, JRAENR B AR R R IO VE A DR ME A v BUE R . H T 2RRL A
W TR A DR 2L 1) FRLRE DNA % DL, BT 044 Dy B A MR ) e 810 77 A 00 i A i 7 0 R P 1)
PURIE DR 3k B, DRI, W B ARAEFL T B 40 1 — Se ke . W3 B A i on AT DL 2 M U
AT s X T 453k, 2 W, 1, Johnson, Kevin S. #1 Chiswell, David J., Current Opinion
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in Structural Biology 3 :564-571(1993), — &V J[K A BL ok V5 n] A - I T8 A4 i R
Clackson ZE A\, Nature 352 :624-628 (1991) H 3K H £ G /N BV FE R 1/ NBEN LA & SC
BT A FHEP O HTREER A . AAL R B R S AR VR R DL SRR AR EAR R
Mark %% A, J. Mol. Biol. 222 :581-597 (1991) BRGriffith%% A,EMBO J. 12 :725-734(1993)
R B A BE AT (BRSSP ) Pk ERR G R, Fiis kK L
EHEERR A (R0 SR ) o — 28 3N AL IR 3 3 i S A0 1, 9 HLB R mr s R
[HI G5 2R 2R 1 1Y) B 41 i e 78 B s P 5 Bees BRI A de B2 S oAk o e RARIS FE rT I H 2
BN “HERg4H (chain shuffling) ”Marks, 28 A, Bio/Technol. 10 :779-783 (1992) I A
iR FEIXRANTTIE, W IR B AR Fe 7n BRAS I “ e )7 N DU IR S AP ml e o 3R B R
L V ISR )RR AR () RIVEACESE SR EE V XL R 2 0GE . X4
FiAR A SEFMEAE pM—nM Y5 34k A Ak i BE . Waterhouse 28 A, Nucl. Acids Res. 21 :
2265-2266 (1993) A 7 H Tl & 4B % KR EAR Db FE (BN “ T BESCE”) KK
W o JEDA O ZH AR T F T A WG s B AT AR ANtk b Adtig S iamem s ik A
FEAL RN P R e S Pk o MR R A “RALEIAE” BIIR AN J7 75, 20 e I TR A e TR B AR SR A 1 i
WINPT R ERE TR BE V &5 WS TR NV 25 R 2 (R 2 AR, PR AR MR R ) - AR A
o LR FE R R EU Bt B Dhse MBI 45 A 07 i NPT A2 X, BER A SZE (BRI ) FCA
& (parter) BIIEFE. 8 T BT RWE SV V EHIE S OGS FERS, SR AU (20
1993 4F 4 H 1 HAFH PCT LH|'5 WO 93/06213) o 5% Ak CDR F2AH My % Wk A B4 3t
A NIEACAS R, XA FARGRAL | A W6 25 B o I B A B B0 CDR AR 22 1) 58 4 AL HA4
[0306]  EARUL e 5 AL TR 3¢, ARSI — M JE PR A T 42012 J5 B 1) 4 P
T g RASEEI . 5 4o SCHRRA I NI SR R — B2 A 7 nl vl &
%), %1 1 CDR FAH A 2L 5878 J2 CDR S7AF 2 W AR o

[0307]  HUAKTT L 1 558 B 1 8009 B SR S AR AR A, SRAFEE R P 31 5 FH R DA
FILESE F40H (40, CHO i ) b B0 IR AR AT A b 2%« e n] W55 e
(4D, MHEL ) Bk LR AL b RISPUAFF . O A T H TSI EHRIEGUAK Ty
e B, 400, Peeters, 2N, Vaccine 19 :2756 (2001) ;Lonberg, N. 1 D. Huszar Int.
Rev. Immunol 13 :65(1995) ;LA A Pollock,ZE A, J ITmmunol Methods 231 :147(1999). H
Tl B HUAR AT A A0 AN VAT | BRURE AR R I TR AR AT EL R

[0308] il 5 2 A I U AN M A3 i B AR A YR A e 43 R (FACS) B mT - 43 & Xt
NGF %7 = (R 444

[0309]  HUATI S5VF 2 ARIBARL G BARTNATEIEM / BTG TER 2 R34 1) SL 4
BIERAG BRI R OIG R e TEM B B35 KR 4 4 = R TR A
i BR NG ARE SR o WE AR B, AR IR MR T AT N AT VA IR B AN B A I o ARSI N 57 F
SEISHTE AR I H TS G e Gk, £y &9, 85 4 m
O WLEIER 43 o

[0310]  FHWEHFLTIE (i, FBes 7 45 6 b 5 v I 0 A B A R P 05 DR 1) A% 1 BRAR
B ) 55T 43 8 3500 e g b B 5 B AR K DNA. %2298 40 Ay 2% DNA (19435 ki, — E
73, I DNA B T RA sk (WI7E PCT A5 WO 87/04462 th AJFRIRIAEAR ) i, AR5
W I I AR AL e B 1 32 410 B 0 KA AT T 40 COS 4t e b [l B BN L (CHO) 41 sk
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AN AR B IR ER R 5 ) R AN, DAAE E 2 s R 4R RS R RS UA I B . B
W, B4 PCT LA WO 87/04462. 8 ALK: DNA A, 91 4n, 38 3k AN B8 A e i A v 45 A0 I
(Kt 75 B AR A U5 5881, Morrison 28 A, Proc. Nat. Acad. Sci. 81 :6851(1984) Bl it
W P A BER 3  i AE S 3R 8 1 2 IR0 e 2 S AN e 2 e BREE A A 7 3 o AE TSR 7 2K
H, il 7R SO BT NGE S b BE AR A 45 AR R IR RS BT P

[0311] AT FHAAIUE A RO J7 VAR BT NGF $5Fuludd . flan, — Mok S e huikss &
[PIRAL, B “ RAZLR M7 ARYIA V2 J7 ik T A 8 A i bR A4 BAE B R RAE, B4
4, 4F Harlow Al Lane, Using Antibodies, a Laboratory Manual, Cold Spring Harbor
Laboratory Press,Cold Spring Harbor, 0%, 1999 — 55 11 & ik B R R4k - 31
JR 52 A AR T A 65 A 5 U o s R DR B Rk M S V2 DA SR T B UK I s v . FE R
SEA b, A A B AT TR 8 0 NGF 15 U SR & & 1 PP 31 RALAE EIRT 3 2 Rk U, 41
1 Pepscan &4; (Edelhertweg 15,8219PH Lelystad, fif == ) mMLAEZRE . Rl n] N
Fhr, B E — B BRI, BN A 5 A — B R TR T, T FH 2 2R R = 4EAH B AR FH T R
WEREAL BB (B, BA ) Z2RKER (Flakzb 4-6 MEER ) H50
NGF &3 IuiE T 460 e % 785 — L6, 3t NCF 3k 4 R I E R SR
i 306 H AT A B NGF J2 31 B2 B IR HEAT 1 08 1 8 4 30 NGF FE Ik 45 & MRIEE R
BRI M 58 V%, Shs NGF 1) A 12 B AL BRI o e e B AL A 244 B Bk 1 58 NGF &Rk
Jr B TR I BT AR 1 S ST o A5, DR BRT I PCR 74, FF9R Ja AEAF AL TRUH T 2 2 1R
I A AN s R PR A B T o SR JE HUAR S T80 AR T NGF Fr B &5 6 i # I v v B ek
S LYKV 08 o e A7 1 W] I e P A8 W TR A R 3R 10 e s I BT e 2 K S (R T A
SCEE ) K. A, £ TR 45 A I E VA A ) EE A IR B O P R A T 5 A2 R AR )
gh4 o AEH e SEflh, AT IR 45 G S IR AR | A I e sk 50 S A IR B AR LA
EHAT RS GIFHRR DA/ B TRk #1, 7] H R4S NGF #HAT 45 M3 ) e 5256, 1
HNGF 2 ik 2 P v BeH R B3 IAHSG, (HIT AR E A B (Ma g #=E A FKIERN 5
— R BEAIEA (U1 ) o TIPS PSS SRR NGF (455, FIVPA R NGF v BOw
PR 4s A I 2

[0312] W] -T-3RAEHT NGF 5 HUI 504K 1 J5 — 7738 2 H A1 45 6 A0 [F 30 5 BP NGF - 1
Z M i BO HE PO HEAT 5 00 52 v L E PUNGE FE Uil ik & S 4 A 5 H e hu i i
[F) B 7 o 58 0 78 VR0 AR U R RN 572 e A R . WI4E Hongo % A, Hybridoma 19 :
215-227(2000) HH At 1, o A B 5 S I 52 925 o 2 T R 470 44 S 4] 0, 465 B0 D B 744 911
912,938,

[0318]  RIAHEART] T EESRIAHUNGE #EPUAI T . AR N 57O6 it H R I8 3044 DA
1R WERAFINIE B B R 2 AR K. 2 W, i, R EE 'S 6, 436, 908 16, 413, 942 3 )2
6, 376, 471, KIAHA KM H R RS S, OFEES & DA EReEEE N 38
it FH B = FH o AE 53— SE 7 S, RIB A ELR i H B 58 T B 2T, BUE BT FH 2
FTORBIAK O 5 O ZE B

[0314] R A] A0 & A AR BN R R 2 2 2 H IR VR YT TR AL S 1) € H sk . 246 T
DNA 38 35H R4 A4E Findeis 28 A\, Trends Biotechnol. (1993) 11 :202 ;Chiou Z& A\, Gene
Therapeutics :Methods And Applications Of Direct Gene Transfer (J. A. Wolff, Zr%s)
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(1994) sWu %5 A, J.Biol. Chem. (1988)263 :621 ;Wu %% A, J.Biol. Chem. (1994) 269 :542
Zenke Z£ N\, Proc. Natl. Acad. Sci. USA (1990) 87 :3655 ;Wu Z£ A\, J.Biol. Chem. (1991) 266 :
338 HHBHAT 1k . AEEDIVRIT AR, A 2 H IR IIE T AL S R R 45 2570 [ 2 4
100ng— £J 200mg DNA. 7EZ RIVGI7 LR, A 2 500ng— £ 50mg. £ 1 1 g~ £ 2mg. %
5ug- #5001 g L 20 1 g2 100 1 g (W9 BEYE R A e FH 28 DR g 0k T HL s ik A A B I
BIT 2B 2 k. FERIEE T H P LSRR s kIR B ERR 3R (— &SI, Jolly,
Cancer Gene Therapy (1994)1 :51 ;Kimura, Human Gene Therapy (1994)5 :845 ;Connelly,
Human Gene Therapy (1995)1 :185 il Kaplitt, NatureGenetics (1994)6 :148) . ¥ N5
PN L300 )5 B F B IR i 3175 S IX R AD 7 A R IE o 4ah 7 B KR8 7T LA 20 il R
RKis, WA LR A FT RIS,

[0315] AT IEEFI7E B A0 193R1E B 1 2 %8 1R 1 225 90 B 13014 2 AS S8 A B
B, REENETHRESNER TAAHE (HART) EHEEZRE (S0, #la
PCT A4S W090/07936. W094/03622. W093/25698, W093/25234, W093/11230. W093/10218.
W091/02805 ;£ [H & F)5 5, 219, 740.4, 777127 ;6B HF|5 2, 200, 651 F1 EP0345242) , H T
Fp B HI A (9 -2 B e s B 044 10 1 )R e A7 B (ATCC VR-67.ATCC VR-1247) |
Ross RiverJpiaE: (ATCC VR-373.ATCC VR-1246) FIZE N I+ B ik 28 5 25 (ATCC VR-923.ATCC
VR-1250, ATCC VR-1249ATCC VR-532) FIRIERGHEE (AAV) Bidk (2, #140 PCT A AT 5 WO
94/12649.W0 93/03769.W0 93/19191.W0 94/28938.W0 95/11984 F11 WO 95/00655) » 7]
1 Curiel, Hum. Gene Ther. (1992)3 :147 Birid Bt FH %4 22 K05 s 229 DNA.

[0316] A HARmER S THA I, B8 (HART ) 5 KiGREERICRER
() 22 58 1 B 1~ W 45 119 DNA ( 2 WL, %91 41 Curiel, Hum. Gene Ther. (1992)3 :147) | it 44 3% 42
(%) DNA ( 2 W, #9211 Wu, J.Biol. Chem. (1989) 264 :16985) . BL 4% 40 M i% T 4 (S0,
13 EH L F) 5 5, 814, 482, PCT A4S WO 95/07994, WO 96/17072. WO 95/30763 F1 WO
97/42338) F4Z Hf Hp A B S5 4U B IR A Al . tRT 3 A DNAL AR PR AR DNA 5 N7 ¥
IR T PCT A5 WO 90/11092 F135 [E 4 F)'5 5, 580, 859, A AE NI #I% T H 1K g i
AR T2 E L RS 5,422, 120, PCT A4 5 W095/13796, WO 94/23697. WO 91/14445 FiI
EP0524968, % 4K 77 14 & T Philip, Mol. Cell Biol. (1994) 14 :2411 11 Woffendin,
Proc. Natl. Acad. Sci. (1994)91 :1581.

[0317] 3t NGF FEFUiIPuik i & &

[0318] 7T NGF 53U B 44 P A A A0, 2 K0 18 77 VA AT % 8 SR AR, |1 BT NGF AR A7) 43
PERIFREAR S AN s h AEEAT R IR / Bl e o 4540, 55 & RS 5, 766, 863 A 5, 891, 650 H1
FEIR BB S A A (KTRA) 05 v ] B T4 72 370 NGF il 771 o 3% ELTSA 2490 5 v i ik ) 2
ZARE AT AR (N SCHHON “rPTK”) BI40 TrkA 5244 i B0 45 1 5k B B R 1L A A &
A AT B e S I e B TR DL RO A T8 5 R ERAE B de vPTK 140 TrkA fO37EdES $t
Rl o TR VEIEE— PR B B S 52 AR G TrkA B2 44 1) 1850 45 A3 (s R ALAE F , P 524
TEEAZ AN MR AR AFAE o S2ARTT A P U PR A2 A4 B g At B2 AR (K AZ IR BXCmT 4% A0 21 40 i v )
TARKI AR . —MeHh, A (B, SRR L ) A RIS an e g B AR b [RIVREE (—
MO FLENI AN R ) BEAT AL T AU MR B AE [ AE b 4R NS EE A fu gt Ik 558
— [ A RGP o R 2 AR ERAR 7, B — B S S AR S AR ie 2 BRI R AR . BRIl
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% KB AR R (AL 8 VA ) ELTSA H93 hod s a4k ) Fridonl . S8 55 ot an s e
Pt NGF 5 HU I HAK 5 NGF — &I 2 2 A WEEELH M KL, (R 2 BRI 5248 (4140 TrkA 52
1) ZieT (B )NCGF A it . Ml v fe 5 e il He A& NGF #li] TrkA VAL Pt
ko FE& T NGF Loy #ri i , W 2n Mo 8 gz vpoll. ( Hoh BV g vE 2575 7)) 228 1
A 5y, DA SHRE T 20 B2 fide 7 m] ELEE FH T 000 5 L 1) ELTSA F843, AN IR 4 B I
[0319]  RJ5 wiikiil 4 I A M3 & T FHT- D s v ELTSA BBt /E2R ELISA B B 58
—35, B A (— M ELTSA SAUIR 9L ) F 5 B S BRI 52 14 e 45 5 1Y, BRON T 3244
H AR, 5FRIC 2 IR e 455 R0 OB R DR ) JEAT B bk o AT 55 [ AH I A
S R SR B 2 55 [ A b o 43R — N B v B AR, A0 A ST b STt AR rh A 1Y, AT
F 22 ya B ATUAR o SR 5 R 3RAF I 40 O 2L 40 2 e T B0 i J it B 100 4 3R 70 8 A2 A4 B 52 A4 A 2
PEAEE (BRERAE ) 55 [EAH b RGBT IR DR, DR £ R & AR fE Y, B8 T vt
IRZARBSZARFY AR o SR 5 W R B BCHH 3R A2 AR B2 A4 1) A 2% T B A /8 TR 2 PR B 52
b 25 E IR IR A BV B (U IR IR A IR DA . A6 — D SEME 7 Zvh, iR iR s IR i 4
A AR P B GBS ( ELREEE R ) &G . DAL, A2 AR B R Ak T it
b S R FIEEAR A HEATIE . B P S PRI 2 B IE A S, B &0+ (HlanAk
V=) P SRR AR IUAS S I R Rl 45 0 SRR AR S 5 .
B PUIR R A BRI 5 1 3R 52 A4 B S A4 M) st A4 10 285491 dn i o 8 €2 ) ) B e AR AR T
M5E

[0320]  $t NGF FEHUMIPuAA o A] 3 i 5% & {5126 77 55 NGF I B I DA Hp Ak AT i — T B 22
BT 5E = (a) 454 NGF JE40H] NGF Mo iE B NGF 15 5 Dhge /5 10 H i 42 5 (b)
551 < L BT B FAAEG NGF S2ARTH AL, (A0 TrkA B ALA0 / B A REIRAL ) + (c) 380 NGF (354
(d) V7 BCTRT 28 AR 11 50 5 R TR B IS AR PSR ATATT T 1 < (e) 41t (FEAIK) NGF &
J PP AR BRI AE— B SKHET Z T, Bt NGF 5 BRI 544 18 i & e i 70) 5 NGF I M i 45
A/ BB 9 NGF AW 2 S PR PRI ER P AT S5 08 « &5 G e vk ] -l & 45461 NGF £
KRB RAR K IR B Y LA IA NGF 2 IR A AT o 45— SEH Ty 2, 45 & lE kN 5%
i AN 8 i, o B R AR 5 B AN 3 NGF $5 HU70) 55 4 45 & NGF [ RE J73- AT VA5 . i
SEVET] LA MR AT , £ 4% ELISA Bl 78 H B Skt 7 229, It NGF #5 P fiikisd iy &
il 75 NGF JE RIS S A FERER trkA 24k —SALAT / B0 BB AL IO 4 k4T %5 52 o
[0321]  FEBAW]2E5E i, 1% 3T NGF 155055044 B35 11 Al ik O e U 88 A ) S 0 PR I A2
YN g i — e ST AR Ak, AT R AR e vk LRI A Ak . TN, NGF £E .
AR 2 TR AR AR 1X SR (H A IR T 2F PC12 40 B 1 431k f2 3
B [ IX e A L (R 2 R I K (Greene 25 A, Proc Natl Acad Sci USA. 73(7) :2424-8,
1976) \ fiE HE i 42 R [ B B e B A8 A 2 Y 1) AP R AR 1) A A2 K (Levi-Montalcind,
R. # Angeletti, P. Nerve growth factor.Physiol.Rev. 48 :534-569,1968) Jf & i# K
i NGF AP 2 o i I B MR 27T = SO & W B I 2 P 2 T 47 3E (414, Chun
& Patterson, Dev.Biol. 75 :705-711, (1977) ;Buchman & Davies, Development 118 :
989-1001 (1993) o [AIE, HI T3k NGF A4 238 T (100 72 VA 5 2255 5% NGF RL& 4l 5 NGF
PAR A3 e, s de 0 NGF FEHUAUAE . B 24 mf 18] 5, A i e B (4 i 74k s B 2R 1)
SRR B IRAEIE ) AT I E o
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[0322]  fE35e 470 NGF 475 70 771470 44 PR 55 M1 NGF AR 427355 1k 1 6 o, s ek I 300 32 1 741)
7t Hongo 5 N\, Hybridoma 19 :215-227 (2000) H i 59 1R G K B AR PR 22 9 4715 I g v v
] NGF A F A E AT VPN

[0323] 35 NGF 5470 77044 1) e

[0324] U NGF FEHURIBUAR PTG AT AT & & A2 ) A (ORT 28 R 14 5G4 98 Sl 917 K
AME) T o SCHRR ) S ARION FTSRAF RO IFEAT BRI 20 P IRAFEOAR 1 B IR , 3K %
APUHHARN R RIR . FE— 2L 7 S, I NGF #5 P BT iR AE O a7 i g ik v
Jite FE 19 A SRy oK FL ) BAE — B ) S inye I I LAY B P B8 PN R S R
ER I RN R ) IRON BRI A Al AN A A o it FH T DR A B 4
Ak PR e FH BSCRT 9 SR 0o T b b AT ERAS I 55 2 P TR R AL, B4 FH T e R (Vs S v
Z5 2R AR P Y B 55 2 o VRS TR 2R AT LB R B8 TR 7R TR RIAE VA AR S R s SR . &
b, U NGF F5 3073 n] F B f AL S 0 1) 8L B 77 58 RS AV RIE AL, B E N T
R Il N

[0325]  7E— NSt £ H, B NGF 48 BBl 4 a7 BUE 1A J5 i I B AT A
A7 AR S BRCE ) ) B a5 T A ) SE A9 A0 4R B NGF 35 370 70 B0 A2 116 22 b m] N 00 0 B )
IR FENHEESE . HE REREMH . A HEEY . IMNEE 5 s R SOREE T E A
WA AL R A B ST e E N . 2 WL, 440 PCT A5 WO 00/53211 Je e[ %
'S 5,981, 568,

[0326]  u NGF #5404 B9 2 PRI 24 m] T o AE—LeSjfa 75 8, NGF $5 P ig
Al RS . 7E—LE5LE T S, B NGF FhuIdsd o nl 25 R AT A 2 Fofl . Al
FHIBTE 1) AR S50k O N 16, F 8 B Tt FH 25 228 30 B R A T re P o . 48] 2, TR 579)
AT TIRBOR BE, BUE MR RN A1l B R ) LR AR AN B T F20E 771 S 771 A2 FLAL 571
F T AN FE 3 P 0 £h I ) G2 v ) S B2 IR 2 i AR gk 7)o RN LA A T B8 40 S B W
B AN 15 7 ALAE Remington, The Science and Practice of Pharmacy 8 20 fig, Mack
Publishing (2000) —FiHiRH,

[0327]  7E—SE st )7 S, A il ) il Bl FH T kv 5 (9, BERSE P B Y L R
WL EE ) BIFIBLE A - DR, d e il 1) ] 5 ] 24 FH 3804 AR 2 R 7K MO 7 SRR VA TR 5
LA FRERETTR, UIFI=E . R & E S B TR 2 MR AR R BT 5

[0328]  HU NGF ik ] FIATAT A 3& 77 v, ARG @E 4 (Bl BN 5 Bk 2R 0L
WEE) . Bt NGF fudst ml i an e p #ER IR N« — %I & 5 XT3t NGF HiiA£ 1
i, SR E R N2 2mg/kge BT AR B, BT UL B AR R R, — R H &
AT HZ) 1ug/kg & 3ng/kg £ 30 g/kg & 300 1 g/keg & 3mg/kg & 30mg/kg & 100mg/kg
B¢ 100mg/kg LA BTG . 5140, 51 NGF iiE R /E4) 1w g/kg 2] 10 u g/kg %) 20 1 g/kg %)
50 1 g/kg+ £ 100 1 g/kg~ 27 200 1 g/kg- £ 500 1 g/kg. £ 1mg/kg B 2mg/kg i . *F JL
RECLR VA F 1 5 it A EE MR 1 o, AT FREG 7 BRI AR IR ™ 48 B 4] 52
HRS B R W SRR T A o NIRRT R85 H BRI EL) 2mg/ke, #546 N
Img/kg Pt NGF FUAA (¥ & 4EFF &, BB P AL Ing/ke MYERFE . S8, EL TR £
A BIL B AR B 712 3 s =, e IR T 8 A B . B, 78— 2L sLiE T E 9,
B — R VYRR E AT SR BiayT R M A e vk & Tl &7
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F (AFHERLA ) NGE F555M ) Al ] 224k .

[0329]  S6f T AR BH, $71 NGF F&5 50744 (R >4 771 & Bk T2 FH IR0 NGF #57) ( B4
B ) ARG IR B K™ E R R S T B GRS B WA L BART VR YT R
(7 et AR 9 52 B ox ] 700 PR SR A S TR BR AR IR A E o — Mt i PR = A2 it FH 970 NGF 15 B0 97t
e, HEIARIE M RPIAE. SN/ BUZEn] a7 iR mAs .

[0330] I &M BT #ERE. Hlu, 5N 50%RGHEE DR AR
TR 5E A NBUR T F T B B (1) 2 32 B 9 b7 (b odd a1 3 )% Rg Bt - it A
A]BE AT I R A AR, I H— B0 S EAS R TR R TR IR T A/ B A/
BRGEAEA / BUREIR o Al , 370 NGF $5 50 Bk I FF 2 e SR OGP Y m] & 4 1. T8
BIFFERE TR 22 P B 1R 4 e AU AN

[0331]  FE—/Lia sy 2, H T HU NGF #5557 B4 1 57 & vT A8 Jite FH — R B 22 vk it 3t
NGF FEFUAITUE I ME R AR LIS 5E o AMATE HI3E I057 2 (40 NGF FEdufIdiid. iTAl
Pt NGF FEHLAIBUAR I Dh R, PIHR BRRIX. — fRm P mivril .

[0332] {4, HR ok T 52 2 AR BEAR 0 i FH 1) B 02 75 iR 97 MR BT s 14 DA S B A
B R R, MR A R BH Bk 77 v B NGF F5 40 ) 0o m] O E BBk (R BT ( . $70 NGF #5
PO AR 1Y it FH A T 38 1K) P ) SR TR AR B m] D 2 R B RT Dy — 2R 81 (R T 1) 57 &, 491 9%
R 2R REI B CLSS s 2 /0 HHIE) s 2 3T S USSR AL BARS s 2 BT AR TA] s BORH K
Z AT B R LA o

[0333]  7E—LEsKiti )y &, AIAFAE— LA 40 NGE FEfi ik . nlfEAE /b —ph, 2/
Pz b = & PURR 2D TORAS A B BCTORR A 3T NGF F5 5 7lPuik . — i 5, X 2t
NGF 55tk A AN 2 A1 BAFAEAS RS2 0 (19 BN

[0334] JE LR G HA B WA Uik 5 k5 w25 A Bk R ) BUR 8 )
(Remington, The Science and Practice of Pharmacy %5 20 iit, Mack Publishing(2000)),
X R A B RS2 FH (R0 NGF 35 070 4044 50968 977 75084 AR 1 70 28 BB A V5 VB0 =gE AT il #%
DL Tt AT 42 52 3044 IR 77 3RS 8 FRIE B B 7R & R FE X 52 B R B8, HFml &
R MR IR £h TR R Sh S e A VLR s R EAL AN s B B HE BUIR LR A R R
QAR P EA (b )\ ek R S (S O e R AL EG R R &L 5 T
FEBAREE 02 2 oK R IR Fe 1 , 40 o) 8 e O FR R FR I B0 e R B R TR B 5 Loy s ) o
Ty OB s3- K KA R ) o= (LD 10 MR ) 20K s EA R, Wi
A B EBREE S K R AW 5K AR M Be i 2 SR H 2 R A =B AL
RABNG  H TR K FR BB 2 1R 5 BP0 SO e KA & W B0 55 4 4 0 H 28 B B8]
¥ BE57040 EDTA SHE QN RERE  H BRI g M B0 L AU R GRS F il B 2 A
& (Blngr - EEREAE) M/ BEEE 73R I35 520 TWEENTM, PLURONICSTM B2 &
— I (PEG) .

[0335] 3@ ik A A3 2 &0 B9 U7 vE, WAL Epstein 28 A, Proc. Natl. Acad. Sci. USA 82 :
3688 (1985) ;Hwang Z& A, Proc.Natl Acad. Sci.USA 77 :4030(1980) ; VA ;& E H & H) 5
4, 485, 045 J7 4, 544, 545 PR VA 40 &40 NGF FE TR R IR Bk . BA 5816
TR [R) %) I AR AE 32 B &R 5 5, 013, 556 WA He A FH T8 o 44wl Je 3k FH 5 7k Ml e
HERK . L[] 5 &2 PEG— #1748 IO B 9 <. B % (PEG-PE) HRFRA S MR IAH 28 KL= . HEi

50



CN 102746399 B i BB 49/90 7

A e 1 e LR BB ST A AR B I B IR B A4

[0336] V&Rl At ] DA an e A SR B AR BUE G 7 5 A A A TR b, 440 43 )
NI A Y R B SR - (RGP R ) e, B E IR I R (1
w, e A B B e LR AR B NI e ) BAETCEL A o ISR AE Remington,
The Science and Practice of Pharmacy & 20 fix, Mack Publishing(2000) *F/AFF.
[0337] W] fhill £ R SRR TR o R SRR B 1) A 38 SE 9] A0 15 A 1 0 1 [l Ak it /K 1 2R
BB IR, PR TN A TR ARG W BB R T 2. R R JROHS o 1 S 4 4%
Rl KB (BIE - ROERERHERL) 308 (O KR (EEEF
5 3,773,919) . L- BRABR M 7 L5 -L- RAR KL RY) AT WM CBE M - LR LR
IS AT ARSI — 2. FE RS 581 LUPRON DEPOT TM ( FH LR 7. B R L B8 4 o Tt 1 s L 3
(leuprolide acetate) 2RI AIVEFHUERAE )  EFERE IR 7 T BRIE 5 -D-(-) -3- J2 T &
[0338]  JH-F-4A P4 it FH 1 700 Rl F5 N TE T 1 X5 B3 it T T DAL U 5 T e il VRYT M
Pt NGF IS H A — B T BA TN DU ZS 88, 9] 0 bk 3 7 R EUR K R
SR ZE R

[0339]  HR4E A K B ik (K 4 A4 mT LA 700 8, 1 570 AU 7R B2 R R R0 R A
BRI BRI T4 10 i B AN E Wi, BOE N BRNEH -

[0340] T+l & [E 44 20 St Fy 7, 5 S T 435 2 s A 49 i B0 7 A i oK
VEND S FLARRERE L L ALREEE T a B TR R L A T R BRI IR A A B R DA R L 2 A R
FIME AR A DA B B 3 BUR A AS R B B Ak B W B H TE 55 M mT 24 T 2 1 4 i
FIH A ARRIXLETR G G H A8 P, RGP e A 35 5 B DM &
YIm] 5 T F 53 5% B SCR AL A0 7R U B B . SRS AR T 4 A P o
FUL EHEAR R E 0.1 2245 500mg A A B Bk Vi 14 5 43 B A7 SR8 o Al B 4L A R )
BT AR BR A AR SR AL RE KA F 25 b BRI o ot i FRIBSAL ) T A N R =
KA 4y, SRR AN FIEA D AR, A @ AE B R E AU i+
FVFE A 5 e B @R N+ FR M BRI W 2 5 FF . 2R Rk AT T k2
JEBEARZ, MR AR 2 R AT UL R AR5 Ml H fis | i i 5 % T R 41
Y RKHNREW o

[0341] A 3 1 3 T ¥i% P 791 JC 060 48 HE 5 b1l 77 0 3R 480 20 1L B4 B B (4614, TweenT™
20.40.60.80 BY 85) M H &K ILALHEEE (40, SpanTM20.,40.60.80 BY 85) « HA FKIMIE
PRI H SV TR 0. 056 f 5% Z BRI MR, FFAIAT 0.1 X 2.5% (8. M
IR R R AN EE, NI Ay, 9 i H B B B ] 2 A

[o342] A m] 7 Mk 3k 79 /9 HE B #L ), 0 IntralipidTM. LiposynTM. InfonutrolTM.
LipofundinT™ J LipiphysanTM A] il & A& AL FETER A PIAETUR & AR LAY P iE
ff Bl A et e PR (T, S AR AR I R ORI LA ) IR RS
Mg (i, SBEE K SN BN E ORI ) RO AL R IR R n NN H oy
o G e T A, AR LA 5K 77 Al LA — IR 20%, BINAE 5 5 20% 2
(e BB LA 2 0.1 2 1. 0 wm, JEHAZE 0. 1 % 0. 5 wm Z [A][K 057, JF HA pH 78
5.5 % 8.0 MyElH .

[0343]  FLFIH AW A @R A MAEEKFFHUES Intralipid MBI 55 (ORI

o1
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SR TG  Hh oK) fl & RAEAY .

[0344]  FH-T RN BRI 20 S W) A F51E AT 25 FH K BCE HLIE I I8V Bl B LR A
YLLK AR B E AL Al & DL EoR Al T 25 IR I o 76— BB st &
i, ARl E 22 OB EMERaE A T/ S804 B U8 . 78Dk o T m 245 A 77
(R 2 Y Pl e B AR AT I 55 o VBT 55 VA VR T AE BT 55 A ELIE IR BIOHE B ) 10 & 5 1l
BB K SRR ) BOE R MR LR o VAR R IR I A T ik 48 1 B B E DLE 477 30
T IE I 1 A

[0345]  VAYT DRI ARSI A R0 B T VE BT VA

[0346] A& AR HATRIUE K 2 A BRI A &

[0347] AR EARARGE 7R, A S H TRINA / 80a T ks 2 &80 Hik, 76
— BBl 5 =, WA S A S PR B3 78— B8 STl 5 =, WA S A S SO P A AT AT Ak
HEZI

[0348] 7 — 75 M, W& A T SR R AT A 7 v, B4, Wl a7k (BHFEFARE
PRIF S B MR DT 2R Sl R 90K ) 1AM . AR BTt ol & Al Ak IE ]
R AR LA A 53, G T SO IR AT AR 7 32 Hp oA B2 A 1 2 h R B i AR 1 70— e sl
Jit 77 S, W S F TR R UL 15 . 75— sz b, W A SR AR
Pt NGF #E 5 AR S AR TR I7 A/ BIRB 28 KGR PR 21 R M Ui i 15 7 e
S 7 G R AL B SO R BB NGE 5 AR B AEAN A TR TR/ BT
R RV . AE— 2L 7 e, It NGF #5 5 ABis ik E3.

[0349]  —7J5 [, A8 K ISR 1 R &, A S e h A gD B3 2K 2 TR /&
— LS e, WS P A S SR R AT AR 2 AR R U .
[0350] ATV A B AR 1 75 vk S B3R 4E CDR [ J57%

[0351] AW A& T HT-3RAESUME COR A/ B (anekas ) 2 IRk i &5 A Ss )
BT, B COSUFEHEREAR . — i &, SCEFRRE AT ER . AARSUR O A T5 7%,
¥ CDR H— B AR ER A AN B AN BL B (3 3.4.5.6.7.8.9,10, 11, 12,13, 14,
15,164 17.18.19 Bt 20 ) RS, K=/ N ESCE (7E—Lsjiir 9, Br o i
(R BREA 2 PR AL BT B — AN /NS SO, BN SCE BA A BN AN B BRI E 2R (1
REMIBEHANBHEA L LR EMN) . B, CEBERETRAR (CRER) &
BRI TR . Xk BN SCER/ N R 70 B, Bl a4 20-80 N rikE (U T SCFEME 2R ) Xt
B8 % IR 45 A S AN PR IEAT 0 328 H0 390 L A H) S BARBOR &5 A e kAT S e« AT
GEA SRR TR R ARSI A FNI . AE—SEsTiE y Rrh, 455 S5 F BIAcore 3R IH g /i
IR i 52 , ik BIAcore 3% M ST IR 70 A FHRAG DN AE 25 5 S M ME T 2 2 A5 ER 2 £i%
DL AR S Gop Mk . A iGdi i B AR AT s o F0 PR 40 K2y 10nM B 10nM BL R 547
BIAcore ;245 A HIH . F BIAcore T 5T FLAR B 97 1% 76 3¢ S 9] H 34T 7 ik .
[0352] AEH'ESZiE TR, 4552 Kinexa Biocensor. N EREEVT I 5BV ELISA,
ORIGEN #yZ M 5E V% (IGEN) HRIHE K RO RE M / B BE R /R e o £ HUB KT T &2,
SOy SRR A 3E 1 AR N B VAT IR I

[0353]  7E—UEsLjifiy &, F ARSI SN S AR Tk (Hrp— 2 fE e R IR ), 78 CDR o
TR BT 20 BioR ARG B IR B AR (FE— L8527 R, BRR— P R A o
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X AR N b B SR (AR — STl Ty S v, W REAS BT 4 B ) S SR R A X N — N/ BB S
PE ) s AN SCFEEAT 20 MR (AR B W R E A 20 PR R AT B8R a3
.

[0354]  7E—LLsjifa 7 Ze b, AR I%E 19 SC AL & 78 [F— CDR BRI ECH AN BA | CDR HH I
BN CA AT BB AC B, 78— ST 29, SCEAS —A COR H RSB AN BA
AT E RS RS B, SR EEPRABH A LA COR HF RSB AN A E
PrE B XA e S E 9, SO SR 3.4.5 85 AP A B B AR, b prdfr
BAETAN  EA YA EA BN COR R L. fE— B8 S2jif 5 2 b, B AT F A 250 171
%o Z W, BT, Balint 25 A, (1993)Gene 137 (1) :109-18 [{JF 2.

[0355]  7E—U&sifa 5 &+, CDR A CDRH3 I / B CDRL3. 7FH & sLifiy &, CDR AH—A
5 £~ CDRL1.CDRL2.CDRL3.CDRH1.CDRH2 F / B¢ CDRH3. 7E—¥L5Ljifi 7y 2+, CDR Ay Kabat
CDR. Chothia CDR B{ZE{H CDR.

[0356]  m]Xf B A 4 A e MEIEY AT, I % e S w A (AR “4
7 BAC) [ COR BACRAE . Hldn, insgiE il | FPESER), b ikt FE B s A HE
MAER— RN B G T 18 L E B SEHALE S (RIERIuATIRE ) B —F1C.
WA 45 A TR I T » DR G 5 8 AR F5 45 5 11 CDR B4R

[0357]  fE—Uesiify rp, AT 2Rk . W E MEE S S I ERY (BMEED A
FAE—ANBELEA CDR FJ— DB E M B AR Z R B ) A TR ESA 2 0E CDR 47
B (BI7E CDR AR E, Hh BRR T ERENENES) 820 ABERE
FERR IS AN SCPE o ST RE B 2% T B PEAE L R i — 2B g,

[0358]  SCEFIHGAE IR T HTRAF COR 777, E T EALMNELSES AL E . %
R4 A BUA S G 1 v B A ZE AR AL T o TR AN U IR 7 B i dd — SR 2 A i fe e M
BERE R B, iR U AT 20 PR BRI, CDR fi7 BARFRES G, ILA7 B % 58 nt
FUR ST e R A FEA S . AR, W5 COR A7 8 RAE/INE S RS AR 45 4, I
BAENNT COR ThER EE AL E . R, SCEHFEE LI % T COR Hhaf i A 2 A
AR (BFEFTE 20 PPra 2R ) A7 E, LA COR FASRE R Bl H ] o il JL PP 2 R
WA BN . WL HAESEas | rhishig it nl.

[0359]  {E—SLsLjifi Jy & rh, BT ot Sn Ak IR e 58 AN SCE R LA, ik 8 A
SCEEARYE B I SCPE IR 2 B e v FH R B IR IR BUE R T, AR A MR R R T
AT B IR IER, AT — DR R, A, R4 75 2, AR SR IR B R RE AL
RPN L Z R . AR AR BN 7] VR AE AR CDR H RS MA % RIE
M, B BT R ARTSAE T SARKESGEN R, £y &9, SUE A ST
R A R R SRR R A B S A

[0360]  FHASATUIE O 77 v2:, 045 F BIAcore WSt dLiR o nt BT i fl / B D3R 45
A SRR PR IR ST R R 58 1SR AN SO AT I e BOE B, DA FHATART F T B AU L n
2 ERE R T AR 7 TR R R SO Je R i

[0361]  FH-T- U2k oG A ME R AE CDR B9 7574

[0362] XLy VA T U0 CDR 2 MR AT B DA% B iU 45 A R FR 45 & R R B AR
R TS E UGBS A R AR/ BURFRIUE DR R B AR S0 VA O T S I SR
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IR

[0363]  ATJ5vkt A T-3RAE CDR, R LIC T7E COR Hh I T4 &P JR BN & L 7 B
BMRGAER. AiEmnT T % e g s 4 184K,

[0364]  FpMAr B RNBEALR (FE—LES2j 7 R, BHR—AY) /NSRRI AR, favrH R B
HEWRAEVEAN ) 172245 B BTAcore G &5 QIR . 2 0ade 5 K SCHER, 534 75 250
WA SE o BUMIAR 2, 075358 75 125 Qs T A4 R s TR B i 7R A AR e R — I T 25 B AR
AWM. WEE A RN & BLTSA I 5 15 mT £ 2T B v B il 4% 10 8 A R REAS IR
FER B ) T B R T A RGN A2 E PER ISR P B AR 0 TOBE , 1A & 5 45 Ao
AIPESE A e B . teAb, TERERIA K B2 Sl HE U 45 & o PRy /N . M B A moe
PR VB RS UM LT, i 2 e 1 B B 1, DR DR b 204 P A AR K R BT i, DA 7 i
i T

[0365]  AH s, A& I FTIR (751, WM B IBENLAL (75— s2jt oy R, ik —A
i) RVFSN I RIEB INAE LS B A7 BT 20 Ma R B AR AUR . s fit T /a4 &
frEnig sz (RRFIUALS G ) 2 08RG, XE N R T B —Z AR ik D) ge
HEEMEMRHNGEE. #—F, BEAS SN BEF L2 B E3R 8 (AEE) it
WRIE LR, TS A MBS A BN MM, —BH TS EHEE COR M EMHA AR
PR IEBIRMER T RAR S RETRTFEM LS GG R 8%, B IEE AR AR
BT E BB E R L. AR, TR 2 AE LR, 8 COR A7 B N Z IR 7] NS5 &R
[0366] A IHHH fo VR4 58 S RAE B — CDR AR R . A S, 7 ¥2% G T A o 7 R ef
SNFFEPEVF 22 9875, I R GRS N BH M 548 B T 745 58 v B Hh A7 75 58 98 A8 I A s 1
1 fe o

[0367]  ATjyAtLH T ol e A AR B 0T (246 ) PUiRRI 4 &% m ik, AT 1L RE
il VF %5 5 /N R EGE 45 A O PR RS (9, 7E SR — CDR A 1.2.3.4 B 5 MRAE ) o
HRE IS 7 25 G Wk T A e 7~ — e FH [ 1) 22 SR AR O & A S AT, X R T 3 B A S 44
SRR/ B INAS 75 B A B

[0368] &AL T DA SEHE A T AR, (HA F T PR AA R BH o

L 51

[0369]  SEJffA 1 /N BRAEHUFIFT NGF 44 911 B N5k B oE A 77 s

[0370] A. &5k

[0371]  DAR ST VAR ARSI o S A

[0372]  SCJEAE

[0373] HWIFEKayZEAN, (1996),Phage display of peptides and proteins :a laboratory
manual, San Diego,Academic Press(Z W 277-291 W) — BRI, CFEH R FE>Z
HIRE PCR @B A4 . BAREMS T (doping codon) NNK A T-RlLAL — AL B E LA
L5 20 P BRZA LR . NBEAIAL — N2 R A B DM HE B e e PRI — 2 TR
WI{E Balint 25 A\, (1993)Gene 137 (1) :109-18 Hiiik (1 B 201 WA Tnnis A,
(1990) PCR protocols :A guide to methods and applications(Z W5 177-183 W ) —
R ) EE 4 PCR 34T 58 sE A,
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[0374]  /NEUAE Fab il £

[0375]  7£ 96 fLIGFRAR Ot /INIARL R AL HEAT P04 FH T ik Fab SCE . MW Fab SCEHAL
KA 4G, PRERE e fh T8 55k (LB B8 + AN FHE R GO ug/ml)+2% HATH )
Fe TAERE 2R (2m1/ 41,96 L / B5 5 A 1. 5mL LB+ AN FE R (50 ug/ml) +2 % i 4
B o KEPIRIEEFRIR T 30 CAAK 8-12 /Nif o T RFFHFIR T 4 CIRAFEI H B TAER TR 41
HaF 5000 # / 43P OPEFEH InL LB+ &R F&HZE (50 ug/ml) +1mM PTG HHT &% DA
755 Fab [R15. 40HET 30°C 5 /A RIAJF L & O3k, SR 5 7E 500 u L HBS-EP ZZ i
(100mM HEPES ZZ9% pH 7. 4.150mM NaCl.0.005% P20.3mM EDTA) & 2% . HBS-EP &
PR R R E T — 54 (-80°C ) SRJET 3TCRMLIRA . IREYT 5000 & /
ArErEC 30 3B UL A Fab (W) EIEW 4> B A o SR K ISR ST 2 BTAcore
AL PR AR PASRIS H T A Fab (R FIPE(S B . RIA Fab [0 FE B L8 5-MER1F LK DNA
WP S T REUAL Fab 7= 42 3F H AR a0 DA T #EATREA .

[0376]  KHUAH Fab il &

[0377]  AERARTVEAINIB) 1558, A KBRS RIS IR 44k Fab, 0.5 200mL LB+ %4
FHHEZR 601 g/ml)+2% H & B HE TR B £k £ Fab Rk 59K AT & v FE 1) smL it
W FEW R . wFET 30 CHFE E 2 0DssoniS 2 1. 0, FFAA TG IE A 200m1+LB &R H &
# (G0 ng/ml)+1mM IPTG HACHFREMTE ST . T 30°C 5 /IR f5, A & O UiiE,
SRJEAE 10mL PBS (pH 8) WEHLFiEIT. AMLH RIS PR A R / Bk (978 -80°C K&
37°C) 3R1F. FA MY EIEBEE B PBS, pH 8 P47 I Ni-NTA iR 3N B e (Qiagen,
Valencia. CA) A b, KRG H 5 NEEARFR KT PBS, pH 8 ¥t. H PBS(pH 8)+300mM KM A [H]
(%) Fab YeAEA R o BBEAL R Fab (405 348 PBS Wi T, SR J5 76 265 A VE R AR RiT 8
it ELISA SE &

[0378]  SEEEFUAA]

[0379] S T SEREHUARINIZRIE, 1 T BE I i v] A8 (X v B 1) 2 DM FLah Rk Bk (042
N Eb. 911. E3 B, Eb. pur. 911. 3E, H AT E &4 Db. 911. 3E ;3¢ H#iR ) whxf I A NRHE Jefik
(lipofectemine) # 4.3 HEK 293 Ao T-W#rRIE. H A 8 (IR bRAE 7 a0 Suik 34T
afifk.

[0380] Biacore Jll5E

[0381] i NGF Fab Il 8 v [ 4744 0 5% A1 M F BIAcore3000™% I i i L 4R (SPR) R 4:
(BIAcore, INC,Piscaway NJ) #5E . HR4EMULRF Ui+, CM5 5 I N- &40 N7 - (3- = H
FIENEL ) - B SRR (EDC) Je N- £2 L BRIAME IV e (NHS) 35 4k. A NGF 7£ 10mM £ 7%
N, pH 4. 0 AR LA 0. 005mg/mL W BEVEST BTGt i o HI AT A9 8 sk ()38 45 )
(R85 I TE , SRAG RN B U % B2 T 1R 77 22 0 701 100-200 B EEA7 (RU) DA
Jo a2 9 52 v /9 500-600RU. 5 A iE it Z BE L BT . FEAE I 7T o Pierce P 221771
(7755 21004, Pierce Biotechnology, Rockford, IL) 45 4M NaCl (2 : 1) VB &SWIAI A %L
FBR 4541 Fab TAE RS A FAR5R hNGE 3&PE 200 vkt LA | . HBS-EP 2251 (0. 01M HEPES,
pH 7.4.0. 156NaCl.3mM EDTA.0. 005 % F [ & 1455 P29) HAEFTA BIAcore Ml 5E 1% HIiE 1T 4%
il

[0382] i e M i V2
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[0383]  XJiiiik BIAcore Mg VEHAT AL LA 2 ok H SCHE Fab v FEISEMIE: . /NEIG IR
DI 3BV LA 50 w1/ 23 BhiESt 2 4%k, FH BIA YPAEEAEXT 10 2 15 4% 6 i 2 i 7] A
THHE B 1RHUR IR (Kyep) o TEST IR k285 FI T 7 A SCEE ROARAROAH 3R] Ve ] A0 4
A ( TERE 8L2-6D5 ko, 1x10 s ) FHT-f15E LA LIE 45 43k (KA 25 I 1R A S VPRI AT K,
fHe WRAHE (B8 ) KA K b B LUK AT RIS AL 2l 8 A BT F e 58 42 3))
T1EEBEL K S K oo BLINEIERERT TSRS 2 58K 2 50 EHIE S

[0384] ¥ AN PR A S M s V2

[0385]  ZRFIFERE (0. 1-10x {5 THHI K) BRI 44k Fab FEALL 100 u L/ 2 4PyE S 1 480 JF
AT BRI 2 7N o Fab 85 5T B9 B2 FRifE Fab SRR RS (IS 25 75 i og )
i3 ELISA A1 / B¢ SDS-PAGE HLyk#fsE . ML BIA YPEFE B EEMIAE 1 ¢ 1 B8R
ZEAHFER (Karlsson, R. Roos, H. Fagerstam, L.Petersson, B. (1994)Methods Enzymology
6 :99-110) FERIRIFEN 1245 Gl (k) SFEEEE (k) o THEHEEH K,) {HHE
T Ko/ Kot 5 o

[0386]  B. /INRIEDUFIDT NGF $idk 911 B NI LB A T ple ok

[0387]  Xf /N KR #5 #1177 $t NGF #7148 911 (2 Il Hongo ZE A, (2000)Hybridomal9 (3) :
215-227) BATEBEH T ANIEAL BB J1 . Bod BBk 911 BLE SR MRS & A K R
NGF H BR H5H B 78 NT3. NT4/5 B BDNF Jo {83 28 XU M. 2L Hongo, [A] o 7y
SRR e FE DU 911 BN & F B VIR K Fab A BRI B EREIA I BIAcore 43 s o 7N
HoymBESUA 911 IR EE A EEYIE Fab Jr Bt A K2 10nM 454 A NGF

[0388]  WILAF, 7EJLAD R EAT AN UG SR AN T Rl

[0389] (1) ffill & CDR— FEAEASAR I Hi 44 911 B 285 LEAH CDR (BP, £0.4f Kabat A Chothia CDR
X P ) BEEIEA JK2 FARRZFHTH) 08, R4k 911 (Y EEELE/H CDR B 2] A
A JHA AR RZE 75 VHA-59. AR R 323 7 5 R 5L 7 FIAE ] 1A J2 1B PR &
FER Y T LN . UL B ROR R 8 B B ZE, Wrh DNA JP 3 T 28 B A B CDR AR L)
AR . IX B A YR AL BE S R LS I I FR N hVH A2 hVLe X253 AT AL TR
W kT8 e N« A FRnAE Prodromou 28 A, (1992)ProteinEng 5(8) :827-9 itk
()3 V5 PCR, i AR 26 BE I R 3B 51 RE K A K hVL B hVH LN E S ST IR (K
69-90 ML ) 73 A AN R o R AR IR FE ) DNA Fr BOHEAT SR 204k LR 5 v
B B R B BE XU FRIB TR (A RFHERPUE) o PUKRMRILAE IPTC 5 F 1 lacZ
Jo 1%, 5 7F Barbas (2001) Phage display :a laboratory manual, Cold Spring
Harbor,NY,Cold Spring Harbor Laboratory Press(ZW., %8 2. 10 T HIE {4 pComb3X)
FEAFHARL. SR, B RS LT BN MBS N e3R8 - N« BREHE T 4 (2 WA
DRI 2 8 5 5 CAA09181) J¢ TgG2a A HuyEBkiE A CHI fH g 45 (BN FE 55 P01859) .
[0390]  CDR A HufE (AR “HEMR ™) AL X (12 B2l 7 Ky 8L2-4D5, AE K] 1A J
1B Wi R. bl EHEARET BIAcore 9 Hr 5 SL2-4D5 [HSEMT k. 8L2-4D5 LA K% 38nM
g4 N NGF,

[0391] (2) ZEMZE EH b 5 N S KA UAE Innis 2 A, (1995)PCR strategies, San
Diego, Academic Press —- s HEIAN, H E 4 PCR & [ B VI IK HLF A BIZL CDR #
R EEE D o A TR BRI 7N BRAG 2R B A T AN 2R AL o 7 AR I U4 RR 2y 8L2-6D5,
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I+ H 8L2-6D5 H #f 7] A% X (2 I R 7 FIAE B 1A BoR. LA BRI H BlAcore 43 T 8
8L.2-6D5 )3 . 8L2-6D5 (K] Fab Fr BX LA Kd £ 15nM 454 A NGF. #ki%k 8L.2-6D5 /£ KT
SN 77 A AR

[0392]  (3)CDR LI.L2,H1 f& H2 B NIEA SRR FT 4 A0R CDR L1, L2, H1 f&& H2 34T A
TEAL BB e 3T Chothia IR (canonical) Z5H) %52 7 X CDR 45 M 4FE 4 5
CDR L1.L2.H1 fz H2 th s FEmAr B (2 W Al-Lazikani 25 A (1997) J. Mol. Biol. 273 (4) :
927-48) FFWILA T BEATREALA . A5 A5 i E 2 P s R B AR B BE R AR DL SR
CDR L3 B¢ CDR H3 BTN SCFE, i Kay 28 A, (1996)Phage display of peptides and
proteins :a laboratory manual,San Diego,Academic Press—4J 4k i) o] - 5L A% H R
(K] PCR & x0iA48, FII4E Balint 28 A, (1993)Genel37(1) :109-18 th iR 14524 (doping)
AT —RME, BT HAANRRIUE T I TuiE 911 it e R R T 5
(RIHED ), W8 T SE PR R S U8 e N oA e 5 DL )5 S o 5% DR H2 B8 50 o7 5% 22 4 FR I = B
Hb, B AR (COREAN) SRR R B AR SO AR, o B A B R 2 AN FE SO R AR
R R R 2L 7 52 EAVE R, DR, vt 25 A R e e 2 m i i = AR oA i Ao Pk o bA 3
IR, 44 Fab SCPE vl 2744 pComb3X 1 E A CHL f& C, X1

[0393] F2:

[0394] 1. EE'BE HI/H2 S

[0395]  CDR-H1

[0396] 44 134 AN F.L.V.S.P.T.ABL I

[0397] N35AF N N.T.SELY

[0398]  CDR-H2

[0399]  *¥f M50 AE N FT A 20 Fi RSN FEIR

[0400]  A62 AF KN A B S

[0401] L63 AN LBV

[0402] 2. BR%E L1/12 SCFE

[0403]  CDR-LI

[0404] % S26 A5k SVALVELF

[0405] ¥4 D28 A8 DA, S B Y

[0406] % H32 8N H N.K.D.E.QEL Y

[0407]  CDR-L2

[0408] % Y50 A5 Y. D A B S

[0409] ¥ 151 AN I T AELV

[0410] B Fh4 AN F B L

[0411] % S56 A5 S 5L T

[0412] b TSR AN ME IR G SE 56 , R SCEE#E — 2 5 00 N2 IK) CDR R M i B B F e o o (gl 4,
H1/H2 SCPES CDR AR EERC AT ) , FRISTUAR, FF AR I B2 7 () 1 B DA S an BA Bk (),
BIOCORE [ i iid:4% (SPR) %4 (BIAcore, Inc. Piscataway,NJ) X% FLf& i A NGF £
PEHEAT IR o BAUE Kopenkon ko FHT SRR —JBORER 9 AR AE koo Z2rh, Hil— A H

T Ko e B T PO IR L, R PR s FEE T K 2 HET
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56/90 UL

[0413] HHELSS

SERENI P AT HES G T FIAER 3 WoR.

[0414] 3K 3:L1 f L2 AR 751 H1 f H2 EIEIR 721 VAN AE i H1/H2 B L1/12 SCHF
i A 1R S RV S5 6 T 45 6 o B 1 3 7 2 B

[0415]

CDR 1-2

k2 €

kgL F4k CDRLI1 CDRL2 koir *Kp
ﬁ?ﬁﬁgﬁ BB T BAE ST & | @M
8L.2-6D5 RASCODISNHLN YISRFHS ¥#1e.3 | 35
(3% ) (SEQ ID NO:12) (SEQ 1D NO:13)

1129 RASQSISNNLN YTSREHS 4.5e-4 |11
[0416]
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(SEQ 1D NO:18) (SEQ ID NO:19)

1208 RASQYISNHLN YTSRFHS A6e-4 |11
(SEQ ID NO:20) (SEQ ID NO:21)

197 RASQSISNQLN YVSRFHS 5604 |14
(SEQ ID NO:22) (SEQ ID NO:23)

131 RAFQAISNOLN YISREHT 7ded |18
(SEQ ID NO:24) (SEQ ID NO:25)

16 RAFQSISNQLN YASRFES 82e-4 | 20
{(SEQ ID NO:26) (SEQ ID N0:27)

% 6D5 f24k CDRH1 CDRH2 Kosr *Kp

REHEL | Grahs) SEBAT N P

813-6D5 GFSLIGYDIN MIWGDGTTDYNSAL o3 25

( #E) (SEQ. ID NO:9) (SEQ ID NO:10)

H109 GFSLIGYDSN I IWGDGTTDYNSAL 1.6e-d4 |4
(SEQ ID NO:28) (SEQ ID NO:29)

19 GFSLIGYDLN TIWGDGTTDYNSAV 2404 | 6
(SEQ ID NO:30) (SEQ ID NO:31)

H222 GFSLICYDVT GIWGDGTTDYNSAV 38¢4 |95
(SEQ ID NO:32) (SEQ ID NO:33)

H225 GESLIGYDVT GIWGDGITDYNSSY 38¢4 |95
(SEQ ID NO:34) (SEQ ID NO:35)

HIg GFSLIGYDAT GIWGDGTTDYNSAY 42e-d | 105
(SEQ ID NO:36) (SEQ ID NO:37)

09 GFSLIGYDVS TIWGDGTITDYNSSV 4le-d | 102
(SEQ ID NO:38) (SEQ ID NO:39)

F227 GFSLIGYDIS OIWGDGTTDYNSSY 54e-4 | 13.5

[0417]
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{SEQ ID NO:40) {SEQ ID WO:41)
H17 GFSLIGYDAS GIWGDGTTDYNSSV 6.1e-4 15.2
(SEQ ID NO:42) (SEQ ID NO:43)
H28 GFSLIGYDST SIWGDGTTDYNSAL 7.5e-4 | 18.7

{SEQ ID NO:44) (SEQ ID NO:45)

[o418]  WILA 37 IR 2 R N BEATLAL Y

[0419] KD H k,, 4edM's 'it#.

[0420] "N T HME, SRR “e” Fon “x 107, [Hk ded HIER 4x10°,

[0421] A7 BUR &AL COR (REFSE & -

[0422]  CDR-HI

[0423] 134 :S.L.V. I F A 44

[0424] N35:N.T J2 S, 454

[0425]  CDR-H2

[0426] M50 :M.I.G.Q.S.L, 454

[0427]  A62 :A 2 S, 454

[0428] 163 :L K& V,4545.

[0429]  CDR-LI

[0430] S26 :S M F, 4546

[0431] D28 :D.S.A.Y, 454

[0432] H32:H.N.Q, 454

[0433] CDR-L2

[0434] Y50 :Y, 454

[0435] 151 :1.T.V.A, %54

[0436] F54 :F, 44

[0437]  S56:S J T, 44

[0438] A7 DAN B4R CDR — Mk T- 45 A o Al MR AT e B SRR O H19-1129 [ — 50

FEAA -

[0439]  CDR-HI :134L ;N35N ( A%k )

[0440]  CDR-H2 :M50T ;A62A ( EAZ4K ) ;L63V

[0441]  CDR-LI :S26S ( TEAF4K ) ;D28S sH32N

[0442]  CDR-L2 :Y50Y ( FEA84K ) ;151T sF54F ( LAk ) ;S56S (TAEAL )

[0443] HFIXUETAFH A (JEad PCRY 1Y H 2 L 8%, F R il VERG LI #| PCR =4 S B4 (pRNS)

FEBEAT 3 N BCIERE ) RUFR N HI19-L129 By 5 — wiB&, Frid s — v B AR 1 13 &
L3CDR. H19-1.129 F 8 M e mTAF X 1 P PI/EE 1A M2 1B 8o, 7 H3& 4 78 CDR L1, L2,
H1 2 H2 (LR 5 . SCHRREGAR 1 BTAcore 43 Hrifi 52 1, H19-1.129 LA KD £ InM £54

NGF,
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[0444] 3 4 :CDR H1.H2.L1 1 L2 BZ IR T 5 LA A e b H19-1129 W3] 7152508
[0445]

#4-%.K%: CDR | CDRL1 CDRL2 Kot *Kp
H1. H2. L1A | CDRH1 CDRH2 (s-1) (nM)
L2FHRE REBEF 7T RABSFF
H19-L129 CDR-L1: CDRL2: 1.1e-4 |35
RASQSISNNLN YTSRFHS
(SEQ ID NO: 18) (SEQ ID NO: 19)
CDR H1: CDR-H12
GFSLIGYDLN IIWGDGTTDYNSAV
(SEQ 1D NO: 30) (SEQ ID NO: 31)

[0446]  *KD FH k., 4ed4M's 'it57.

[0447]  (4)H3 Jz L3CDR RZE A A7 i H3 2 L3CDR [F2E A0 7 sUAAE I A0 H kAT o S8 —, 1E
PR“SCEFARE AR IR, A H3 2 L3 o R RE AN B R i A 34T 0 ] ) T 128 DA 245 58 2R
B S5 N NCF G5 A5 FMEI N Z LA B o BT COFEHMB R (WFRN /N E
BEAL 3 #r7) , Ak H3 S L3 i —2H 2 FE e fr AT ke FH Tl & S A0 ) A, FFan s
TR [ BIAcore 73 M iiiide 5 A1 77 WA ST ZE A N NGE (SR AI M o B 4 P i — fe ] B FH X 6
A

[0448]  (a) CEFIRIER

[0440]  XJ H3 Jz L3 CDR " (¥R B IR Ay B AT 70 7] B T ade DA 255 230 5 A\ NGF 45
AR MEIE N B AR R4 AL B R BGE S & MRS A VRS GBS B e
B AR T ¥ P NV 2 AR AR (BFEITE 20 Pz 2Emg ) (1) CDR i &
PSS B AN RTR eAR BUR AT A g JLA 2 LR 1) CDR A7 B IS B o 0 FECE A IG
MR BT E T AT IIHIES R, X CDR H3 f& L3 1) —2H S BE IR A B #H AT i 1%k
FH Tl 24 S A0 7 S P

[0450] il & 73 K] Fab SCPE, o L3 J H3CDR H (¥ RN s JE PR BRI BEHLAL T AT 20 Ff
AR, A W R EE N 5 AN SR VLSO ELAE Y 13 SR ) RN B A B HAT 20
P LR PT BE TR BB IR L /N SCEE o AEPTATE LT, SCREFHRIR (BRRARM, ) = EE R .
WIfE Kay 25 N, (1996) ,Phage display of Peptides and Proteins :a laboratory manual,
San Diego,Academic Press —HiiiA i, H4B R E RS NNK BEALAL — A EE R A7 E DA
5 20 MRl R LR, 1 B R R S R I PCR & N5 A2 i % ST . T CDR BB AEfi 4
(R EASE AN S0 VR Vi ae S 8] 2 T4 0 H3 A2 L3 A8 Hh S M PR ¥ 22 3, 8L2-6D5 (CDR R A 71
W, BAEMZRRAEVTIK) AR T SCEME AR . P, SCERBN R EE BA 14
FER Q) CDR3 (H3 B¢ L3) A2 5 PMHE4E CDR.

[0451]  4nsCHhitisk i A BIAcore 734, % SR HBEAS /N SCEE Y 20-80 A FefE #EAT ik . H
T BIAcore & I —ANIHIE R AR5 NGF (455 S8 MR LA S AR B8l (1) Iy — T o 45
A A HZABRDRIC TR LU I B C Im B hn il i BIAcore X REAS RIS #E4T 701 o
H kof £ 732, 1 335 1 A 5t 1 S 70 28y B A [F) SR MR L e 22 SR AP L Bse o R PR BCRE
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L XIS RAER 5 P EIRN,

fo4s2] % 5 IET- kott, FIK TR 1R S 4 9 B AT AH A0 B B2 FE I Bt
SRANPEE T EE A -

[0453]
BiFF AMEAFf £ EA | RFLAHR
RE Farbk M>1e-3, Ré&Ee HRERY
H>2e-3
le-3< 2e-3< EE RS
B2
L S91X 13% 40% 20% 26% 50%
L K92X 100% ~100%
L T93X 93% 7% 93%
L L94X 40% 60% 40%
L Y96X 13% 80% 7% 13%
T4

H G98X 50% 37% 13% 50%
H G99X 46% 54% 46%
HY100X 26% 73% 26%
H Y101X 6% 12% 82% 6%
H Y102X 7% 25 68% 7%
H G103X 4% 21% 16% 58% 25%
H T104X 20% 30% 50% 20%
H S105X  10% 25% 26% 39% 35%
H Y106X 75% 25% 75%
H Y107X 8% 46% 46% 8%
H F108X 23% 27% 50% 23%
H D109X 29% 46% 25% 29%
H Y110X 90% 5% 5% 90%

[0454]  S0f HAG N S A VE ) B A v B 7 AT 1 , Yo 3 B PR 38 n 1 U R 1R B4R
[IBRZE S By o LA, IR¥FS 8L2-6D5 S BEAHARSE AN PE B JLA v B B RN SO , DA 2
R4S B B RVFINA LR B A, BIRS A LB I A28 k. tathrds Riaek 6 Pk
b4

[0455] %6

[0456]
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CDR H3R & Ko (s-1) |Kp (nM)
(8L2-6D5ARA%, €4E34K911 CDR-H3Z A B F5]: | 1E-3 25
GGYYYGTSYYFDY

(SEQ ID NO: 11)

Y100L 1.2E-3 30
Y100R 1.1E-3 27
Y101W 5.6E-4 14
G103A 1.6E-4 4
T104S 2.2E-3 55
S105A 5.1E-4 13
S105T 6.4E-4 16
Y106R 1.6E-3 40
Y106T 2.0E-3 50
Y106M 2.7E-3 67
Y107F 1.4E-3 35
F108W 1.22E-3 30
D109N 1.5E-3 37
D109G 1E-3 25
Y110K 1.4E-3 35
Y1108 1.5E-3 37
Y110R 1.6E-3 40
Y110T 1.7E-3 42
CDR L3R % Kor (s-1) | Kp*
(8L2-6D5#4%, eFFAR (A#H4R) CDR-L3IZK |1E-3 (nM)
BT 71 - 25
QQSKTLPYT

(SEQ ID NO: 14)

SI1E 2.5E-4 6
Y96R 1.7E-3 42

[0457] KD FH k,, 4e4M 's 'i15,

[0458]  JLANRAS S R4 A M NS 8L2-6D5 fMR AH L, /b L N R S84 425
P 5 2 38 s (H_Y101W (CDR JF %1) GGYWYGTSYYFDY (SEQ 1D NO :46)) ;H S105A (CDR JF %]
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GGYYYGTAYYFDY (SEQID NO :47)) ;H S105T (CDR % %1 GGYYYGTTYYFDY (SEQ ID NO :48)) ;H_
G103A (CDR J¥%1 GGYYYATSYYFDY (SEQ ID NO :49) ;LA L S91E (CDR J¥:%1 QQEKTLPYT (SEQ ID
NO :50)) .

[0459]  IXANSEEG R4S SR T-48 5 FH T AR S A ) RGBS I R IR A B ) e o

[o460]  pLsRIRH R TR TAEMMG EME FEMELS S MALS G REL GBS
AR B RINERE R, WK 5 TR IfE B RS e n BN 2 AR EER (B
FEATH 20 PR LR ) 1Y CDR W& 2R A B DL AT 248 9 JURh 2 FR B & /D 1 J LRk 2
M (AE—SUseif )y b, TR IEFRIAS ) (1) CDR B Fe 7 B o X e 4s B IE LI ing &
SRR AR B A

[0461]  (b) AT sk

[0462] Rk, INSCEEBENLAMTRIEE S (LA L) HTIEF ™4 H3 F L3CDR SEH /7 Rl 24 1
H3 J%z L3 SCEERIAR AL . % CDR H3 [ Y101 & G103 %% 3L DL K CDR L3 (K] S91 Jz K92 bR 34T
RPEA T 724 H3 2 L3CDR SEAH 77 B2 H3 Je L3 % o

[0463] 1t SCJZEAE CDR B 4H b & 81.2-6D5 HH AR DA A AE H19-1129 s A4l & 1 H3 %
L3 [RAR, 7 HA 80 MAFEIEREM Z M. 3R 7 BIREFEH T BN L IR R 2 U A
M BB AR TR

[0464] 3K 7.H3 J L3 Hhfe BT BRIl L PRIk B LA AR B fr B AR 2 1

[0465]  CDR-H3 :

[0466] K7 Y101 A5 M Y K W. COVERRE C, NN — AR FEZE R %S+ TRS
FEA R C) o

[0467]  #5 G103 AN AP, S

[0468]  CDR-L3 :

[0469] ¥ S91 AF N E.

[0470] K K92 A NATE —HREER. AVRK M H, 455

[0471] 45— Z IRAE Ny Fab 323k, JFHIHE 38 75 5 W] A2 BL 454, HI BIACORE 73 #4543
FERT 96 A4 I s FE T A NGF RS AIME . I A &5 SRAESR 8 Hh iR

[0472] % 8.

[0473]
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63/90 1L

CDR L3 H34A &
(8L2-6D54E4% )

Koff (S-l)
1E-3

Kp* (nM)
25

L S91E; L _K92A

(CDRAF|QQEATLPYT (SEQ ID NO: 51))
H_Y101W; H_GI103A
(CDRAFHIGGYWYATSYYFDY (SEQ ID NO:52) )

S.5E-4

13

L S91E; L K92R

(CDRA-#|QQERTLPYT (SEQ ID NO: 53) )

H Y101W; H G103A
(CDRAFIGGYWYATSYYFDY (SEQ ID NO: 54) )

1.0E-4

25

CDR L3 H34AA R T
(H19-L1294#4%, H1H2L1L2 & 3 8%9)

Ko (s-1)
1.1e-4

Kp* (nM)

L S91E; L K92H
(CDRAF|QQEHTLPYT (SEQ ID NO: 55) )
H_Y101W; H_G103A
(CDRA5]GGYWYATSYYFDY (SEQ ID NO: 56 ) )
( X.IEE3)

1.2E-5

0.3

L S91E; L K928
(CDRAFIQQESTLPYT (SEQID NO: 57) )
H_Y101W; H_G103S
(CDRAFGGYWYSTSYYFDY (SEQ ID NO: 58) )

4.7E-5

1.1

L _S91E; L_K92K

(CDRA5|QQEKTLPYT (SEQ ID NO: 59) )
H_Y101W; H_G103A
(CDRAFIGGYYYATSYYFDY (SEQ ID NO: 60) )

2E-5

0.5

L S91E; L K92R

(CDRAFIQQERTLPYT (SEQID NO: 61) )

H Y101W; H G103A
(CDRAFGGYWYATSYYFDY (SEQ ID NO: 62) )
(XB3C)

1.4E-5

0.35

L S91E; L K92R

(CDRAF|QQERTLPYT (SEQ ID NO: 63) )
H_Y101Y; H G103A
(CDRAFGGYYYATSYYFDY (SEQ ID NO: 64) )

0.37

[0474]  “KD FH k,, 4edM 's 'i15,

[0475]  JETEE A EMME, e F R ETLRE B3 (RN “3E”) o 3C i TH#— R4, E3
£ PAR CDR 4 :CDR-H3 :Y101W. G103A ;A A2 CDR-L3 :S91E. K92H, ‘A I 4 & N B — 5

R, Frid s —wi BE ARG LA LIL L2  HI J H2 5RA4% .
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[0476]  CDR-HI :134L ;

[0477]  CDR-H2 :M501 ;L63V ;

[0478]  CDR-L1 :D28S ;H32N ;

[0479]  CDR-L2 :I51T.

[0480]  E3 HEHE S AREER] AR X KA AE ] 1A S 1B Wi 7R o 3C A& BAT CDR 4K :CDR-L3 -
SI1E ;K92R ;CDRH3 :Y101W ;G103A, ‘B4 14 & i R A FEFEIA 7 B S3E 1 L1 L2 H1 f H2 SEAF )
By,

[0481] % 3E J% 3C JP 5 ve & B AL ah MR IS AR T 7= 4 Fab KX 5E 344, JF7E HEK293
Y11 i 2238 I F NI-NTA B A R A SRR 2 atifh . gt & A Ul @R i Tk e &
[0482] [ T AE BRI 100RU NGF PAR 1EHE 45 A 18 B Ab, AR U5 13 7 1 PH e o1 DA b
), H BlAcore 43 Hif Fabs E3 J 3C 5 A NGF (45 A s f R T I = « fél il & 2, ¥ L4
WEEMBUA (Fab) vESTRIEA 100RU £ [ 52 A NGF (1) CM5 o8 B3HT 2 93-%h, HE 2 iR e
1800 0o /NP 911 (Fab) RN HEHEAT 708 AR 3 i 1 Ui B BIA PEAGEAF 021
PWEAT AW Bk E3 2 911 M #re RAEE 9 L 10 iR . E3 BLKD 27 0. 07nM ( FFH.
PL k., 2 6. 0e5M-1s-1 H k %] 4. 2e-5s-1) &54 A NGF. 3C LLKD £ 0. 35nM (k .2 1. 4E-5)
ZE4 NNGF. AH e, /N B Fi4Ek 911 LA KD 3. 7nM. ko 8.4x10°s "H k., 2. 2x10Ms "4 &
NGF,

[0483] T mgE A M, SR ES (HHFR AN 3B) #ATIR B T#— 2907 NI E3
Bf7 1E NGF 55 NGF 5244 trkA & p75 #H BAE 86 77, 45 2. 5nM A NGF 5 0 %2 50nM $144 E3 (Fab)
HATHUR G I E —/ D W E G RBEEARLL 10 w1/ 2 B9 21405 260RU p75 (55 2 il
1) % 600RUtrkA (45 3 #iE ) ¥ BIAcore CMb #5H BIHFHAES S H D%, IMHE R
EE 11 Won. Wi 5 S (78 RUHIIE R ) BEK SR, Fab E3 WREEHINFEET T NGF 5
p75 J trkA IAH FAEF, 2B Fab E3 BAIET 7 A NGF 5 trkA J p75 (M EAER . Abiie
E3 (Fab) ¥ 5 NGF ¥ JE (£ 2. 5nMNGF ¥ ) AHEERS, WA M E| NGF 454 (i@t 215
SWIRE ) o 2 NGF WRIZ 53k 3E IREAHFEINF, K ALK NGF 324454 51 4 R S sk i
2. 5nM NGF 2 /D415 5T E3 X NGF f) kD F-4b T4l .

[0484]  sSLjifafs] 2 : FH/INER E13. 5 = SCARZ JoA7 i I 2 V2 PP Ad 4T NGF $ii iR FE Pt NGF 1158
[0485]  Fab E3 BRSEE4TiA B3 BHWT NGF 75 14 1 B J78 ik 4441 I 5 oAk HI i 4% 6t NGF 175
B E13. 5 = XA T IIAETR BE ST AT YA o = SRR 40 25 52 10 350 X daf 22 S e 1) iz JH Jek
WANE TG, BT 75 NGF SZRF = XA & T IAEIE, /N E13. 5 = XM & T A2 s 2 vt bt
NGF #5307 B A4 BELIFT NG 9 P [ U 58 75 o 140, 7E NGF PRI B, JE I 15 5% 48 /NI 47
TEHEET 100% . AHE, FEBCA NGF I35 3% 48 /NI, 5% BL R #0473 .

[0486]1  wWILL N BHATAENGI B A B A BIAA Swiss Webster M/ S CO M N
TR EWEFE ARG A B13. 5 AR DL BEAG L3 25k . F AR B i A9
iR = O, SRR AR 22 I B 1 I A, ATUBRAA 75 LREAL 200-300 N4 i (1) %%
JEAER -L- SRR ZRE AN 96 FLEFFRIR T B RIUE 1 TC L5 3 SR 2L v 35 7
[0487]  #7UNGF Fab BATA4 (¥ BRI PRI 1) = XA Z Te i N AS R & (¥4 NGF Bk Mab
911 (Fab) \8L2-6D5 ;H19-L129 ;E3 f& 3C s LA A2 LN 2K 2 1 A BOK B NGF BEAT VRAG BT ik iR &2
0. 4ng/ml ( ~ 15pM ; & BEARR H TAZ3E ) NGF Mu iR A ) LA 0. 04ng/ml ( ~ 1. 5pM 5
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IR FEAE 1C50 BT ) o« 3537 48 /NIF /S, Q0 DA N R 48 il 78 Biomek FX VAR 4b 28 T /Euk I
(Beckman Coulter) #H4T H BN E AL 250 (FH & 4% F %5 % i FE M PBS [ % s H &
0.3% Triton X-100 ) PBS iE{LALHE o 5% 1EH (L 2E M5 0. 11% BSA (1) PBS BEKTAF4F
AL IR S iR 4R A DU & Tt MIRPUIE A AL A TR
RUBRICHD, 2 EH A B R 724 89. 5 (K 5% v BEHiAk (PGPI. 5, Chemicon) o 2R HTAEN
Srric = AR FrE gz 4e k) Hoechst 33342 Molecular Probes) —iLff) Alexa
Fluor 488 1l ZE HT it (Molecular Probes). #F Discovery—1/Genll & 141X (Universal
Imaging Corporation) @47 EIG RAE K EIG 8. 7EHT Alexa Fluor 488 J Hoechst
33342 WA K A B3R 1G G, BT el i LR 71, eSS S el T E
BT BB A0S RS EREEXELE 0 B AR R B AL i 5B DB S 8L A
WRME. AT EMN5HPGPI. 5 FUikRIRE 7 Y, &7 F 3 B 5 LAX 5 57 48 /i) 5 &
FULAFEAE RN e R AT VL T UG /N0 i B B 255 J o 6t 5 L e BEME DR I 4%
BRI E T IR T AL

[0488]  IXMSEEG &S RAESE Fab E3 DA AR R T NGF V5 PE. 45 RAEK 4-6 R 9 i
ZINo

[0489] & 4 N EIRAESFAEASFII A I K B NGF B 6 3i NGF 1) E13. 5 #P£22 JeAZ 3G 11 1 6
[0490]  [&] 5 NFEAFAE 0. 04ng/ml A NGF (£ 1. 5pM s ] 5 [ FE 27~ ) B 0. 4ng/ml A
NGF (2 15pM ;B 5 W) BB R ) B ELECA R Fab FEWT NFG /EAI . 1. 5pM NGF /£ NGF
fRIEAF 35 1K) EC50 PRI, 117 15pM AR NGF (AR EE . 7EA R Fab E3 58 911Fab ; %
H19-L129Fab PL f 8L2-6D5Fab % E13. 5 /)N il = X AMZE 76 B 4738 T DA b 3kAT V4l . 7E5F
AN NGF ¥R, X8> Fab 1650 ( LA pM 7R ) AT IHE IFAER 9 P iBIR. Fab E3 SRZUFHB
WHFN NGF 1) = XA E TTIIAT I , ZEAFAE 15pM A NGF I £ 21pM ) 1C50, BL A AEAFAE 1. 5pM
A NGF IS4 1. 2pM [#] 1C50, Fab 3C Az H19-1129 35 2 BT 4861 A NGE [ = X Hh 22 T [ 47
I o

[0491] & 6 AFEAFAE 0. 04ng/ml KB NGF (£ 1. 5pM s 7E & 6 [~ B 7R ) 5% 0. 4ng/
ml KB NGF (2 15pM ;721 6 19 LR R ) B L% 2 B Fab (19 NGF FE I/ FH 1 i 28 K
1. 5pM NGF ££ EC50 Ff T, 7 15pM {83 NGF (VAT & . /£ 2 Mk SE Fab E3 ;5 911Fab ;LA
Je H19-L129Fab  J% 8L2-6D5Fab 1%t E13. 5 /)8 il = XA Jo A 35 T LA _E#5R HEAT YEAS .
FEREAN NGF ¥R S, 44> Fab 718 EC50 ( LA pM IR ) HAER 9 7R Fab E3 55 £ FH W 4
KR NGF [ = S PR 22 T 423, 7EAFAE 16pM K R NGF £ 31. 6pM [ 1C50, LA K AEAFAE 1. 5pM
KR NGF B2 1. 3pM [1] 1C50,

[0492] K9
[0493]
A NGF 1050 ( f£4E 15pM NGF) 1050 ( f£4E 1. 5pM NGF)
pM pM
81.2-6D5Fab 1580. 5 461. 8
H19-L.129Fab 60. 1 9.6
3E Fab < 21.0 < 1.2
3C Fab 80. 9 5.6
911Fab 322. 3 63.5
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KR NGF 1C50 (15pM NGF) 1C50 (1. 5pM NGF)
pM pM

8L2-6D5Fab 730. 3 169. 4

H19-L129Fab 31.0 6.0

3E Fab < 8.3 < 1.3

3C Fab 31.6 6.0

911Fab 161.0 34.6

[0494]  {EA[FSZIG T, FATELEL T AEAEAE 0. dng/ml (HEANREE ) A NGF I 52 8444 B3 J%
Fab 3E #Iil4#i NGF [{] E13. 5 #HZTUHIAEIE « W45 RAEKE 12 IR Y588 gk K Fab
(I FE VT — 52 NGF &5 547 5L (Fab B — A0 8 H e Bk B RS A4 8), B
TNTEEPUA E3 & Fab 3E HHHIAKHE NGF 473G B A MK BT 528 iuikE NGF %
RIS A, 1K e AL SE A SR A .

[0495] 7B —SEi6h, FATELEL 7 AEAEAE 0. 4ng/ml (HIALIRAS ) IF, Z R0 (20.4.0. 8.
0. 16.0. 032.0. 0064.0. 00128 & 0. 0nM) Fi4& E3 Uk 911 J7 trkA ZAR G kG & (B NGF
AR trkA AL AN S5 IS e B BRER (A Fe 45 #4938 CH2-CH3 Bl 4 Bl ) FIIAKRE NGF (1) E13. 5
P TCATIE R 7. XU LS IRAE ] 13 R, X e FUIE sEdi ik B3 BEWT NGF 47 T3 ik
911 B trkA Sl = .

[0496] St 3 < FHI/INBR = SUMPEE T B 25 19 PR 48 TOAFE I s V2 PPl Bt NGF Budd E3 [ 5+
PE

[0497]  FEAFAEMIAIIR I NGF . NGF AH ¢ i 42 5 5% 8 [ NT3 B NGF ANAH IC #4257 57 14 A
F BRI 1 (MSP) I, @I e A AN B ELT/18 = SUMZE TuAR S EIE I e
JIXFHUAR E3 e e BE T NGF 3G VR B I #EAT vPAli o HH T 75 2 NGF 4ERFIX B hh 28 Jo 7 7% 1K
JE T 45 B13. 5TC M 48 TOAETE T 38 BL(1) NGF 7K °F, /N E17/18 = S48 To I AE I & 1Tl
Pt NGF 53044 1) NGF BEL W vis P () S50 V23, IX B 48 JT I 736 ol Ik NT3 Bl MSP 4k
FF DR, I S b 28 70 [ A47-35 tH 2 YEAE I NGF 45 BRI di 4 42 75t BELIBT NT3 Bl MSP f iUk 52
%o

[0498]  FifA B3 R BEWT NGF 35 14 i B8 77 030 o I 52 HUAR AE A7 AE RT3 B BDNF B NT4/5
I F] /N B 5 LT MRS I Re DT VRS . 45T T 475 1 BDNF B NT4/5
YEFF S DR L, X Re PP 2 ST I A7 2 VAR 3T NGF F5PURIPTAAR R BDNF B NT4/5 FEIKT 88 77 1)Uk
Wik,

[0499]  TWPL N BHATAEWG I E 1 A B A BAA Swiss Webster M/ S CO M N i
T2 R BUEF A IFEUE (RREHIIES 17 5L 18 K ) WEAE BB IRIA S5, B =X
ST AT G Y. AR AT H R AT AL, LB S DAL 200-300
Y2 JE R FRAE R -1 SRR S ZREE AN 4 FLEFFRIR (Greiner) [FIA % TC 1L
gtk

[0500]  E17/18 = XA TTAEAMAMEE TR 7 (PIPEXNRE ) BUAEFAERAIRE A
NGF (400pM J% 15pM) ( BHPEXTHE ) sNT3 (400pM) 5B MSP (600pM) HAE K . E AL HEAS AR JE
E3 J% 911Fab DL 52 804K (XU 3535« Fab A e 88 HUAR iRk B DL 45 &6 5 ({9l
SEREGUR S TN G A 67 45, 1M Fab 08— NS A 018 ) Bl
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[0501]  EL17 45 WA & JuAE AN ZAE MR8 7P (B PEXTRE ) BOA WAk i
BDNF (400pM) ( BHMEXTHE ) B NT4/5 (400pM) B NGF AAH AR+ ILF ( 348 2= 401
+) K. HTRXAEEE E et I BTR f R e, M SRS E SRE .. BT
BFEIANBAMATUE E3 I 911 FIXUREE =Y. Higs 48 /N 5, 1 FAH 2 il F T
THE B0 AE B RR EAE T AE R LR AT AR 22 T S 3

[0502]  IXLLSLIAG 25 BUIESE E3 J 911 ik 58 4B W NGF Xf E18 = X £ Jt 47 14
YER . A, E3 S 911 Hridxt it NT3 3 MSP 2 #F 1) = X A& Je (W47 5 A 1A, Bon s
BDNF B NT4/5 8% LIF {2 3E 45 T & oA iE A ER » X sl BUESEHUiA B3 % NGF A
AP SR, ZEHEE 1000 542 10, 000 £ /5 T4 NGF BEMT A BOR I, X s hifs 5 e
NGF AHIHH A E IR A (NT3NT4/5.BDNF) (B3 AR BIA FAER o Bhah, 1X de4h SIS
TEMASUATL Fab B3 WL 2 FIAK A NGF M2 JufEds N NGF ¥5 32 P AP & et T & H T
PR S NGF 2 [ % A AR AN 2 T — s A E o« /N BB NGF #5444
911 AT TG, JF H AL ZZBIARALLE B o yER T R ®E a8 =&, ik E3
% 911 IX TR 1 08 SR AR AR e IF H i T IX e huik 5 NGF (945 5 S5 I 1 22 e 2k
A N ECA B, W E A LA ALK& A NGF.

[0503]  IXLLSLIG LG RAEE 14.15.16 f 17 F IR SRS LIREE B on NAERE 57 48
ZINESY i AR T BH T B OB S 2 (A7 (A9 2, 40 ) AE A7 AE TR NGE I 2 AR I = S
2570 100 % 4735 , HATCAZAEART BDNF 3 BER AR K AP 2ot 1 100 % /735 ) P34 E H
& (& PR, RN S n = 3) o B 14-15 A EIRHT NGF #5374 14 E3 B Fab
E3, & PRI E I 200nM A il 8k NT3 J MSP 72 #E 4735 1 &l . AH S i, 20nM
Ak E3 B{ Fab 3E Al Fab 911 584z FAWTZE NGF 5| K HIFEG. WAt/ B0 NGF #5407 344
911 BHAT TAIN, HEOZ2 BRI SR e R, B 14 AEAAAEANMAMEEFRERD (KA
“XTHE”) L 400pM NGF ( FN “NGF-400pM) . 10nM NT3 ( #& A “NT3-10nM) B 600pM MSP ( #X N
“MSP-600pM) I, 7 ELEEAS [EI - (20nM. 2nM BY, 0. 2nM) E3Fab ( [ H#RN“3E”) K/t
& 911Fab X} E18 = X M& ufribER M E . B 16 ARIRIEFEAIMAR L E FRED (FR
TR T") «400pM NGE (B A “NGF-400pM)  10nM NT3 (FRA“NT3-10nM) 5% 600pM MSP ( Fx
N “MSP—600pM) I, ELEZAS [ (200nM AT 80nM) E3Fab St 58 4 H4A 2 /N R fiAk 911 554
HUR BL K Fab X B17 = X AR & e A73G 1 F H9 1B .

[0504] & 16-17 AEnPi NGF FEFUFIIAE B3 B¢ Fab B3 AH#iE L BDNF. NT4/5 5 LIF
B ELT S5 2 e . Wt/ B30 NGE 35 BT iddk 911 BEAT I, 31 0 22 3 A1 480
S Fralth, B 16 AETLIAKMAEE FED (N “TLHF").400pM BDNF ( #X A
“BDNF-400pM) 400pMNT4/5 ( F M “NT4/5-400pM) BY 2. 5nM LIF ( #%  “LIP-2. 5nM) I, &
N BN AR E (200nM B 80nM) SEXEHUAA E3 (FRA “EIH#¥) 3E”) . Fab E3. 5834k 911
8¢ Fab 911 XJ E17 WM& o A ER B . B 17 AR AETT AL ERED (K
9 “RHE” ) L AFAE 400pM BDNF ( #49 “BDNF-400pM) . 400pM NT4/5 ( #J9 “NT4/5-400pM) BY
2.5nM LIF (FRA “LIP-2. 5nM) B, 7~ EEEEA AR EE (200nM, 20nM. 2nM) Fab E3 (#4 “ &
HiK) 3E” ) VEE Fab 911 % E17 452 AR TE Ve F 1 1 o

[0505]  SEHifhl] 5 il &4iid E3 HINH LA AL BAR IF AL FLBh W) 40 e Hh ik

[0506] S = MfiiiF] AL M) R AR BAR BEAT v I A 2 A T fudk B3 720 FL3h M gm e b i1 3R
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Ko

[0507] %44 Db. 911. 3E A& E3 Uik EEE AR X Sz A 1gG2a 18 52 [X [ B #ik, IFidE
A F T B A5 R BUR 2 2614, B Db, 911, 3E 0 BT LA TR X8k A% 1 88 e 1) 4 %, Pk
XM Z TR R /N EHRHEERZ)F X (5B 1612 ZHR) AN &+ (58
619-1507 A7 A% FF 2 ) sDHFR WA X I ( 55 707-1267 fr % H R ) s NEKBEE Sk (5
15251602 AAZ IR ) sHifk 3E HEER[AF X (55 1603-1965 AriZ 1R ) & L TR A
FEE 1g62a tHE X IR 28748 9 A330P331 % S3305331 (28 i s 'S 5% B4 A 19G2a 7571
Z I, Bur. J. Immunol. (1999) 29 :2613-2624) ;SV40 W3 2 IR BRILE S (55 2974-3217 i1
AR ) sSVA0 358+ X 35k (55 3218-3463 A% H IR ) sMEEEAA £1 X458 (& 3551-4006 {7 #%
TR ) Y B NBLRGET (AmpR) Zmhd X Ik (55 4443-5300 A7 A% H R ) - Db. 911. 3E T 2003
1 H 8 HARAE ATCC, 348 2 ATCC 155 5 PTA-4895,

[0508] A Eb. 911. 3E N E E3 Uik eEn/ B X e N « BifE w2 X RIS B, IHEH
M TRBERIBER 5 . Eb. 911. 3B FHAT LT DAR XS % 17 B8 7 81 2L BT, BT X380 <70
R E AR EE G B0 X (58 1-612 /A% H 1R ) sEF-1 W&+ (58 619-1142 L X IR )
NAEKBEEGE S (58 1173-1150 A% ) sPufk B3 FHaEn] A X (58 12511571 A%
f2) s N x BEEEX (55 1572-1892 A% 1R ) sSV40 BRI 2 IR iR 55 (58 1910-2153
PIRZFER )~ SVA0 3 3R T X Bk (55 2154-2399 A7 AZH R ) MR 1 X (5 2487-2942
Pz ) UL B WBLIEEE (AmpR) s [X I8k (55 3349-4236 A% 2 ) » Eb. 911. 3E T
2003 4E 1 H 8 HARMIAE ATCC, 348 T ATCC 13RS PTA-4893.

[0509] & Eb. pur. 911. 3E A& E3 JUAR B rI AZ X e N« fH5E X FIRIEBAE, ik
HHTREEMIERIL. Eb. pur. 911. 3E HANT AT X I AZ H 1L 7 5 A Rk </ iR EL4H
Husp 88 2 X3k (55 1-612 MR ) s NEF-1 W&+ (58 619-1758 A% R ) spac &
(EERSEE 25 R) S X Ik (58 739-1235 fi A% 1R ) shsp705” UTR X348 (56 1771-1973 fii k%
TR ) T NAERKBRG IR (5 1985-2062 (A% H IR ) s Jiik E3 BB A2 X (55 2063-2383
R ) s N« BEIEE X (55 2384-2704 (A% R ) ;SV40 M Z IR BRI ES (56
2722-2965 7 AZ IR ) sSVA0 3858 X 38 (55 2966-3211 /2 H IR ) sWRE & £1 X3 (5
3299-3654 M AZ IR ) LA S B NG IS (AmpR) 4w b5 [X 480 (58 4191-5048 7 #Z H 1K ) -
Eb. pur. 911. E3 T~ 2003 4 1 H 8 HARJEAE ATCC, JF4EE ATCC {RE ‘T PTA-4894.

[0510] 1 BL N HEAT Bk 40 B 2655 /E 150mm ¥% 5% M ¥ CHO & HEK293T 40 M 25 n g
TP sTRL (RO, —Fh Bk EAE B —Fh iR 5 8 ) BRASR AL e MR & v 1 e
B DNA 5 100 w1 JIg %% 4% Jik 2000 (Invitrogen) J& A 1§ DNA- IG5 B A4 £E o I 75 BL
TePUAE Z I DMEM/F12 R 2l 40 i 5 /B o 75 0% & 5, 15 35 77 2 0% 8 TS AT T a8 in 77
[¥) Opti-MEM (Invitrogen) {EF Wik H T3R5, FHFEJG 08 37 38 B e 208 DY ko6
AR W FHITWER. E7E W MapSelect A S AMJ§ (Amershambiosciences
17-5199-02) FATEMEr 2t . AL 0. SM HZE B . pH 8 1 0. 6M NaCl ZZiiH 5 A &
FIMHRZS &, ARG pH 3 19 0. IMATHR BR ER SR P B « S Bk 94k 23 SZ R pH 8. 0 11
IM Tris ZZ B o, SR JE G Buid 404 75 PBS HHad i JF ik 4 -

[0511]  SEHEf 6 50 NGF Jidk B3 £E3R 7T F ARG &8 &1 2L

[0512]  FATHAEALF ARG Z R KRB TS FHPUE E3 187 IR Jiik B3 & LLR
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FEAR [ N FEHE TgG2a H 5T X :A330P331 F S330S331 (IS5 55 H A 1g62a 771 ;
%l Eur. J Tmmunol. (1999) 29 :2613-2624) ;s N5 « fHEX ;AL 1A K& 1B HERIN
R AEX

[0513]  Zh)E =AE 220-240 3. 2 A I HEE Sprague Dawley K W E Harlan (Wisconsin)
HAEFARABIIESN Y B & N —

[0514] FARFARILT 0 Brennan, Z5 N, Pain 64 :493-501 (1996) #ERKIL . 2R
A 2% S EE (isof lurane) XA #HAT BRI I it SR EF ARIHNLERF. 4G5
& L TH 5 2.0 L g e R S ZE AR PR, 1 B 2% 0. Sem AR I 1 B BALAL , JE I R R R i
RN ATIH 1-eme 725 AL EX 2R FlE. HEEREHRIHAmTIH. D
PRUIE AL 1 S RN S SE R TIHF . PRSI Fedat v A % Al ot . 4% 1
MMEREES (5-0cthilon BB LALL) Fh. WA 5-6 MM, B ANEFTHEMR. HH
B AT AT B IRV VAR AEAT AR I 46 BT S 7E 15 58 Hh Pk 2 R AR 290 /NI B 7N DA
.

[0515]  PPAfiHE S0 RV B TP 5 E R A OO . B E T R 2R
TRl (AT :8mm”) B TR REA TS (18" ) B EE TR E SN
AT 20 B GRS, DL O B 2 P EEA IR .. AR ERKABURAEMSL LS 0
oy, RN EERS . W5 R AE Nl R 5046 BRI, SR Te Rk AR, 1 4.
RETEABFMILLE 2 5. WRKRIERE, WK R IBAG N 2 5o X RENWEE S5 4
BROULEE 1 43R, HEAT 30 . AR 1/2 /NP IHIAERAR R S 3R 6 A (0-12) TG &TI
ST X 2 AEAER AT IR TP 30 2 R SRR B A VR B IR AR
FEFARHET 24 /N (FEER ), LETFRIG 2 /NF. 24 /NI 48 /NI Ko 72 /N 3ok R sh W k4T
Rrille XSRS A RAEE 1 Bon, B 1 #5541 35mg/kg 3T NGF /N ATAE 911 VRT3
O B R AR B . X U845 FHIE S NGF Buifinyr R B F R G5 EX .
A 5 BN ERE R BN VU A U A D%, DR A AR R A ST

[0516]  FEVIFFRET 15 /NF, AAFRIFUAKE (5T w3k E 0. 004,0. 01,0. 02,0. 1,0. 6
K Img) MERENVEST (. p. )E3 Hiik. BHVEXT HE AL A VE S HUAR R A 898 A7 IR IR P vE 5T .
FEF ARG 24 /AN EIRETUET 30 8f, L 0. 01mg/kg JIE M P 5 25 KJE Ve NBH PEXS BE . BRIK
RIGH, W 1E AL 8 Ha (54 n = 8), - AXTHRAA 56 Haii. wibl FisrF
ARIEHXT BB EBATIE . FARIG 24 /NSO BRI IEAT IS

[0517] 40l 7 B R, 24 LL 0. 02mg/kg 2 1mg/kg 7 & I, F AR5 AJEALIT NGF Hifg
E3 W FRCH SR (0 <0.05), “* 7R REMBEEER (p <0.05). A 0.02mg/kg
WIT R 0. 01mg/kg Z57 K JB1RITIR FIIRAT NIFIFEA 20 155 KJE & s 25
RV RUIE S A= R 10 f5.

[0518]  {E 55 —S2I6 v, 75T A5 it F I, 5 B3 FUARAE BRAR T ARG 298 1 Zh 23 AT 4G T
FEF RGP/ BN ES G v.) Fi4& E3(0. 5mg/keg) o X B8 LA FH 470 A4 35 bk A 0 55
HIEW . AT FARIFAETARIG 24 /N8N BRI 8 1 SRR BT VR . ]
8 H IR, UIURAEYIH T 2 /NB T A, AE DI G = VU /Nt B B NGF Biddva g7 o 25 b
IG5 (p << 0.05) o IR BUIESLAEF ARG I, B3 $UieA RosEF ARG % 8.
[0519]  SLJtff] 7 A5 28 KR ME IS 28K BB FR 4T NGF #5455 A4 911 1ByR 1 VA%
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[0520] 5 HI/ES MM ma i msI Wk 3% 37 L, A R R 30 4 70 K SR AR 48 58 40 3 IR A7) (CFA)
75 T8 1 OS2 R 3T NGF Fiu g 911 gy 1k /EH (2 0L, Hongo %5 A, Hybridoma 19(3) :
215-227(2000) ) BEATHFA .

[0521]  ZSHIF 7T o A0 455 £F S2 06 P A I B 150g & 220g 19 .+ (50) R AETE Lewis K i
(LEWIS LEW/Crl Ico) (Charles River LbFIR} ). Fra shfEFFUHsLI0mT 2 /0@ RN 5 KIF
FEAFE AL TS (19.5-24.5°C ) AHXIRSE (45-65% ) & 12 /MKl / HARE i S 4 il 4%
PE 55 B35, 91 B R 2Rk 38 B kK R ARHESE IR SRRt kL (U A R,EED) o 7ERE XY
AT AR S 2

[0522]  FE 25 0 K (DO), i 75 B B2 3 91 0. 05m1 FL &% 7 32 #F B (Mycobaterium
butyricum) (Difco, M) AT P (10mg/ml) 7EKRHIFEFZHRT L. & 14K (D14),
MRAE E A a2 A il i & RS B O HOR O RS 2 SRR B JE A (E VE AR 0 95 28 45
¥ (&0, Kuzuna Z& A, Chem. Pharm. Bull. ( &= 51 )23 :1184-1191(1975) ;Pearson Z& A,
Arthritis Rheum. 2 :440-459 (1959)) , W70 ARG R K. FET UL AREXN s #4T
F195:0 4 HPRIET 51 9 405F 52 4 HRRUKIM RIZLBE 53 4 TCERERIRREL RIE 4 4
Bl B R AR e gk A IERILN 2 3 3 210304 .

[0523]  FFFTHAFEDUA, B4 10 A KR T8 14 (384E) .5 14 K 014), %85,
KRB MK E I Z4E (E7K ) o 55 18 K (D18) , i I8 AN (il J 2 e o o 3R AT 1A I
X R BN R KPR BT IR S XT38 2 4 (4K), 7058 14 KL %P a, KREKN
JitiFH 911 (10mg/kg) » 55 18 K (D18) , 24 /NI e 30 ok R 2 fH i A Xof 2 e o J58 B AT VA7 4
£ RN R PR 7K B HEAT 05 X585 3 40 (24 /NI ), VST CRA S5 45 17 K, K BRIk
P FH 911 (10mg/kg) o 1L YR RN 25 i 5 2 20 B EAT VA 0 B R sl i 2 75 7K P o
BATILR . X TH 44 (W3R ), 8 18 K (D18), & [l HMIWESE = (10mg/kg) J5—/I
P e Tk RN 25 i R R AT VR AN, R R R 7R K B AT e Sk . 2K
WA FRAEARF 5ml kg T 0L F bk P 3845 DA Jn S B AT =it 5 1 s Wk 38 S 7E AR AR 10m1/
kg N4 D@ E#HATIHER .

[0524] 47 NGF HiAk 911 (AR /EFHZER 10 h Bon. WHE4L 45 BR8N VEAE K AR o
FAC IR RENWIAE mV (FBMH £ SEM) R R KT A K B B4R 97 2L I5E T B A e i
FEASAL I T 43 3 o V0T 4 R AR A 22 8] G2 S 2 MR AE B0 ) 5 22 93 Wi I T AR A B XS
ZSU5KE S (Dunnett’ s test) HEATHAE (P << 0.05).

[0525] & 10. KR H 584 b RERIE S RBP4 911 OBURBIE]

[0526]
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R (N=x L E S
,}ﬁ " | #4k (D14) | 911 (D14) | 911 (D17) *
AAHK) (D18)
&
10 10 10
( mg/kg )
HIG R E
971. 0+116.2 | 234.7+34.4 % | 247.2+ 41.8* | 145.8+29.9 *
(mV)
%% § - -76 -75 -85
[0527] 25 RRILAPIME £sem
[0528] £ n = 10 H KR
[0529] 55 0 K (DO) -JEILjfi ] CFA i S8 e 4%
[0530] ik - EhiK
[0531] £ D14 B D17 #k A it A 911 (10mg/kg) FF7E D18 BHAT &I 5E o
[0532]  7E D18 & s FHMIWESEE (10mg/kg) FFAEFIEE A J5— /N BT I E .
[0533]  XRASHFKEEE : x RONEAFMIGITHMILAE REZR P <0.05
[0534] 1K 10 H B R A, BKiEH PR E 24 /ANBFER 4 K, /£ KGR K BRAE AL, 31 NGF

UM 911 225 BT o

[0535]  SEHtiff] 8 SRR IEICHT 2K BARA i NGF FEHTAIFUA E3 & 911 (2 B2 AE
[0536]  FUNGF F5UMIDUAA B3 [ 911 IZGHEAAE A (SUJ00E SABEURAE AT ) AE KRR 45

#h IR TR (CFA) 5 T I P 5G4 28 A5 28 v 5 A PR 308 B ek X B A o () el P 3 o B 30T
FSE. E3 S 911 BERIR 1 P 1ok I 5 4 55 Pk S REEAT VPAS o« P 28 A i Ik R AR 50 4%
a8 (JRE M) R E K5 B B EAT I . 7ES2I0 45 R, AT R4 RSP (TL-6,
IL-1B . INF-a J% TGF-B 1) IjEJEHF TGF-B 1.E3 % 911 MR AW 50% X 4t

IR
[0537]  SEEG VA
[0538] 1. Wit

[0539] AHFFE AL F5 80 R 5 & wd Mk Lewis KR (LEWIS Lew/Ico) (Charles River
Laboratories, AR ) o BT A SIMAEH UG IGFT 2 /DGR 5 RIFAE AT A+, THE
(19.5-24.5°C ) HHXFIBSE (45-65% ) J 12 /NG / BRI JE B 45 ) 460 P Tl 1Al 5%, 9F E |
KRBT UE A K M e seie = kiR (SAFE, VA ) o — BB, K A 1465
TFE 5 RIFFEATAT KR EE 10 KGR . fERE EXEisiT MeE e .

[0540] WP ALEE R4, £2H 10 R (SR H Charles River Laboratories— LLA|m}
(1) 5 JE RS Lewis KR -LEWIS Lew/Ico) :55 1 4. JEICH 2 K / #hK 3k ), KA
KA IER, n = 10 558 2 4 S0 KRR / $huK (8UE ), KAFIEIKWEA, n = 10 ;28
3 ST R/ MIWESE F 3mg/ke, MR D FE, 4T 10 K, n = 1055 4 4 k%
KB, /B3, Img/kg, KALFIEIKAHEH, n = 10 ;55 5 41 : %3528 K& /911, 10mg/kg, K A7
KA, n = 10, FIELIEEISED T (ng/ke) /7 RIS, E3 K& 911 H A7 I st
Hil 8 B AE EhK i B I E . E31mg/kg ¢ 3. 41mL W AFEVR (0. 88mg/ml) q. s. p. 15mL #h 7K.
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91110mg/kg : 12mL W A7 (2. bmg/ml) q. s. p. 16mL $hK. FTE MRV (FR K A5
i) A 0,20 um JCB IS PRI AT KT s M BEVA W pH S BE JRIB 3 IR FE AR 7 BR IR Kk A
VEHTRTINGE . 768 — KK HE R BT, Eh7K B3 % 911 RIEE/RIBIEEIE (mosm/L) 435K
278,269 & 308 ;#h7K\ E3 J 911 1 pH 7354 5. 93.6. 76.6. 71 55 I # ik 4 it FH AT, 21
IKE3 S 911 B EEIRE IR E (mosm/L) 435l 280,270 f 309 s£87K E3 Az 911 1) pH 43
WK 5. 86.6. 72 }% 6. 59,

[0541] R RIFEFIEE 14 R 19 K, H 5mL/kg ARFA1) E3 8L 911 B /K PAZ 4w 5 (1)
BAEATLRL 7 38 K R 7 B Tk P v S A o E DS RAAAESE 14 REE 19 K, A 5mL/kg 4 H1
(1) 5 T R LRI K S R o WaIPRSE SR AE 19 IR AR AR 2 lm N i) & o Mgl 5 H
10mL/kg AR T2 RIFESIEE 14 REL 23 FHAT 10 K, BR— Gl LA %% S FEHL
N2 g 4R (p.o.) JEH .

[0542] 2. X RHIES

[0543]  {E5E 0 K (DO), ik FEH B ST 0. 05ml LS4 SCAF B EWAE 70 R KR A5
KATHR o —H 10 R BRAESZATAT R ST (AERTT R AR ) - 38 14 K (D14) , K74
I 2K O L I ARE S50 R A (EABUIE A7) B P e (A2
KA RABFRIAME ) AL, B 2048 KR BRI REIR (£ R A REREME ) F+
mE 0. 30ml s FTA AR K RZEEME i (A N T E M R A E ) BN I
HArA# a8 KRB R RG2S RIe 80 ER 2-3(FEMMEN 0.1 B4 Mz )
[0544] 3. {AHE

[0545]  F%5 0 KRZEL 24 K (FRTVRYTHI D1, D2, D8, D9, D10 JE AR MHIEK ) KA 5hH)
PEEHRE K. T D14( L4 7:30-9:00am) A D24 ( B4 7:30-8:00) #b, Fr AU e /E
FA4-9:00 £ 12:00 Z [A]33#4T .

[0546] 3. AR E

[0547]  XPBE R OB (07T 28 S AERTT 2 K R ) 0945 5 2 S 20 i e AR R A R ) 2 28
B, MEALURRT GFESR LG ) #1758 14 K CRARIEKNERE D EH T ) s &
524 R (EJG—IRKFFIFRIK NS 5 5 RBUR G a5 24 /M) o BrA &AL I
4-9:00 2 12:00 HH4T. 8L WinDas B UCEE 3547 P B .

[0548] 4. G RIEEL

[0540] X RIBEUAI AR R G R AAT 2 (SRR KR ) B IOEMMERAT IR :0 2 4P
1B 514 48T 2 4 R BUKMZIBE 53 43 TR RIZISAE 4 43 ABAH . HEIPAGAE DL
TEFE (SR ARG ) AT 14 R CRAFIER K B DT AT ) s 058 24 R (&
Ja IR FLFNF KA TS G 5 REUR R4 O] JG 24 /NP ) o BRI EAE R4 2:00 K
3:00 (D14) « 47 8:00 22 9:00am (D 24) Z [AJ#AT . 18k WinDas BAFREFHFIRAFRT A EHE -
[0550] 5. fHEMRMATIE (&AL )

[0551] {5tk NI FHEREE T L4 B 5 MR ES 2 RS A G 2 LA G
B (RTRAR) #TVHE . MEBREMMERER QIR AR sl K s3 52k LG
s2 Je s4) BIRF AR AT IO . WVHE/ERL I (BRI R G ) #1T 8 14 R
CRFILFIER KA BE AT RT ) 558 18 K (85 W UROK AL AN ik P v 5 AT BERE i A 5 1
AN ) s B 24 R (—IROKFL BRI K S I 6 KRB JG 48 L G 24 /NI ) o BR T 4E
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D14( FZF 7:30-9:00) & D 24( F4-7:30-9:00) 4F, Fra &4 F4- 8:00 & 9:00am 2 [H]
AT

[0552] 6. MLVRUCEEFTT B3 Bk 911 3% K AG3R TOP-1 Ik S 50 il 2

[0553] 5 24 K (ARSI AR 20 e DL AR 538 5 ), Rk (7B %
W BIRA ) BRI T, MLAEAS (29 800-1000 v 1) [ HE )& 55 A s Ny i ik
EAE AT

[0554] B3 BR 911 KA (55 2.4 5 4) FIINE AEES Li- FFR (UK B4R ) W ik
TR M AEA FFT 2500-3000g B0 10 738 o SRIFULIKEEAR (2D 100w L), FER A
BUR, fBATAE —80°C e — MEEARBRIE ML (L BRI 2 KR #36) .

[0555]  ff¥F TFG-B (5 1-2-3-4-5 ) ME AERE Pl — 3 o MR EEAR H T =E
B MLE . FEARREES, 768 0 R MBR & FE S 30 8. il T4 6000g &0 3
A BRI ITEREA (2 100 w L, B 7oK #52 & #5341 ) I T 20CHEfFE S
T TFG-B S HrHIREATE L. X35 (50 4 ) AP RE RIRAF 6 NH. —SEAS
RS I ( BEARAN IR (IAE TS 4 OB «#2. #5. #9, #10 ;2R IR D6 28 KRR <#53.
#63 ;E3- ALFECTT AR #31. #51 ;911 AbFR[FI9CHT 78 KR #5652, #62 J¢ #64) . TFG-B 7K
*FH N TEG- B 1ELTSA 5l & ( 755 DB100, #it'5 212258 J% 213610,R&D F 4 — vAH ) il
5E o

[0556]  FH T MLy 2 $ ) L v e 8 (58 1-2-3-4-5 2 :50 % ) : £ 9. 7 K3-EDTA( & /b
100 v L) [ PR IURARE AN . S 3 B FEURCER S R AT H AR . S 3L
A0, 45 20 M 2 < 1 T B A /DN AR ML 2T B P P A - B B 2 gl e LE 2R (D24) .
T REAEE S (LA ARSI AR #1028 B3 ZbH 5 H 2 KRR #59. #67 ;2
911 AbFRAYFEIT R KR (#16) , — MRS HRA W 5E .

[0557] 7. 4HfAFIK P

[0558]  %F 24 R (feJa— IR KHAFIFIK N ES G 5 REUSG—RE A 24 /M) (X
WEIE G )  MEBRIMG R (R RLAERT RN ) BER2IHFREDEIRLR LG
B HIWEAREREFAFHRIT -80°ChitfE.

[0559] X1 & K Bl & ARG 2 AR I A O IR, AR EE R A 2B
T 50ml RO, Brid B0 A SR 50 1 1 PUE A BEIR A 3ml PBS, 3EH
Ultra-Turrax 2)2¢ 2% (50 % i SO ) 7EUK FHFT A% . SRIEH 512 T 4°C, 2000x g B0
15 3% 3K EiEwaEd 0. 2 umSartorius 1RSI, 33T S0 CREFEEEN .
[0560]  Zf ff DX 7K ~F- I 8 < MR AR i 3 5 19 77 925, A TFG—a (K B TFG— a ELTSA 7 &,
S5 RTA00, L5 213718, R&D R4 — 7L ). TL-18 (KR TL-1 B ELISA W&, %5
RLB0O, #t 5 212435, R&D F4: - M ) . 1L-6 ( KB, IL-6ELISA kil &, %5 R6000, fit 5
211773.214008 J 214362, R&D FR %, 1LH ) J TFG-B 1 ( A\ TFG-B 1ELTSA il &, % 5
DB100, k5 212258 f 213610, R&D F4t, i EH ) ML AU IIE . 43210 5 2]
WHIT -80°CHELE .

[0561] 8. X 41484 H7

[0562] 5 24 K, WARILK S , BB ALFE 1 3R43 X &t (Ja 2 ) T o5 it .
X B M8 b T 70 R g 2 10 5915 BEAE L o039 (R Bt s B A e o Il R B AR E
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XA TR AR AT b ik BT B VB 545 T A S R F S SRS TRN B BE
YA CH RAETCE RN . ST R, Bl WA i £ o a2 RO T 7S AN T E AT 4
Mo @A BN B IR R MAT 5 8. MRAIE, ER 0 (IR ) & 4(E K% ) .
IS4 H 0 & 28, A TEh) (AAEBORARIE ) (1) [R]— B 1538 R T8 52 AR AT
o

[0563] 9. A%<

[0564]  HH-TRENIEDK, — Rz (#65) 7EMIWESEF )it )5 D23 (D23 iEA AT ) FET:.

[0565]  10. 2519 LFRIA

[0566]  FEREANMS[E] f, BFZHH 10 RO, IrE 45 3 E N BME £+ FIbsiEvidkiE . 2ig
LB A B A RAEF BT B ml Rk, R REHE 4 2R FERES
EHiH & HEMERPET IR nV KRR @ MERBE 2k / 2) BRAK
SPERIEHEATIVAG o A5 R B B E 2 3 A sR A B O RAMIIE [ (Laisat
HR T RAME - LIRI7 T RAYME / AR IR 2 A58 ) * 100] BEATTH
Ho REMUERIA. FE (LEkGR) BEeblnfkil. B RESMAREFKFE (1L-6.
IL-1B . TNF-a & TGF-B 1) LA pg/ml ik, EFKFH TGE-B 1 A pg/ml Kk, BN
B O BVE S BERE B B S R L R T DB S B T B R ) R TBUE F8 30 S s Tl
S (Bl AN SERBR NS MEET R . ST EBCE Sk I R, £
BAREITH (R RKR ) EREBEETH (FERT R KR ) [E2HZEFRAN T E M
it Student t #23REL Mann—Whitney FRAIKL IR AT VA . SE8UEIRITH (SRR KR ) K&
B3 J 911 KM\ WSE SE6 7 2 2 H) 25 22 I 2H P 3 35 M Je ot B2 1) A8 S B0 B AR & e i o
L AEFAT RS SRR ¢ M HEAT IR MG . AN P < 0.05 (MR E R E1 . TSt oimE
1t SigmastatT™ #A3E1T .

[0567] &

[0568] 1. fHEVERM (KAL)

[0569]  WIER 11 A& 8 W IR, D14, FELFRAK MWL SEE . B3 KL 911 Ry KT R4, 1
F PN A 4147 +331.4386 £235.4644 367 f 44681143, SEEAIATT R R4
(D 18 :1511 4398 %f 52794 326mV ;D24 : 1552+ 508 %f 5905+ 345mV) AH L, 7F D18 f D24,
BEREE it FH W W35 37 3mg/kg (10 K ) Ji SR Z I 5 25 PEAIG A% 55 MR S B2 93731 £ —3768mV (411
Hil% :71% ) K —4353mV (] % :74% ). 5L BARIGIT XT KA (D18 11124401 *%f
52794326mV ;D 24 :0+£00 X 5905+ 345mV) #H bk, 7 D18 K& D24, E3 (/£ D14 % D19 & ik
Wi F 1mg/kg) 58 Z1 T & 25 B AR A% 55 1 e B2 24 —4167mV ( #1 % :79% ) Jz —5905mV ( ]I
H1%:100% ) o« HGARBAKIETT TS840 (D18 13471492 X 5279 £326mV ;D24 :547 £307 %f
5905+ 345mV) AHEL, 7F D18 % D24,911 ( 7 D14 Jz D192 R#FkiuiE F 10mg/kg) 381 &
Z PR E M N A3 BN -3932 (HI %6 :74% ) S —5358mV (41l % :91% ) »

[0570] 3K 11. 7EKBSERIBMEICTT R h ik WSt E3 & 911 (2 K :D14-D19) Ja XI5 5E
T s B2 (4 FH

[0571]
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A D14 D18 D24
AR FBR A 267 4147 5279 5905
+331 +326 +345
E3 4644 1112 0
1 mg/kg #PBRAEA  +367 +401 +0
AP EKXE % &
4 % 0 79 100
911 4468 1347 547
10 mg/kg #ABRAFEA  +143 +492 +307
% S
7] % 0 74 91
Bk £ F 4386 1511 1552
3 mg/kg 2 7 A +235 +398 +508
(10 &) % S
4] % 0 71 74

[0572]
[0573]
[0574]
[0575]
[0576]

H A mV RENBME £ FhriEiR

5% 7 D24 FHTWIBE3EE (n=9) 4 &4 n = 10

FRZRE ¢ AL TP < 0. 05 MR FARIAIT R KR

2. fhH

WL 12 KXW 19 BoR 8, H DO 22 D14 BT 035 R M 7, MEL R 5C 1 2 KR,

P E I W 2 PEAIC. D14 (CIEFER ), S AEIS Y 2 R WA BL, Y275 9% 7 28 K B4 T 3 25 P AIK
(289+2 % 217+4g) (Student t # & P << 0.05) ., SRT0, MBI TG L KA, &
(D14) BREER., SLBAKIEBIT TR (26115 X4 218+3g) AL, 4 D17 & D24, fE4
M| WESE VR T4 (43K 3mg/keg HHAT 10 K) AR EEIE 2 % W 25 38 0, e K38 0ok D24 I £
43g. HAIARIATT T 8 (264 5g X 21843¢) #HEL, [ D17 & D24, £ & E3 VAI7 (#
D14 J2 D19 HIk Wi 1mg/ke) &, 74 BE3E 1 e W25 3, B R BG N A D24 B4 46g. 5
LEIARVATT ISHT 9% (26517 XF 218+ 3g) MLk, B D18 & D24, fE48 911 397 (£E D14 K D19
BRIk N HEF 10mg/ke) Ji, A EEE 24 K BB 3 i, BRI NAE D24 FHIZ) 47¢.

[0577]

A

[0578]

R 12, KRR PEIT 2 E3 K 911 FAKATEST (2 K :D14-D19) JExiA
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X |D0 |D3 |D4 |D5 |D6 \D7 |D11|D12 |D13|1)14|
EXF | HKABRAE 197 215 222 232 236 244 272 277 282 289
AKX | A 42 42 +2 42 42 42 42 +2 +2 42
RARBBRANE 199 214 221 230 236 241 229 223 218 217
X¥ X A +2 #2242 +2 2 43 +6 45 45  +4
X R E3 206 222 230 241 243 249 242 237 230 225
1 mg/kg#BA +4 +3 +3 +3 +3 +3 46 46 +5 45
;i
911 201 211 218 227 231 239 234 228 221 218
10 mg/kg ¥Rk +2  +5  £5  #5 #5587 7 46
BT
Bk X F 202 217 225 235 239 246 242 235 227 224
3mgkg£ T +3 +4  +4  +4  +4 4 T +7 46 +5
A (10 X)
A D15 D16 D17 DI8 DI9 D20 D21 D22 D23 D24
XY | HARFHRAX 285 291 297 302 307 308 312 316 321 326
X8 | A +2  +2  +2 43 43 43 43 +3 43  +3
HABIRAE 213 212 211 210 208 210 212 214 216 218
XF R A +4  +4  +3  +3  +3 43 13 +3  +3  +3
X& E3 223 224 227 232 235 238 245 250 257 264
Imgkg#MHA +5 +5 +4 +4 +4 +4 +4  +4  +4  +4
Z@Jﬂ % % % % % % % %
911 217 221 226 229 233 239 246 253 258 265
10 mg/kg #AK +5 +5 +5 +5 +6 +6 +6 +6  +6  +7
ek £F 230 230 231 234 236 241 246 248 253 261
3mgkgZ Pk +4 +5 +4 +4 +4 4 +4 45 +5 +5
A (10 X) * * * * * * %

[0579]  {HLATCRIEAPME £ VEIbriEiR. B 1 D23 Je D24 HI-TMIMSE 193 W% (n
=9) 4N F4n = 10 RE

[0580]  XSZSHE ¢ K356 - P << 0. 05 AFEBAKIATT R R KR

[0581] 3. EAEM

fos82] D14, 3 A7 B AL L DLFR 3 SR (L R AL, 0 13 o SRR 10, £ D14, £ 5%
I AR (AR RS AR M) W R T AR 6 R4 (21040, 05 4
1. 4420, 02mL (Student t K% P < 0.05)) . 5 £ 8 AKIE 7 56 T 4 4L b, 18] % 35
(45K 3mg/ke 2 116 FI AT 10 ) 525 B AIG 2 A A1 45 0. 75mL (D24) (1. 5940, 03ml, %
2. 3440, 08nL) « SEEAEIETTIH RALHILL, B3 (FE D14 J D19 Bk P i 1mg/ke) BT
SE IR ARRL) 0. 37mL (2. T1H0. 09mL XF 2. 34+0. 08mL) o 5L HAKIGTT T RAMILL,
911 (7E D14 J2 D19 # ki 10mg/ke) HRMOF 22538 2 4FRZ) 0. 36mL (2. 70£0. 11mL
*f 2.3440. 08mL)
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[0583] % 13. KEKERIEHEF 40 E3 A 911 Bk kST (2 K :D14-D19) X BARFR

I
[0584]
x D14 D24
FEXF KK AR R A 267 1.44 1.47
+0.02 +0.02
AR IR A 367 2.10 2.34
*H XKL +0.05 +0.08
E3 2.06 2.71
1 mg/kg # R A 36 A +0.03 +0.09
«
911 2.02 2.70
10 mg/kg #ARA A +0.07 +0.11
«
Bk EF 2.08 1.59
3 mg/kg 2 1 3/ +0.06 +0.03
(10 X) *

[0585]  {E LA mL RIANBME + FIIbRAER

[0586] [T D24 H-TWIWESEEaEL (n = 9) 4b, B4 n = 10 R

[0587]  ARZSHR t #5460 " P << 0. 05 WA EARIATT T8 2 KR

[0588] 4. T RIREL

[0589]  IFE 14 W R, 7E D14, FEL B WIWR3E 2 (E3 J 911 ¥RIT IS R4, 7 K 4
B4 5N 10. 1£0.8.8.740.6.10. 24£0. 4 £ 9. 440. 7., H5EBARIGIT T RAMEL, 78
TRE MR 3mg/keg (BT 10 K) &, BIRESE E R 2 025 ARS8 5L (2. 720. 7 X
10. 7£0. 6) , B KFEARLY 8. 0. S& AT R RAAMLEL, E3 (£ D14 [ D19 ## ik i Jit ]
Img/kg) ASELMATETT RHEH (11. 40,4 %5 10. 740.6) « SR VET T RAL, 911 (48
D14 J% D19 # ki 10mg/kg) ASLmaSe¥s & Fa% (10. 9+£0. 7 % 10. 740. 6) #H.

[0590] & 14. KRFERIBPEIRTT 2 E3 J 911 FRllkiEST (2 K :D14-D19) Jakf %47 %45
G|

[0591]
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X D14 D24
AR Bk A 35 10.1 10.7
XP LXK +0.8 +0.6
E3 10.2 11.4
1 mg/kg #ARA A +0.4 +0.4
911 9.4 10.9
10 mg/kg AR A& +0.7 +0.7
Bk £ F 8.7 2.7
3 mg/kg 2 19 36 H +0.6 +0.7
(10 X) *

[0592]  {HUDAAME + “FIbrdEir (9H) KR

[0593] & VT MIRRSESE (n=9) 4b, B4 n = 10 R

[0504]  XEZSHE t #036 - " P << 0. 05 X FAAIRTT I R

[0595] 5. R4 T/KF

[0596]  f3k 15 W W R, 7 D24, HAER T R WA BARVG ST A AH EL, 7E 075 R WAL Bk
BT P A R B AN MR R K3 e K2y 3.5 (IL-1 B ) v4 (TNF-a ) J% 1. 8(TGF-B 1)
o XT AR LA AT TL-6 KV, MBI A L [0 o B35 2 . fE 0 B A @, %
W9 4 40 L R K A ABL s RF TL-6. TL-1 8 « INF-a A2 TGF-B 1 4 5l 4 259. 7438. 5
X 219.2432.4.4802.84+365.5 % 4007.14+380.4.17.8+1.6 %} 18.6+1.9 K&
9735.0+£1219. 8 X 9161. 4+846. 1pg/ml. S5LEBAKIEITHMEL, 724 & PR L 1t
3mg/kg (AT 10 K ) JiF, Wl 2 B2 fH 12 25 PG TGF- B 1 K40 1. 3 £ (7057. 4£335. 6
X 9161. 44846. 1), MIAKAS 1L-6.TNF-a B 1L-18 KF. LT, WERFIMEA L
FAEH . H5ABARGITHMLEL, /£ R 2, E3 (££ D14 & D19 #lik i A 1mg/kg) ASE2MH
IL-6.1L-1B TNF-a BE TGF-B 1 /K. S&BARGIF ML, /84 2,911 (££ D14 J D19
ik P 10mg/ke) N IL-1 B 7K°F (6215. 3+£666. 7 %f 4007. 1 £380.4) . /£ R 2,
X H B A R oK R EH

[0597] K 15. FESERIRMEICTT AR A E3 J2 911 #f ik N vEST (D14 & D19,2 K) Jaxf &

2 M IR AP R AE
[0598] A& R 4HfE A+ K F
[0599]
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EXF XKL XPEXR
BB E3 911 5|k £ F
PARF R A A A 1 mg/kg #Ak | 10 mg/kg # 8k | 3 mg/kg &V
P 36 A M 36 A 67
e | 2986 259.7 234.4 262.5 249.7
) +35.6 | +38.5 +35.2 +42.5 +60.4
g | 13830 | 48023 5060.0 5500.8 4029.1
1P +57.9 | +365.5 +473.5 +625.3 +449.9
4.3 17.8 23.6 29.9 29.9
TNF-a
+2.9 +1.6 +2.5 +4.8 +3.6
5264.7 | 9735.0 9796.7 11053.5 7708.2
TGF-B1
+209.2 | +1219.8 +491.2 +713.3 +293.9
[0600] A7 R ANALE K
[0601]
EXFEXKE | XFEKA
£3 911
) £V 1 . . Bk EF
BAR PR A 2 e 1 mg/kg #8k | 10 mg/kg # 5k 3 me/ke 4 0
m
A A 7.5 v
e | 2864 | 2192 214.6 284.9 295.9
| 4761 | +32.4 +47.2 +38.9 +47.8
6215.3
1342.1| 4007.1 4853.5 3884.4
IL-1B +666.7
+86.1 | +380.4 +605.0 - +534.4
15.7 18.6 21.5 33.4 30.6
TNF-a
+4.8 +1.9 +2.5 +5.7 +5.7
7057.4
5024.8 | 9161.4 9362.7 10861.2
TGF-p1 +335.6
+148.4 | +846.1 +423.4 +604.6 )
[0602]  {E LA pg/ml SR ABEME £ ~“FbriEix
[0603]  BR /XS THAERTT & / #ifhd (G2 ) R R / Bkl (L&) MmBeEFE4 (n

=9) 4N n = 10 R

[0604]  XP&SHE t K050 R EEARVEIT LT R KR P
[0605] 6. f@¥F TGF-B 1 Iz
[0606]
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i, L3 TGE-B 1 K38 (81715. 741984, 1 4 60269. 94+2142.8) . 5L #1757
RAMEE, ERERE N 3mg/kg (BHAT 10 K ) J&, WIWE3E 37 B 25 FEAIR LTS TGF-B 1 /KF
Y1 1.5 f% (57222.243194. 1 X} 81715. 7£1984. 1) . E3( £ D14 }2 D19 # Jik N jiti FH 1mg/
kg) A 911 (£E D14 1 D19 #k it FH 10mg/ke) W2 P& LG TCF-B 1 /K P EAEL E3 K
911 Y97 2 R I At H DR 5 K1 ] 5 2 SRR T JE S R AL A BRI AP AR Y (45
69408. 843926. 7 2 67214. 543649. 4, %} 60269. 9+2142. 8) .

80/90 17T

[0607] 3 16. FERIBPEIT 2 KB E3 J2 911 ik iy vEST (78 D14 J2 D19,2 K ) Ja*f
MLJE TGE-B 1 KR Esm
[0608]
EXHFXKE XFRKA
i . E3 911 Bk X F
N AR . .
BARRIRA LA A 1 mg/kg #Mk | 10 mg/kg #Ak | 3 mg/kg &0
7 & 7 76 25
69408.8 67214.5 57222.2
60269.9 81715.7
+3926.7 +3649.4 +3194.1
TGF-1 | +2142.8 | +1984.1 - - -
[0609]  {iiLA pg/ml R ABME £ “FIIFRAER
[0610] PR T X TAESCA 4 / 8R4 (G2 ) KRR/ BAKA (L8 ) MIEBESE A (n

=9) 48, F4H n = 10 R
[0611]  ASZHF t A5 06  " XL HAKIGIT IR R KR P < 0. 05

[o612] 7. MRS HL
[0613] @ 17 W RA, SLARG YT FIFEITY 28 K U L, Mk 2% 2 50 A g e

ML IRAE B BARIGT T 23 R KR P8 E (Student t K65 P << 0. 05) o 17 20 L4 o, 14T
EALMAMIE AT (Student t K5 P > 0.05) « HEBAKIGIT 555 K HAH L, 725
K& W WESE 3 3mg/kg (HAT 10 R ) &, BIWESE EAR M ILE S E . 5ABAREITIN
KW R HAHEL, E3(£E D14 S D19 ##Ak Wi A Img/ke) AL S E . SE8EGITIN
KA RAMIL, 911 (7£ D14 K D19 #lk N it FH 10mg/ke) AFZM ML %0

[0614] 3R 17. RRFERIBHEIRTT 2 E3 J 911 FIKAFEST (7£ D14 & D19,2 K) JaXf
MESEER (££ D24 J5E )

[0615]
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Gl fifedmfie fhitkd Sty So o AR

X
10°/mm’  10%mm’ g/dl % 10*/mm’
, . 8.7 7.98 15.1 42.6 322
FRT | RAHHA 0.9 0.31 0.7 1.6 89
+0. +0. +0. +1. +
XKR & - - - - -
n=9 n=9 n=9 n=9 n=9
_ . 19.0 7.54 13.2 37.4 10.43
FARBRN
. +0.9 +0.31 +0.7 +1.6 +89
A
n=10 n=10 n=10 n=10 n=10
E3 19.1 7.74 12.9 38.5 827
1 mg/kg ¥ +1.2 +0.17 +0.3 +1.0 +77
BRI 367 n=7 n=3§ n=8 n=8§ n=38
X9 X 911 22.6 7.30 12.1 36.5 799
X& | 10 mg/kg # +2.9 +0.40 +0.7 +2.1 +121
BRA 36 n=8§ n=9 n=9 n=9 n=9
HkEF
21.7 6.93 11.8 35.0 705
3 mg/kg &
. +2.5 +0.31 +0.6 +1.5 +111
v 365
n=9 n=9 n=9 n=9 n=
10 X
[o616] R N ABME £ FHbrdEiR

[0617]
[0618]
[0619]

AT T EEARIBIT I RTT R KR P > 0. 05
7. JG e E =
R 18 P BRI, AT MR R KR P EFEEAA R eEE KTAS

ARG AR T R KR 2 Ja R A A 2R (299004 3. 4320, 11X 1. 9840. 01 2

3.3240.

12 %F 1.9940. 02g) (Student t #IHEL Mann-Withney P < 0.05) . 54 #ik6

ST R A B, FE R R i 3mg/kg (AT 10 K) Ja, ISR F R ERINE 2 HE
(LG R :2.23£0. 04 X 3. 43£0. 11g sfJG 2 :2. 200. 05 %) 3. 3240. 12¢) . HEHE K%
ST R R AL, E3 (£E D14 J D19 FIIk N iEH] 1mg/ke) RBEELE FEERE (Lfa
JE :3.86+0. 14 % 3.43£0. 11g ;47 )5 & :3.7240. 13 %f 3. 3240. 12g) . SEBARIEITIH
K RMAAE, 911 (££ D14 K D19 FEk N 10mg/ke) REFEE MO G EHEE (LG 2

3. 73%0.

[0620]

12 %F 3.4340. 11g ;452 :3.8340. 15 % 3.3240. 122) »
F 18, KRBT R PEIK AN ST (78 D14 & D192 K ) 5 E3 & 911 X5

AEEEMAEA (££ D24 I5E )

[0621]
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). 9.3 R
EXF XK HARBRA A 1.98 1.99
+0.01 +0.02
BARB AR 65 3.43 3.32
+0.11 +0.12
E3 3.86 3.72
X R 1 mg/kg # Bk X 367 +0.14 +0.13
911 3.73 3.83
10 mg/kg #Bk P 765 +0.12 +0.15
k& F 2.23 2.20
3 mg/kg % 1 F +0.04 +0.05
10 & S *

[0622]  fHLATERNNIIME £ “FIFRiHER

[0623] [ 16 THIWEEFI (h=9), &4 n = 10 R

[0624]  XPZSHF t K556 W EBARIRTT IR TR KR P < 0.05

[0625] 8. X- GFZk 9 #r

[0626] TR 19 W BRI, FEABAMIATT IAERTT 2 KRR 22 B8 2H 0. 0£0. 0. &
BARVAIT I3 28 KRB ELA A 15, 11 3, A RAER (2. 440. 3) JEELRE (2.740.3) .
AL (3. 120, 2) Foediia bt (3,340, 2) B s B (25 48 (1. 00, 3) VB TR
(0.840.2) KEFE (1.840.2) . 5& #HAMGITHICT RAML, WIWk 3L (RE N
H 3mg/kg #HAT 10 K ) SR HFEACE AL 10. 7(4.4£0.9 X 15, 1+1.3) « 543k
WBITICT R AL, E3 (£E D14 J D19 #Ik i 1mg/ke) AW ME (14. 2+ 1. 3 5%
15. 1£1.3) . 5LEEGITRISCT R, 911 (££ D14 F D19 # ik N 1 10mg/kg) ASE
M S (15.441.0 % 15. 141, 3) .

[0627] 32 19. RRFERIBMEIHT & HHErkNESS (76 D14 & D192 K ) J& E3 A2 911 Xf X
SRS HIMER (8 D24 )

[0628]
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BLE R TR kay £F .
X B . L FEBA WE  Eo
3 B R Bt AR
X .
wx FAREHK 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
P | +0.0  +0.0 +0.0 +0.0  +0.0 400  +0.0  +0.0
X &
BHRBH®K 24 2.7 1.0 3.1 3.3 0.8 1.8 15.1
A 68 +03 403 +0.3 +02 402 402 402  +1.3
E3
2.0 2.4 0.8 3.3 2.7 1.2 1.8 14.2
1 mg/kg #
e 02 403 +0.2 +03 402  +02  +02  +1.3
R A A
*x% 911
XX | 10mgkg 2.3 2.5 1.0 3.4 33 0.9 2.0 15.4
| BRAKX 103 102 +0.3 0.2 402 402  +02  +1.0
A
wREF 03 0.9 0.7 1.0 1.0 0.1 0.4 4.4
3mgkg£Z  +02  +0.2 +0.3 +0.2 402  +0.1 02  +0.9
in} ﬁ}ﬂ % * % % % *

[0629]  EH /N ABEME £ “FHbrdEiR

[0630] [ T X T-WIWESR SN (n=9), &2 n = 10 R34

[0631]  XEASHF t K00 XA HARIGIT TR KR P < 0. 05

[0632]  Z5ip

[0633]  7E LA EHEARMISLIG AT, E3(HKkIEA 1mg/kg 2 K :D14-D19) & 911 (##llik
M 10mg/kg 2 K :D14-D19) /R 5B FUVEIRAE L, (HAE I /A A oA R W25 1 Bt
RAEH

[0634]  SEfs] 9 S R I IC Y 2 K SR HR AN [ FRI 2:Bt NGF Bk E3 [1E H

[0635]  7FE X7 28 K bR, Ik B 7t B3 5 &R PRI 2 R 7 & [ B 58 JRast— 2D 9T E3
PR BRI BE 77 o T DA B REAR, KRR AT A 38 DATE R DT 98 o A P ARSI 4
T RR BRI R o Ve a1 DY R, BT DL AR FRAE, W sh i e T 52
B R RORERBEALINA 2\, BRSSP R B AT R I . SRS, i LA F#EaR
[, 2658 14 KRG E AT 227K 5k 0. 003mg/kg. 0. 01mg/kg.0. 03mg/kg.0. Img/kg.0. 3mg/kg.
Img/kg BY bmg/kg A E3 Pidk. 7655 16.18.20 K 24 K, S EhMIRI K 5 RN HATHG I . &
M5 55 18 R, HI#h/KEAHFI & E3 XS E B« 7655 14 RIFEG, BRI SN IFRE .
DRI, E5E 14 J2 18 R, Bl 45 8 I E SR BGERK T PR IR, FEESE 14.16.18.20 & 24
RAPIIFVPAG Tk o BB AERR 20-22 h J ] 20-22 IR,

[0636] 3% 20. ERUBMEICTT R AR A FFIE E3 M EFMER M. (KAL) M. K
AR EAE UL mV (B bR R R R 1A
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[0637]
ik 0.003 | 0.01 0.03mg | 0.1mg/ | 0.3 1.0 5.0
mg/kg | mg/kg kg kg mg/kg | mg/kg | mg/kg
g4k | HE 1129.25 | 981.75 | 1007.28 | 963.18 | 1159.30 | 1191.58 | 1067.00 | 896.25
F #) 4R | 143.06 | 71.00 | 66.50 62,12 | 132.76 | 123.44 | 69.73 57.53
Bk
F16x |E 1042.85 | 825.60 | 576.88 | 448.43 | 283.71 | 151.85 | 98.62 79.18
3 A5 | 13051 | 57.94 | 49.71 81.01 | 60.00 26.08 29.17 27.30
BR
gisx | BME 968.10 | 427.43 | 33445 |292.52 |262.96 |194.19 | 17413 |200.42
F ¥ AR 117.85 | 48.55 | 3510 52.36 | 62.32 53.56 88.61 120.15
AR
gw0x | BME 942.18 | 448.00 | 313.13 | 209.48 | 79.74 66.27 71.23 63.57
¥ A% | 10069 |33.73 |61.98 24.43 | 33.18 31.34 42.37 23.47
BR
#ux |BME 913.68 | 724.50 |596.38 |513.60 | 432.45 |176.32 | 19.21 12.35
F 3 A% | 131.29 115.90 | 44.76 63.67 | 70.38 66.61 10.14 12.35
£k
[0638]  FHAS[AIFH/E 5T NGF ik E3 0725 3 A A HIPEH] (3% 20 v o8 ) il

] RN AR S 500 M BEAT Gt 43 DA LU B FH & s 167 S5 4 sh W 5 48 2 ) E ik
E3 VAT IR RENY) Z (R ECX IRIFHIEE o 7320 E3 BT A KA mE R EEM
< 0.0001) o £ & AE LA E (0. 003mg/kg E3) , KA HHIZE 7 W& 1 (p<<0.0001) .
Wk 20 K 20 R T, 5 A SRS IA], H Img/ke FUMA B3 VAT BN PRIE K
FUREE V. IR (R B iy H) e ) N, RS s RE 1K 90% . FHEMIRIRIE E3 ¥RTT
WA FUREE T 0, BARMEER A& T IR 75 BB KA B 7R85 24 K, B 7%k

[0639]

LR i ilR = e Y GERTAL 2 A

PN =i
Fexe

H T 52 K B AL B3 B 1E K O FEARAE S S

N2 Ja KA. KA 0. 003mg/ke 77 & ALIX MR AR HR A 52 /D 38 7 e e o S SR 1

[0640]
[0641]

R 21, R PEIHT 2R KA A R E E3 X8 = 1

86

B,
"

W (RIS 14 K )



i M B
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EXF X Bk 0.003mg/kg | 0.01mg/kg 0.03 mg/kg
¥ ¥AA R HAE PHF| YA FH B A FH YA PR
14 100.00 4% £ |100.00 A3 | 100.00 AF A | 100.00 #F % | 100.00 #AF A
3 0.00 3 3 3
0.00 0.00 0.00 0.00
15 99.53 030 [99.14 037 99.20 0.48 [99.18 043 |10034 0.36
16 102.52 0.45 |9957  0.60 99.58  0.79 [99.33 0.72 |100.89 0.57
17 103.31 0.41 |99.50  0.64 100.46 0.77 |99.69 0.73 |101.80 0.82
18 106.11 0.72 | 100.26  0.93 100.90 1.19 |100.69 0.72 |102.70 0.92
20 109.62 0.85 |101.46  1.22 102.26 1.58 |102.70 1.07 |104.51 0.75
21 110.52 0.93 |102.73  1.49 103.16 1.87 |102.63 1.18 | 105.08 0.98
23 11428 1.19 |104.54  1.92 106.09 1.67 |104.41 1.33 |106.14 1.06
24 11544 115 | 10512  1.92 106.16 1.90 |104.23 1.46 |106.23 1.26
[0642]
0.1 mg/kg 0.3 mg/kg 1.0 mg/kg 5.0 mg/kg
R4 A PHAR|M A FHE | HMEA OF B H A Pk
i 100.0 BR[| 1000 BR[| 1000 AF & |1000 @ AR
0.00 0.00 3 0.00
0.00
15 99.83  0.59 101.05 038 |100.53 037 |101.61  0.41
16 101.07  0.82 102.88 050 [ 10295 0.56 | 104.09  0.60
17 101.89 1.12 10476 070 | 10574 0.76 |106.85  0.79
18 103.69 1.47 10711 078 | 108.46 0.82 |109.53  1.00
[0643]
20 107.36  1.78 11126  0.77 |[113.57 0.83 [11532 1.11
21 108.50  2.01 11331 0.87  [116.71  0.92 [119.11  1.21
23 109.25  2.15 11559 1.38 [12335 113 [12636 1.94
24 108.77  2.08 11558 143  [124.41  1.00 [12725 1.79
[0644] 3% 22. FERURMHEICHT 2 KR R AN FFIE E3 A K52m (R IERIEE 0 K)
[0645]
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FEXF X -V 0.003mg/kg | 0.01mg/kg 0.03 mg/kg
X ¥ ¥MAE R B A PHF A PR ME RY | H A FH
0 100.00 # /& | 100.00 A% | 100.00 #F /& |100.00 A% £ | 100.00 iF &
* 0.00 3 *® *
0.00 0.00 0.00 0.00
1 10045 019 |98.14 0.8 9837 0.35 |98.86 0.33 |98.67 0.34
2 10594 033 | 10175  0.71 102.47 0.59 |102.61 0.40 |102.05 0.53
3 109.29 033 |105.04  1.04 106.54 0.99 | 10629 0.60 |105.31 0.85
4 11313 0.46 | 109.14  1.15 110.09 0.72 | 110.61 0.41 |109.24 0.82
7 12415 070 | 119.90  1.39 12129 132 |121.59 0.72 |117.15 1.36
8 127.82 0.80 | 123.38  1.52 124.44 143 | 12447 124 [118.52 1.89
9 132.40 0.80 |125.50  1.59 12591 1.69 |125.82 1.95 |118.60 2.62
10 13591 0.83 |123.51 177 123.30 247 |123.87 2.59 |115.26 3.19
11 14042 1.13 |119.82  1.98 11955 276 |121.20 2.99 |112.94 3.48
14 15259 1.72 | 11179 1.40 11150 1.87 |111.80 1.65 |108.37 2.75
15 151.87 1.87 |110.82 1.41 110.63 2.05 |110.85 1.44 |108.68 2.45
16 156.47 225 |111.33  1.74 111.08 232 | 11098 1.31 [109.21 2.16
17 157.65 2.08 |111.24  1.62 112.06 236 |111.42 1.66 |110.16 2.03
18 16198 2.71 [112.16 221 112.60 278 |112.54 1.64 |[111.14 2.11
20 167.36 2.93 |113.49 237 114.17 324 |114.82 212 |113.17 2.49
21 168.73 3.07 |114.93  2.62 11525 3.68 |114.76 2.30 |113.80 2.68
23 17451 3.54 |116.96  3.02 11848 3.49 |116.76 2.51 | 114.93 2.62
24 17627 3.50 |117.63  3.13 11858 3.71 | 11656 2.57 |114.99 251
[0646]
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0.1 mg/kg 0.3 mg/kg 1.0 mg/kg 5.0 mg/kg

PE 4 A FEHF| (A FHF | B A FHE YA R
0 100.0 CB#&  |1000 AR 1000 ER 1000 ER

0.00 0.00 0.00 0.00
1 9931  0.61 99.26  0.28 98.81  0.27 9825  0.58
2 102.83  0.73 102.98  0.43 103.18  0.50 101.82  0.53
3 106.26  0.82 106.95  0.50 106.52  0.55 105.47 0.58
4 110.20  0.64 110.50  0.58 11052 0.67 109.29  1.58
7 120.50  1.20 120.03  0.82 121.54 115 119.77 119
8 12348  1.581  |121.38 131 12428 1.59 121.96  1.72
9 125.76  2.47 121.57  2.09 125.60 213 123.04 2.42
10 123.95  3.38 11827 3.07 124.11  2.97 120.00  2.81
11 121.98  3.93 116.02  3.32 12127  3.42 117.97 2.98
14 113.90  2.14 108.43  1.94 111.72 227 111.58  2.59
15 113.65 1.91 109.59  2.12 11230 223 11323 237
16 115.06  2.00 11154 2.02 115.00  2.36 116.06  2.30
17 115.99  2.18 113.57  2.04 118.08 2.32 119.14 2.42
18 118.01 229 116.13  2.14 121.16  2.55 122.14  2.61
20 12217 257 120.62  2.20 126.90 2.87 128.60 2.77
21 123.49  2.90 122.88  2.49 130.41  2.98 132.82  2.84
23 12425  3.02 12536  2.83 137.81  3.09 140.79 2.83
24 123.77  2.80 12533  2.75 138.93 2.76 141.77 2.61

fo6a7] IS A5 NGE 51 3 3297 50 4 00 T PSS A 25 40 17 217 45
A LA BC B ARG 7 I OGRS F 25 52 A E 504K B3 1587 28 30 2 1A e X 3R A5 (1)
R, ARIERIE 14 RINEEHPE (%K 21),0.03mg/kg E3 FIEFEMAEN T ELHL (b
< 0.005) . fEFTAE SR E3 H, &¥0I7 MARERIT R R MM ERZRER (@
==<0.0001) » FHRIERIEE 0 RIEEHIE (K 22),0. 03mg/kg E3 & FEUAE F 1 E#
A4k (p0. 002). fEFTAE SRR E3 1, &3097 M REWRIT R T RN 2 A H 2 702 25
[ (p<0. 00016

[0648] X 5ELHLHFFLAH—EUR 2, H E3 Y097 I OK B 7 AR B R A 42 #h 7KV 97 1
TR BRI (R 22 K] 22). shp b, Bl Ediid E3 W7 RRIKE TR B &R
B, 9P sghr BT EATREARSS T R FIAE A EE I GR 21 K& 21D,

[0640] A=W LR TER

[0650] DA NAMM MR AEE, 3% J8 W, Manassas, 10801University Boulevard, 3
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(5] i Y B2 =W AR 5, o0 (ATCC)

[0651]
- ATCC KBS HRRBH
Eb. 911.3E E3 #24% PTA-4893 200351 A 8H
Eb.pur.911.3E  E3 84% PTA-4894 20031 A 8H
Db. 911.3E E3 &4 PTA-4895 20031 A 8 H

[0652]  #iA Eb. 911. 3E 4wt E3 BRFERT AR X (M) 2 - H IR ;344 Eb. pur. 911. 3E %4 E3
T AR X [ 2 TR, I HLEk4& Db. 911. 3E JN4RHD E3 EHET] AP X (1) 2 A% R

[0653]  iZ ARG E Br A A T & FIRL 7 S FLRURE (1 1 A 0 AR A IS R 45 20D 1A 18
26 2002 Tl 4% o IXARIE T AR58 H BRI 7135 3- M 4EHF 30 4F o SRR A1 s
i 46 £yl lad ATCC 3R13, FFARHE Rinat MRl A 5 Ko ATCC Z R HI B . BTk B 7
TEAEAH 9G35 8 & R R AT B BT AR S5 [ 540 B & R i A FFR, TR A, A MK A
JASSZ PR SFAF AR T 2 TR, FHARIE B 38 B L R R br R A AR YE 35USC 56 122 45 k5
FLAHDCHU I CELFE 45 AR K 88606638 (1) 3TCFR 25 1. 14 19 #12 A ARG 1R,

[0654] AN HIIE (ARER N R B 1 SR AE A 38 S50 T B2, [R50 B B 5250 T B R AR B
BEIR, ST RIIBALE AR 5 — FIRERT 2B . AR R AT 3R 151 AN P Bl VP 33 7 A
RS 214 Je MR e RV 42 BT SE i A R

[0655]  HUiA)F7

[0656]  EHEER[AZ[X (Kabat CDR LAFRIZHK R sChothia CDR DAKAAA K ARMAZR R )

[0657]  QVQLQESGPGLVKPSETLSLTCTVSGESLI G¥DLN WIRQPPGKGLEWIG  HWGDGTID
YNSAVKS RVTTSKDTSKNQFSLKLSSVTAADTAVYYCAR GGYWYATSYYFDY WGQGTLVTVS (SEQ 1D
NO :1)

[0658]  #2EER[AF[X (Kabat CDR PATFRIZEFERIR sChothia CDR DAMIAR K AHMAR IR )

[0659]  DIQMTQSPSSLSASVGDRVTITC RASOSISNNLN WYQQKPGKAPKLLIY YTSRFHS GVPSR
FSGSGSGTDFTETISSLQPEDIATYYC QQEHTLPYTF GQGTKLEIKRT (SEQ IDNO :2)

[0660]  E3 FE4EZEMH CDR

[0661]  CDRHI :GFSLIGYDLN(SEQ ID NO :3)

[0662]  CDRH2 : T TWGDGTTDYNSAVKS (SEQ ID NO :4)

[0663]  CDRH3 :GGYWYATSYYFDY (SEQ ID NO :5)

[0664]  E3 R4 %E{H CDR

[0665]  CDRLI :RASQSISNNLN(SEQ ID NO :6)

[0666]  CDRLZ2 :YTSRFHS (SEQ ID NO :7)

[0667]  CDRL3 :QQEHTLPYT (SEQ ID NO :8)

[0668]  /INGR Ly FEHLAA 911 L CDR

[0669] 911 EE4EFE(H CDR

[0670]  CDRH1 :GFSLIGYDIN(SEQ ID NO :9)

[0671]  CDRH2 :MIWGDGTTDYNSALKS (SEQ ID NO :10)
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[0672]  CDRH3 :GGYYYGTSYYFDY (SEQ ID NO :11)

[0673] 911 %BEZE/H CDR

[0674]  CDRLI :RASQDISNHLN (SEQID NO :12)

[0675]  CDRL2 :YISRFHS (SEQ ID NO :13)

[0676]  CDRL3 :QQSKTLPYT (SEQ ID NO :14)

[0677]  E3 BRI T (5E4)

[0678]  QVQLQESGPGLVKPSETLSLTCTVSGFSLIGYDLNWIRQPPGKGLEWIGIIWGDGTTDYNSAVKSRVTI
SKDTSKNQFSLKLSSVTAADTAVYYCARGGYWYATSYYFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKC
CVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQENWYVDGVEVHNAK TKPREEQENSTF
RVVSVLTVVHQDWLNGKEYKCKVSNKGLPSSTEKTTSKTKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGFYPSDT
AVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK (SEQ 1D
NO :16)

[0679]  3E HEERER T (5EBHTE )

[0680]  DIQMTQSPSSLSASVGDRVTITCRASQSISNNLNWYQQKPGKAPKLLIYYTSRFHSGVPSRESGSGSGT
DFTFTISSLQPEDIATYYCQQEHTLPYTFGQGTKLEIKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHXVYACEVTHQGLSSPVTKSFNRGEC (SEQ 1D
NO :17)

[o681]  3E HEEZ TR FH (EEhiiE )

[0682]  CAGGTGCAGCTGCAGGAGTCTGGCCCAGGACTGGTGAAGCCTTCCGAGACCCTGTCCCTCACCTGCACT
GTCTCTGGGTTCTCACTTATCGGCTATGATCTTAACTGGATCCGACAGCCTCCAGGGAAGGGACTGGAGTGGATTGG
GATTATCTGGGGTGATGGAACCACAGACTATAATTCAGCTGTCAAATCCCGCGTCACCATCTCAAAAGACACCTCCA
AGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCCGCGGACACGGCCGTGTATTACTGTGCGAGAGGAGGTTAT
TGGTACGCCACTAGCTACTACTTTGACTACTGGGGCCAGGGCACCCTGGTCACCGTCTCCTCAGCCTCCACCAAGGG
CCCATCTGTCTTCCCACTGGCCCCATGCTCCCGCAGCACCTCCGAGAGCACAGCCGCCCTGGGCTGCCTGGTCAAGG
ACTACTTCCCAGAACCTGTGACCGTGTCCTGGAACTCTGGCGCTCTGACCAGCGGCGTGCACACCTTCCCAGCTGTC
CTGCAGTCCTCAGGTCTCTACTCCCTCAGCAGCGTGGTGACCGTGCCATCCAGCAACTTCGGCACCCAGACCTACAC
CTGCAACGTAGATCACAAGCCAAGCAACACCAAGGTCGACAAGACCGTGGAGAGAAAGTGTTGTGTGGAGTGTCCAC
CTTGTCCAGCCCCTCCAGTGGCCGGACCATCCGTGTTCCTGTTCCCTCCAAAGCCAAAGGACACCCTGATGATCTCC
AGAACCCCAGAGGTGACCTGTGTGGTGGTGGACGTGTCCCACGAGGACCCAGAGGTGCAGTTCAACTGGTATGTGGA
CGGAGTGGAGGTGCACAACGCCAAGACCAAGCCAAGAGAGGAGCAGT TCAACTCCACCTTCAGAGTGGTGAGCGTGC
TGACCGTGGTGCACCAGGACTGGCTGAACGGAAAGGAGTATAAGTGTAAGGTGTCCAACAAGGGACTGCCATCCAGC
ATCGAGAAGACCATCTCCAAGACCAAGGGACAGCCAAGAGAGCCACAGGTGTATACCCTGCCACCATCCAGAGAGGA
GATGACCAAGAACCAGGTGTCCCTGACCTGTCTGGTGAAGGGATTCTATCCATCCGACATCGCCGTGGAGTGGGAGT
CCAACGGACAGCCAGAGAACAACTATAAGACCACCCCTCCAATGCTGGACTCCGACGGATCCTTCTTCCTGTATTCC
AAGCTGACCGTGGACAAGTCCAGATGGCAGCAGGGAAACGTGTTCTCTTGTTCCGTGATGCACGAGGCCCTGCACAA
CCACTATACCCAGAAGAGCCTGTCCCTGTCTCCAGGAAAGTAA (SEQ ID NO :65)

[0683]  3F Hi m AR &5 M 3% IR - 771

[0684]  CAGGTGCAGCTGCAGGAGTCTGGCCCAGGACTGGTGAAGCCTTCCGAGACCCTGTCCCTCACCTGCA
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CTGTCTCTGGGTTCTCACTTATCGGCTATGATCTTAACTGGATCCGACAGCCTCCAGGGAAGGGACTGGAGTGGA
TTGGGATTATCTGGGGTG ATGGAACCACAGACTATAATTCAGCTGTAAATCCGCGTCACCTCTCAAAAGACACCTC
CAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCCGCGGACACGGCCGTGTATTACTGTGCGAGAGGAGGTT
ATTGGTACGCCACTAGCTACTACTTTGACTACTGGGGCCAGGGCACCCTGGTCACCGTCTCCTCA (SEQ 1D NO :
66)

[0685]  3E R ITIRIT Y (EEIilE)

[0686]  GATATCCAGATGACACAGTCCCCATCCTCCCTGTCTGCCTCTGTGGGTGACCGCGTCACCATCACCTGC
CGCGCATCTCAGTCCATTAGCAATAATCTGAACTGGTATCAGCAGAAGCCAGGCAAAGCCCCAAAACTCCTGATCTA
CTACACCTCACGCTTCCACTCAGGTGTCCCATCACGCTTCAGTGGCAGTGGCTCTGGTACAGATTTCACCTTCACCA
TTAGCAGCCTGCAACCAGAAGATATTGCCACTTATTACTGCCAACAGGAGCATACCCTTCCATATACCTTCGGTCAA
GGCACCAAGCTGGAGATCAAACGCACTGTGGCTGCACCATCTGTCTTCATCTTTCCTCCATCTGATGAGCAGTTGAA
ATCCGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCACGCGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCCGGTAACTCCCAG  GAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAG
CACCCTGACCCTGAGCAAAGCAGACTACGAGAAACACMAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGTT
CTCCAGTCACAAAGAGCTTCAACCGCGGTGAGTGCTAA (SEQ IDNO :67)

[0687]  3E R m] AR &5 % T IR T 71

[0688]  GATATCCAGATGACACAGTCCCCATCCTCCCTGTCTGCCTCTGTGGGTGACCGCGTCACCATCACCTGC
CGCGCATCTCAGTCCATTAGCAATAATCTGAACTGGTATCAGCAGAAGCCAGGCAAAGCCCCAAAACTCCTGATCTA
CTACACCTCACGCTTCCACTCAGGTGTCCCATCACGCTTCAGTGGCAGTGGCTCTGGTACAGATTTCACCTTCACCA
TTAGCAGCCTGCAACCAGAAGATATTGCCACTTATTACTGCCAACAGGAGCATACCCTTCCATATACCTTCGGTCAA
GGCACCAAGCTGGAGATCAAACGC (SEQ 1D NO :68)

[0689] N >4 PR fiff 3L Hh A 1) St 9] S St g B8 R T IR B () I ELRR B8 L1 2 Bl i
B AR AUB AR 525 18 B FEAE 7E A8 HR IS RS i S R Y
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[0001]

[0002]

RIS
110> FANFFPIEE R GE5: A
<120> $T NGF Hu A B HAf A 772
<130> 514712001444

<140> CN 200380109933. 4
<141> 2003-12-24

<150> PCT/US2003/041252
<151> 2003-12-24

<150> US 60/510, 006
<{151> 2003-10-08

<150> US 60/443, 522
<151> 2003-01-28

<150> US 60/436, 905
<151> 2002-12-21

<160> 77

<170> FHT Windows A 4. 0 f¥) FastSEQ

210> 1
211> 120
<212> PRT
213> N3

220>
223> NIk

<400> 1
Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15
Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ile Gly Tyr
20 25 30
Asp Leu Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45

Gly Ile Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Scr Ala Val Lys
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[0003]

50
Ser Arg Val Thr
65
Lys Leu Ser Ser

Arg Gly Gly Tyr

100

Gln Gly Thr Leu
115

210> 2

211> 109
<212> PRT
213> NTFH)|

220>
<223> NItk

<400> 2
Asp Ile Gln Met
1
Asp Arg Val Thr
20
Leu Asn Trp Tyr
35
Tyr Tyr Thr Ser
50
Ser Gly Ser Gly
65
Glu Asp Ile Ala

Thr Phe Gly Gln
100

<210> 3
<211> 10
<212> PRT
213> ANLF4

<220>
223> NTIHJgEfk

Ile
Val
85

Trp

Val

Thr

Ile

Gln

Arg

Thr

Thr

85
Gly

Ser
70
Thr

Tyr

Thr

Gln
Thr
Gln
Phe
Asp
70

Tyr

Thr

55
Lys

Ala

Ala

Val

Ser
Cys
Lys
His
55

Phe

Tyr

Lys

60

Asp Thr Ser Lys Asn Gln

75

Ala Asp Thr Ala Val Tyr

90

Thr Ser Tyvr Tyr Phe Asp

Ser
120

Pro
Arg
Pro
40

Ser
Thr

Cys

Leu

105

Ser
Ala
25

Gly
Gly
Phe

Gln

Glu
105

94

Ser
10

Ser
Lys
Val

Thr

Gln
90
Ile

Leu
Gln
Ala
Pro
Tle
75

Glu

Lys

Ser
Ser
Pro
Ser
60

Ser
His

Arg

Ala
Ile
Lys
45

Arg
Ser

Thr

Thr

Phe

Tyr
110

Ser
Ser
30

Leu
Phe

.eu

Leu

Ser Leu
80

Cys Ala

95

Trp Gly

Val Gly
15

Asn Asn

Leu Ile

Ser Gly

GIn Pro

80
Pro Tyr
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[0004]

<400> 3
Gly Phe Ser Leu Ile Gly Tyr Asp Leu Asn
1 5 10

210> 4
211> 16
212> PRT

213> NLT4
220>

223> NILHEfk

<400> 4

Ile Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Val Lys Ser

1 5 10

<210> 5
<211> 13
<212> PRT
213> NLF%)

<220>
223> NIk

<400> 5

Gly Gly Tyr Trp Tyr Ala Thr Ser Tyr Tyr Phe Asp Tyr

1 5 10

210> 6
Q21D 11

<212> PRT
213> NI

220>
223> NTHzfk

<400> 6

Arg Ala Ser Gln Ser Ile Ser Asn Asn Leu Asn

1 5 10
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210> 7
Q211> 7

<212> PRT
213> AL

<220>
223> AN T HJafk

<400> 7
Tyr Thr Ser Arg Phe His Ser
1 5

<210> 8
211> 9

<212> PRT
Q213> ANLFH)]

£220>
223> AT HaiA

<400> 8
Gln GIn Glu His Thr Leu Pro Tyr Thr
1 5

210> 9

<211> 10

<212> PRT

213> /PFER, Mus musculus)

<400> 9
Gly Phe Ser Leu Ile Gly Tyr Asp Ile Asn
1 5 10

€210> 10
211> 16
<212> PRT
213> PEE

[0005]
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<400> 10
Met Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Leu Lys Ser
1 5 10 15

<210> 11
211> 13
<212> PRT
213> PFER

<400> 11
Gly Gly Tyr Tyr Tyr Gly Thr Ser Tyr Tyr Phe Asp Tyr
1 5 10

<210> 12
211> 11
<212> PRT
213> PMER

<400> 12
Arg Ala Ser Gln Asp Ile Ser Asn His Leu Asn
1 5 10

<210> 13
Q211> 7
<212> PRT
213> PFER,

<400> 13
Tyr Ile Ser Arg Phe His Scr
1 5

<210> 14
211> 9
<212> PRT
213> PFRER

[0006]
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[0007]

<400> 14

GIn Gln Ser Lys Thr Leu Pro Tyr Thr

1

<210
211>

15
15

<212> PRT
213> NTF3

220>

223> NIHJEEIA

<400> 15

5

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1

<210> 16

211> 447
<212> PRT
213> N4

220>

223> NTLHyEik

<400> 16

Gln Val Gln

1
Thr

Asp
Gly
Ser
65

Lys

Arg

Gln

Leu
Leu
Tle
50

Arg
Leu

Gly

Gly

Ser
Asn
35

Ile
Val
Ser

Gly

Thr
115

Leu
Leu
20

Trp
Trp
Thr
Ser
Tyr

100

Leu

5

Gln
Thr
Ile
Gly
Tle
Val
85

Trp

Val

Glu
Cys
Arg
Asp
Ser
70

Thr

Tyr

Thr

Ser Gly

Thr Val

GIn Pro
40

Gly Thr

55

l.ys Asp

Ala Ala

Ala Thr

Val Ser
120

Pro
Ser
25

Pro
Thr
Thr
Asp
Ser

105

Ser

98

10

Gly
10
Gly

Asp

Ser

Thr
90
Tyr

Ala

Leu

Phe

Tyr
lys
75

Ala

Tyr

Ser

Val

Ser

Gly

Asn

60

Asn

Val

Phe

Thr

Lys

Leu

Leu

45

Ser

Gln

Tyr

Asp

Lys
125

Pro
Ile
30

Glu
Ala
Phe
Tyr
Tyr

110
Gly

15

Ser
15

Gly
Trp
Val
Ser
Cys
95

Trp

Pro

Glu

Tyr

Ile

Lys

lLeu

80

Ala

Gly

Ser
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[0008]

Val
Ala
145
Ser
Val
Pro
Lys
Val
225
Phe
Pro
Val
Thr
Val
305
Cys
Ser
Pro
Val
Gly
385
Asp

Trp

His

210> 17

Phe
130
Leu
Trp
[.eu
Ser
Pro
210
Glu
Leu
Glu
Gln
Lys
290
Leu
Lys
Lys
Ser
Lys
370
Gln
Gly

Gln

Asn

Pro
Gly
Asn
Gln
Ser
195
Ser
Cys
Phe
Val
Phe
275
Pro
Thr
Val
Thr
Arg
355
Gly
Pro
Ser

Gln

His
435

211> 214

Leu

Ser
Ser
180
Asn
Asn
Pro
Pro
Thr
260
Asn
Arg
Val
Ser
Lys
340
Glu
Phe
Glu
Phe
Gly

420
Tyr

Ala
Leu
Gly
165
Ser
Phe
Thr
Pro
Pro
245
Cys
Trp
Glu
Val
Asn
325
Gly
Glu
Tyr
Asn
Phe
405

Asn

Thr

Pro
Val
150
Ala
Gly

Gly

Lys

Tyr
Glu
His
310
Lys
Gln
Vet
Pro
Asn
390
Leu

Val

Gln

Cys
135
Leu
[Leu
Thr
Val
215
Pro
Pro
Val
Val
Gln
295
Gln
Gly
Pro
Thr
Ser
375
Tyr
Tyr

Phe

Lys

Ser
Asp
Thr
Tyr
Gln
200
Asp
Ala
Lys
Val
Asp
280
Phe
Asp
Leu
Ar g
Lys
360
Asp
Lys
Ser

Ser

Ser
440

Arg
Tyr
Ser
Ser
185
Thr
Lys
Pro
Asp
Asp
265
Gly
Asn
Trp
Pro
Glu
345
Asn
Ile
Thr
Lys
Cys

425

Leu

99

Ser
Phe
Gly
170
[Leu
Tyr
Thr
Pro
Thr
250
Val
Val
Ser
Leu
Ser
330
Pro
Gln
Ala
Thr
Leu
410

Ser

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Thr

Asn

315

Ser

Gln

Val

Val

Pro

395

Thr

Val

Leu

Ser
140
Glu
His
Ser
Cys
Glu
220
Ala
Met
His
Val
Phe
300

Gly

Ile

Val T

Ser

Glu

380

Pro

Val

Met

Ser

Glu
Pro
Thr
Val
Asn
205
Arg
Gly
Ile
Glu
His
285
Arg

Lys

Glu

Leu
365
Trp
Met
Asp
His

Pro
445

Ser

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp

270

Asn

Val

Glu

Lys

350

Thr

Glu

Leu

Lys

Glu

430
Gly

Thr
Thr
Pro
175
Thr
Asp
Cys
Ser
Arg
255
Pro
Ala
Val
Tyr
Thr
335
Leu
Cys
Ser
Asp
Ser
415

Ala

Lys

Ala
Val
160
Ala
Val
His
Cys
Val
240
Thr
Glu
Lys
Ser
Lys
320
Ile
Pro
Leu
Asn
Ser
400

Arg

Leu
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[0009]

<212> PRT
213> AT FH

220>
223> ANTHygfk

<220>
221> Apfk
<222> 190
<223> Xaa = fF—& I

<400> 17
Asp Ile Gln Met Thr Gln Ser Pro Ser
1 5
Asp Arg Val Thr Ile Thr Cys Arg Ala
20 25
Leu Asn Trp Tyr Gln Gln Lys Pro Gly
35 40
Tyr Tyr Thr Ser Arg Phe His Ser Gly
50 55
Ser Gly Ser Gly Thr Asp Phe Thr Phe
65 70
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln
85
Thr Phe Gly GIn Gly Thr Lys lLeu Glu
100 105
Pro Ser Val Phe Ile Phe Pro Pro Ser
115 120
Thr Ala Ser Val Val Cys Leu Leu Asn
130 135
Lys Val Gln Trp Lys Val Asp Asn Ala
145 150
Glu Ser Val Thr Glu Gln Asp Ser Lys
165
Ser Thr Leu Thr Leu Ser Lys Ala Asp
180 185
Ala Cys Glu Val Thr His Gln Gly Leu
195 200
Phe Asn Arg Gly Glu Cys
210

<210> 18
211> 11

100

Ser
10

Ser

Val
Thr
Gln
90

Tle
Asp
Asn
Leu
Asp
170
Tyr

Ser

Leu

Gln

s Ala

Pro

Ile

75
Glu

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser

Ser

Pro

Ser

60

Ser

His

s Arg

Gln
Tyr
140
Ser
Thr

Lys

Pro

Ala
Ile
l.ys
45

Arg
Ser
Thr
Thr
Leu
125
Pro
Gly
Tyr
His

Val
205

Ser
Ser
30

leu
Phe
Leu
Leu
Val
110
Lys
Arg
Asn
Ser
Xaa

190
Thr

Val
15

Asn
leu
Ser
Gln
Pro
95

Ala
Ser
Glu
Ser
Leu
175

Val

Lys

Gly
Asn
Tle
Gly
Pro
80

Tyr
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser
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[0010]

<212> PRT
213> NTH

220>
223> NTHfF

<400> 18

Arg Ala Ser Gln Ser Ile Ser Asn Asn Leu Asn

1 5

<210> 19
QL T

<212> PRT
213> AL

{220>
223> NTH#E/AE

<400> 19

Tyr Thr Ser Arg Phe His Ser

1 5

<210> 20
211> 11

<212> PRT
213> NTLF%

<220>
223> NTH@EE

<400> 20

Arg Ala Ser Gln Tyr Ile Ser Asn His Leu Asn

1 5

<210> 21
211> 7

<212> PRT
213> NLTFA

220>
223> ALKk
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[0011]

<100> 21
Tyr Thr Ser Arg Phe His Ser
1 5

<210> 22
211> 11
212> PRT

213> NTFH)

220>
223> NLHHfk

<400> 22

Arg Ala Ser Gln Ser Ile Ser Asn Gln Leu Asn

1 5

210> 23

211> 7

(212> PRT
213> N5

220>
223> NTHhygik

<400> 23

Tyr Val Ser Arg Phe His Ser
1 5

<210> 24
211> 11

<212> PRT
213> ANLTRF%

220>
223> NTHygRiA

<400> 24

Arg Ala Phe Gln Ala Ile Ser Asn Gln Leu Asn
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210> 25
Q1 7

212> PRT
213> AN T4

220>
223> ANTHygfk

<400> 25
Tyr Ile Ser Arg Phe His Thr
1 5

210> 26
211> 11

<212> PRT
Q13> ALFH]

220>
223> A T#J A

<400> 26
Arg Ala Phe Gln Ser Ile Ser Asn Gln Leu Asn
1 5 10

210> 27
211> 7

<212> PRT
213> NLTF5

220>
Q23> N _L¥jdfk

<400> 27

Tyr Ala Ser Arg Phe llis Ser
1 5

<210> 28

211> 10

[0012]
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<212> PRT
213> AN_LJF3]

<220>
223> N_L ik

<400> 28
Gly Phe Ser Leu lle Gly Tyr Asp Ser Asn
1 5 10

<210> 29
211> 14
<212> PRT
213> A _LJFA

220>
223> N ¥tk

<400> 29
lle lle Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Leu
1 5 10

<210> 30
211> 10
<212> PRI
213> AN_LF3

220>
223> N LHgik

<400> 30
Gly Phe Ser Leu lle Gly Tyr Asp Leu Asn
1 5 10

<210> 31
211> 14
<212> PRT
213> A _LFA

220>
223> N ¥tk

[0013]
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[0014]

<400> 31

Ile Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Val

1

<210> 32

211> 10

<212> PRT
213> N4

220>
223> N_LHgEfR

<400> 32

Gly Phe Ser Leu Ile Gly Tyr Asp Val Thr

1

<210> 33

211> 14

<212> PRT
213> N7

<220>
223> NTH#JEE

<400> 33

Gly Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Val

1

<210> 34
211> 10
<212> PRT
213> ANTLIT4

220>
223> NTHEEfK

<400> 34

Gly Phe Ser Leu Ile Gly Tyr Asp Val Thr

1

5

5

5

5

105

10

10

10

10
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<210> 35
211> 14

<212> PRT
213> AT F4

<220>
<223> AN LH#J

<400> 35
Gly Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ser Val
1 5 10

<210> 36

<211> 10

212> PRT
213> NTF¥]

220>
<223> NTHJEAK

<400> 36
Gly Phe Ser Leu Ile Gly Tyr Asp Ala Thr
1 5 10

210> 37

211> 11

<212> PRT
213> NTJ55)

<220
<223> AT HyEfk

<400> 37
Gly Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Val
1 5 10

<210> 38
211> 10
<212> PRT

[0015]
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[0016]

213> AN LF3)

<220
223> NI Raiik

<400> 38

Gly Phe Ser Leu Ile Gly Tyr Asp Val Ser
10

1

<210> 39
211> 14

<212> PRT
213> N3

220>
<223> N THJE4E

<400> 39

Ile Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ser Val
10

1

<210> 40
211> 10
<212> PRT
213> NTJ#%

220>
223> NLiggik

<400> 40

Gly Phe Ser lLeu Tle Gly Tyr Asp Tle Ser

1

<210> 41
Q11> 11

<212> PRT
213> NI

220>
<223> N T Hygfk
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<400> 41
Gln Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Scr Scr Val
1 5 10

<210> 42

211> 10

<212> PRT
213> ANTHFAI

<220>
223> NTHyfk

<400> 42
Gly Phe Ser Leu Ile Gly Tyr Asp Ala Ser
1 5 10

<210> 43

211> 14

<212> PRT
213> N3

<220
<223> NI Hsfs

<400> 43
Gly Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ser Val
1 5 10

<210> 11
211> 10
<212> PRT
213> ANTF3I

220>
223> NTHzfk

<400> 44
Gly Phe Ser Leu Ile Gly Tyr Asp Ser Thr
1 5 10

[0017]

108



CN 102746399 B F 5 & 17/30 Tt

<210> 45
211> 14
<212> PRT
213> N4

<2205
<223> N T Hgfk

<400> 45
Ser Ile Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Leu
1 5 10

<210> 46

<211> 13

<212> PRT
213> NT7¥)

220>
<223> NTHytik

<400> 46
Gly Gly Tyr Trp Tyr Gly Thr Ser Tyr Tyr Phe Asp Tyr
1 5 10

<210> 47
211> 13
<212> PRT

213> N4

220>
223> NIHyE

<400> 47
Gly Gly Tyr Tyr Tyr Gly Thr Ala Tyr Tyr Phe Asp Tyr
1 5 10

<210> 48
<211> 13
<212> PRT
213> NTF¥)

[0018]
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[0019]

220>
223> NTHMjfk

<400> 48
Gly Gly Tyr Tyr Tyr Gly Thr Thr Tyr Tyr Phe Asp Tyr
1 5 10

<210> 49

211> 13

<212> PRT
213> ANTLF4)

<220>
223> NTItygdik

<400> 49
Gly Gly Tyr Tyr Tyr Ala Thr Ser Tyr Tyr Phe Asp Tyr
1 5 10

<210> 50
211> 9

<212> PRT
213> N T3

220>
<223> NTHEiA

<400> 50
Gln Gln Glu Lys Thr Leu Pro Tyr Thr
1 5

<210> 51

211> 9

<212> PRT
213> AL

<220>
<223> N TH3Efk
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[0020]

<400> 51
Gln Gln Glu Ala Thr Leu Pro Tyr Thr
1 5

<210> 52

211> 13

<212> PRT
213> ANLFF31

220>
223> Ntk

<400> 52

Gly Gly Tyr Trp Tyr Ala Thr Ser Tyr Tyr Phe Asp Tyr

1 5

210> 33

211> 9

<212> PRT
213> NTFA

<220>
223> NI fyatix

<400> 53
GIn GIn Glu Arg Thr Leu Pro Tyr Thr
1 5

<210> 54
211> 13
<212> PRT
213> NLTF%)]

220>
223> NItk

<400> 54

Gly Gly Tyr Trp Tyr Ala Thr Ser Tyr Tyr Phe Asp Tyr

1 5
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[0021]

<210> 55
211> 9

<212> PRT
213> ANTJT4

<220>
<223> N TLHJEfk

<400> 55
Gln Gln Glu His Thr Leu Pro Tyr Thr
1 5

<210> 56
211> 13
<212> PRT
213> ANLF41

220>
223> AT Higih

<400> 56

Gly Gly Tyr Trp Tyr Ala Thr Ser Tyr Tyr Phe Asp Tyr

1 5 10

<210> 57
211> 9

<212> PRT
213> ANTJ74

220>
223> NL#hgfs

<400> 57
Gln Gln Glu Ser Thr Leu Pro Tyr Thr
1 5

<210> 58
<211> 13
<212> PRT
213> AN LJF3
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<220>
223> NTHyAk

<400> 58
Gly Gly Tyr Trp Tyvr Ser Thr Ser Tyr Tyr Phe Asp Tyr
1 5 10

<210> 59

211> 9

<212> PRT
213> AT

{220>
223> NT R

<400> 59
Gln Gln Glu Lys Thr Leu Pro Tyr Thr
1 5

<210> 60
<211> 13

<212> PRT
<213> NLFH

<220>
<223> A THIzE

<400> 60
Gly Gly Tyr Tyr Tvr Ala Thr Ser Tyr Tyr Phe Asp Tyr
1 5 10

<210> 61
211> 9

<212> PRT
213> N5

<220>
<223> NTHIEEAK

<400> 61
Gln GIn Glu Arg Thr l.eu Pro Tyr Thr

[0022]
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<210> 62
211> 13
<212> PRT
213> NLTFH)

<220>
<223> AT

<400> 62
Gly Gly Tyr Trp Tyr Ala Thr Ser Tyr Tyr Phe Asp Tyr
1 5 10

<210> 63
211> 9

<212> PRT
213> NLF¥]

<220>
223> NTHEfE

<400> 63
Gln Gln Glu Arg Thr Leu Pro Tyr Thr
1 5

<210> 64
211> 13
<212> PRT
213> AR

<220>
223> NTHEAE

<400> 64

Gly Gly Tyr Tyr Tyr Ala Thr Ser Tyr Tyr Phe Asp Tyr
1 5 10

<210> 65

<211> 1344

[0023]
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[0024]

<212> DNA

213> NITF3

220>

223> N _L Mk

<400> 65

caggtgcage
acctgeactg
ccagggaagg
tcagctgtca
aagctgaget
tggtacgcea
tcagcctccea
gagagcacag
tcctggaact
Ltecaggtetel
acctacacct
agaaagtgtt
tteetgttee
tgtgtggteg
ggagtggagg
agagtggtga
tgtaaggtgt
ggacagccaa
aaccaggtgt
tgggagtcca
gacggatccet
aacgtgttet
ctgteectgt

<210> 66

<211> 363
<212> DNA
213>

220>
223>

<100> 66

tgcaggagte
tetetgggtt
gactggagtg
aatccegegt
ctgtgaccge
ctagctacta
ccaagggece
cegeeetggg
ctggegetet
actlcecetleag
gcaacgtaga
gtgtggagtg
cteccaaagee
tggacgtgte
tgcacaacgc
gegtgetgac
ccaacaaggg
gagagccaca
ccctgacctg
acggacagcc
tettectgta
cttgtteegt

ctccaggaaa

NIF#H

N T

tggccecagga
ctecacttate
gattgggatt
caccatctca
cgeggacacg
ctttgactac
atctgtettce
ctgeectggte
gaccagecgge
cageglggly
tcacaagcca
tccacettgt
aaaggacacc
ccacgaggac
caagaccaag
cgtggtgeac
actgeecatee
ggtgtatacc
tctggtgaag
agagaacaac
ttccaagetg
gatgcacgag
gtaa

ctggtgaage
ggetatgate
atctggggty
aaagacacct
geegtgtatt
tggggcecagg
ccactggecce
aaggactact
gtgcacacct
accglgecal
agcaacacca
ccageccecete
ctgatgatct
ccagaggtge
ccaagagagg
caggactgge
agcatcgaga
ctgccaccat
ggattctate
tataagacca
accgtggaca

geeetgeaca

cttcegagac
ttaactggat
atggaaccac
ccaagaacca
actgtgegag
gcaccetggt
catgctceeg
tceccagaace
tcccagetgt
ccageaactl
aggtcgacaa
cagtggeegg
€cagaacceo
agttcaactg
agcagttcaa
tgaacggaaa
agaccatctce
ccagagagga
catccgacat
ccectecaat
agtccagatg

accactatac

cetgteccte
ccgacagecet
agactataat
gttctecetg
aggaggttat
caccgtetee
cagcacctcee
tgtgaccgtg
cctgecagtce
cggeacceeag
gaccgtggag
accatecegtg
agaggtgacce
gtatgtggac
ctccacctte
ggagtataag
caagaccaag
gatgaccaag
cgeegtggag
gctggactcee
geageaggga
ccagaagage

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1344

caggtgcage tgecaggagte tggeccagga ctggtgaage cttecegagac cetgteccete 60

acctgcactg tctctgggtt ctcacttate ggetatgatc ttaactggat ccgacageet 120

ceagggaagg gaclggaglg gallgggall alelgggglyg alggaaccac agaclataatl 180
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[0025]

tcagctgtca aatcccgegt caccatctca aaagacacct ccaagaacca gttctccetg 240

aagctgaget ctgtgaccge cgeggacacg geegtgtatt actgtgegag aggaggttat 300

tggtacgeca ctagctacta ctttgactac tggggecagg geaccetggt caccgtetee 360

Lca

<210> 67
<211> 645
<212> DNA
<213>

220>
223>

<100> 67

gatatccaga
atcacctgee
ggcaaagccce
cgetteagtg
gaagatattg
ggecaccaage
tctgatgage
ccacgegagg
gagagtgtca
ctgagcaaag

ctgagttcte

<210> 68
<211> 324
<212> DNA
213>

<220>
223>

<400> 68

gatatccaga
atcacctgee
ggeaaageee
cgettecagtg
gaagatattg

ggcaccaagce

<210> 69
211> 98

ANIFFI

ARy ik

tgacacagtc
gcgeatcetea
caaaactecct
gcagtggete
ccacttatta
tggagatcaa
agttgaaatc
ccaaagtaca
cagagcagga
cagactacga

cagtcacaaa

NI

AT

tgacacagtce
gcgeatetea
caagaclcet
gcagtggete
ccacttatta

tggagatcaa

cceatectee
grcecattage
gatctactac
tggtacagat
ctgcecaacag
acgcactgtg
cggaactgece
gtggaaggtyg
cagceaaggac
gaaacacmaa

gagcttcaac

cccatectee
gtccattage
galclaclac
tggtacagat
ctgecaacag

acge

ctgtetgeet
aataatctga
acctcacget
ttcaccttea
gagcataccc
getgeacceat
tetgttgtgt
gataacgccec
agcacctaca

gtetacgecet
cgeggtgagt

ctgtetgeet
aataatctga
accleacgel
ttcaccttea

gagcatacce

116

ctgtgggtga
actggtatca
tccactcagg
ccattageag
ttccatatac
ctgtetteat
geetgetgaa
tccaatcegg
gectcageag
gegaagteac

gctaa

ctgtgggtga
actggtatca
Lccactleagg
ccattageag

ttccatatac

ccgegteace
gcagaagecea
tgtcccatca
cctgeaacca
cttcggtcaa
ctttecteea
taacttctat
taactcccag
cacccetgace

ccatcaggge

ccgegteace
gcagaagceca
Lgleecalea
cctgecaacca

ctteggteaa

363

60

120
180
240
300
360
420
480
510
600
645

60

120
180
210
300
324
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[0026]

<212> PRT
<213> A (Homo sapiens)

<400> 69
Gln Val Gln Leu Gln Glu
1 5
Thr Leu Ser Leu Thr Cys
20
Tyr Trp Ser Trp Ile Arg
35
Gly Tyr Ilc Tyr Tyr Scr
50
Ser Arg Val Thr Ile Ser
65 70
Lys Leu Ser Ser Val Thr
85
Arg Gly

<210> 70

<211> 120
<212> PRT
213> NI

<220>
<223> NTL#JEK

<400> 70
Gln Val Gln Leu Gln Glu
1 5
Thr Leu Ser Leu Thr Cys
20
Asp Ile Asn Trp Ile Arg
35
Gly Met Ile Trp Gly Asp
50
Ser Arg Val Thr Ile Ser
65 70
Lys Leu Ser Ser Val Thr
85
Arg Gly Gly Tyr Tyr Tyr
100
Gln Gly Thr Leu Val Thr

Ser

Thr

Gln

Gly

55
Val

Gly
Val
Pro
40

Ser

Asp

Pro

Ser

25

Pro

Thr

Thr

Ala Ala Asp

Ser
Thr
Gln
Gly
55

Val
Ala

Gly

Val

Gly
Val
Pro
40

Thr

Asp

Pro

Ser

25

Pro

Thr

Thr

Ala Asp

Thr

Ser

Ser
105

Gly
10

Gly
Gly
Asn

Ser

Thr
90

Gly
10

Gly
Gly
Asp
Ser
Thr

90
Tyr

117

Leu Val
Gly Sor
Lys Gly
Tyr Asn
60
Lys Asn

75
Ala Val

Leu Val
Phe Ser
Lys Gly
Tyr Asn

60
Lys Asn
75

Ala Val

Tyr Phe

Lys
Ile
Leu
45

Pro

Gln

Tyr

Leu
Leu
45

Ser
Gln

Tyr

Asp

Pro
Ser
30

Glu
Ser

Phe

Tyr

s Pro

Ile
30

Glu
Ala
Phe

Tyr

Tyr
110

Ser
15

Ser
Trp
Leu

Ser

Cys
95

Ser
15
Gly

Leu

Ser

Cys
95

Glu

Tyr

Ile

Lys

Leu

80
Ala

Glu
Tyr
Ile
Lys
Leu
80

Ala

Gly
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[0027]

<210> 71
211> 12
<212> PR

115

0
T

213> NLF%

<220>

223> NTHIEfK

<400> 71

Gln Val
1

Thr Leu

Asp Ile

Gly Met
50

Ser Arg

65

Lys Lcu

Arg Gly

GIn Gly

210> 72
211> 12
<212> PR

Gln
Ser
Asn
35

Ile
Val
Ser

Gly

Thr
115

0
T

Leu
Leu
20

Trp
Trp
Thr
Ser
Tyr

100

lLeu

213> NLF%

220>

223> NTHIEE{K

<400> 72

GIn Val Gln Leu Gln Glu Ser Gly

1

Thr Leu Ser Leu Thr Cys Thr Val

Asp Leu Asn Trp Ile Arg Gln Pro

20

Gln

Thr

Ile

Gly

Ile

Val

85

Tyr

Val

5

Glu

Cys

Arg

Asp

Ser

70

Thr

Tyr

Thr

Ser
Thr
Gln
Gly
25

Lys
Ala

Gly

Val

Gly Pro Gly
10
Val Ser Gly
25
Pro Pro Gly
10
Thr Thr Asp

Asp Thr Ser
Ala Asp Thr
90
Thr Ser Tyr
105

Ser
120

10

25

118

Leu Val
Phe Ser
Lvs Gly
Tvr Asn

60
Lys Asn
75

Ala Val

Tyr Phe

Lys
Leu
Leu
15

Ser
Gln

Tyr

Asp

Pro Gly Leu Val Lys

Ser Gly Phe Ser Leu

Pro

Ile

Glu

Ala

Phe

Tyr

Tyr
110

Ser
15

Gly
Trp
Leu
Ser
Cys

95
Trp

Glu
Tyr
Tle
Lys
Leu
80

Ala

Gly

Pro Ser Glu

15

Ile Gly Tyr

30

Pro Gly Lys Gly Leu Glu Trp Ile
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35 40 45

Gly lle lle Trp Gly Asp Gly Thr Thr Asp Tyr Asn Ser Ala Val Lys
50 55 60
Ser Arg Val Thr Tle Ser lys Asp Thr Ser lLys Asn GIn Phe Ser leu
65 70 75 80
Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95
Arg Gly Gly Tyr Tyr Tyr Gly Thr Ser Tyr Tyr Phe Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser

115 120

<210> 73
211> 95
<212> PRT
213> A

<400> 73

Asp lle GIn Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5) 10 15

Asp Arg Val Thr Tle Thr Cys Gln Ala Ser Gln Asp Tle Ser Asn Tyr

20 25 30
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Leu Glu Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro

65 70 75 80

Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Asn Leu Pro

<210> 74
211> 109
<212> PRT
213> N7

220>
<223> N THJgE K

<400> 74
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

[0028]

119
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[0029]

1 5

Asp Arg Val Thr Tle
20

Leu Asu Trp Tyr Glu

35
Tyr Tyr Ilc Scr Arg
50

Ser Gly Ser Gly Thr

65

Glu Asp Ile Ala Thr

85

Thr Phe Gly Gln Gly

100

<210> 75
211> 109
<212> PRT
213> NITF5

<220>
223> N T Mk

<400> 75
Asp lle Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Tyr Gln

35
Tyr Tyr Thr Ser Arg
50

Ser Gly Ser Gly Thr

65

Glu Asp Ile Ala Thr

85

Thr Phe Gly Gln Gly

100

210> 76
<211> 1429
<212> DNA
213> NLFH

Thr
Gln
Phe
Asp
70

Tyr

Thr

Gln

Thr

Gln

Phe

Asp

70

Tyr

Thr

Cys
Lys
His
55

Phe

Tyr

Lys

Ser

Cys

His
55
Phe

Tyr

Lys

Arg
Pro
40

Ser
Thr

Cys

Leu

Pro
Arg
Pro
40

Ser
Thr

Cys

Leu

Ala
25

Gly
Gly
Phe

Gln

Glu
1045

Ser
Ala
25

Gly
Gly
Phe

Gln

Glu
105

120

10

Ser

Lys

Val

Thr

Gln

90
Ile

Ser
10
Ser

Val

Thr

Gln ¢

90
Ile

Gln
Ala
Pro
Ile
75

Ser

Lys

Leu

Gln

Ala

Pro

Ile

Asp
Pro
Ser
60

Ser

Lys

Arg

Ser
Ser
Pro
Ser
60

Ser

Lys

s Arg

Tle Ser
30

Lys Leu

45

Arg Phe

Ser Leu

Thr Leu

Thr

Ala Ser
Ile Ser
30
Lys lenu
Arg Phe
Ser Leu

Thr Leu

Thr

15

Asn His

Leu Ile

Ser Gly

Gln Pro

80
Pro Tyr
95

Val Gly
15

Asn Asn
Leu Tle
Ser Gly
Gln Pro

80
Pro Tyr
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[0030]

220>

<223> AN LHggtfh

<400> 76

atggccacceg
ccacaggagg
tcecgagacce
aactggatcc
ggaaccacag
aagaaccagt
tgtgcgagag
accctggtea
tgetcececgea
ccagaacctg
ccagctgtee
agcaactteg
gtcgacaaga
gtggeeggac
agaaccccag
ttcaactggt
cagttcaact
aacggaaagg
accatctcca
agagaggaga
tcegacateg
cctecaatge
tccagatgge
cactataccc

210> 77

211> 729
<{212> DNA
213>

220>
223>

220>
221>
222>
223>

misc

646

actccagaac
ccagcegctea
tgtccctecac
gacagcctee
actataatte
tctecctgaa
gaggttattg
cegtetecte
gcacctecega
tgaccgtgte
tgcagtccte
gcacccagac
ccgtggagag
catcecgtgtt
aggtgacctg
atgtggacgg
ccaccttcag
agtataagtg
agaccaaggg
tgaccaagaa
ccgtggagtg
tggactcega
agcagggaaa

agaagagcct

A3

N THggE A

feature

m - Azl C

cteetggetg
ggtgeagetg
ctgcactgte
agggaaggga
agctgtcaaa
gctgagetet
gtacgccact
agcctecace
gagcacagcce
ctggaactcet
aggtctctac
ctacacctge
aaagtgttgt
cctgtteeet
tgtggtggtyg
agtggaggtg
agtggtgage
taaggtgtee
acagccaaga
ccaggtgtee
ggagtccaac
cggatectte
cgtgttctet
gtceetgtet

ctgacagtgt
caggagtctg
tctgggttet
ctggagtgga
tceegegtea
gtgaccgecg
agctactact
aagggccceat
gcectggget
ggegetetga
tcecteagea
aacgtagatce
gtggagtgtce
ccaaagecaa
gacgtgtcce
cacaacgecea
gtgctgaceg
aacaagggac
gagccacagg
ctgacctgte
ggacagccag
ttcetgtatt
tgtteegtga
ccaggaaagt

121

ccctgetgtg
gececaggact
cacttatcgg
ttgggattat
ccatctcaaa
cggacacgge
ttgactactg
ctgtetteee
geetggteaa
ccageggegt
gegtggtgac
acaagccaag
caccttgtecc
aggacacecet
acgaggaccc
agaccaagec
tggtgcacca
tgccatcceag
tgtataccct
tggtgaaggg
agaacaacta
ccaagctgac
tgcacgagge

aattctaga

tetgetgtgg
ggtgaagect
ctatgatcett
ctggggtgat
agacacctcce
cgtgtattac
gggeeaggge
actggeecca
ggactactte
gcacacctte
cgtgccatce
caacaccaag
agcccecctecea
gatgatctce
agaggtgcag
aagagaggag
ggactggetg
catcgagaag
gccaccatce
attctatcca
taagaccacc
cgtggacaag

cctgeacaac

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1429
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<400> 77

atggccaccg
ccacaggagg
gtgggtgace
tggtatcage
cactcaggtg
attagcagcc
ccatatacct
gtcttecatet
ctgctgaata
caatccggta
ctcagcagca
gaagtcaccce

taattctag

actccagaac
ccagcegetga
gegtcaccat
agaagccagg
tcecatcacg
tgcaaccaga
tcggtcaagg
tteetecate
acttctatee
actcccagga
ccetgacecet

atcagggcect

cteetggetg
tatccagatg
cacctgeege
caaagccccea
cttcagtgge
agatattgcce
caccaagctg
tgatgagcag
acgegaggec
gagtgtcaca
gagcaaagca

gagttcteca

ctgacagtgt
acacagtcce
gcatctcagt
aaactcctga
agtggetetg
acttattact
gagatcaaac
ttgaaatccg
aaagtacagt
gagcaggaca
gactacgaga

gtcacaaaga

122

ccetgetgtg
catcctcecet
ccattagcaa
tctactacac
gtacagattt
gccaacagga
gcactgtgge
gaactgccte
ggaaggtgga
gcaaggacag
aacacmaagt

gcttcaacceg

tctgetgtgg
gtetgeetet
taatctgaac
ctcacgcette
caccttcacce
gcatacccett
tgcaccatct
tgttgtgtge
taacgcccete
cacctacage
ctacgecctge

cggtgagtge

60

120
180
240
300
360
420
480
540
600
660
720
729
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Db.911.3E 474 7 R4k DNA

% L Ad Vector NTI =4
http://www.informaxine.com/
VNTDATE | 285871584 |

VNTDBDATE | 285873257 |
VNTAUTHORNAME | Demo User |
Sequence 1429 Bp; 331

atggccaccg
ccacaggagqg
‘tccgagacce
aactggatce
ggaaccacag
aagaaccagt
tgtgcgagag
accctggtea
tgectocegea
ccagaacctg
ccagetgtee
agcaacttcg
gtecgacaaga
gtggecggac
agaaccceag
ttcaactggt
cagttcaact
aacggaaagg
accatctcca
agagaggaga
tcecgacatceg
ccteccaatge
tccagatgge
cactataccc

actccagaac
ccagegeteca
tgtcectecace
gacagcctee
actataattce
tctecctgaa
gaggttattg
ccgtecteocte
gcacctooga
tgaccgtgte
tgecagtcectce
gcacccagac
ccgtggagag
catccegtgtt
aggtgacctg
atgtggacgg
ccaccttcag
agtataagtg
agaccaaggg
tgaccaagaa
ccgtggagtg
tggactccga
agcagggaaa
agaagagcct

S SRl
Mo
MM
HH R

g m M om
e L e
M Mo
HOE R
wOo

S a O
vwOo
B

B BB
Sof S|P
A A L
1 P=RC] L IS
el BlGlE
- NM™M <t LW

B IA-IB (2 )

s 1429

BP.

A; 440 C; 380 G; 278 ¢t;

cteetggetg
ggtgcagetg
ctgcactgte
agggaaggga
agctgtcaaa
getgagetet
gtacgeccact
agccteccace
gagcacagce
ctggaactct
aggtctctac
ctacacctgc
aaagtgttgt
cctgttecct
tgtggtggty
agtggaggtyg
agtggtgage
taaggtgtcc
acagccaaga
ccaggtgtoc
ggagtccaac
cggatcette
cgtgttetet
gtccectgtet

ctgacagtgt
caggagtctg
tetgggttet
ctggagtgga
tccegegtea
gtgaccgeeg
agctactact
aagggcecat
geectggget
ggcgetetga
tecectcagea
aacgtagate
gtggagtgte
ccaaagccaa
gacgtgtece
cacaacgcca
gtgctgaccyg
aacaagggac
gagccacagg
ctgacctgte
ggacagccag
ttcetgtatt
tgtteegtga
ccaggaaagt

Kl 2

125

ccctgetgtg
gceccaggact
cacttatcegg
ttgggattat
ccatctcaaa
cggacacggce
ttgactactg
ctgtetteec
gcetggtcaa
ccageggegt
gegtggtgac
acaagccaag
caccttgtee
aggacaccct
acgaggaccc
agaccaagcce
tggtgcacca
tgceatcceag
tgtataccct
tggtgaaggg
agaacaacta
ccaagctgac
tgecacgagge
aattctaga

tetgetgtgg
ggtgaagcet
ctatgatctt
ctggggtgat
agacacctec
cgtgtattac
gggccaggge
actggeccca
ggactacttc
gcacacctte
cgtgecatee
caacaccaag
agcecceteca
gatgatctece
agaggtgcag
aagagaggag
ggactggetg
catcgagaag
gccaccatec
attctatcca
taagaccacc
cgtggacaag
cctgecacaac

60
120
180
240

360
420
4890
540
600
660
720
7890
840
900
960
1020
1080
1140
1200
1260
1320
1380
1420



& 48 BT EF B13.5 TG A2 TA4%# NGF #4.45%

R A A= X & NGF 893 & - R B

300

250

200

A\

-
u
(=]

AN

—e—hNGF

fury
(=4
(=]

A\

—o—~ rNGF

R E A

%4}
o

AN

10

0.4
0.08

0.016

NGF (ng/ml)

0.0032

K 4
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A i h g Tc[‘
CN 102746399 B Ww OB B OM 4/23 T
Eb.911.3E 4/ # R4k DNA ¢ i 729 BP.
X8 Vector NTI F4&
http://www.informaxine.com/
VNTDATE | 285871514 |
VNTDBDATE | 285872959 |
VNTAUTEORNAME | Demo User |
Sequence 729 BP; 182 A; 231 C; 161 G; 154 t; 1 other;
atggccaccyg actccagaac ctectggotyg ctgacagtgt ccotgotgtg tetgetgtgg 60
ccacaggagg ccagegotga tatccagatg acacagtcce catcctecet gtctgectet 120
gtgggtgacc gecgtcaccat cacctgecge gecatctcagt ccattagcaa taatctgaac 180
tggtatcagc agaagccagyg caaagcccca aasactectga teotactacac ctcacgeotte 240
cactcaggtg tcccatcacg cttecagtgge agtggetetg gtacagattt cacotteéace 300
attagcagee tgcaaccaga agatattgec acttattact goccaacagga geataccett - 360
ccatatacct tcggtcaagyg Caccaagctg gagatcaaac gcactgtgge tgcaccatct 420
gtettecatet ttectecate tgatgageag ttgaaateceg gaactgeoctce tgttgtgtge 480
ctgctgaata acttctatcce acgcgaggece aaagtacagt ggaaggtgga taacgcccte 540
caatccggta actcccagga gagtgtcaca gagcaggaca gcaaggacag cacctacagce 600
ctcagcagca ccctgaccet gagcaaagca gactacgaga aacacmaagt ctacgectge 660
gaagtcacce atcagggect gagttotcca gtcacaaaga gettcaaccg cggtgagtge 720
taattctag 729
K3
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AE 48 N BPRE B13. 5 TG A Z04R #i NGF 84 4%
A4 0. 4ng/m1 A NGF (~15pM) &,
a-NGF (Fab) & BB/

350
300
250 e 'LL:-/\/ %
§ f [ [ ~—+—911 Fab
- 200 —r—H19-L129
i3 / / / / —&— 8L2-6D5
g 150 / / / / Sl
——3E
5 100 / / . /ﬁ
50
0 —&4£_;_—.—.-! :K ‘
2 8 8 3 8 8 g 3
o Food 4 4 Lo d I
Ab (nM)

48 BT AT B13. 5 TG A2 TARM NGF &4 475
* A4 0.04ng/m1 A NGF (~1.5pM) W,
o-NGF (Fab) #4FeBi4k Al

160
140 x
120 ~ A =
w 100 / . 911
R\ / / —&~- H19-1129
® 80 d—r s £- =~ |—*—8L2-6D5
£ 60 —e--3C
a0
20 .
0 ~ ' e g
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s § 8 8 § § & ¢
~ < © ~ ” © ™ o
Ab (nM)
Kl 5

127



CN 102746399 B

i

)

B

6/23 T
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350
300

250

N
(=]
o

[y
wu
(=]

50

FE 48 JEF

B B13. 5 TG AP TAR#i NGF &y 47

A7 0.4ng/ml X & NGF (~15pM) &,

a-NGF (Fab) #FLBF4E A

e

Vi

// / / /( —— H19-1.129
by, =

—4—911

\

!
L\
l\\.,
l\\

2.00E+01
4.00E+00

8.00E-01

1.60E-01
3.20E-02

Ab (nM)

6.40E-03
1.28E-03

0.00E+00

F& 48 JNBFEY B13. 5 TG A4 L UAR#i NGF &9 4%

A4 0.04ng/ml X & NGF (~1.5pM) K,

a-NGF (Fab) #FEBi4E A

128

120
100
W 80 —e—0911
W ¥ || = His-L129
:% 60 - 4 |-—&— 8L2-6D5
g e 3C
ﬁ 40 ~{ |~—e—3E
™ 20
Q ._ - S e —— e g g+ enm
8 8 3 3 3§ 3 g 3
- T T SR
s 8 & =© R’ § & ¢
~ < 0 — ™M o) — g
Ab (nM)
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Rt E e 18
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35 RS20, 01mg/kg)

(4]

H 3 NGF 34k B3 F KB 2 B
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12 i

%
HE
e
¥
'3
B

528 N=8

P<0.005
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