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HIIZH( A F=&) e "Qiztsl Fel= vA HZ2Ed {9 HA LS shsle 7IvE WY =
259, d9F2EY AlE T olo] dH(4AY, Fv, Fab, Fab', F(ab'), & IA2 t& &9 A =4
< (subsequence))olth. tF-it A7+s} A= FH A (receipent) ] dHRA AA J9G(CDR) fFrElel 7|7F 54
g 5o, A 2 Y& UK vhe-2, gE EE ffulld 22 vR1IZE F(FEA A R FHe] 1]
2 A%E A7 AGIFEEU(FHEA FA)olvt. BE A9el=, QI HYIEEHS] Fv &2 99 (FR) 7|7}
AgetE HIIZE AR AEEIE gk, wmE, Qs dAle R A e XE DReJY =4 Aol
AMe s TAHA e A7E TR A olHd WY A Aes uS MFete] HAstehr] 9%
Aot} dutyow <zt IAE BE Ei AL BE (DR 9o njolzt W= E3e] (DR JHd 433}
3 RE EE A BEE FR 990] Izt WYE2EY AEe FR 949¢l, Aolkr shv, A= 2719 79
e Ao BF fate glolth. <ztE e I WEIFEREY Bl g9 (Fe), d¥HoR < Wy
FEEHY EW 99 T Aol dFES EFsk= Aol 7P vigrAeith. oS A AWe ved 2e &
e #Fxs 4= Adti(Jones et al., Nature, 321:522-525(1986); Reichmann et al., Nature, 332:323-

329(1988); Presta, Curr.Op.Struct.Biol., 2:593-596(1992); % Clark, Immunol.Today 21:397-402(2000)).
oI7t3} AR, A dY A dGo] wFlA(nacaque) Y5o)S A dHdor HAZAA A3 3
ol A Falgk A<¢l, Primatized™ 3-A7} gltt.

"1EA Fv" EE "scFv" &
Zol EAe= Aotk dubAo® | scFv EFJE“EPO]C—E %71 V =
7k2 gyt schvrh 39 Al wigA g x5 INE }JEE gel, schvell EHOHH e 2
S E3 AMPES B 4 Jr}: Pluckthun, in The Pharmacology of Monoclonal Antibodies, vol. 113
Rosenburg and Moore eds., Springer-Verlag, New York, pp. 269-315(1994), Dall'Acqua and Carter,
Curr.Opin.Struct.Biol. 8:443-450(1998), ™ Hudson, Curr.Opin.Immunol. 11:548-557(1999).
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"F3 AN ool A¥SE BA FA9 oA Y%L AvsA EE feldon 2242 & At WA
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79 715e AW EE FOHOR G £ Ak KA dat 4 FA(), NP olHE 7o A

756, wrh o HEAEAE AofE o
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THelo A FEEs Aol dubHo|th, ozbsl= A X Feo] (DR T (DR AES old thgah= ¢zk 3k M<E
thale] XA o zH  dRE el T5E9 WH(Jones et al., Nature, 321:522-525 (1986); Riechmann

et al., Nature, 332:323-327(1988); Verhoeyen et al., Science, 239: 1534-1536(1988))ol u}z}r AA)sk =

G e Fe AR O vheAd YRSE 442 RisuA A7 A7sEE ol Fastd. ol
& 542 A8, AR el wEw A1s A RAGR A8 e 3349 RUS Agse] mAY
O fEE QRIsh AR B4 s B Azso. 339 WelFEE vde YU ol
sste gl o Aol AuE Fu WAFRRY Ade) /b5d 349 U TR d9stn o
sEdolshs AHE ZRIUE ol giksst. oeld UaZdelE AATORM, Fu WAIREN Nd9
Hsel qloid WE Jbsd % B4, 3 F9) AT Fu AgIRBAd S 9P vAE 2
el BHol AbsalA). oleld WAoR, BAT BA 54, dAdEd Fel U F7hE AHYL A
YAt FEHAAES M2 (consensus) D £ ADZIE R 718 Adste] £3F & vk dwAo
2, 0R A71E F9 AR GFS WATH F04000 sbg 4AHoR gelgrh. wrk AN WEe W
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SREY A glo] 99 AT FAE ANT 5 9 Bl BER(AA, B9a)E AxdE AR Ay
. ol Sof, 7lve L W) wA Bwol rhgdA GA 4 A4 G40 KA FIRG AN

A U1 A AMS hds] AAE 4 Qdoka vleR vk dok. wEbA, olelgh df oAl Edwo] whg-
el Iz wf A AAIEEY F3dA Mg dole Y Fol A QI FAE AIANA F S

A, Jakobovits et al., Proc.Natl.Acad.Sci.USA 90, 2551-255(1993); Jakobovits et al., Nature 362,
255-258(1993)1. °] 71 /N Aol disix= &3 [Mendez et al., Nature Genetics 15:146-156(1997) 15

giet e R vHddste FEA Fole] AYSEEY RO W A% FF5o2HY QI @A 2 &
z S AN s fske] A ®£E 7] (McCafferty et al., Nature 348, 552-553 [1990]1)&
T Atk o] el wEW, A V E=v<l dx}—E ARY BRI TR, oY) MI3 B fde] F
(major) =& F =
715 A o RA T o] AMY YA A Al 13 DNA 7H (copy) & &byl Wi
I AdE YeidE gAE dsgksie s A9
Al "t =, o] y}x]# B MxEe Ad dFE Bttt 39X 182 ods o AAdE 4 e, o
o el E= AW FH[Johnson, Kevin S. and Chiswell, David J., Current Opinion in Structural
Biology 3, 564-571 (1993)]e] HEH o] QItt. V Fxx}t d ] EIHA] #%%3 Azl AR At
Zd< S(Clackson et al., Nature 352, 624-628 (1991))2 WA3lg w29 v A Fefiste= V Tr241}—c—
o & T2 7 fpolHYRRE FSAIEE A EY Tde o#ol(array) & wElEth. A A
F QA FEA FHY V HHAAEY 552 AAE ¢ dow FAd= ke 23he f?_ Oi ] olel gt
2~ S(Marks et al., J.Mol.Biol. 222, 581-597 (1991)) =&
EMBO J. 12, 725-734 (1993))¢] 7RAI&H 7]l weba #eld 4 vk, dde]l W whgoA A Torﬂx}—': =
12 =2 HEAAE FEA)E FAs D k. =99 ¥ 5
= 3, olgid A EW HYIFEEUS FHsE B AXEE 35 Y
T al

23ldch. olg)st A H}AFE "AFE M EZ%(chain shuffling)"o]gtal 3l 7]%(Marks et al., Bio/Techonol.

VS

>I
lﬂ%

10, 779-783 [1992])£ o] &3] BkE = Qlrh. o] Wl , TA] zd o8 F5F "lx}" A7F Ao A
g2 olojA Fl F A VA9 FAAE vHGgs FFAA 82 V EHRD FAAe] dd DAY A
(55F) 5502 XFANA A ¢ At ol 7«2 ol "9 AFgAS 71 A 2 A dHs
58 & Jdvh. EUE 94 FA SF("HA ftolBefe]o] ofm Y (the mother-of-all libraries)"#}ile )&
Azst= AsS T [Waterhouse et al., Nucl.Acids Res. 21, 2265-2266(1993) ] 7]&% o] 9o, o]zt

& 3% golrgg2RE 1A <zt AAE Y Byss WS E3[Griffiths et al., EMBO J.
13:3245-3260(1994) 1ol H.arwo] i},

} gl o) W A YA S

=
HQl FAE HE5e oa] x| gE o] HXF-IE 7Hert o, dds o] &gt **HW EoH 71%24 Gl
A B8 S9A F v A7 UM EERlE B § o, F o] qIEZIL EY] eSS Augh
th(Zhlghth) . v A AAF Vo =ERlS A3AIZI7] 9kl o] #AgES RHEStH QIE AV dojxivk
(1993.4.1.¢ 371% PCT 535]&¢ WO 93/06213 =), o] 712> CDR A=l &gk B4A4<0 AAF{F A9
valk 71 gel, AR 7199 FFo (R A71E AF 2hx] gke AE Q1 dAE AlFE

2 odge] pFAHoR B0l IAE AFTT. THHeR, 5ol I AxF Ak 27 WIIE
B T4 8 %%ééi% 2R sk AomA, o uf 2719 FHl= Feolio] Aoldof (Ml

&9 A% ﬁ)& 71 zz;xﬂ 7Py el 3
A9 Holw ARl CH2 % (B3 F94e FAHe W
9. A4 A%l Baw H9E et Al F4 B AL A T A
shgraith, AgEREd F4 %A 2 999 F9de W :
MElo] Adstel AP £F 7wl FEEUL

= Aol BFE HEE AH9 So
‘?_].—

248717 W$ A9, &=

ko tq



[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

S=50ol 10-1004353

ol

ol

A e 2 v]&o] B3 F0831A &2 Afde shue wd WE 27FA] e 371A] EEPEelE AME
Rro 43 AEs HAYste A% Thssith. &5old A At #gk B gAE AW o7dd £
[Suresh et al., Methods in Enzymology 121, 210(1986)]1% Z=z3 4= Qt}.

13878378 A 92 &2 2o Heje] &3l Aolth. ofFHFA A= 29 TFH AZEF AR o] F
AE, dF o] WA AEE vz AEsE FHsela(nT 53 A4,676,980%5), HIV 2
A F/N HE WO 91/00360 2 WO 92/200373; EP03089) .= AIStE wul vt o]FHFA A

WAARHE AFESE] AT ¢ drk. A wAARAlE G 7lswiorl A E AL,
vhekeh wabAR U §A vls 53 Al4,676,980% 0 /Al E o] STt

=
S
=
L

(]

frog2 X

A gES AR 2He FAe dwlEsd dds F3 FEsith (olXdl, Morimoto et al.,
J.Biochem.Biophys.Methods 24:107-117 (1992) 2 Brennan et al., Science 229:81 (1985)). &A%}, A&
Az 5 AEZZEE o] dHS A4 AN 4 ). d& Eof, Fab'-SH ©HE gjFH o2 8EH A3 4
& g gla gt er AEYAA F(ab'), @& ¥ 5 Ath(Carter et al., Bio/Technology 10:163-167
(1992)). & FAdelA =, Flab'), A9 2HE& FIA7]7] Aste] T4 A5 GN4E AH&3te] Fab'),&

17

YA, e Ame] WEw, Py, Fab E Flab), BB AT 47 A% agRyY 43 La@ 5
% gtk FddeE AWl 9 Qe B 34 v AR EE Qo

wougel 54 Ao Ags] A8 BHow, @A gue WYAA AP WIS FE Aol )
FAT 5 Ak e WPL B Hof PA el An|A(salvage) FEA AF NFIEEEZ HYAA (A
9 @A B FO Agd G9S SAvelN AL B dNELE Petols el WYA H FA wA
o ofr- @ %Low Farel §YAZ, A DN EE BElE F4S Fa) 94T + Aok Ay

=

A £ AT AAETE QAR fo A V) S A8 Fel S ol ot i 2 ol
o] opuat 2717b @Al B AR AHE dolslol g J9e FARL. wik o mFAsAE, F

wuele] 1) mi 27) F2 FolA 37) E 1 olge] 277k Hel® Zlo Frh wrt o wiAsE, o
E37} o G(AAY 166)9) CHz Evllel A sz Aolm FAle] Cil, CH3 EE Vy Fot oleld 3o

A
Aol Frh. digk WA, I EXE Fe 999 CH2 =wQlellA HalAaL A oA
o mrw

r =l
(o]
:(
>
ot
L

F st olgoz Aolw 3
o G Fgolt v, 39 wE o] F g wER Aold Ao] Fuh,

Rl AR OR AR YN A olvinat Ae WMYA, AAn) AR, Y W/EE A 4
E AYY FRUCEIE WAE dEs DNl EYATIAY = Feels F4S B Axdd. olgw W
A Axshe WEe Fu sERol Asel Qm, 1 dEi AYBIH W(Science, 244:1081-

nine scanning mutagenesis)"o] AT},
ASAI 7Y, o] w) wWslgh, 1 gAoA
off EASEA] v 1 o) = I A F-97F Hot

)

1085(1989)) el ¢J8] 7)<
Aol 54 ofu|x=AF W

a,
A vhsh e "grehd FAb Belue]fubd(al
\_}_- % [S]
AT 1 olae] BishE o] AAL(EE) 1 A

otk
2 g
Lo
e f
£ 4
fl
)
1
i
L
=l
i)
tilo
2t

24 Y3 A1 B HH

-7 o= L
o] §89 AL NF 2L T ol webd, A B oume F54 3N $AE Fa
A2 NP A el (Mol ek, AT NeFSl AR B4 FohE wuEHste] Fed F Ak 2
T w4 AW NF BNl gAY NF Zelfetlmg AdHon wdsAL BARES Eq
SAANR AEE ARGl AAT S gtk A FAZA, 2T BAL NE Aol sl F2 AT FA
GNGE A AR $EE Wk 444 2% PHelth o BAe thw ¥4, dnd ELISA F4o

= 599+ v
2

NGF9] A&t A4S F3A7]= FH Ao T8HLE odF Eo] E3[Hongo et al., Hybridoma 19:215-
227(2000) 1ol 71" wie} o] Elo} YPE wit AAA AE AEHAHAA NGF vl 7)< *3&% AA s F

Aol 5Ug w

of St NGF 4ke) elMEXe] Afei FAE Adalr] slstel B wap Ak A,
AT & [Antibodies, A Laboratory Manual, Cold Spring Harbor Laboratory, Ed Harlow and David Lane
| 71=d EAHS AFEE Aok dijk R e RUY o R JmEX P& 93 vE
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[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

oroll FAE WHoz FdTT FE Q. oE 5o, 2 Wy ddEE IAVF A= NGF o JEXZE &
3 [Fendly et al., Cancer Research 50:1550-1558(1990)]¢] 7]<¥ vle} o AAZA A EAMozn =A3t
oAk, wx 2 A3E PYFAAS AEsls PANDEX™MAFE V]S AL8Ste] LAE AE A PFAS AH

=43t AAISE = Q. o] WHHA WAdFE A= 7|Ee HX}(Wofsy et al., Selected Methods in

Cellular Immunology, p.287, Mishel and Schiigi(eds.) San Francisco: W.J.Freeman Co. (1980))°] u}g} =
Al

T 3]
H GdEE FAE FHrbetar, FdF2Aed F, PANDEX™Mom JFHS I, 74 GAdESE A vE 9
22 Po) ARL FUA wdFe A dxed e g 9 506 BE 1 o)A Auddd vdIe 3
Age dAEZE Tt Ao BFHn

EF, 2 el 783 F-NGF Al £2F deolBg el HF &4 ke @SS T 34 A 2ES
Adetel gled = Slvk. o] W FE ZlEEokell TAEo] Svk. b Awehd, wpA] 9lu] dhujd o
o 5

RIRC|

2 owge] Weh AgHE A Am AAE MRAR ARd $EE 40 FAE 949 ok sgy @
ic A

A, A = o+ 3} A (Remington's Pharmaceutical Sciences 16th edition, Osol, Ed.(1980))9} 5247
ZAY e &Y FHE st RugoR Axdrt. A @A, F3A e AT o] &% T
Fi sLoA FEAAA B54l ALEA, A, FAMNE 9 tE {2 @59 ofxmEBl
7 WEgody 22 gkstAl; REA(AAY, SEUATHEE dRg 2ol IXNHER SR8,
Hizdsmy S2eols; s, Fd £ Wd 438, 44 g, o7dd dWd £ 229 gyl 7 E
HZ2AE; APl S 284 3-HERs; 2 n-3AE); AL 10 7] vwh ] 8 jietels; gl oA
o @3 ¢, Age £ JS9IEEY; A5 TFA, Gd73dd ZEHdIEYE; obv A, oddd 29
A, SFE, ofkxmEil, SlaEE, ofE2Y|d e Y4l ddRH, oldRH 2 UE wgstE, o714
SFI~, Bhes BE GAE; AYoESAl, d7dd EDTA; B, ddd FaARA, W E, Ed¥Es E
T AEAE; 93848 Nidel, dAad UER; 35 AE(CGAY, n-vid ZAE); 9/%E Aol AW
Z(PEG)E 233 = Ut}

497, o)7Au] TVEEN , PLURONICS i Zgleldal 22
H
H

o §&% T34 FNGF FA= =3 WA EE FeE AxE & dok. FAE FdFeke @E

J€ W, oA F&[Epstein et al., Proc.Natl.Acad.Sci.USA 82:3688 (1985);
Hwang et al., Proc.Natl.A i. USA 77:4030(1980); % wl=r 53] #14,485,0455 2 A4,544,5455 ] 7]
<8 WHo R AR &7 AFE TV Y EF] dElAE rla 53 A5,013,556% 0] JNAIE O] 2l

53] £83 2EXELe ¥AaNEEEY, ZH&HE 9 PEG feAgtE EZavEdof eh2ol Tl (PEG-PE) S gH-35)
v Ad 2HES o8& I TUROE AxT F At YEFS LA AT AVE VX FEHE F9 &
EA71A dets AR gEFo] wtEojZATh, B o] wtE A9 Fab' ¢S toldyk AT uwg vk
S F3) E3[Martin et al., J.Biol.Chem. 257:286-288(1982)]0] 7]&% nis} o] glEFol] HIAZ 5 )
o oo ol FEAFA(AAY, FAFHAE T EF HIsl7IE $oh[Gabizon et al., J.National

Cancer Inst. 81(19):1484 (1989)].

w3k, B3 AHEES A FolMH|o]A(coacervation) 7oy AW TR A X3 wlo|ARME, AT
EEAWEAZER A e A vola2 e 9 Z(WEdEIZEHolE) vlo]A 2N E 47 EFEHA
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=
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il

=

Z
105:466-472

A

A

A (rhuMAb-E25,

A

s

Immunol .
o

b AR v o
gk

°©

=S

&elA]

71, 7d ¥

2=0] L.
o 1=

103:1-10(1999) ] .
A FDA

}99 [ Beasley et al., J.Allergy Clin.
oA Aloj=

°©

7t
Immunol .
145

2

obglrh.
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EE
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ke)
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=
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(2000); Peat and Li, J.Allergy Clin.
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E
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A} rhuMAb-E26(Genentech, Inc.)¥} $H|

Remicade® (Infliximab, Centocor),

=
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L
hvA

L

L

T]

A
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A2 A

= ool A 34l

L
pu
A

2

o,
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ZEFAHROE FY, oo #E=vE
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2 © 2 rhuMAb-E25(Xolair™) =&
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ko)

3+ gk

wjr
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i
o

Enbrel® (Etanercept, Wyeth-Ayerst)$} 84 Fojg &

23]

o

ijl
il

ol
;OD
2]

i
0

0

X

2

]

=

2 mg/kg?]
d FA

Zpl Al ol ¥ =
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[0128]
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[0130]

SS=50ol 10-1004353

rob

ojet HIAIFH HAE Fal ¥ B Wk GAstA Adr skt

.
B oANelo] QE ARE Aoke MThE EAZ Gk @ AzAe) A g Againh. ola A9l 3
WA Akl AA ATC FEWMEE AR Aze FHAL mF wAYe} npalsd sdjelt ofuelz
Ehel A 2 A ATCC) o]

2
s

A
w AAlel= AR NGF(INGE) ol Sols oz A o Sl ddES A9 Azdls dAg Aoy, @da
=

SAS Aaksle 7)el daf 7)ERok] FAHo] o, oE Eo] &3 [Kohler and Milstein, Nature
256:495-497(1975) 1o A =o] vk, Aol 17 2¢] 7|s® APS FF[Hongo et al., Hybridoma 19:215-

2271 B AA3] A Eo] 3l

hNGFell ok o] ddZ& A 237] 9 =3 [Hongo et al., Hybridoma 14:253-260]1¢l 7<% ¥ f

AV Wb o 2 MbAA T, 7heFs] AW, Balb/c mF$-~(Charles River Laboratories, Wilmington, DE)ZE

28] BZA(Ribi Immunochem Research, Inc., Hamilton, MO)ol 3Ff-¥ <IzF NGFE HAZFA AT, 1A 3H

NGFell tste] #Hare] A 97bg UehllE vhe-225E 4L AFAEE vh9-22 55 AE(X63.Ag8.653; of

HZgzk €19 AA A9, vEd= 530 AAD FFAHT. 10 WA 149 T, WS
)

(¢}

o ox
g %
12
ud

a2 AY WAFE BAHELISA) o2 A Aatel sty AEsigict. 2z 229§ Ha S-S e
yes FE2S, MAbY AW AAS st T A8 (Pristane) 22 X=¥E wl9-~(Hoogenraad et al.,
J.Immunol .Methods 6:317-320(1983)°l  FAFSFATE. HFAS  FHstx, 71€9 Ax(Moks et al.,

Eur.J.Biochem. 85:1205-1210(1986))& Al&3le] ~elE2mAH 2 T2 A(Pharmacia)ol e 34 2w}
Eagy(gula)ol & d i) gzutEagy; A9 Fatgtel 4AAEE gupalel AlE)2 A AT
A FA AlEEE Wit ot QI ¢F A A (PBS)ell Hob 4T mateoltt,

. Ejel w@ SV E o] §¥ JTEL ¥F

[ea

B
A, F-NGF MAbS] S I Ex Sold& Al
= - =

E Mol (homolog scanning mutagenesis)S =3l
NGF/ w2 E 2 H-3(NT-3 2
|

37 Mabe] AE5S Wrkstel HHsAh. oleld =
wulgle] Ade wuldel ox FEE B34
B oo fae 44 279 AaKew &
2§48 Aol 9l

Z e

A el A 3A1Z1 870©] hNGF/hNT-3 7]
EdWol oz A x3IgTh. o 7w ZdWolA|
3

det EdRelA(E DE LY ElE AA
59 Q% 203 AEAA QA WAAZIT, FwolA NeFol thit FINGE MAbES ATFEE, olstel sl%u:
o 2 MADE AMgEha AEE FARA MR Y D3F-AA AU FhNGF R

B7bskodvk. 2 NGF =AW ol Al
Star o NGFell tigh dget H]

3+ ShNGF MAb<]
S

, B9 7 H3(microtiter plate)(Nunc Maxisorb, VWR Scientific, San Francisco, CA)& 1

ool
ZJ-I‘
i
>
i
=
:
w2
=
lo
oxl K

o
3

pg/ml G2 &vh9-2 1gG(Boehringer-Mannheim, QUEjouba QltjofufbEZg] 2 &) 100ul/ D2 4TCAA] S5
Bt mEA7 I, AHT FH, dolade AF H9= PBSol 0.05% Tween 203 0.5% 4 3 GHET(BSA,
Intergen

Bl E o} Att]el i ZAl; PBS/BSA/T20)S Eats dsdos AehAlZTh MAb(PBS/BSA/T2000] 1
INFDE AFs Dol Hrbstar d2ollA 1 WA 241 St F2H s, FiS AFskar, of
Ay e Edwo] hNGF(PBS/BSA/T20°] 60 ng/ml—7.8 ng/mlZ 3AA171) 100uE H7Fstar, A-olA 1 WA

; g3 #H oA AHEAY. FaFdol(horseradish)  HSAITHA (HRP; - PBS/BSA/T200
ol A3l AA P8l FhNGF th=FE FAE H7H100 pe/D)skar 1AZF <t 253
= 17131 2% ool Al #53kQlth. hNGF Edw ol Ao gk MAbe] A¥5e 5o Z7stel
A ok hNGF AjHs (10092 A7) 2 vl askqict.

hNGFol] tiat =& Z13}4 (ECs = MAb 908l thall 0.18 nM, MAb 909¢] w3} 0.18 nM, MAb 911¢] tial 0.37 nM,
MAb 9129 tHal 0.18 nM, MAb 938¢] thal 0.74 nM 2 MAb 14.14¢] thal 0.59 nM)3} theFst 7)wa} S o)A
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[0131]

[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]
[0139]
[0140]

[0141]

[0142]

[0143]

=55] 10-1004353

o

(= Dol gzt 252 60 HA 90% =3}

RS UeE 6719 217F -NGF 99 =2 3A (MAb 908, 909,
911, 912, 938 % 14.14)E A&3dlo] F7} 24

370(908, 909 H
8 Ag Foly

=
4.14)= 9l 7pd el g 60 Wx 95% A dgtse] dds 54 Nk g9 29 5
G =AMl ARA, Y] NGF 7 G0l o]

& UEt(E 1. olut G3Ee] 4e spy W
3 oY ET2A AgE NAb 911, 912 2 9380] AU A, o] cVEZE FHate vt
Al el A A 2R AT (= 3a).

C. 9 Ay EAvolRUYL o] §F IEL WY

Ak 6709 S-NGF MAb ZH7he] o9 Ex SolAs wu} AAeHAl qFHsty] flste], 53] F# TrkA 2 p75 2
g AESHH V)Fo] d 9S = e BHud J9d dv WES FA2Z(Shih et al., J. Biol.
37N obr At A EQWHelE YENE NGF EdWolAE

Atk F-NGF MAb Aol A= E<AWe] a7 A& vk} o] ELISAR

JAlell ok &-NGF MAbe] ZA¥sS Yels Hat ECy w2 ELISA 23 FAo=zi

fo

©
it

671 MAb B, F2) 5 NG Z)vieh EwlolAle] v A% o] §1FE w} gl AoEd Avhown wa
o] gl INGF % EIWolAEe] A% Solde UEhleth. W, NF A = 1
asel M @ weh v JERTCE 22 WA 20). o] B9

)

=
o
=
=
e
©
w
oo
lo,
rE o
o

of MXE AdE thE MAbolA B
BEY 99 B2 NGF 71HEl EddelAoA wgdd 71 995 <

Z¥do] glojA], MAb 911 H& 9389 AW Aol 50 WA 60% 23z AAHA k. MAb 9119 -,
dWo] 2= K32A+K34A+E35A, Y79A+TSIK, H84A+K88A 2 RI03AS E3aiqith. H- =dAwolel E11A, Y52A
L112A+S113A0 ]3] A3sel Fae] F7Hoz AFAHATHE 2¢). o] 22 MAb 9119] ST EZ7L 770 hNGF
7h e T4 3ol AA EAlgTE AS AAREH(E 3c).

1o
_>‘i
N
t
e
K
=
rl
1o
R
N
et
:g
o

wE

D. MAb Eg}A] 8] ¥ EZ] iz o]FEY

hNGFoll EA18HE olFEX S 2 Felo] waba hNGFe] thdh 3-NGF MAbE<] Ajte] #F$HE 8 ##3)7)
Hske], hNGFe] w13kl el 2 3] Fejol ek -NGF MAbS] AFES Hrlskith. B-HIE e A

8 FAEAY AR & WNGFE A W79 5sta HYEEHS f8) UERAEZA S5R02 ol FAFT.
hNGF AE& 98l UERAESR2~ 2SS AFsta 12 2 2x FA¢F F2Age 5, Fv= 7] 4 (Anershan
International, Amersham, U.K.)o| xl®+a} o} w=EFAl7)aL, x4 ZEE(FEastman Kodak,
Rochester, NY)oll 10 WA 45% %< =ZA AT, & F Qe nke} o], o Y dGAZE -
NGF A= 28 dele] hNGFoll tiste] HAie Ads t}. ol83 A EE= MAb 938, 908, 911 %
9127} o, olEo] AgE hNGF 4] dyEXEo] 3 of of& F+x4 JFS werheE A
< AAFgE.

B F-NGF BZE FAo) F HEZE B mdY

2

AV

el® S-NGF MAb oYEXE9] Ex mdye F 7]s" vlel 7Zo](McDonald et al., Nature, 354:411-
414(1991)) HF9H NGFY] 33k 4% FFEo] <A3Fe] MidasPlus X213 (University of California at San
Francisco, San Francisco, CA)& AF&3}e] A 5HSIT).

MAb o9 E WisgL = 5o QoFEu),

A oI EZIE T TrkA H/E= p759k NGF A3 ahgol fro4 A48s she ez dEd JqEdd A
U @2, ofd Agdhs MAbZE 7] 42aE F sty e & EFE AT g e AR

-NGF MAb & &}} wE 1 olato] TrkA W/HE p75o] ek NGF 28-S 23 £ dE=A2 Hrlslr] Ystol,
PNGF SAZE FA o) EAstel TrkA-1g6 584 WRasol et I-NGFY AF5e SHsA
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[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

S=50ol 10-1004353

waly, CI-hNGFE PFZEEU 2 (Marchalonis, Biochem J., 113:299-305 (1969))e] o3 Hzz 714
GEFASA T Bl WA Aol Az, A% e BFES pD-10 AvhEs 625 2]
29 el FAketell AAletE debAlol AlF)S S TSt 4T B#ASIGTE. AA" #H9l A3t
A 0EE A (GG SFAel 2 pg/ml2 3|4 E o] gkl wEFsL Fyk(Nune, Maxisorb)E 4T
F¥&ba, PBSE Al# & F, PBS/0.5% BSA(PBS/BSA) 150uL% Xe+al9ith. PBS/BSAd] &34
LE p75-1gh WHF-ZA(ZEHE HE AN FF8ES)(20 ng/m)E H7FSFL(100 ul), =
1*1 N ok gexgslgdtt. 2 v, PBS/BSAC] 3A1A17] WNGF(HZE F% 150 pl)E H748Fa(100 ),
Ao A A7 B¢t LAY, 1 oS, F-NGF dUEE 3A(667 nM—0.58 nM) FE NGF A3FA o] o}

U Ead ddI2 3A9 4T du|d-exglx7] iNGF(HE % 150 p)E Hd2 HArielar d<«3s vke
Zo] g2xgstgtt. o] HAS 0.05% T20S $H73F+= PBS= A#H3ta, zZF A4S 7wl Al4=7](Packard Cobra

Model 5010, Downers Grove, IL)Z 13 &< A3},

= oA BHeld 4 9l%o], TrkA-Ighell 2&® “I-%AT NGRS 52 ZAE= TrkA-1g6 587 Hnz
2o W hNGRO] Aol FNG HASE FASe o8] JAHUL. FE MDES A" AT FE(667
nDolA Zehss RGN, o]RT) wWe FREA S UERNSITE. MAb 911, 912 ¥

o
938 A3 AekE(ICs, 2F 0.5 WA 2 nM)% UEMIG =], MAb 10nM ©]’Fell A 80 WA 90%e] AA&S ®S

e
e
o
2L

Fspgdol wre p75 F&Ald thdk WGFe] 23S 9AlshE MAbEY 582 d&d A Ao p75-1g6S A
sto] Frelglth. X 7oA EHelE o], SHNGF MAbE | I-EAE hNGFE A
AR ro] ek hNGFY 23S A8kt MAb 911, 912 2 9388 H 9] o#] &AL ey Ed, MAb 1nM
ulgkel EAsle] #aAEE A fgago] 75 WA 90% vk, EFH, MAb 909% A e AuksS vEpd whd
(10nM MAbel 2J&l >90% 2 A1&), MAb 9083} 14.14%= zdkso] AN HAJTH(= 7)

f
ofo
rob
2
e
iy
i
o

B
9
g
2

B. ZJvpA] k= A Y SHKIRA) 4%

hNGFe} & g7t= EE olalyxE WAdFE FAE o8 ATl digh ikgoz EWAIAHAE AEA
YElb= NGF o= TrkA A7 NS =As7] Y8ty 7|UA % F8A SASHEKIRA) BEAHES AH&sHY
o} (Sadick et al., Exp. Cell Res. 234:354-361 (1997)). CHO EWAAME M FA 23 F

w Q1o g hNGFe] Agty} F45= TrkA 9] Elo] 24l 7159 Qiksls, -NGF MAb7E dAlet= A& 37t
SATHE 8). Elo]2A 7)) Qabsli= SHE|EAFElO] 24l MAbS AHE-3te] ELISAZ A3kt
n &7t e (Costar, WALFAZ AHEA] 2ADE, IEZ B2 2Ess 267 ofn| At el =
Q Sl W wlolels Fubuld D g (gd) Y B TrkA FEAC A =g WAsE 1x100 T
AMAE FA(CH)) AER ZE3RT. o u}%, o] TrkAE &3k CHO Al27t g 2 (50 wi/ D)ol hNGF
5(150 pM) (A thzt) L= 242+ F-NGF MAb(667 nM—3 % 0.31 nM)$} 4TlA H‘%H&% b oofu)akeA] 2
® hNGF(HF 150 pM) &S 7bsbar 37 Coﬂﬁ 25% woF g2ttt 24 RO 2, NGFol tisfe]
16&*301 ol F¥H GAdFE FAEZ AL, hNGF AHHE AEZE I v &3 sa}*oﬂoz gsha, o
SIES gD-MAb ZHE ulHArr Aol HUste], MY F(Sadick et al., Anal.Biochem., 235:207-
214(1996))° <8 /M 1 Axpe} FALEAl TrkA S EAXElo] 2418 ELISA AEs . Bl eestd 4610(Y
2HO|E mpo]EzA A QIEYOIEHE AEQ FUEE SHE]EAFEFO]ZA(UBI, Lake Placid, NY))& 34
S+ (0.5% BSA, 0.05% Tween 20, 5mM EDTA 2 0.01% ElW|Z%&S 3531 PBS)ol 0.2 mg/mlZ 3]A1A171 &4
10002 2zt Aol H7pskdeh, Ao 247k St g3 5, HAs AHsta, 34 gFoe] 1:50000L
2 33X A7 HRP A 3E ~E#-EolH| W (Zymed Laboratories, S. San Francisco, CA) 100uZ 2z+ Ao H7}s}
Ak, FE ankstel] @S AeolA 30% Fob dAsTh. FEE ok HFAE AHA AL A

F

2 Az 714 SA(HEHWE WA, TMB, Z‘O—Er 714 71E, Kirkegard and Perry, Gaithersbug, MD) 100
wWE 7 del #Hrbeelth. o] WkEE 108 Bt HaAAZ FH, 1.0M HPO, 100 pb/dE FH7ste] wA

AAAZTE. 450 nmell o] EFFLEE Wi EXA AED A 650(Apple Computers, Cupertino, CA) 2 DeltaSoft
AT EY O] (BioMetallics, Inc., Princeton, NJ)ol| o8] A|oJ%+= Vmax H# FE7](Molecular Devices, Palo
Alto, CA)E A3l thz 32l 650 nm(Auso/es0) St SHAl B8 T

T 8o AAIE wle} o], AdtEl F-NGF HLEE FA BT, CHO ERAA AxolA T3 Trkd AlXe &



[0151]

[0152]

[0153]

[0154]

[0155]

[0156]

[0157]

[0158]
[0159]

[0160]

[0161]

[0162]
[0163]

[0164]

C. Bjol B E wj> 21dd g= Jaddy

NGF e1&d gl wAe NG HAFE FA mag FYstod A8 E e 2R Hel Y=
El4 W2 4734 (OR6) A& AZ@4Molth, G-NGF BA22 AL, Hol HE El4 B2 AFLORG) ol
5

X &= hNGFY) A& 2342 A8
E15 HE6 WA 87tg] Hlohold =53 vl AZFEA(DRG) 7w, FH7FA(McMahon et al., Nat.Med. 8:774-
780 (1995))¢F hNGF 3 ng/mlE gHrslal F-NGF @I AV A7AEAY B 53170 Fl12 Aol A v
SHATE. 37ColA 72A7F Sk 2w =, AEE EFgdstelsr 1ZAT|AL AT wHE ATsS

o

rr

5

L 9ol F-NGF @A E2 Ao oJg DRG 78 AL JAES =AI8HATE. MAb 908, 909 2 14.14+= HiL
S(67nM; 10ug/mD) oA AEES 20 WA 3097k %F 7FaAZ] Wk, MAb 9113} 912+ <F 30 WX 80wl © W
FE(0.8 WA 2.4 nM; 0.12 WA 0.37 pg/mDNA 90% Z3}e] HFE Oﬁﬂz‘;’-_r% UVFERTE. MNAD 9388 A= &
S 90%7HA AT 4 UAAXE, MAb 911 2 912 BT} 10 WX 308 @& g o|r).

o o off

MAb 911 MGF/TrkA 733 2H-8-o] 7Hd ZFedsh AddAgivh. MAb 9112 F458 NGF-TrkA % p75 A% 49 B-
BOA-AN(V-DE, B oAOlE el e A4 Trkd AR 49E Rk dvEZE *—1?’?}5}(5 3d). Lt
73 NGF/TrkA 9 A1A1$1 MAb 9123 F & NGF/p75 3 atgo] Fa3 Aoz wazl v Jde 999 7] K32,
K34 2 K355 4@tk TrkA R p75 A = o2 72 2l MAb 938 %ﬂz\] TrkA B p75 Aol
T Gl N-2ud -EgS g,

RS

L

BRE A g SolAo] ol b A 371 A &4 F 271K (911 2 938)7F o] Bl 2ol okg
MAD MLt} NGFell gt Hshdo] o vt Ao yehdy] wiiel hNGRel wieh MAb=o] o= sl 7|18k

5

=

Hh. MAb 911 % 912%& NGF fr%= %“é-"% AArEA 2 = glem, oA
IS A 2so] SolH dFdA

27 3

m&
i&
dlo
tilo
>
>
>
ol
o
rr
sl
9
£

Hodutgo] st 3-NGFe] &3

04 Al 10pg LBLAFNE 3} FASI vl$-2E WASA| 7|2 FEAZT. A9t $ 408 A o] w20

S-NGF A 911 = U2 o 24 o)4etyd 4Ed A 10 mg/kgs P2 FASIG Y. 29 &, vl A &
o

BT S Vb Fosiditt. 474 A F AES AF ekl WANHES ELISAR SAATE. &= 100 AAIgH
vpol gro] thx A7} Folw vhg-Aoh F-NGF &A) 9110] Fold vpg-so] wel wkg 71o] xjoli= {2 % o
A FdTHp>0.05). ®F, F-NGF GAIFE AR AE vhezolAe] Wk wokd T TS

o wole] gvk FREUL 0§

3 Ag wolEt, FAH R Ay, % 10pgS o] &) np9-~2

A3t 71 409 A F-NGF & 911 i xSl ol2EY AEE FA(10 mg/kg IP)E Aelsigich. 429
o 3 ELISAR &Askelvh. 7 259 WY

A, e REds vhe2elA 7 fdeta 47 A 9 AES

Hhg Zhelli= ol Apel7k IAtH(p>0.05). dhARE, F-NGF @A =3 A 911 2] Folli= H ubgo]
sk Aol st

Al 4

of mAl= F-NGF Ao ats Ak, 7hefs] drshd, A%t 3 (Fischer) o

E oS X237 Aok 2o HARE daz]BE A A& (Hargreaves' test)S Zaf wjd 234 FaEAAAC. %
X} TREZ &3 3 TES FAYR dxd e AYTe® FEsglt. 7 I5E 78 94
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[0165]

[0166]
[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

[0174]

[0175]

[0176]

of sl ARE F, o ABFH A sl #5 ohdo] Fabel 50 S
Qe 1258 AN A TG B 90 e £ e olael AGY e B G0me THE Ao

o}

stag]Es A|AE o] &3te] FAF F 0AIZF, 2A17F, 4AZE, 6AIZF R 24X7h 4 At FEIVIE SASIAT
L 12004 FFEE o], A 5 4ARE B 6AA, kg A § danlge] dix sEel Hla] F-NGF o
28 A 911 A FEolA A FAFUT

ANl 5

Al

refzlel] gk vb-gol] vx]= -NGF @S Ao av
=1

C57/BL6 m}$-2~ 4=F1(Jackson Laboratories)ol Al ©AEFE &-NGF 3] 911 (n=16) F+= o]AEFY AT gD
iz A (8 17665 n=16)F AHASArt. -19 A, mk-2=clA @A 20 mg/kgE AX3taL, 6, 13Y, 204
92244 A 10 mg/kgs AXSIAT. BE A AX = HEu|d] I3} FALR AAISA.

0d 2 149 A, 4 2579 vl Ak U=y FA(DMA; W3 PBSE A3 5§ HEAZA AL
1:22 33le], HF FE 300 AU/ml 2 7H5) 30AUE 570 FARste] 72HSN)A A, F742ke vk~ (NS)
ANAE gRToZA ALIMORE 1:2 3|43 Ew| = PBS 5% F

e
Tonhe, 21903 29 A skl ARARES] FAOE FY Tl gRANSs] gUe $Rae
#18 =W = PBS + 0.01% Tween—20< /\}3*}01 6000 AU/ml= 3|A3ITH. BRE 59 = E9AFEE Fol

mEdelA AAskglth. DAL= 22 PSI sfell 2he<= PART 1S-2 25715 AR&ste] &
S TG H FEAZA AFAATEOR). 13 =F A A2 Fdd & AH &g

o) 715 HEREg, AZA ARG Forol AL Bi BL Fel Aol
§ AuA. 2 Ay, ug A, AT
IR E LT
whu] 4| 7] 31 %2“/\1%3}* G AAAEEAIl0) Yol AP A%
Shoul /gsh BEW VilA 1006 2T AHgse] sk 718 ol
SA)e B T(Buxco XA) HolE HE Zza@e gt Ak U, kel §3
oA 53] EE)S AFHL, 712Ee S 22 Aol AR F, e FA] AL FA] 48 &
SES oS ALgtel AFUE 2AH FENA ol AE 52 §FL 19ROE Folahgnt,
AA(FD), BL R AE LRANAE. A e A R S LE R 168 wASAT BLe T
NaCl'2 33] FAlste] $58 # ELISAZ % IgEol thal Sk, BAL AZolA] & MATsL AE Rolg &
S,

—r‘o>~I

ATk, SHAIRE, F-NGF x%ﬂ o% el BALll= ZAbrE o s] v
a«xﬂ SHATH = 15). 3-NGF A A== H3F BAL 9] Th2 Alo]EX] IL-139] 528 HAAZTHE 16).

Fael Og BF WL PaAAE TS AW, NG FA AT AWUANES @ F 2R W
FRE o= 17) EE IgEe) 83 BE(E 18)0] oa SAHE viel @ol YuAN=So] g A el
Wge AR Q. ol AL o @A NP AZA EFE ARAINAD B A=) AEold I
= GEg nAA Geg A

FNGF A 9110] NGFol uﬂsﬁ Ao Fol4e wist JeS Feelr] fate], 103} 8UA FNGE T
2 A 911 0.1, 1 =& 10 mg/kg, v 1Y, 3Y, 6¢ 2 84A NGF 0.1, 1 =+ 10 mg/kgs v 54
Mz S8 FAs A9 M AT, 90 B2 Folm A FrRAEf] = (GRP FEES
AT, 1 EE 10 ng/kg®] NF AAE CGRPE 7AW, o] AL o] MEo] =7l NGF o] od) 24
Aok A2 AZaE AGIE 19). 1 Ei 10 ng/kge] SGF BUZE A 911 A 4] 474
CGRP & 72AASH (2 19), ol2A A7) g3k o8] A&d ARl W wrgo] Aol A|7jo] 1]
A NGE7E FelA e 7%5H Bagel QAU

—

& NGF/NT-3 7|d|2}d SdWol Aol 3t 6714 3-NGF MAbe] AdtsS okgk Zo|th. NGF/NT3 <ol A
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[0177]

[0178]
[0179]
[0180]
[0181]
[0182]
[0183]

[0184]

[0185]

[0186]
[0187]
[0188]

[0189]

[0190]

[0191]

[0192]

[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

SEE36 10-1004353
of thet Z+ MAbe] A AFSS okAY hNGFY A& wlwssith: (-), <10% (+), 10 WA 30%; (++),
30 WAl 60% (+++), 60 WA 100%. hNGFell st A&&S velle= Z+ MAbY ECe ths3 #rt}: MAb 908,
1.8x10 "M; MAb 911, 3.7x10 "M; MAb 912, 1.8x10 M; MAb 938, 7.4x10 'M; MAb 14.14, 5.9x10 M.

%= 2a WA 2f= ofE 9 EdRo] WNGFOl thEh MAbe] AReS =AIF Zlojrh. 2 A 539 HH¥ ELISA
2AFe A 5T 2+ SAM|A H ECyy #hS ofE NGF AddsolA 5% ECyh w3 vlustdeh. ECsy #t
& Aotz sz Ee] ZR I (Abelbeck Software)S AHE-3e] ¥ 3] af

SSlh. MAb Agbsol Ha 2w) faw EdwelAlE W3 Ui ®ASkaL ol T

H(3Y d8)S

d

rU (o]
i oj

o,

—ﬂ‘ _m]t

NI

o o

194

7=

rir
b

A

0

= 2a% okl 2 EAWo] NGFol tighk MAb 9089 AjtsS EAIgH Aot}

= 2bE okl 2 EAWo] NGFol digh MAb 9099 AjteS ZAIgH Aot}

H

2cE oFE 2 EdWo] NGFoll theh MAb 9119 AdsS AT Aol

Y

24 oFE 9 EdWo] NGFoll theh MAb 9129 AdES AT Aol
= 2ex ok 2 EAWo] NGFol tigh MAb 9389 AjteS EAIgH Aot}
T 2fE opAY  ZE9wo] NGFol th3dt MAb 14.149) AFS EAIE Aot}

= 3a WX 3f F-NGF MAb 908, 909, 911, 912, 938 2 14.14 7}7}e]
EAGE Zlolth. B A Bl F3b B A= NGRO] 7 SEAIE T
3

GFoll i3k MAb o9 E
Al al
ELISAZ #d 7]E H2 Moz gAY, = 3adAe 2 7Hd

N =
3 Zolar, MAb Ag el JF&FS v A=,
d& ®mAE.

T 4a @ 4bE vk hNGF(A) 2 3+ hNGF(B)ol thdk 3-NGF MAb Adse W
Al AA2 7AskE A5 vpAoIt, ST A 54 d2E A= 2 @ld 29 39
Astoll, AAE hNGFE @A), o=k 2 RE 71FH oA hNGRl A-&steE Aoz vehts 3709
EZA YA},

T 5% MAb oI EX Wi AE Qokst Aot}
o-]

T 62 A-NGF MAbel oJ&) A Trk-1g6 &4 HF 4o thak hNGFe] 25 =A3 Aolt}.

T 78 p75-1gG MR Ao th3 hNGFe] 23S dAlskE 3-NGF MAbY] 58S =A|3 Aolt}.

T 82 EWNAAME CHO AXEA] HEH TrkA A X2 =H¢le] g hNGFe] 23S o 16} -NGF MAbY] &
g5 TAIT Folth, glo]ZA Qliksle] oAl FFEAFE)ZA MADE A& ELISA Z =

= ot dloly] elEel Wi A4 felel mAe GRe] A EIE olAshs B-NGF Wbel T BAS
It Y AEFS N BEel s 5 Aade 2A%e] du A oA %5 BE b
Trki-1g6 87k 4] $55E 4198 Fal S350

o
oX M

&= 10 F-NGF MAb 9110 3k A7} e B eirle] g HAuks-S AA S7H7IA S dFdhe

H

ol

& ol gl SREAS o] 8% WQs F F-NGF MAb 9112 A A5 dgwgo] A TashA &
9] =3l w=Woltt,

T 12% 3-NGF MAb 9112 9] Ag o) 93] NGF F54 divlZo] Auds ¢)Zsts E=Ho|r}.

Wz+sld C57/BL6 mH-2~(SN)oll A, 3-NGF MAb 9119 A g]& olaf, F¢E WA J=7] g Fo &

o
7% kil AP AFHE mHolth,

gul

& 14 WzskE C57/BL6 PR (SNl F-NGF MAbS] A 2l7h, F9€ WA =7] 9 Fof § BAL=] W)
7, JET 9 AT e ARARe dSshs m=wolth

T 15% F-NGF MAb X E]®l m173tE mp-o Ay, BALE S AE HA&S 7AEHE i A vH&S B4 &

T 162 3-NGF MAb 911 A7} 3 Fo] & BAL 9] IL-13 &718 AU S d&sts Edo|th
T 172 dHAld tek dFA whgo] fgaFol® EFStar I-NGF MAb HE|7h, WA AErle e F g W



10-1004353

s==4

)

el

)

o

i

g

ps

el

e CGRP ¥ %

-NGF MAb A &]7} W3 IgEe]

2

18

Ly
2

[0199]

-NGF MAb 2|7} CGRP &

&

7 A7 WA,

=
=

A7

NGF A 2]7F 4

L
L

19

Ly
2

[0200]

i
H

|
—_
o

No

o

Bl
H
™
H

AFA FAL Bl G Eol @ MAb 2T G99 54

EAMJANGF» NT3 =Y € Eddold
NES Eduol g 9089 909 911 912 938 14.14
Ry | ($++) | (++4) (+++) (+4+) (+++) (+++)
6 1Y, §2A, S3E N- T . x
PSK, I6S, F1S (#+) | (+44) (++4) (++4) (++) (-)
20 V18E, V201, G23T Pre-V-1 (B- AIE A) (++4) | (+4) (+44) (+4+) (++) (+++)
19| T26S, 1275, 1291, | v-1 (B- #lojd © AT -A") (H/H) | (HH4) (+) (#/44) | ()| ()
K32R, K34H, E350
12 V421, N43K, 1447, V-2 (B-8loj® ¥ A'-B) (-) (++4) (++4) (++4) (+4+) (+++)
N45G, V48P, F49V
1 R59K, D6OE, P6la, v-3 (B-g¥ 2 °d B-C) (++4) | () (++4) (+44) (#44) | (++4)
N62R, D65K, S66N
16 Y790, T81K, 7835, V-4 (B- AE Q) (++4) | (+HH) (+4) (++4) (+44) | (++4)
H84Q, F86Y, K88R
8 M925, DI3E, GO4N, V-5 (B- do¥ & C-D) (+4) | (#+4) (++4) (+4) (HH) | (+44)
+N94/95, 0961,
A97V, A98G
23 Al16I, V117G, R119T, | C-&g+ (++4) | (+4) (++4) (+++) {+) (444
R120 (-)
o S 3L V-2 v-3 | V-1, V-4 | V-1, V-5 | C-Ter IN-T
o
> f

Ut

A 2 Eddol7t Alzd =AHE A " hNGF 7]8 hNT39 454 272 A@A A sdWols
AANE 92 HFe vz og A2 Agd IS0 713 2 AA ®E)e] 7lzs 3 glrh © hNGFe] 7+ 7hd 4
S 24357 Yta] SdwolA T ¢ NGF/NT-3 554 FA1d Ed oA g0l tg 671 MAb 7}
AAE Agse of4d hNGFY A5 3 wastgith: (<), <10%; (+), 10 WA 30%; (++), 30 WA 60%; (+++), 60 W
7} MAbo Z2%52S UERE ECye the3 7tk MAb 908, 1.8 x 107'° M: MAb 909, 1.8 x 107"
M; MAb 911, 3.7 x 1079 M; MAb 912, 1.8 x 107" M; MAb 938, 7.4 x 107! M; MAb 14.14, 5.9 x 107" M.
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YE0Td
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