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[0031]

[0032]
[0033]

[0034]

[0035]

[0036]

[0037]

Ak, e o3 FEHE 57 FHoEE WA AYtE, BoldEs, EETE, AT old A MdE
9 ofad2d R AT k. SF7] #HES 1A B 2A A9d ¢ Ao

357 Aol Ui A aAe vfolg s, A 2 A 357 RS A5, AW == Agst] 98 7
7y gmfolg A, oA 2 IRAAE Foste RS Egett. EYsAE, 54 #AEY #Hst {839
QWA= o, gade gAY Fuk-S(refractory)¢l Aoz WA AY, hAAdA SHAS Fod= A
Hop 72089 Aol Y& AzAsitt. Al SF7] e ARE g daAe AR w3 RS vE
WAY, WAd Ald oFE DA 5 Ak, 3RTAY Foe ARd EBEE EF VR EEsE f98E F
R, WAAZE A SAtol A= i 7edel dis) vlaAAd F dvk. =3, 7S fdetE vAE (4
£ 5o, volga, Al e ) Fold XHA e AGAY Z23E diE WgdolAY WideRE
g 4 dnk. AAR, Foad XfAd ds] WdeR dHE nAES gzl gl dE Ee gsdE UA
o] Ha, &, Fodd Z&A 9 wIUFEH ol mtvFor A&st= A Aol e Uide] vk, whEbA,
oFE UM el Az, oy zhdo] HWYE WA TFE X H TREF FursolA v, uwEkd, 357 79
92 e 4 AR, d% 2 A4S 93 A2 aArt 8549

2.3.1 vlolgix &7 74

2.3.1.1 FAAEFAA vtol2~ HE

gepel ZFFelz) mlolels ("PIV") AL fob & olFolM HZI rm H3)
1999, Vaccine 17:1100-08]). <A
Al Zolzt A @A i 20%2] Weleltk (7] &3).

PIVE shepe]avbole 22 H(family) & depu]ampolei~ o] F4g9elct. Plve F /9 & BE, =
(D wpelE 2= AgS st UF gdrpSdedyd o] e w3 fAs=, 2 (2) U= 739 95
A e 2 AdEn. PIV AlwS w7l E s Wi 15,45670 Aol vIZFEjE. Al RNAS] el 7hEre]
], 87 oo EFEREEE IHdth. olE "ulAdRE wEHUPAE P2 9uld (S wek NP, NC E
T New gE)), ldd (P), WEH: dd D, §3 d9ud (F), dvEFHd-rehvyoha] gy
2N, ¥ SveA @A (L), 2 71se] @EAA ¥ C 2D @ldS 5 5 dARE, ol A HA

=
gt 7] 23

AeATFAA FEALAAE A (P, KC EE NS 4 Bud wele] F oAe Evlew pARE),
wAe] of 2/3% ZFS] RUSH AW HEAEIE op Ty Eojel % 2YE FEALANS] EA A
A3 x % 3

FFEEA-gd =vlS ¥gettt. X (hinge)w 7] F =Wl

) 7 Ad S Foste Aoz AT (7 dEo] Z9dd Fa=

al. (ed.), 1991, Fundamental Virology, 2nd ed., Raven Press, New York] #%). ct

A 2y B9 gyl 9o, Hiolg A W ¥l mEH AL Tl F thef AsAgsirt. Qlikstd
@iz (P)2 HAbdA 2d 985 st o= AZET, dWdsh, <kt 9 Zjotdidste] #oE

9

3l 2l T
ATt &3 FEwA (F)= vlolgx it FoAgein, WA B8 d7AR Axd v, MY § dvy
of F /9 U&ys A ZYPE =S YNNG, E=3, A F dde vlojga 99 5 AE 93
Aute] F3S &olstA oM FHERIEFAA whole] AYATE S5 Alze| FFshedl dofgith. A
3. dud, FuEFEd-re UoAI(H) = I 25E EF550] glojA, oy Aae EutaFE B
FEuUTA 84 & o RSk g9k INS IN @A s X H o]FFT o2 JAYAIE 7S she 19
olmiz Wb A A3 AgAdolrt, Ay B, mpxwor oy ZovekA gdd (L) AA 2 B4 oo
oA Fadt dgs dth, Ay £
AAl, PIVel digk aWe 54 S Ang xgeth. o] 49, F4, A #® e 34 PIV 3
Holl tigt SES aoltt. o] =2 A, 53] obFdl AoA AZFQIAE 2t golol(Reye's) TS
WA EL7] 98 oAz AR oM Eoln il S ARt PIV ¥ #-E A F(croup)d] AS, 4HF 7=
TS AAA717] S8 vkEsE 371, Ata, ddd2FEstE A deuEd, 2 AT dapbdERE
(zH2o]=)s #Asta, g5l s A9y FAE Fostct. PIV iy} dad® A7|aAde] tist oA
= AA 8HA (dE 59, Ax, 7H5E 371, 5 FE=%(chest clapping), % #H&E, IFE 2 54
! e

ot

FAE AAs7] fgk A9 wl=(postural drainage)) 2 EHEHE v XHRo|ES 5 5 F Urh
AA, Fg-vato]l A L(Ee) IAAE FoAsted 221 £F7] #ES A%TE = k. 3 [Merck Manual
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2.3.1.2 3&7] 3§34 niolzg2 74

S571 @A welelz ("RSVME ol B okEo TF o 71k HEe] Fa dloltt [Feigen et al.,
eds., 1987, Textbook of Pediatric Infectious Diseases, WB Saunders, Philadelphia at pages 1653-1675;
New Vaccine Development, Establishing Priorities, Vol.1l, 1985, National Academy Press, Washington DC
at pages 397-409; and Ruuskanen et al., 1993, Curr. Probl. Pediatr. 23: 50-79]. wid 3)st= RSV 7+
A 54e AAARoE FRAL, RSV Aste] WA W FZEE Aole] i 240 olfz s @A

[Hall, C. B., 1993, Contemp. Pediatr. 10: 92-110]. H¥Fo] 2t A]HlojlA, RSV ZAste dutxog =7}
Soll AJZEIA Zaol Edth. 12F RSV A9 7HE EsHAlE 65 WA 2d A# 9] obFollA] WEsie | ey

1

|
A Fashs Tt Ae 45 77kl FEHAC [Hall et al., 1979, New Engl. J. Med. 300: 393-396]. RSV
7+ 9Fo] ZUlE oo RE Z7|EYEE fof [Hall et al., 1979, New Engl. J. Med. 300: 393-396] % 7]
#AAH o]PFE o oFF [Groothuis et al., 1988, Pediatrics 82: 199-2031, AHA 414 23S ¢k o}
% [MacDonald et al., New Engl. J. Med. 307: 397-400], AHA = A AIAPZS o= ol% [Ogra
et al., 1988, Pediatr. Infect. Dis. J. 7: 246-249; and Pohl et al., 1992, J. Infect. Dis. 165: 166-

g

1691, @ A AFES o= o}% [Abman et al., 1988, J. Pediatr. 113: 826-830]1% & 4 dAwk, o] 3
AE 2] =t RSV Agos s, A e ) dES ke fol AE2 3% A 4%°ltt [Navas et

al., 1992, J. Pediatr. 121: 348-354].

RSVi= frob B obg etk ol Aol AT, A%EE AgRlelA, RSV F2 AR 7= d3ks fadt),
i, AR A, 53 FdSel 7ol nad ARy o wdsA RSV 3 S-S ekt ARl £

At} [Evans, A. S., eds., 1989, Viral Infections of Humans Epidemiology and Control, 3rd ed., Plenum
Medical Book, New York at pages 525-544]. HE3F, Q%9 3z} U Al glol A A&l FS AJE FolA
o] f3Ho] BuwQrt [Falsey, A. R., 1991, Infect. Control Hosp. Epidemiol. 12: 602-608; and Garvie
et al., 1980, Br. Med. J. 281: 1253-1254]. wpxjuwto 2 RSV WA g A, 53] F45 o]4] ajolA
% A%s 72 5 ) [Hertz et al., 1989, Medicine 68:269-281].

9 RSV Agke] Amel ol 87k aMAE FAEG. S Jmel 5 RV Agke 3 AhGE dx U &
= Fde =g 3t} [Fields et al., eds, 1990, Fields Virology,
2nd ed., Vol. 1, Raven Press, New York at pages 1045-1072].

2 RSV AL ol & AAA, oy d TAHol tiste] ol /A ofw WMaAlm QUVFEA] Fdri. WAl
ol Aeolty.,  XEUYU-EFA wAe WAdgel AT oA EeAR, FARHI
H 37F BElEFeA Malo® WstE foloAret, WstE folo Al RSVE &) s 7% Ao
S o @ol ¢ AZsA 23t [Kim et al., 1969, Am. J. Epidemiol. 89: 422-434; and Kapikian et
al., 1969, Am. J. Epidemiol. 89: 405-421]. ojg] ¥1 RSV wjAl5o] ¥7/]EQa, U WASLS st Fo
A e [Murphy et al., 1994, Virus Res. 32: 13-36], ¢FdA EA7} sld5ASol= —‘%:r"O}l’, MA F5S
NAAAkRE gheh. sjAs| o FAEe] Wel Ak, s 7k A3 29 Ul 5/ dFeA HuRE
Ast7] wjitoll, Aol 73k AFe WstEof & HQart gk, AAel WY whEo] wsgde RA F54
RSV &Ale] =& 97tel 3 AA ol 77t A] wial A A S FHAATE ASR oid = At [Murphy et
al., 1988, J. Virol. 62: 3907-3910; and Murphy et al., 1991, Vaccine 9: 185-189]. m}xjgeto = 1x} RSV
7ol 9w Age 3o RSV Azl tisle] @ B3 3A Z3Tl [Henderson et al., 1979, New Engl. J. Med.
300: 530-534].

=

A, RSV A de] sl U3 FUE PHL FF WYgoelty. #AZAH] [Prince, G. A., Ph. D.
diss., University of California, Los Angeles, 1975] % "ﬂ& [Lambrecht et al., 1976, J. Infect. Dis.
134: 211-217; and Glezen et al., 1981, J. Pediatr. 98: 708-715]o4 =EA A= :L_QOP“‘: #AFZRE o6
o et BE A8E AALetE 27 FAE AAvt. Y (Hemming) & 3 [Morell et al., eds., 1986,
Clinical Use of Intravenous Immunoglobulins, Academic Press, London at pages 285-294]o|4 Ao} =&
TS v Aom giHE AAeto A AWMy W Z2EY (VIO FEsHshs XFste A+ &<k RSV
Aol Am e ool glojxe] RSV A9 Jhee &EE A2 O]E% S57] EHE RSV7E EA)
3t & Weol frobrh IVIG ¢ ¥ wEA &IPS FET. IVIG REC gk o]F<] A oA, RSV
3 FA o Jrt= SR @A & FoR gEAr. ol%, V] Y ATA LFS RSV 53 A
of dia] FHaX HAS A = WY FEEY TS IAbete] RSV el diste] E(cotton) HE 2
AAFE ®Ho3UT}t [Prince et al., 1985, Virus Res. 3: 193-206; Prince et al., 1990, J. Virol. 64:

_14_
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3091-3092; Hemming et al., 1985, J. Infect. Dis. 152:1083-1087; Prince et al., 1983, Infect. Immun.
42: 81-87; and Prince et al., 1985, J. Virol. 55: 517-520]. o]&]3F A9 Ay AlFF RSV 53} A
hAE AEA RIS VIR HAE ABHOR ISALE ANAAG. AFAOE ABAL AT, RS
A BE = tolA d vleld s BAE AAAZY. E1F, WY ¥ Exe

ofwre mE dEolN 3 WS PN R

o FEEH RSV IVIG)o] RSVell 98 3 3l 257 #44
=3t} [Groothius et al., 1993, New Engl. J. Med. 329:
1524-1530; and The PREVENT Study Group, 1997, Pediatrics 99: 93-99]. 1; RSV ZAaS odwst= oA
F ™ol ARE, A7) WAlE A ARl QlolA o] Aghe] whETk.  AA, RSV IVIGE &3 F
= 24 e E el ARE SoF A FYEoF k. B, AW FEED F 84 249 F

F dEfe] g9l e At Ad VoS e dFEY oks g AmsteEd EFEsit. AA, A
daloF g}, mpxro R, RSVel tigh o

Murphy et al., 1994, supral. X3, ol&

supra; and SR LR 214 e X
AA71E 9&E stedl, ¢ 9 dS 54 A2 &A1 dddsta, F aide vo]y a9k Alxe 38 31
ok, mgh, F odide fhedd Az el dum, o]Fd e Mzt g3l o3 FEAE I
A7l 9&g ot mEbA, F gyl gk A= vlolE 2 AH FATIAY e vlol# vt NER
A3t As

= P

e AY e gx PFAS LA 5 ]
G d@ud g F did &t tiste] 7|EE AT =
q71A ou Al MEe bX] 53% AEAANHE FAa, U #EAFL 5%t [Walsh et al., 1987, J.
Infect. Dis. 155: 1198-1204; and Johnson et al., 1987, Proc. Natl. Acad. Sci. USA 84: 5625-5629]. ©]
= gy, F gl g3 A" A= ofd A 2 B nlo]#E A Fo|A nkmeol wxpHeAS vpeldith, RSV
F %Hﬂéoﬂ el AQE = 187k Aoldh 71l MAbS] A&k Bl AstetA] 54 Hlal A, A B R (2 &
AlEE 3709 ¥ 94 BBl AT [Beeler and Coelingh, 1989, J. Virol. 7: 2941-2950].
1956 A F-E] 1985W7FA] whe]El RSV w59 #de] dhste] F3} A7 FhEAeH, Fd94 9 A = ¢ WF
o MEZE uL BREHAT FI4 F9 T EZ= 7R Ao YT E AT

F3} &A1l ZE]u]Ful B (palivizumab) (SYNAGIS

Be]
RSVe] F whuld el A &9 F-ouf oy =] s A H <17t
= dge] drs flal] Aof ghAbell Al RSV Al (HukrellA 11
=z ]

(T54%))= RSVl 98 2 55 sk 7= 4%
ol 497b4]) &<t AT 1 kg T 15 mge] d¥ A FoFon IH5 Y Folu= Ao s A=A, =
HF U] B(SYNAGIS(T5438))= A3 (95%) 3 77 (5%) A *1“4 FAdEoltt. 19 Al o] &4

o FHuz ZYH+= ¥ [Johnson et al., 1997, J. Infect Diseases 176: 1215-1224] % vl 53] A
5,824,3072 5 #FZI. A T4 *‘]Odo QIZF 1gGe] W =dQl ¥ Cor [Press et al., 1970, Biochem.

J. 117: 641-660] ¥ Cess [Takashi et al., 1984, Proc. Natl. Acad. Sci. USA 81: 194-198]2] VH 7 =}2]

7Ha =z d9e2HE fFEHAT. A A AEE Ckd EW = 2 Jk-4E zte VL FAX

K1049] 71 Z#dYa dFo2HE FE=HSUT [Bentley et al., 1980, Nature 288: 5194-5198]. FH&H A]

e 7 ARA ZAA d9S A A ZYdYPAE oA se= Z\% 2 oA T ExERd A,
=

Mab 1129 [Beeler et al., 1989, J. Virology 63: 2941-2950] 24 ¥

(

2.3.1.3 Z% 2 27 vWe 7Rl A

&, gt Anfel g a3t Fo] Al FALe], A AE VIR A UA S5 AVIEAA Z HEH He
| 3FEA vlolgf2 ("hRSV") ZFel 9] FdE AES FASHE ddE SAE ZHE 28W Y ofs

23}t [Van Den Hoogen et al., 2001, Nature Medicine 7: 719-724]. =

2 {Ax S Ve R 17 WERTEHFo| YA (hPY)E WHEEHAT.  FUrE, 7] ATt 23|

£
N
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[0053]

[0054]
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g o) A *ﬂ AG7HA] Y BE olsEo] hPVel &3 7] vlojgxe QIztolA Aok 50d &<t
T3etes oz R,

17t Wb FEAlol 2] 29 AlE AL F3F [van den Hoogen et al., 2002, Virology 295: 119-132] 7] %]
of o, HT, FvdAe FAERHE QIZF vElbgRulolgj A7t T ATt [Peret et al., 2002, J.
Infect. Diseases 185: 1660-1663].

IZE wlEhpRutol Y A 2R wlEhpRutold et AEdEn. o & 5o, hPVeY F @ilde 2R/ grivbold
2 ("APV") O] F gl e xR Asdoltt. Izt wElyrRuleld s F gl d 3 59 #(Mallard Duck) =5
gElE 27 pEulel o] F guldel AHe dEmHloA 85.6%2 TUAS YERATH. A7 wERTER}
ojg F oA AWZ(Turkey) ZH-H ©ed Z27F frivlolzg]xo] F awde] A4 (319 B)S dERE|
oA 75% 9] TUdS dEtdth.  oE B, ¥ 4% LFAVE sds SA ARToRE 1 Awe] 24
of FuE EQiEE nl= JHEY A160/358, 934 (

Expression Systems and Vaccines Comprising Heterologous Antigens Derived from Metapneumovirus";
Ul 20023 2€ 21¢Y; ¥ (Haller) ¥ P(Tang))E e},

=

o
o] o WA "Recombinant Parainfluenza Virus

folr

] A3& 19709 9k GolZ gl HZE 23 [Buys et al., 1980, Turkey 28:

=HQon, o7 v Ae Auzx AS AT ARE Pt Auza e 4
~ZJ°E 6}&1, AWz H7#AIRD o2t 2ok, FHle APV whe]=2 ®=3
s shA BHE At [0'Brien, 1985, Vet. Rec. 117: 619-

, 37 ARe w7 —2— kel HME& (NDV) ol 7+ e B 2AdF (broiler) Wolgl wolq Yelhgon,

620].

TAE A3 (D) #HD 23 EA7F dE Rz FAAATY.  FHele APVl g A= SHSJ % %
7w Wolglol A HAEFFAL™ [Cook et al., 1988, Avian Pathol. 17: 403-410], wle}A APVE Yl o 2 A
Z3hsie,

25 FEuolg A vlgly Anfole] A3} £ o} (subfamily) FEHolE 23, WEHFREHlo|g] A Lo &8t
o 7heke] Hl-EA3tE RNA vlo]# ~o|t} [Cavanagh and Barrett, 1988, Virus Res. 11: 241-256; Ling et

al., 1992, J. Gen. Virol. 73: 1709-1715; Yu et al., 1992, J. Gen. Virol. 73: 1355-1363]. }&}= 4n}o]
Hx £ 27HA] o}, & ) An| W (Paramyxovirinae) 2 wEH| YW (Poeumovirinae) 2 7T, o}
=21 g anlgll s gepy anfelg] s, Fadtol] s Bl BEHlgutolel s &5 5 ¢ QANE, o g
AEA gevh. H, ofF wEAlYUE A £A4E VIR F oY &, 5 rEvloly s 9 wEhyRu)
olgl~® EHFFHJAT [Naylor et al., 1998, J. Gen. Virol., 79: 1393-1398; Pringle, 1998, Arch. Virol.
143: 1449-1159]. JrEHPoleglx £o 2+ Q17 &7 XA vlo]d s (hRSV), & 57 FXEA| vlo]y
(bRSV), & =571 &EA vfolex, 9 U}%’\ FREtelHAE & 5 AAIRE, o] AFHA F= | B
HEafolg £ gpRulolg s Ho st T FF< RSV FREEE 5 2F wREblolE s oMiL A4 B)
[Naylor et al., 1998, J. Gen. Virol., 79: 1393—1398, Pringle, 1998, Arch. Virol. 143: 1449-1159]1& &
T JARE, o] A Tk, APVY wwr dElES FPAel fY dElET Ry oR Aol Aoz
HE A7) witel wElTRERbelEl s & e A3 shel (k9w ) YERHTE [Seal, 1998, Virus Res. 58:
45-52; Seime et al., 1998, In: Proc. 47th WPDC, California, pp. 67-68].

S0 AME APV HA dnA ZAb o8] Zolzt 1000 WX 2000 nm HEIQ1 1 HHEE ZHe= 27 80
YA 200 nm WY v, w2s FEA dlolglagxtE Hel vl Collins and Gough, 1988, J. Gen.
Virol. 69: 909-916]. <]3+&= Zo] 13 WA 15 nme] 23}o]3 7} val s oz o|FojZty, w2 7A
wWddgelar, AZe] 14 mmel™, o7t 7 molth. FEIHLHAE AAS Ao oF 18 me] AAHE
ghejpu] avpole] s W e Euto]g s &9 AR R o] A},

)

FowEilele s gae Fd E AAAS) EA9 AFFAA 18 EAGE Betn vl A2 47
Agol}, 19961 5€ell, nER AAA AWFE TF7] Ao] FRetolA yelgon, o3 APVZ}
)= olo] @ o o=l YAHYE WEHHYE AMHAIZ W ED (National Veterinary Services Laboratory
(NVSL))ell A &2 = At} [Senne et al., 1997, Proc. 134th Ann. Mtg., AVMA, pp. 190]. o] AJgtel] <kA), m)
= 2 JytE 2F FERoIE AT Yl Aoe® a1y E At [Pearson et al., 1993, In: Newly Emerging and
Re-emerging Avian Diseases: Applied Research and Practical Applications for Diagnosis and Control, pp.
78-83; Hecker and Myers, 1993, Vet. Rec. 132: 172]. 1997:d Zof, APVS] &7} w]= wU|AElSoA A
zo] Ao HEHAT. AGES AF AT AZAA, APV e B sFo® on FAHAT. A
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[0056]

LER

o}

i

o) ALgs.

PIV

=1]
=

RSV, hMPV,

=
=

HAZF A7) whol#] el o8

whebA], 7] 3744 vholel 2,

H
=

[0057]

M7=

[e)
S AAa

<

e
=

ste)

;é]

]

7

%]

8

o

9

2.3.2

|

HA

B

=
=

[ The Merck Manual

pis

JHEEe 2EAEITF X~ FRUYoO(Streptococcus pneumonia), Z~EFEBRZFAF 2~ o}9-#9-2~(Staphylococcus

]

s
<!

=1
’d whd e ol oE

A A2} el (Legionella pneumophila),
=

2-o

g vhole)

h=

E

11 40,000 WA 70,000 o] AR

7€} 1

ols
trachomatis), BE2Aegt FVel2 8] 2~ (Moraxella catarrhalis) (B

=i
=

&
tH, o=

o

A

of Diagyaosis and Therapy (17th ed. 1999)1).

=]
=

7] %

=13
EgtmntE] 2 (C.

i

B

X

Al

2.3.2.1 A7 =¥

F22 AZF AV (Haemophilus influenzae), Zvtoltt FEUolol| (Chimayda pneumoniae), M.

=

w 7o) ol
)

RS

1}
9]

=5

H

F 2

=

[e)
2} R Yol (Klebsiella penumoniae),

stdle} Jlel= &) A~ (Branhamella catarrhalis)),

L
gl
S

3
A7) (C. psittaci), A.

aureus) ,
&
ol

=

il
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[0059]
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a
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K

A 94 7]
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ol ¥ An (7] +3).
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wjr
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fofo
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S

[0062]

e
o] ol

T 8

&

)

[e]
-

rEYEDT2Y AYY A

3t} (3 [Dye et al., 1999, JAMA 282:677-686]).

P e] ARES mlole 2ot it = Tt

[e]

S,

3 wihd HAA 199 el A

Q%

(HTBH)gi
A TB A0 A

sith. wheb, S A 2§At a7E.

2.3.2.2 A9

A 2

oL

3l

[0063]
[0064]
[0065]
[0066]

o]

ey

Dis.

Infect.

o} (8 [Navin et al., 2002, Emerg.

KikC ol

A

[e=]
=

I

o

s
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et al., 1998, Emerging Infectious Diseases, 4(2):195-206]). =3, gIuil @ gJTAUu=s A3 7

~
jwl
(@}
=
o
=
o
[N
—
<
o
=
o,
=
o
=
—t
IS
=
<
=
D
D
2
<

=24 B AzdeE WA #H FF 3 &4 FukEdY (3

Report, 51(44):998-999]).

2.3.3 AdA 357 79

ANA AEA A 7ZAY S A7) o), FU, o WAy wnlolglx, W JteE o AME, 2 B
A o] 2 i

al., 2000 Pharmacotherapy 20(11):1335-1355]). X &-#d AMge] 70% % Ut Candida) %, ot~ =245
>(Aspergillus) <&, W AYEIFTA UYL IFEWA(Cryptococcus neoformans)o] o8 et (&3

[Yasuda, California Journal of Health-System Pharmacy, May/June 2001, pp.4-11]).
2.3.3.1 AAA =

itk H2d A 7o 80% e 2ot & wEolty (3 [The Merck Manual of Diagnosis and Therapy,
17th ed., 1999]). &4 vz oo duzks(Candida albicans), ZYUlth EZo|Zrg| 2 (Candida
troicalis), 2 Z¥ult} ZFE}R Vel (Candida glabrata)ol 238, WA oA 71 wis] ot (4
7l #8). AYuse Ax, 71, 713A, 2 dE #FEATIE, AIDSS] g E 713 el (7] £@).
HIV-71S] &AM, A tsS B4 os Huaidoln, FlF, A=, 9 A

April-June 1996, Emerg. Infect. Dis. 2(2):109-116]).

tlo
ol
o2
>
Py E
O
"
e
=
o
@

ZHg 2 A4 A3 2 X #Askste A olY (&8 [The Merck Manual of Diagnosis and

Therapy, Berkow et al. (eds.), 17th ed., 1999]). wigbA, 71e, &, 29, ¥ 4, == dH 2 RE9

ok wikEe] Rt=A] ASA AP 49E AN E AL olyn (7] ). Uy A5, ghus
=

h=! == R N
o] Agke SARAR A R A, 274 Heo] AT A9 AE, £u vE A9l viAE 2
L2 g (7] 7). dsked, V13, 2 S B V)Rl dA iuugS A9 S8 ddHoR v

, A, B A E AR A el

2 EFAEAS £ FAE T

o] F#E Tt (Dodds, &7] +3). ZHFFIUEL Yt

g4l BRkE aat oAl AN, F Felo] MaFQl A e AW aFoF 7] QHAlRA
[ f Diagnosis and Therapy, 17th ed., 1999]). z

7130 -5t WS fEskth (Ampel, 7] @), webAl, WA hose] A

]
M
kY
<
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o8 AFstE d7] FAES AFTerh: 44 =

a , H 2 H, 4D4com-XF-9 H+= 19 FY-AF oA,
4D4com—-2F9 = 19 qU-A3 oA, 7F3 e 19 FU-A3r Jdd, 71A10 = 19 FU-Z3 ', 22D3
} @, 7F3com-2H2 T 19] Y-A3 | 7F3com-3H5 HiE 19 FY-A3 dd, A

wE o) $9-49

7F3com-3D4 3= 19] A-Agt dH,

oo 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4Ddcom—2F9, 7F3, 71A10, 7F3 22D3, 7F3com—2H2, 7F3com-3H5 W
£ TF3com-3D49] 7HH Ff ("VH") Z=w1e] oniAt AES ZteE VH EHRlS EEetH, <QIzF IL-9 EE I E
Co AYEe|¥oz AFst= IL-9 FAE ATy, 2 #yg2 3 4D4, 4D4 H2-1 D11, 4D4com—XF-9,
4D4com-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com—-3H5 =+ 7F3com-3D42] 7FH 74 (VL) Z=d¢le] o}n]
A AES ZE VL =ElS 29ek, A7 IL-9 EYFE = WAooz Ajtste IL-9 FAE AFe
tf. B owwgo md 4D4, 4D4 H2-1 D11, 4D4com—XF-9, 4D4com—2F9, 7F3, 71A10, 7F3 22D3, 7F3com—-2H2,
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shu, Q1zZF IL-9 ZRAEEO HAEe|Hoz AFste IL-9 A& ATt 2 Iy F7M2 44, 4D4
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ko] A28 = 9 A FEAY d2E, Bi-Eo|& T AlEZ U ZA(Engager) (BiTE (H%w®); HoHE Qlmz
dolEl=) 2 A | A FEAe o] dH-<l NT103 So] Ut

oy, ¥ el 1L-9 FAE ARgste] oA Ax ke 24 AE W IL-99 FES AAchs W,
2 AAE -9 FEa dE2T (AF 501, PBSCIMe] v vlasts dAE £dshs, IL-9 ZRE =9
ol wd SU(Exw) S 5HoE o A& Ev o, IL-9 84 i 19 shy o] e MEA{NE o
dEd (EE) A4S 540 s AE B Ao, A A8, 95 28, A A8 BE Y
(mAslE, 3571 A9)& Ad, dfdd B RyEdshs s Awdt. dA49 119 $Eo] fix
T IL-9 el vl STHEAY aE A2 -9 ZEHE =S o I H(EE) 848 5o g 4
S = Ao, IL-9 #8A B 19 sk o] HEFUY o wd Sl(Exn) 4 5P o A
= g, AkEY A3, AT A%, S A% == Ao Axelth. w3, ¥ oIwe, 2 odwe] 34
7b obd 1% o)l aWAl (dE 5o, 1% o] A E= AfADE sy diekA #en 1L-9
ZE e =] W Selqor Ajete 1F ol FAE EFete, IL-9 TPE =S o) 2d W(Ew) &
A& EAoR s AS mE Ao, 1L-9 584 i 19 sk ool MEFI o) WE L(E:) &4
& S5AOR s AE B o, AVpde A, 945 A8, 4 48 £ g9 (mEEslE, 2571
) E= o5l st ol S d, AR, we] B(Ee) Al ARgetr] 9% Al 24w, 71E H
Az EFS AT, 71E Ee Ax 85 772 AAE 232 F Ao

w
rﬁb—‘
2

oA ALEF upe} o], gof "ol & 5o FAd 1A4s gt ¢ 1 773k
oA el kel A Hlojghs AA g, EdolA AREE vpel o], o] "o W A olal e Al
F e g 2(Ee) AAHn A7 AE e didAe] Jad AuEd AE e oA od &
A AGE (dF 5o, RNA, @98, ZFE= = FE =)o) ujAALAd ddS At o]y o]
HE FAR FTH o3 AL F k. FAA]D AALE A, & "ol wE"L, FgH ol UF
3 AZ B gA DL(EE) AAHola AZE AE wE gAY Ao % fAxt A= LEI A
Aol AE w= gl 93k [L-9 W(EE) IL-9R B 29 AESGY njAAael 23S A, o=
AE e A WY mEAd 9o IL-9 D(EE) IL-9R £E 129 MBEHFY Fdx AAEe] 23,
AE = gaa We Wa" 329 IL-9 2(EE) IL-R £ 129 HBESY #42 4489 28, 294
olf IL-9 (X&) IL-9R T 19 ABFY Fdx AES] &d, = o]59 S XFs. ZofA
AL mRel o], gof "ol FANe, Al AR AE Ev didA W(Ew) Aol Ae AlXE
T gidAe Jekd doAl AE e didAdA Y] fAaA BEEY] WARE o, FHA AL E 9%
4 S7F, Ee AR AAEY A4 EA4S QAT A AAISEH A, & "ol A" (A5
Eof, F&Aol g 1L-99 A% T8 Tkt ) A% Ax e didA L(EE) AAoa ARe A
X EE gAY JdoA AdHoR wAEE oA Bojd IL-9 E(Ex) IL-R e 119 ABEAY &
AE AAgTE. IL-9 2489 o2&, IL-9RY 14ks), Jak3e] €/dsh, MEKS] €/dsh, Stat 19 43t 9
Stat 3¢] @43} Fo] XgHY, ol AFEA= ek

, ) £ o], @A ZYP =, A= D A el A9
GG ZEA 9 FAIAY B 715S HAEA A2 delEA ZgAeh fAsEAY
< S A= gAY, T A2 g9 A3 2B
& AATT. FAE ofnwal AEE Zte oA AE, (a) A2 WA 287
Ad3} 30% o4, 35% oli, 40% oA, 45% o174, 50% ©14F, 55% ©14F, 60% ©14, 65% o©

17, 75% ©17%, 80% 17, 85% ©l%, 90% ©1%, 95% o1 T 99% °d T ofnx=At MY
Zhe A 2845 (b) 570 o]l <l obw=At A7), 1070 o) el A obwiAl 7], 1570 o]e]
A oopm Ak 7], 2070 ool Q1A oAl Z7], 257 o)kl AA ofmiAk 7], 4070 ool A o}
AE Z7], 5070 o)) 1A ofmwmAal 7], 6078 o] 1 obw|mAr 7], 7078 o] 1A ofm =4t
71, 807 ol/e] 1A ofm:=Ab 7], 9070 o9l QAF otmwAb 7], 10070 o]/de] A opmwAt U,
12578 o]Fe] 14 ofmAik 7], 15070 ool 1A ofw At 78] A2 v AAg AgAE A5k wE
SHE NdF 74 xsteA £43Ee FEUHE AL 9 ZPEE dWAd ZEAL 2 (c) A2
Gl A 22 AE TY3Fs wFULEE M} 30% o), 35% °14, 40% o1/, 45% ©]%, 50% °], 55
% oA, 60% oli, 65% o, T0% oA, 75% o1, 80% ol 85% o], 90% o], 95% o]t EE 99

% oY BAR FIUALE S Aol ol mYHE wNAY A48A F bt ol4e WEAIE A2 By
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Gl
P
rlr
ay)
=
i)
oX
L)
=z oo
2
rlr
Y
A}
mv)
=
i
oX,
Y
oo
Y
o
o

4842 AR, A2 SN FeA9 §AR
A 23k, 33 e 43 FrE e
] 4

AEgEA X-A AAs &

=217,

i
i

T oopredt A Es o Ade] #d8(%) e SASH] M=, AEe HH Hus fs) AHdn
(& 5of, 72 opvli=Ail Hi= Siat Mdate] Ao FHd& ffs) Al opvmat = 3t o] Hd Tl
e B4 = d5). oA, ASshs obvmat 914 e wEEeE s 99 obumat Y] Es 73
QE=E Hadt. Al AE T AT A2 AE Fo] ASshs AAS LT ofvxt Y] e E
SEER HYA glow, FAas 2 HACM Fdstth. T At #24(%)e ALEd ) TRE
& A o] Py (5, #248(%) = LT T8 AA9] F/AA F F ox 100%). T HAAFEHNA,
T AEE LT dols #Hen

HHFS ol &3t dAT F Ak, F AEe] vlud o] &
4 o=, ¥3 [Karlin and Altschul, 1993, Proc. Natl. Acad. Sci.
¥ E3 [Karlin and Altschul, 1990, Proc. Natl. Acad. Sci. U.
ngEe 3 [Altschul et al., 1990, J. Mol. Biol. 215:

| =91¥]o] vk, BLAST wE#HSEE= M-S NBLAST wEelQHE 2271
A getujE AE (dE £9], 2309 = 100, 9= do] = 12)F Faste] & wwo] itk Bl st w2
SQEE ME eSS 7 k. BLAST @il AAE XBLAST =213 gejuE] AE (& 9], ~39
- 50, 9= o] = 3)2 Faste] £ W] vy Fajo] gk oju|Aal MG FEAdS 45 & Ak vl
2 93 o] g AEES A7) e E, & [Altschul et al., 1997, Nucleic Acids Res. 25: 3389-
340219 7171 whe} o] Yol 9li=(Gapped) BLASTE o] &3 4= glu}. ®WwW o=z PSI-BLASTE Alg&3le] 4}
E Atele] A A (Id)E A= v AA4e 8% 4 vk, BLAST, 3°8% (Gapped) BLAST ¥ PSI-
BLAST 2138 A8l 49, Z+7te] 23 (dF £9], XBLAST ¥ NBLAST)9] U]ZE InEE A8

[0e]
N
[\
Do
[@)]
-
[\
Do
[@)]
&,
1o
e
&
n
=)
o
O
o
o
rt
mo

T AT (dF E°], NBI §IAtolE #an). Ade] nlusE 98 AHEEHe s z2a9o wre v
3k BAeA] o= &3 [Myers and Miller, 1988, CABIOS 4:11-17]19] dmzlFolrt. A7) dudEe GG A
g Ad AZEo] H7]A9 dFQl ALIN Z23 (Hd 2.0) o Egdrt. o=k AEE vlusty] 9
3 ALIGN Z2IE& AH&3te 25, PAN20 5% 7] &, 3 4ol =gy 12 & A #dy 45 288 5 3
o}.

T AE Aol FAA(R)E e FEAY e §EsHA] oA AV TS Tled FARE Ves AR
st 54 = 39l L (%)& Asted AP A or Jg3k njivte] A

oA ALEE wiel o], Ml-whiEAd FARAH] Webe A ] go] "FAMA":= Al f7] EE U] EAEA
AbstAY 9& 7ss 2t Al f7] e 57 220 FRASE fAME A2 7] BE 7] #AE AA
Ela=

Ao A ALgE ublel o], fof "ZA" B "AIAE"S EUE Ex9 U, @4 H(EE) HES A,
AA, A e F3N7E duid ZEge AEg e AE =2 (pept idomimetic), BebWA ) 34A), 3
A dA, gestE, A, {71 24, 7] 24, gEA B 28 A (small molecule) & A A ST, o AA
FEjelA, ddAle iz, d7dd AAE &5 A9 (PBSS Hlawst] 10% o1, 15% ©ld, 20% o4,

25% o1, 30% °l%, 35% ©17, 40% o1, 45% °l’d, 50% ©1%, 55% o, 60% °17%, 65% oI, 70%
oI, 75% oI, 80% °1%%, 85% oI, 0% o, 95% ol Hz 9% oldoR EuE wxke] YT, B4

H(EE) Tds FaAn.

Aol A AREH upeh o] gof A" B "FAE"S BRegFRY A, v 5eld A, Az A, 1zkst
Al 7hast A, 7lder FA, G Fvs (scFv), @3 A, @ =n ¥ ‘ a,

&I =-43 Fvs (sdfv) 2 -0t 2 E¢ (idiotype) (&-1d) A (o

B

3(}_

= Id
FAE 23, AEZIY B 7] V1A o] A oFEX-AZ} dHS At 53], IA= ol
LIFEEY EA4 B oI REY X WYSoHon &4 v, 5 Fd A3 FAE Thshe BAE
FEsit, o|FwIREY BAE A9 FdH (AE B, 1gG, IgE, Igh, IgD, Igh % IgY), ¥7 (dE &
of, IgGi, I1gGe, IgGs, IgGy, IgA; H IgAy) B 3HIF-FY + Ath

oA AFRE upe} o], fo] "L 9 A", "IL-9 A", "E wo] A" @ fAF fo]= Wt 51,9
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A71, 607 ool Q1A obulaedt 7], 7074 o)Al Q1A ofvliat 17], 8074 o)Al Q1A ofrluwt 1], 90
A olgel QA oAl 271, 1007 ol4be] QU obulndt 7], 1257} o] el Q1A obvlidt 271, 15070 ol
Al QU ot 271, 1757) o ge] Q1A ohvlneat 7], 2007) oSl QU obvluwt @7] Ei 2507 of
gl QR ohual Avle] opulwal AU TS P wr FURUSE AP, EoE WG

Ed o
gug mE EE S shy olgel 5e uadd. e

Bl ARgE upe} o], gof "gHumAe Al ZEFEE T gl w9 o fAbA £
FEAG ofwiAt A 9 o]F ZYFEE ke v (5, Al ZYPEHE e OWd, B 129 v
F oldt A2 ZYHEE iy ) T o) o, fAR BE &

A S ARG, I AAGHAA, FF duEe :

= EE Y=t §3E Al E=e AfAE 23S o] AA G mad, ofF dvuld ZejlEs
= FEEE A8 #F39 Al B AfAeAY B a3A &S F Ak dE o], uYxd g4S
Zhe 270] Aold vl T s e JHET 3§30 §% dESs AT & dvk. wEAS
AAFE A, S GHAS o]F dwd ZHH s e JEH= §3E7] del E#e] Y= Ee
g o] ggu Hld GAAS REEAY NAAE A

Belo| A Abg® Hlel o], fo] "FE A= A7) AlEe] WA B dAzel wmi= @Ay 54 gat
A AE L AE e A AL Esch ol AEo AL AEHA A T ST AX AEoR
o dat BExpe] BTl AT 4 e Edwe] e 34 JFgoz Q) ik EAR FARAE ZAX
oF sdstA &S Ak

Ede A ALg-g whep o], gof "Ik AJRl" Hi= "AQl"E 184 ool ke A g}

AN ARG Hhsh o], o] "9l ofF" Ei "obE' Ei 1o WPol: AF 24718 VA 18419 QA
S

|9 ukeh o], go] "HdF AR, "HES" e 1o Wdgol= 6564 o, whrA el 704
[e]
=

BAAIM AFEE st o], go] "¢tk Eiol', "Ey] RubE frob' i "ol mi 9] Mol Al
ol o] 407 vk, migAsAE Al vele] 35% wluel Al deld, 649 wlw, wEAsAE 3AY M, 1
o vhgrA s 2 iR, b ukebE sl 1R vwe] A7re A3 g,

Lol M AREE mhel o], o " 2HstelM EAsEH = M2 30% o (WA S, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% W 98%) LT FIEELE= A Lo
AgA o M=o £Asts] doldds 43 R AHE A 245 Vedd. o#d 94 23e ZRiA

2 gt A
ANA FAE o = Current Protocols in Molecular Biology, John Wiley & Sons, N. Y. (1989),
6.3.1-6.3.6]0l A 2t

=)

drtd oz odA 1S AHoH ol AL pHellA FAAQ Ade st €44 §- (TmET 2F 5 Ux] 10 T
e Rog MY, Tnd FTHd AR Zzvol 50%7F 4 A9y #HY Az EAHE 2% (4
gy o] HAx, pH ¥ i F&E oA 2E)eltt (HA MEL JFo=z EAE] "ol TmollAes 22
B9 50%7F 24 AL By AEHE 2AFT). 94 27 pH 7.0 WA 8.3 A4 FErt ok 1.0 M YEF
o] mvk, dPHoz < 0.01 WA 1.0 M HEF ol F& (Ex 7| Deoln, 257 HE Z2H (45

Eo], 10 WA 50709 FEdH=) C , A ZRB (dF &0, 5071 ol wE
AoEm)el dalAt 60 T olgel A Aelth, 7 Qe EF BoHAHAl, A% Hol Lgohvse] A7t
2 94d & vk AuHEclAY SojHa E48kg A8, Fd AsE Pl 2 olg, mFAsAE A

=7d8te] 10ufo]tt.

gk njAISA dofA, dF EA3 272 6X FIUEF/AEZAYEF (SSC)olA oF 45 TR &A43} o] F,
0.1X SSC, 0.2% SDS ol A <k 68 CTE] 13] o]Ae AMHo|tt. uEAE H|ASHA ooA, AF A3

o

[
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[0125]
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L 6X SSCAlA ¢k 45 T2l EA3} o], 2X SSC, 0.1% SDS FolA oF 50 A 65 TR 13] o]4tel A&
%, 9F50 C, 55 C, 60 C & 65 TR 13] o] AF)elrt, £ wrge] ik o5 Z7slollA A
AEET FEELE=aygt o]foxl U e Mdd d& &A43EE il x5 x3sx] g o=

ol Htt.

Bl A}

o

Hpe} rol, gof "IL-9 HEFEI="= IL-99] A # v FHE RS IL-9, FAM, =

] Z3 - 5 v 2 Afo] B Fuz =9%) e L9, #AH, =22 =5 19 gHs x93
st 3 wiAE AAg. -9 EYFHEE o FoEFY fFHE & Avk. L9 EYFEHEY F
FHQEHE H(EE) olvAit e Fd e I/E dojgo] A28 2E ¢ AU, e Y] FEY

2 oA TAE F2Y E ADEA Ves o8&t A48T F vk o
5 Eo], 7t [L-99 wEHSE= AEe WA (GenBank) H|o]ERHO] 2 ( 5o, "4 M3Z NM_000590;
T 12 oA S 4 k. Az IL-99] obnAl AES WA dojelol~ (dE Eof, HE WIS
A60480, NP_000584 2 AAC17735; % 13 #Fa1) 2 2002 49¥ 1290 9% U4 9% w3 o] "Recombinant
Anti-Interleukin-9 Antibodies"¢l W= 7}&9 A60/371,6835 (o)A 15 AF2] QIzF IL-99] ofmwAl A gL
FAH R 2o g =9jE)dlA e & Ark. wEA S AAISH A, [L-9 FEPH =S QI3 IL-9,
FAA, FreA mE 1] gHo)t),

=

32

ol r

2]

—
—

EAdolA AREE whe} o], g "IL-9 FEA" F "IL-9R"S IL-9 FEA, FAM, FEA T o] g,
T L9 8A, AR, FEA e e dls 2
o], IL-9Re] Wgtel X o] o "sh} o] Fe] HHfFU" E

("IL-9Ra") R(EE) 7154 IL-R i FAH, FuA w19

)
o N
ol
ol
ol
rlr
do
?L'

4R, IL-7R 2 IL-15R H3A Fol= EATHE A, vz e AA Gl A, 7152 IL-9RS TG A
SAE ]leje] AE F2 HAA (AE B, A UTA] HA) o2 SAE
IL-9%2 Agd T AXE Jo S vke2 w7igttt (& 59, 3 [Renauld et al., 1992, Proc. Natl.
Acad. Sci. USA, 89:5690-94] 2 [Bauer et al., 1998, J Biol. Chem. 273:9255-60 - & U} 1 Hd&o] X4
Faz =948). vgFsAE, 7154 IL-RE B T AIXF (& £9], 9 2 F4 [L-9RaE &
WH = TSI RA3 AE (2 ol o] AJ2"= (R & D Systems)))9 IL-9%22] Age= AR A A Yoo
A F2 AR SAS T AE F2d dojAe] Tz o|&A F7He 7F- 2t (4 [Renauld et al.,
1992, Proc. Natl. Acad. Sci. USA, 89:5690-94] 2 [Bauer et al., 1998, J Biol. Chem. 273:9255-60] 3F
). ok wbgH g AAGHA, v B IL-Ra HE EFeHE 718 SRS AS =5k B 24 A
AF (STAT) QIAFQ1 STAT-1, STAT-3 % STAT-59] FEo|FA R o|Fo|FAE &3 st oFF2~(Janus) 7|HAIQd
JAK1 2 JAK3S 53 A& A=A EE A} (£ [Baueret al., 1998, J Biol. Chem. 273:9255-60] %
), EUE w3k AAkEeA, 715 A IL-RS FAelA FX 8 ofHEA A (apoptosis) ARLE FH
H= nle} e STAT-3 2 STAT-58 X &sl:= v7lyZ oz olREAAE wxE 4 9t} (23 [Bauer et al.,
1998, J Biol. Chem. 273:9255-60] #i). IL-9R Hx 19 shi} olate] ABEHULS 9o Fo gy £
2 4 dnh IR B o] RN RS s B(EE) opvmit AEE B EE glojehel
oA ZHE F AU, AV FEHLHE W(EE) ofvxst AEE FAR A TAE EREY W AEEA 7]
%S o] &3] AAT £ v}, o B Eo], 23k IL-9Re FEFULHE AMILe AW dHolgHolx (dF B
o], A& W3S NM_002186, NM_176786 2 NM_000206; %= 14 Far)olA S 4 9lvk.  <lzb IL-9RQ ofw| At
LS Az dolgol A (dE E9o], H<4 W3E NP_002177; NP_789743 = NP_000197; %= 15 1) 2 2002
W49 12¢0] 99 2ol i A o] "Recombinant Anti-Interleukin-9 Antibodies"¢l uwl= 7}&=g A
60/371,683% (16 Ho]x] 4ol <QIzF IL-9RQ] obr|wal ML FAHozg Eo Fuz ) e 4
Atk HAe AASFHl A, IL-9R e 1] s o]l AHEFHS A7F IL-9R H= 119] hu o] o] A
HHY, AR, A e o9 o),

oA AHER sk gol, gof "AYRAA" W WARAAE, s
t 530 WAAS 24 A48AE AFB. TARL QA4
3 o
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|
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o2 ABNA @ o] Wol

WAEAAE A WY 0se F SUL wirE AgAelt. B4 ANFElA, Wz hgA9)
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3} z=78}dl A 4D4, 4D4 H2-1 D11, 4D4com-XF-9, 4D4com—2F9,
T 7F3com-3D49] VH % VL E=WelS 3YsleE FEEeEH=
H VH =H9] opm] A A mE VL Ewele] opmnal Y
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[0196]

[0197]

[0198]

[0199]

[0200]

SSS0ol 10-1224235

S XS, EmUE AAGHAA, IL-9 ZEE = How Agsts Il B VEEHo s
AAT ZAFNA TE FARNA TR H 2 AAs A3 A3 A 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9,
4D4com 2F9, 7F3, 71A10, 7F3 22D3, 7F3com—2H2, 7F3com-3H5 % 7F3com-3D4¢] VH 2 VL E=v¢ls :yshs=
U SHE Aol £A4stdE FEULHE Adol o) Y VH E=rdl9] opnik Ad B VL EuQle] of
Hliﬂ AMEs E3ge. wmohE AAGENA, [L-9 FERHE WSl or Addste A= 2 7
=ro] v A4 AstelA] Ee ddRel A A vE dAT 243t 2xstlA A7) & 1ol e VH
CDR ¥+ VL CR & 499 shute 3dste wEdB= Adel E43td wadleds Add o =
VH CDR®] ofw]=it A = VL CD RJ oAk NG Xt A gl A, IL-9 T E
Ao Afste A= B VeHol e dAS 2dstdA e dEAelA A e 4
Astol A A7) F 190 %HQ VH CDR & <1e]9 stvt, 2 7] % dgd VL CR 5 L<ol9 3k
= TEUSEE AMde] £AstE wEHLEE Ado] os ZPHEVH (DR o} =4t A 2 VL (DR
2t

oqE
==
J

HAEo
=3t
=

=

[e]

2l % QB = Hoﬂoﬂ 9
He [L-9 ZPE = |
7F3com-2H2¢] VH CDR (%) VL CDRY
95 VH CDR 2 (XE+) VL (DRS 2233},

TFA AR AAFEl A, IL-9 ZEHH =] W54 or Agste= A= 4D4, 4D4 H2-1 D11, 4D4com-XF-9,
4Ddcom-2F9, 7F3, 71A10, 7F3 22D3, 7F3com—2H2, 7F3com-3H5 = 7F3com-3D4, HE& o]E9] 39-A3 i 9
otul Al A3} 359% o), ulEAEAE 40% o, 45% ©14, 50% oA, 55% o4, 60% o], 65%
ol Ak, 70% oAk, 75% ol 80% o], 85% o], 90% o4, 95% o]AF W= 99% o]k FAF ofu| Ak A
AL x3sirl, wrhE AAYEHA, -9 e = WgSo|yor Adtel= A= 4D4, 4D4 H2-1 D11,
4Ddcom-XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 W+ 7F3com-3D4¢] VH w13} 35
% o1, BFHASIAIE 40% ©)AF, 45% ol 50% ©]F, 55% olAF, 60% ©4F, 65% oA, 70% oA, 75%
o]k, 80% olAF, 85% o1, 90% ©l4F, 95% ol i 99% ol FA3 VH =rele] ol MES ¥3
s, EgE AAIYE A, [L-9 ZE|RE| = WeEo|ow AgSt= A= 4D4, 4D4 H2-1 D11, 4Ddcom-
XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 W+ 7F3com-3D4¢] VL Ew|Qls} 35%
o]}, ulEAEAE 40% o4, 45% oA, 50% ©1AF, 55% o°lAF, 60% °lAF, 65% ©]XF, 70% °)XF, 75% o°]
A, 80% o1, 85% o1, 90% o4, 95% ol i 99% ol wAd VL =rele] ojuiAt AMdS £33
=

T2 AAGE A, 1L-9 E2FE =] WAEo|go g Agtsls e AV & 1o d3d dole VL DRy}
35% o), uFEHAB A= 40% ©1AF, 45% o1, 50% ©l4F, 55% ©14F, 60% o)A, 65% olAF, 70% o], 75
% 1%, 80% o4, 85% oI, 90% oliF, 95% o4 i 99% ol BU3 17 o]4+e] VL (DR o}m]=Ak
AL xeatd, muE AxUdEHA, IL-9 e = W Eo|¥or Agtsle A= 4] ¥ 1o 9
® 91ejo] VL CDRF 35% o), ubdA A= 40% o4, 45% o4, 50% ©l%F, 55% o4, 60% ol%, 65%
ol Ak, 70% o, 75% oliF, 80% o], 85% o4, 90% o4, 95% o]t W 99% oAk HUT 17] o]Ake]
VL CDRS] ofm]:Ait M ES X g,

EohE AAGHAA, 2 2 L9 EEfE R WaSeldor Al FAE Awstd, 37 A=
TF3com-2H28 = T 0% °17, 5% °1%, 80% °17d, 85%
o, 90% oI, 9% ol = 9% o TdF FEUEE= M od mdgdd. Eue
AA AN, 2 TEe -9 = = & Agste, 471 &A= 7F3com-
2H2¢] VH vl 2 747y, A9 43 H AE A7) 65% o], wiEA st

A= 70% 17, 75% o, 80% °17d, 85% o4, 90% oI, 95% °1 B 99% o) FUT wEHLHE
Aol o) mgd VH =9l R(EE) VL Eviels 23, EuE AAGHCA, 2 2 119 E93
ElEo] meSoldor dgtshs dAE Alsstd, 7] &A= 7F3com-2H29] VH CDR R(HE=) VL CDRE] 732
SHE MY (= 9A-B)F 65% oI, wtgAEAE 0% 0]/}}, 75% ol%, 80% °1%, 85% o, 90% °l%,
95% °1’ Ei= 99% o1} FLY FEULHE= Adol ofs E¥E VH DR R(HE=) VL RS EFH3c}

e IL-9 I PE =] Agst] S8 2ol viAE Ak AAske dAE 2dEn. 53, & dE
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[0202]
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& IL-9 ZYHAE =] AFstr] Y8l 4D4, 4D4 H2-1 D11, 4Ddcom—XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3,
7F3com-2H2, 7F3com-3H5 B3 7F3com-3D4 T 19 s-ZAst dH I AAS = dAE Easivy. A4l
Al A, B ahge JL-9 Za|FEj =] t)d 4D4, 4D4 H2-1 D11, 4D4com-XF-9, 4D4com-2F9, 7F3, 71A10,
7F3 22D3, 7F3com-2H2, 7F3com-3H5 =+ 7F3com-3D4¢] ZAgHS Edo] 7|9 AA AR = GdA 2 A
H AR AANA R, A PBSel AtiH o g 25% o)Ak, 30% o4, 35% oA, 40% o], 45% o)A,
50% ©)14F, 55% o)A, 60% ©lAF, 65% oA, 70% °1AF, 75% ©)14F, 80% o4, 85% o)A, 90% olA, 95%
o], 25% WA 50%, 45 WAl 75%, T 75 WA 9% 74 ZAAaA71E FAE L), ErhE AA G
A, Boarg o [1-9 ZHE|=o thdk 4D4, 4D4 H2-1 D11, 4D4com-XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3,
7F3com-2H2, 7F3com-3H5 Y= 7F3com-3D42] AES ELISA B HANAM thxa:, <did) PBSol Athzoez 25
% ©1%F, 30% ©lXF, 35% oliF, 40% o), 45% o|%F, 50% o|%F, 55% ol 60% o1, 65% o], 70%
oA}, 75% o], 80% ©lA, 85% olAF, 90% oA, 95% o] HE: 25% WA 50%, 45 WA 75%, T 75
WA 9% 74A HaA7|e FAE EFeTE. ubgbE gk AAIFE A, ELISA A A4S 3] WAoR F9%
F Ak AR IL-92 10 pe/mlY FEE PBS FolA] AlxgTh. o] & 100 xS ELISA 98-4 wlo]z=E}
olE] EdHlo|ES 7+ e Hrtetar, AR 4 WF] 8 TellA Qlsfdloldgtt.  ELISA ZH¢Ex 0.1% EHA
(Tween) S HE3 PBSE A2 ste] ) Azg IL-95 AAZ. H]-5o|¥ gdwid-vuld 45222 pPBS 3
of AZT 4 FH AFEU (BSA) 100 w3 HE =% 1%7) HEE Ao zn zpdst;,  ALda 1 A7t
Fof, ELISA ZHolES AHEtt. FAHA &S FA FAS 1 ge/ml WA 0.01 pg/mle] FEZ 2 A
*1 Az, g2 4L o1 A vk B 1 pg/ml WA 0.01 ug/mle] sE9 rHZ% FA S FHH3i)
2FYol ASATA R BTXH AF A (dF 501, 7F3com-202)F 1L8H Zl% % 1 g/mlollAe] A4 &
S| M Zol Hrieteh, Alg 2 AA A EFE 100 pbE 3@l ELISA Wol| H7sar, Eaﬂo]E-E— 1 Az =
Ao A Qliuleldsttt.  Fhe] H|AE A E Al S| AL el Al ﬂxﬂ% %

ay %1011 ﬂﬂﬁ‘owﬁ 74zzﬁhﬂr %ﬂﬂo

2

(

2 o
é

[UFU

M r£
=
(e
(e
T
Ll

Aol wls) S5 = —“‘Sﬂ == ‘N\ME}. H}a‘ﬂﬂ : e =l et 7F3com-
= 4 AAeM dizw, o PBSel A e® 25% o, 30% o, 35% oI, 40%
o, 45% o, 50% ©°1%, 55% °1, 60% °1F, 65% °1%F, 70% o°l%, 75% o, 80% o, 85%

3
cx
{e}
o
N
9
cx
©
1
R
9
o
-

| = 25% WA 50%, 45 WA 75%, =& 75 WA 9% 7HA] AT = FAE E
et

wrhE AA S A, B owwe (-9 ZeEl=d] ik 4D4, 4D4 H2-1 D11, 4Ddcom—XF-9, 4D4com-2F9, 7F3,
71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 W+ 7F3com-3D4¢] A-A% ¢ (& So], VH =<, VH CDR,
L =¥l == VL (RS EFste (Ex, 7] FY-2F gz o]|Fofzl) A9 AFS 2 7IA=
AR AR we ggie & TAE HAA-NA iR, o PBSOl AHO R 25% o], ulgAsAE 30%
ol4F, 35% oAk, 40% ol4, 45% oA, 50% o4, 55% oli, 60% o, 65% ol 70% o, 75%
ol 80% o], 85% 14, 90% ©l4F, 95% ol T 25% WA 50%, 45 WA 75%, = 75 WA 99% 7t
A gaAe FAE 2. T=oE AAGEA, B dEe -9 ZEHE =] ggk 4D4, 4D4 H2-1 D11,
4D4com-XF-9, 4D4com—2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 FE+= 7F3com-3D42] &-9-A3t oA
(]2 Eo], VH E=wW<l, VL %=HQl, VH CDR, ¥+ VL CDR)S E3sle= (Ex, A7) 39-4% dH oz o]Fo
) A el A3HS ELISA 7:‘13 AAANA dEzT, oAY PBSO Adoz 25% o], vpEA s A= 30% ©]%,
35% o1, 40% ©l4, 45% ©l4F, 50% ©l4F, 55% olF, 60% ©lA, 65% ©4F, 70% ol Ak, 75% o4, 80%
A 85% o1, 90% o1, 95% ol HE 25% WA 50%, 45 WA 75%, T 75 WA 9% 7HA A7)

o]
= gAE ¥
S =
= o

Fach wgrAe AAGEeA, 2 Ewe -9 TFE =] tg 7F3con-2H29] FL-AF G
et (B, 7] F9-49 dHoR o) Aol A ELISA 44 AANAM dza, <
PBSell o4 <.

=1
2 25% ©)’, vrgAS A= 30% °©1%, 35% ©l/d, 40% ©1’F, 45% ©1%F, 50% °l%, 55% ©l
A 60% ©1AF, 65% o)A, T0% ©1%F, 75% ©l4F, 80% ©1F, 85% o], 90% o], 95% o] EE 259%
5 WA 75%, EE= 75 WA 9% 7HA] AAaA 7= @S xasit),

B oo -9 ez Agsty] el 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4Ddcom-2F9, 7F3, 71A10, 7F3
22D3, 7F3com-2H2, 7F3com-3H5 W= 7F3com-3D4°] VH =w1¥} ZAsh=s VH =wls 2dehe (=, 27 VH
LEvlo s ofFojxl) ZEE s Ex wMdS ygdth. @ £33 19 EelE e Adsty] fls)
4D4, 4D4 H2-1 D11, 4D4com-XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 i 7F3com-
3p49] VL =wQlat AAsE VL =ulels E3skE (e, 7] WL EHloR o|Fox) ZYJPHE e o

-
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[0203]

[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

SSS0ol 10-1224235

= -

2 e IL-9 ZYsiE =] Asty] 918 27] & 10 @A VH (R¥ B A= VH (RS EFshe (i,
871 VL CDRE. o] Fef) EFe|RE = Bv dWds 2geit

IL-9 ZYfE =] WSl on Aitsts A= =, A9 F39 ZA7F Al Tf2om T2 &
F AFFoRM WPEHE FEAE 2. oF B0, A glol, A fFEAE dE B 2R,
otAgs}, #ds}, <iksl, opn=s, AP RE/Ad Yol o fFEAS, dMdgyd dd, AX e ®
T 71e e gigk A Sl o Wy IdAvE gt dofo] the] st WYL Kol 54
Ak, obdds}, X293, Fuyghvioldle] A A TS ESFsAIRE, ofdl AFHA = FAE vleel o
a F3E 5 . FUtE, FEAE 1T ol HEdH ohxits R & v

© U B3 IL-9 e = dgSoldqor Agtels IAS AlwstH, o71M 7] A= AR
A" ZHda 4 (dE B, A Ee vz T E et Zdea 99e Ha @
AEAY B AAME g9 99d F Ak wEAsHAlE, & 2] A 3 992 At (s
Eo], Q7 ZHY U dde] EAE 3] £ [Chothia et al., 1998, J. Mol. Biol. 278: 457-479]& %=
atal, 1 o]l Bl Faw =9%)

IS IL-9 ZEHEE] W5l or Afste FAE e, o7IA AV A Zddda 99
EdWo] (AE Eof, U o9 oluit X3)E 2zt 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4Ddcom-2F9,
7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 Wi 7F3com—3D42] ol Ak M ES X3t 54 AA %
oA, IL-9 ZPE|=d HYEo|Ho g Agst= A= VH ZL(Ew) VL =W Zdda g 1 o]
AFe] ofm=2t 7] X3S zh= 4D4, 4D4 H2-1 D11, 4D4com-XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3,
7F3com-2H2, 7F3com-3H5 =i 7F3com-3D49] ofmicit M d& xaeic), wlgAsiAs, ZddYa 99 9
o] =t A2k [L-9 EFE|fE =ol vk Ao AeS /AT

2

TAHRL A G, [L-9 ZefE =] WSelH o Agtshs FAE 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9,
4D4com-2F9,  7F3,  71A10,  7F3  22D3,  7F3com-2H2,  7F3com-3H5  HX:  7F3com-3D4¢]  CIR,
QVQLVQSGAEVKKPGASVKVSCKAS (M < 33) T+ QVQLVQSGAEVKKPGSSVKVSCKAS (M 37)¢] ofm:=2t M d& zh= VH
ZHAANT 99 1, WVRQAPGQGLEWMG (ME 349 opmiil AEE 2zt VH ZeEdea 99 2,
RVIMTRDTSTSTVYMELSSLRSEDTAVYYCAR (A< 35) 3= RVTITADESTSTAYMELSSLRSEDTAVYYCAR (A& 38)¢] o}m] Ak
ANEE zte= VH ZH993 99 3, WEAGTLVIVSS (A4 36)9] otujiit NES ZHe VH ZHAdY3a 99 4
% 3 o] on A AES EFbelth. HErhE AA[SE A, IL-9 ZEPE =] WA Eo|Hom At
A= 4D4, 4D4 H2-1 D11, 4D4com-XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 W+
7F3com-3D42] CDR, DIQMTQSPSSLSASVGDRVTITC (M€ 39)¢] ojmxst MES zhe= VL ZEdYga 99 1,
WYQQKPGKAPKLLIY (A< 40)¢] ofnj=it S 2= VL T YA 99 2, GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
(AN 4D 9 oAk MES zhe VL Zdya 99 3, 2 FGGGTKVEIR (M E 42)9] ofmal g4 zke= VL
ZHAN T IS 4 F S o] FY ofmAl DS XFsT. EuE AAISE A, L9 EZHE = WY
Eolzow ZAgsl= A= 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4D4dcom—2F9, 7F3, 71A10, 7F3 22D3, 7F3com-
2H2, 7F3com-3H5 =¥ 7F3com—3D42] CDR, A€ 33 =t A 379 oln:=Ak 9SS zke VH ZEdga 99
1, A4 349 ofv=at AEE zhe VH Zalda 99 2, AE 35 e A 389 ofrjwil AEE Zk= ¥
zPAAA 949 3, 4E 369 opbn=At S zHe= VH ZHAdYa 99 4, HE 399 ofuwal IS zh
VL ZdY9a 99 1, A4E 409 obveql MES Z2He VL Zelda 99 2, A4d 419 opiwal AEs
v VL ZEd¥a 99 3, 2 AE 429 opnjwAit MEE Zhe VL ZHdYa 99 4 F s o] ot

s}

N

NEE Z3H3o),
oI EF -9 ZEHE e WeSo)Hor Ajfste FAE T, 74 7] FAE 7M. 99
2z g AWl (dE B, 1/ ol opvwAt 7] XF)E Zb= 4D4, 4D4 H2-1 D11,

4D4com-XF-9, 4D4com—2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H29] ojm|wit NHS xFhsich. wibzaAE, 7t
WY 9 el a 4y T ofmieit A3k IL-9 ZHE =] tigh FA] AgE AT

2 oage w3k gAdxo A FAE BH 49 ¥3ete B dwo] A5 AFet. ugFsAE, £ odr
o] FAle] & g9 L= 1o e Qdztelr),
B oubge wWol A%, dAY FASE T AT £ au A Fe od 2EyE [L-9 e = HaEo]
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[0211]

[0212]

[0213]

[0214]

SSS0ol 10-1224235

z = & A A T, B e
[L-9 Ze|E=e W Se|dor Adsta, Ao x4, ¥d, T 7] W2 95 Axe A&S oA
= AaAZIa() A AR AuPYS gA B daarls e 23ey
2 oaye oA HAEE, S IR T 29 ABRFY AFEHA e IL-9 ZYFE =] Hg5olHo
2 Agshs FAE 2. B L9e 3 7H8A IL-Ra MBEFYe AFete IL-9 ZERE = W5
ojfow Agsl: FAE T F IS FUIR AE -2 IL-R EE 2] MBRSel 23E 1L-9
ZofEl = Mg Solqor Ads= FAE I

A ol “ﬂlxto_ EH
2 25%, vt sHA= thEf 30%, WEF 35%, thEf 45%, ﬂ]%* 50%, ©eF 55%, WeF 60%, WieF 65%, di=f
0%, WF 75%, N 80%, HeF 85%, WEF 90%, W= 95%, Hi= WiEf 98%7hA] AAlStaL(stAL) A
vk, HY AAGEA, [L-9 ZPE =] WY SolHor Afst= A= IL-9 ZEPE =9k IL-9R E=
19] AEFY Abole] AEzhgS e VA" AW H(Ee) AgEd A4 e GdAdA 2 349 A
4 (dE Bof, 99787, A7 ELISAH) A tx=, o7 PBS & tixa g6 FAd Jd oz AA s
Ferh.  EoE AAGHA, IL-9 EYFE = W5l ow AeE A= IL-9 ZERH =9 IL-R
o] BEAES dE 5ol WA, o1 ELISAE AR&3te] dizat, 7o) PBS e &R IgG Al 4
A o= 20% w9k, 15% "Wk 10% w9k, 5% w97k oA g},

gk AAGE A, IL-9 EYPE = HAYKo|Hog AFst= FA = IL-9 FEREI=S IL-9 584 ("IL-
9R") E= 19 Bl o] AMESU Atele FmAgS B A" A H(EE) AFEIY A E=e
A ol A F TAE HAA (dF 5o, IL-9 oFA AXF, oA o7 [L-9RS 2Est= IL-9 o FA 19
2 T AEFE A8 AE 524 ZA)dA dzd, od7Ad g4k &% A4 ("PBS") Tt WIET 1gG A
of AthA o7 259% o], utEA A=, 30% °lA, 35% °|AF, 45% ol4F, 50% olA, 55% o4, 60% o)A,
65% ©1%F, 70% ©1%, 5% ©1%F, 80% o], 85% o4, 90% ol 95% o]t W 98% ol A7kA] oA EE
DA, EHY AAGE A, IL-9 ZYPE = A 5ol o R At A= IL-9 EEWEI=F IL-9R
T 19 ) o] MERFY Alole] A3 AES EYo iAE AAY H(EE) AlddW HAH Ee GdA
2 TAD A4 (A5 B0, IL-9 I9FF HNEF, gAY Q1zF [L-9RS H3sE= [L-9 I 1192 T A
AHgEE AE F4 AR dixd, AW PBS HE dET Igc Al Auidoez AEHA
wrhE A A e o 1, IL-9 ZYFEo] HHEo|For ZAgtsl= A= 1L-9 ZHE =9 IL-9R
9] Bt o)l MERU Alole] FmAgS EYo A" AAU R(Ew) AlEIY HH B FAA
FAE A4 (A& goi, IL-9 oFA AXF, oA <17F IL-9RS F3 el [L-9 9FA 192 T A
Feals= Al Z2] AR iz, oo PBS i thxa 1g6 FAld) Az ez 20% wvk, 15%
, 10% wgr, T 5% ulwzbA| oA g,

2

7@ Ll

&

B2 s
>~

=P P o o (I

Ll s

=)

o 2 AFsa, 2 /AY BAW L(EE) A 2
oAt el PBS Ei a1 FAC) Ao AR wds §
(£2) §LUNNA e FAS 2FA. @ AAFHANA, FAE IL- =

1o Agsn, dzw, A PBS Ex tEE I6 @7 Folw dgAel 44 1
¥, IL-2, IL-4, IL-5, IL-6, IL-7, IL-10, IL-12, IL-15, ¥ IL-239] xo] g oz A7) 34
G B £ A AN B BAE frad @heh. WE ANFHAA, Lo F
delSelqon AYSE YA LU0l AE G (L) mﬂw 44w ARA 2

J olziv] PBS i dlEE 166 I -

A2AA, 19 EAE= das ez Aashe %iﬂ% T, I PBS B
B 16 A7 Fold odAel 84 Fo) AlelEa, 7, IAN-y, 12, [L-12, 2 IL-15¢] %o
FRolE A B F9l 4] AME? o ¥E F7bg FEIG. Ehe A4
: At GAE dzw, A PBS EE GEE 1g6 FA7)
Thl Aol 93] Aty = APlEZD, o ZAY] IFN-y 2 IL-129] FXd Audo=
g fEaT. mrhE AR MG, 119
Av) PBS i UlET [g6 FAT Fold vgAe @

9 > 2 o
o % > )

o

[

K-

1)

12

i
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Zi

o

HU

i

s

M o2 M mx ox rff ool g N A @ f o2 rlz
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o
o
2
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=
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>
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[0215]

[0216]

[0217]

d F9] AlelExl, AW IL-4, IL-5, IL-10, IL-13, 2 IL-239] FXxol Auidoz A7 A7 T8 i
Ao " Fo A7) AlEZY vE AAE FEET. EuE pAEQA AA e, 1L-9 ZeFE = |
JEo|Ho g Asts A= R, A PBS B R g6 FAF Fold A d4 Fo Hv A
Foll o8] MatxEl= Aol EX, oA TNF-a, IL-4, ¥ IL-139] X Ay oz 47| &A7F Fold A
°of A T A7 AIEZS] v fAE e, EUE FAARQD AAIGE A, IL-9 ERE = WY
ooz AFgsts FA= dET, dd PBS e tl&dt 16 EA7 Foi® didAe] 94 <9 Th2 Ax
o] 93] AAEE Alo|EX, oA IL-4, IL-5, IL-13, 2 IL-109] %o Agdoz 7] A7 T o
Al A Fo] V] AelEZIY X HUAE FESTE. AtolEZIS A FEE daAlA & FAE 9
o] 71%s, <A ELISA & dd B3 AA o8] ZATL 4= Iy

g AAGE A, IL-9 FRE = W SolHo® Ajst= Al Eded ZA" AR H(E=) Al

= gy A4)eA
o], H}aﬂo}ﬂlL 30% Vc}, 35% °l’d, 40%
o], 50% 1, 55% ol 60% °|’F, 65% ©1%, 70% o|%F, 75% ©1%F, 80% o|4F, 85% ©)%F, 90%

£ 9
ul
AC)
e}
iluA
i
:;
*O
o
=
=
o
S

o
o
kA

uH

ol 4k, 95% ol X 98% ol BVAl AFE AE (S Eof, Hw AE, T A¥E, B AXE, WAAE, 5T, &
A7, BW(EE) A FAS A W(EE) gAgrr. ErE AAISE A, IL-9 ZEHE Y HYE
ojHo g Afste IAE % of Z1AlE AU H(EE) AEIW HAA E=E BAACdA 2 X" A dA
iz, A PBS i R I1g6 FAld AiEH ez 25% o], ulgdAsAs 30% o4, 35% ©l4, 40%
ol4, 50% ©], 55% o]*oL 60% ©)%, 65% oA, 70% ©l%, 75% o4, 80% ol 85% o4, 90%

o1%, 95% ol Ei 98% olW7HA A H(EE) P Jl% Uz @F MEe AEL Ph L(EE) oA
sk, ok A gl 4 A MASolge Afelt FAL BUo] JAH AAY DCE
) AgE A4 EE Gl @ gAY AN ET, oA PBS EE ET 16 A YriHe

2 25% o)A, vlRAEAE 30% ©)4F, 35% o)A, 40% o), 50% ©1%F, 55% ©)%F, 60% ©)%F, 65% ©]XF,
70% ©1A, 75% ©]AF, 80% ©1AF, 85% oA, 90% oA, 95% o)A EE 98% o|AEA] AR " (EE:) sk
7= 29 945 ME HES A4 (EE) A, Edd 7" AR 2(EE) AdIW 244 ==
R A 2 FAE 44 (S 5o, Ew B @4 w£i TEd A gxE, oA PBS Ex
iz Ig6 A ANH o= 25% o)/, vl AT 30% ©1%, 35% ©1, 40% ©l’, 50% °©1’, 55% ol
A, 60% o)A, 65% olAF, 70% o)A, 75% olAF, 80% ©]AF, 85% olAF, 90% o)A, 95% o)A TEE 98% ol
ANA A AR TAS A H(Ee) JAST).

=5 Aol A, [L-9 ZaHE =o] WEo]|A A 2ol 714 =
AU el o) A ;x] A (=) A]@{hﬁ AR 2t IgG FAel oial
25% ©1’F, MEABAE 30% o, 35% o4, 40% o4, 50% o, 55% 01”, 60% °I’¢, 65% °1%, 70

% ©1F, 75% o1, 80% o1, 85% o4, 90% oI, 95% o4 T 98% olAA TaAZT (MR AlE

SUNY
] kel
rlr ol
i)

il

o

g3y AA4Y d2=, dF 5o 4 [Windmiller and Backer, 2003, J Biol. Chem. 278: 11874-78] #%).
o2 AAIGE A, IL-9 23 E]—C— of MeEolyqo=r ZAgste A= v Az EASE, Edd 71
A A A FAE AW L(EE) AP HANA PBSYF 22 Uiy e ulERat g6 A s

25% o)Ak, utEASAE 30% o4, 35% oA, 40% o4, 50% o4, 55% o], 60% o], 65% o],
70% o4, 5% o], 80% oli, 8% ol&,  90% o4,  95% oA W= 98% o]A7FA
A st AY) FAAEY. G2 AA S, IL-9 ZEFE=e] WYEo|zog Adtsl A= H|wk
AEZ g8 A(xrs) 239 AAEY 4d d(TE) WES, 2o ZAEAAY FRA FAE A
W H(EsE) Agdy @AM PBSSF 7S R Eie U2 g6 A s 25% o), wEE A= 30%
olAF, 35% oAk, 40% ol4, 50% °l%F, 55% o4, 60% oli, 65% o, 70% ol 75% o], 80%
o1, 85% ol’, 90% °©1d, 95% ol T 98% oA AL (EAY) AT

TFA AR AAGE A, [L-9 ZHHEo] W Sojxon
Azl B3, 24, 94 = B(®E ZIAEA DAY BhANA s E AN =
(=) Adad Al PBSeE 22 dixa = of thsl 25%°1%, ntEAstA= 30% °l,
3% o, 40% °l’%, 50% ©1%, 55% old, 60% ©|’, 65% 0]’8’, 0% ©l’, 75% ©1’d, 80% °©l’d, 85%
o, 90% o, 95% oI’ E= 98% ©I87HA HASAIL(AY) FaARIT. whgH R A Gl A, HRE
A FAdL IL-9 10 ng/mle] EAste] Zth wiwk ¥ E= vvt AxFE Aldad gdoems SA4S
Atk ZEHoH (dE 501, 7IvkAl 2 EfEA) 2 FREZNY 74 FES AEEE ELISA 7B o7t

dsbe @AE vk 2 ERAe e v
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[0218]

[0219]

SSS0ol 10-1224235

FedelA Ageit. ZREHoA EE FIEYQ S 2ASHE A9 T2 [L-9-9gA A EE o
- FAE AE fFE 1 pe/nle] sE2 AP Ao Hrigtt, ZrHoiA 4 {FIEQ FES
247 B 3641 AlHel A sFrtektt. mErhE FAIAR]D AAIFE A, IL-9 ZEFE Sl A FolHor Afste
A= C4, D4 F B4t 22 HYE AX FIEZCIY 24, g4, €4 v L(Ew) WES, B2dd A=A
A Rl Al TAE BAY R(EE) AFI HANA PBSe 2 tixa e tiRat Ig6 Al diE)
25% o)A, wrEA A= 30% °]4, 35% olA, 40% olAF, 50% °l4F, 55% ol4F, 60% ol4F, 65% olA, 70
% ©1%, 75% ©1%F, 80% °l, 85% olAF, 90% ©17, 95% o°1 T 98% oA AASL(FAY) T
A U AR AAGECA, IL-9 EeHE = W Seolqow Ajtets A= INF-a, IL-4, 3

IL-137 22 HRE A2 AlolEZle] o, &4, ¥ & (Ee : o ZIAHAAY FAA el Al
TAE AN R(EE) AFAY AA (92 Eo], ELISA B+ 928 53 AA)oA PSS & gz Ee
Zza 1gG Aol el 25% olA, A AE 30% ©1%, 35% o4, 40% ©]A, 50% ©l4F, 55% °©]%F, 60
% o1, 65% o1, 70% ©1AF, 75% °lAF, 80% ©l4, 85% ©liF, 90% o], 95% o)A T 98% o] AHA
AAsta (kALY FFAAIZIT

o2 AAGEH A, -9 ZHE = W5 dor A= I AE AR
U FgAe A A" AW R(EE) AlFIAY HANA PBSSF 2 Ry EE Uix
% olA, BFEASAE 30% o1, 35% ©lAF, 40% ©]4F, 50% ©lA, 55% olAF, 60% olA, 65% olAF, 70%
ol 4k, 75% o]k, 80% ol 85% olAF, 90% o], 95% o] X 98% ol A7tA AAStL(BHAY) HAAI
ok T2 HAAIFHA, IL-9 ZEHHE] W SolA o AFste A= ANk AE FAS, 24
AAY FhAN A TAE AN () AFH FA (dE 5o, EHE EF A4, FACS &= H Hud
AA)olA PBSSF 2e txa Ty ERT I1g6 Aol el 25% o4, 30% olA, 35% o4, 40% ©], 50%
o]k, 55% o], 60% ©lXF, 65% ©oliF, 70% ©o|%F, 75% oA, 80% ol 85% o, 90% o, 95% o]t
T 98% o)A JAStL(EIAY) #aAZIY. g AAGE A, IL-9 ZFPE o] HgSeo|qom A
Fgets A= HT AE AEES, 2 JAEIAY FhAd FAE AlgH D(EE) A AANA
PBSS} 2o izt wE Tt 1o Al el 25% o4, 30% o4, 35% o4, 40% o4, 50% |4, 55
% °1’%&, 60% o1, 65% 1%, 70% 1%, 75% 1%, 80% o4, 85% oli, 90% e, 95% °1% EE 98
% ©VF7A JAFAL(FEAY) FAAZIH, v AE S8, ol AFEAAY FhAPN A FHE A
WEE) AP A (A Sol, ERE B3 A4, FACS B H EHY AA)olAq PBSe} 2 mlET ®
= ozt IgG Al sl 25% o], 30% ©14F, 35% olA, 40% o1, 50% ©], 55% o1, 60% ©]At,
65% o1, 70% ©°14, 75% ©1%4, 80% ©l%F, 85% ol4F, 90% ©l4F, 95% i 98% olA7hAl o A|skaL(ElA
W) #AAA. upgA g AAFE A, HR AE &S] FAE TES Gudile ARl oz A
W 54T F Ark. QokeAd, ¢FvE ol wtES E3AstE G dETl 100 pes 19 2 2196 H3tE
Foget. 3579 & A} s uidl, IL-9 ¥4 A e gia FAE 10 mg/kg FAFOE 5 YA
tf T2 FoIgirl. 29, 309 2 31, PBS FollA AFHE 1 pg/ml &Y 100 we] do2F A
1] o]
3

®
ARl oo FEE olFWESL Qi AR Ee] wEAAG. 316, A v

o
>,
()
)
&
0=
o
to X
i
o
ro u2
4z
o2 A o

o
oo
ol
ol
ea

57
e £ 12 to rfr Ao

~ o~

, FcepsilonRI

4y o R

)
e

, ) M Z|Eol AL H

A& ) AEI 37l A PBSS
Ea e WERL 1g6 A i8] 25% o|A, Hvbg 3, 35% o], 40% ©)’F, 50% o©
55% ©]AF, 60% ©l4F, 65% o|4F, 70% ©14, 75% o], 80% ©)4F, 85% olAF, 90% oA, 95% o]t
98% o’d7tAl AAstaL(atAY) ATk, e AAIFHNA, IL-9 L= W Eo|xow A
FA= v AE AT F2E, B ZIAFEAAY Gl Al A" AW R(EE) AFEAY %

o 4

m =
p

o
ol
ol
X
rlr
w
(e
R
)
>
2

oz

hu

T

=

oSk K
o rlr e

(2 So], Exe 5% 774, FACS & H B9 A4)o]A PBSS 7+e tjzd Hi txd Ig6 FAdl o
3 25% o], 30% o], 35% olX, 40% o], 50% °]X, 55% o], 60% ©]AF, 65% oA, 70% o],

75% ©1%, 80% ©14F, 85% o1, 90% ©l’, 95% o] T 98% ol 7FA] AAlSa(FAY) TAAZIT
w2 AA S A, IL-9 ZFYFE T WS oz Adsle FAE 4 L(Ee) 35 7|0l nit
AE AGAY "Aes, Bl ZAEAAY FhA FH" AW ZD(EE) AP A PRSeF e
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[0220]

[0221]

SSS0ol 10-1224235

2 B 2T [eG A0 el 25% o1&, 30% °lAF, 35% oA, 40% o], 50% ©]%F, 55% <A, 60
% oA, 65% ©o|AF, 70% ol 75% oA, 80% o), 85% oA, 90% o], 95% o]t EE
AASGIL(SAY) ZaAZH, vwk AE A7AY ZAL B AHYAY} DA Fx
() AP A (2 Sol, E¥E B2 A4 FACS E= H ElUT AA)eA PBSSH 2o Uz i
Z g6 A el 25% ©]%F, 30% ©]4F, 35% ©)AF, 40% ©1&F, 50% ©]AF, 55% oA, 60% ©lX, 65%
oA 70% oA, 75% o], 80% o], 85% o], 90% oA, 95% ol TE 98% o] A7tA] A AL(FFA
W) At wlgA e A g, Hlek AE AP dae A JAE He AE Ae dgow

U

O

= T M
574 AAFElA, IL-9 ZEHE =] dSo|H o APz FA= T-AE, 53] Th2 AEY o} FEA 2
T7HE frEstoRs wx o T-Axe] RS gt wherA g AA G, The T HE7 AL §&
< dmgRnioR Ao AW ST 5 glek. Qofsiabd, dEvy ofsrtESH H3hA s W
AHFH 100 pg 19 B 21de] gk Fofdn}. 3Fo] A dah Hok Wi, L9 WA A et
FAE 10 mg/kg FAFOR 5 WA 7dvie} Tl FofFth. 2890, TEel olFWETF fl Ryl &
BAe] 100 pg FAE(boost)E AWMUR Fofioitt. AU BAE 5 2dAd, TE& kAT, wE
AXE BF8ta, f5 AEBAYMeR BAST. 40 WE Axd G s FArbsd g e T
BITE e FA 8 g 1L-9 8 FAE 83 FEAA Fadolor k. mrhe A
A, IL-9 ZERE s doSelH o AjstE A= Thl 2 Th2 e wizlste], o2 Lo 7]AHUA

U Fgztel Al FxE AU 2(EE) AlFE 724 (& o], FACS)CIA PBSSF #2 diEst & bz
IgG Ao el 25% o)A, BFgAsAE 30% ©)4F, 35% oA, 40% ©14, 50% °]4F, 55% o|A, 60%
o), 65% oI, 0% oI, 5% o1, 80% o1, 85% oI, 90% °1F, 95% o1 L 98% o] d7tA <
ASFa(EAY) AT, 573 AAYSEdA, 1L-9 ZHE T Ao Hoz AFst= s JF 4
(EE) 3 7|Zol A T Mx &, 53] Th2 Ax A&S, TR AA & ul

oAl PBSO} £ tEv e Ul 1g6 Al sl 25% o3, vtFAsAE 30% ©17d, 35% ©l/, 40%

o4, 50% ©°]&, 55% ©°], 60% ©], 65% ©°lA, 70% oA, 75% o], 80% o], 85% o], 90%

ol 4, 95% ol Ei: 98% o] AA AlSt (ALY BAAY, T2 AN, IL-9 ZHE =] 7

dgEolH o APt A T AE 4%, B /ANAAY Dol FAH A D(EE) AP

W A4 (2 Sol, Exe 5% A4, FACS TE U EUY AA)olA PBSSF e thEE il gz Igh &

Aol oisl 25% o], 30% o], 35% o], 40% o], 50% oA, 55% o], 60% ©], 65% oA, 70%
C -

[*]

18, 5% o1, 80% °l%, 85% °%, 90% ol%, 95% o4 Wit 98% ol 47HA] AlAlslaL(BAY) a7
C o AAGEC A, IL-9 ZEE = W SolHor Adsls A= A H(EE) S 71=AAM Y T
[ S
I

o

A

A FE, 53] Th2 AE JAES, 29 7IAHAAY dgatelAl T2 AW R(Es) AFal dAodA
PBS9} #e R B tEzT I1g6 A thal 25% o4, 30% ©14, 35% ©]4, 40% ©]%, 50% ©]4, 55
% o)A, 60% o], 65% ©|F, 70% ©|, 75% ol 80% o|i, 85% oli, 90% o)A, 95% o)A = 98
% ©1’d7NA QASAL(EFAL) A7, T ME F2], 53] Th2 AX S24S 25% ©1, 30% °ol, 35% ©l
A, 40% o), 50% ©1AF, 55% o1, 60% ©]XF, 65% olAF, 70% o1, 75% o], 80% o1, 85% o)A,
90% ©1’F, 95% ol EE 98% ol d7HA A A(SHAY) TFAATI (AW, T MES FFEAAE F7HA
A=

EA AAIFEA, [L-9 ZYHAE T HYEo|Hoz AFste FAe UAAE H&s, IdAelA 4=
AAY D(EE) AP A A PBSS B txRT = 2T Ig6 Al Wl 25% o), wiEAsAE
30% o)A, 35% ol4, 40% ©ol4F, 50% olAF, 55% o|AF, 60% ©|4F, 65% ol 70% ol 75% o]i, 80%

o]
o]

o, 85% oI, 90% °1%, 95% o Haz 98% o7 AARANT vhghARE AAFEH AN, AL A
w0 Fhw we IHERRld Ao R AAY AL ¢ slvk. sk, dFvlEy ofrlESt
SEAStE FH AR 100 pe= 19 R 21 FskE Fojddth. 359 A AR gk Ui, IL-9 W &
A Ee dEzw FAE 10 mg/kg FAFOR 5 UH 7dritt Ewell Feidth. 209, 30 B 31, PBS ¥
olA AxEE 1 pg/ml &4 100 pe] ooj=E A e EyoRe vy HHd o8 TE2 olwET} fle=
Rl mEAIZIT. 31, wpA e kR uls A 6412 ¥, TES PEARATIAL, W =4S
raU B2 G 9 24 dae] 99 9 014 F AEE AFFgoRA WML H&s Hdx
Astgtetaon Frpskgleh.  thE AAGHNA, 1L-9 ZEFE =0 WeSoler Ajehs FAE WAAE
SHE, 2o JIAERAY FhAelA eAE AAY R(ED) AP HA (dE S0, EY® 27
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[0222]

[0223]

A7 FACS = CH Elulwl AA)elA PBSS 2 iz Ei= U2 16 &Fd tE 25% o4, nleH s
=, 30% o, 35% ol 40% ©)4F, 50% ol 55% o], 60% ol 65% ©4, 70% o, 75% o],
80% ©]4,85% ol 90% o], 95% o] Ei 98% o] AR AEtaL(EFAY) FAAZITE, ThE A A )
oA, IL-9 ZEHAE o] WAEolxor Agsle FAE HAAE &S, o 71AHAAY FAAN A
TAE AW D(EE) ANFAN HAANA PRSS e dFRT e tERT Ige Al i 25% o], 30%
olak, 35% oA, 40% o, 50% ol 55% o], 60% ol 65% o4, 70% o, 75% ©]%, 80%
o], 85% oI/, 90% o1, 95% o1 Tz 98% oAl AAFL(EA) FTHAaAZIH, XA FAE,
o] 7|AHIAY FAR A FHE AW D(EE) AFIY HAANA PBSSt e dERT EE WERT
IgG Aol el 25% o174, 30% o4, 35% o4, 40% o4, 50% o4, 55% o4, 60% ©]4, 65% ol
0% ©17, 75% oI, 80% ©17&, 85% °©1%%, 90% ©1’¥, 95% ol = 98% old7kA A sta(stAY) 7+
=

Ak

©:

¢

AA Gl A, IL-9 ZEFE|so] WAE|Hog AFst= A= B AEZ He&s, Edo ZA=EAAY
A E A D(EE) AFHN AA-ANA PBSeF 22 xRt e diEa 1g6 A
A vrEASAE 30% o4, 35% o), 40% o4, 50% ©]4F, 55% o)A, 60% ©]iF, 65% ©
. 75% o172, 80% ©14, 85% o]k, 90% o1, 95% ol W 98% o] A7FA] ZHAAZITH  upEA
& whalobRule] Ao Aoz AAY SHE F Agrh. 8
TREES E3A s AT 100 pgs 19 F 21l FstE Fojdr. 35
bl = FAE 10 mg/kg FAFERE 5 WA 7R Sl
JoF L= tﬂ‘ﬂii%} ]
|

2 ox
5y
2
x

w

ANA AFD 1 pg/ml & 100 we] ololEZ: A e ¥
7b Qe Ry wEAZIL, 3190, v GudRm S HEFA] 64

zEwy Rz 20T, W 24 dde 99 3 19 G4 AE
Z] 3

o 8 M 12 o2 ox O oft

o 8¢ mo ¢ o o
oft
22
= 12
N2

&
of
il
N

e

= =

3

(]2 Sof, Exe 25 A4, FACS £ H Huld g4)ol A PBSe} 2& txT EE UET 16 A o
& 25% olAF, 30% o, 35% olA, 40% o4, 50% ol4, 55% oliF, 60% o1, 65% ol 70% o©)iF,
75% o1&, 80% ©l’d, 85% 1, 90% oI, 95% ol i 98% o3 7HAl AASIL(EAY) FHAaAIZIH
T2 AAIGH Ol A, IL-9 FHE = Wg5o|xor Agtsts A= B AX HES, 2o 7AFAAY
FARNA FAE AW L(E=) AFI HAA PBSeF 2 ulxw EE ulRd g6 Aol dis] 25%
ol 4k, 30% oA, 35% ol4, 40% ol%F, 50% o], 55% olA, 60% ©l%F, 65% ol 70% °)%, 75%
o]k, 80% olAF, 85% o4, 90% olAF, 95% oAt T 98% o7t Al AAlstaL(E AL A7, B AE

AE, B AHAAY BRI A A" AN R(EE) AFEHd AAAA PBSSF Ze dlxy EE
izt 1gG Al el 25% o4, 30% °liF, 35% oAk, 40% o], 50% ©14, 55% o], 60% o], 65%

A 70% o)A, 75% o)A, 80% o], 85% oAk, 90% o], 95% o]t W 98% o] A7tAl o AlEt (&7

g AAGE A, IL-9 FHE = W So|d oz Agste IAl= F L(EE) 3 7|=ddA e Akt
HAEE, B 7IAHDAAY FAAlAl A" (A5 E9, & [Li et al., 2000, Am. J Respir. Cell
Mol. Biol. 25:644-51] #=) AW H(EE) AFIW FANA PBSe 22 izt e dixat Ig6 A
sl 25% o], wlEAEAE 30% ©l, 35% oA, 40% o4, 50% °l, 55% oli, 60% °l4, 65%
ol Ak, 70% ol%, 75% o1k, 80% oA, 85% oli, 90% o4, 95% o]t X 98% o|AFA FHAAFI).

oE AAGHelM, IL-9 SRE =Y AgSelgor AP AL AT FHL, B AHNAAG
(92 5.6 #2) FAAelA AR AN R(EE) Ad 2 (2 Bo), E¥Y B P, FACS EE

eI el PBSSH e WET i thET 1g6 FACl tal 25% o, whAsAE 30% o4, 35
% o1, 40% ©14F, 50% ol4F, 55% o1, 60% ©]4F, 65% °l4F, 70% o1, 75% o, 80% olik, 85%
o], 90% ©l%, 95% ol e 98% ol B7kA JAlstaL(tAY) AT o AAGE A, IL-9 &g
HAE o W5 qor Agsts FAE A ARE, 2ol ZIAHIAY TdAelA FAHE AAW 2
() Aga @AM PRSSE e ulxy T ulRdt Igc A disl 25% o, wEAsAE 30%
o]k 35% oA, 40% o|%, 50% oliF, 55% o1, 60% ©14F, 65% ol%F, 70% o, 75% ©1%, 80%
o], 85% o4, 90% ©1%, 95% ol T 98% ol 7tAl AABlAL(EAY) AT, Akt FAS, B

KR
Aol ZIAEJAAY FAAANA sAE AW R(E=) Adad Aol PBSSE e vlxa Ex dlEd 16

= o 7
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[0224]

[0225]

[0226]

[0227]

[0228]

[0229]

SSS0ol 10-1224235

Aol sl 25% 1743, 30% °l%d, 35% o4, 40% °l%, 50% °17%, 55% ©17, 60% °1’, 65% oI, 70%
o, 75% °17, 80% °1’d, 85% oI, 90% °1’F, 95% ol E= 98% ol d7A AABAL(EAY) FAaA

=

o2 HAAGH A, IL-9 ZE3E =0 DdoﬂEOWOE A3tsle Ale 5T HES, 2dd 71AEHA AA
U e gz A g8 €8A Jde AAW L(E=E) AEIY AA- F PBS 59 xR e UERT 16 &
Aol sl 25% o4, ¥rEHASHAE 30% ©lAF, 35% o)A, 40% ©)4, 50% oA, 55% o)A, 60% ©]%, 65%

o], 70% oA, 75% )%, 80% ©1%F, 85% o], 90% oA, 95% o)A W 98% o] FAAIZIth. Wt
2 AAGHNA, IL-9 ZEPE =] W BolH o w2 Ajfsts FA= 5T TS, JA =] AAY
L= GdAtelAl de oA e AU 2(EE) AFEHd 724 (dE 59, Eg¥ 5F(trypan blue)
AR, FACS = 1 Eud AF) £ PBS 59 tlxd E= thRE Ige Aol wEl 25% o4, 30% o4, 35
% o4, 40% ©l%F, 50% o© 2k 60% o1, 65% ok, 0% ©14, 5% ©14, 80% o4, 85%
o], 90% ©°]4F, 95% o4 i 98% ol Al AY (<A } ) Zzi AZItE, EohE AAGE A, IL-9 &
YHPE| =] W EFo|H oz HAjst= FAE & dell 71 =] AAY EE= FAAIA de &
H4 Qe A 5 = dxat 1gG Al sl 25% <14, 30%
o, 35% oA, 40% ©1, 50% oli, 55% ©lA, 60% Ol }, 65% o, 0% °©1%%, 75% ©°l, 80%
o], 85% o1, 90% ©1, 95% ol T 98% ol JASAY(IASIAL) FAA7|AL, TET SAHS, 2
Aol 7= AAY T FAANA g g8 de AW 2(EE) Agdd #2A T OPBS 59 Uzt
T gz g6 A tEl 25% o)A, 30% o], 35% o, 40% ©]4F, 50% o], 55% o], 60% ©]AF,
65% ©1%, 70% ©17, 5% °l’F, 80% ©1%, 85% o1/, 90% ol’F, 95% °©1’% HEi= 98% o]/ oA A(Y]
Alskar) FFAAIZIT

o
r
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N
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o
o
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L

ek
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>
el
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m
o
ofy
-
lws]
w
I
lo
£ rulo
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E25
A
(29}

g g AAgHelA, -0 FeE e WeEeldon Agshs FAE 9F AL B, 33 Ao 34,
s AL Ak A4, 2L o AXe) B4, S, B
U

© oo 10wl B Qg

N
>

T
TA A Ao, IL-9 Z2]FE = A= AR Az &4st, €Y, F4
W(EE) JA&S 2o 7AE] A BE FHANA dE 484 e A H(EE) AP H2A F
PBS 59 iz HEx dl&2a 1g6 Aol s 25% o3, vrEAsHAE 30% ©1, 35% ©l/d, 40% ©]’d, 50
ol Ab, 55% ©olAF, 60% ©lA, 65% olAF, 70% oA, 75% o], 80% o)A, 85% oA, 90% ©]%, 95%
oA} = 989 oA A wE oA s

=2
)
18
A
(o}
2
o
fu
it
o
ol
-~ -
Ir
o
N

S A = A7 1gBe) 2d, 75 H(EE) *% Ak dudA 284
(g Bol, Pe=, Telges me vl (P 2F) LOED) vl-whu Ay 2848 e g
HE AN, 19 FARTS wenaqon dgste P wd Axel 245, @R, 54 2
(E2) Has 2dd 71As0 sAY T At de] g4 gle AW 2(Es) Adad 34 =
PBS 59 iz Hx dlzw 1g6 Al EH?‘SH 25% o)/, vtEAsHAl= 30% ©1%, 35% ©l’, 40% o|’, 45
AF AF
) [}

, 65% o, 0% °l’F, 5% °l’d, 80% °l’d, 85% °l’d, 90%
EE A A% e AE Teeld] Bd, V% R(EE) YL
S, FRMES, BN (FA £F) R(ES) M-S0 dY 48

EohE AAIGEAA, IL-9 ZEFE = WYKo H o Ajfets A= nvk Alxe] FAst, gid, T4

) ol 71 E S JAY Ee FPAA dE dEA A AU 2(EE) AFHE %
T dE2a Ig6 A il 25% o)/, HEASAE 30% ©14d, 35% ©%, 40% °©1%, 45
b o7, 50% oA, 55% o4, 60% o4, 65% o], 70% oA, 75% ol 80% ol 85% olXF, 90%

OVZ:L, 95% ol T 8% ol A TE oAEY] g 7] AXE X Bl VT W(Ee) E4S 4F
st Tl ZgA (dE B, HEHE, ZEREE 2 oA (A 23)) H(EE) H-dwAy] 2-gA 9
A Zpgsitl, vk sk AAjokEjo A, Zd] v ME e 7 AI¥EFE 1 ng/ml IL-9 + 1 ng/ml =7] Al
E QIR EA el Al dlelA migEn. Z=2EHokA (dE £ol, Fheldlol~ E EfElelA]) W FIE
galo] 714 FF2 AEE ELISA 71ER A5 oA SAgtt. Z2HolA ke FIEAS] FE& =
gst7] Sk FgAe] &L [L-9 vheAd FA = Aol FAE 1 peg/mle sE2 AR AE sl Hrsto

Btk ZEHoH % FREZS FE2 24 B 36 AR AN B7LE
]_

-9 ZelWElss) MejSolgon Agsts ¥ @9 AL BEeld, oFFe|d, AFFeH i ojnrh
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At HF5elA A= IL-9 ZEHE=e] Ao|gh dFEZ il FolF oA}, IL-9

SRk ofe} o]F oI EXZ, oHu o]F ZEHEHE e 1A AXA B fis SolFd ¢ 9l
= B0, ZA F/h WO 93/17715%, & WO 92/083802%., &= WO 91/00360% % = WO 92/05793%., =3
[Tutt, et al., J. Immunol. 147:60-69(1991)]1, w|= 53] A|4,474,893%5, & #14,714,681%5, & A|4,925,648
5 A15,573,920% 2 & A15,601,819%, 2 ¥ [Kostelny et al., J. Immunol.148:1547-1553 (1992)1%&

B oAy IL-9 Y= dal w2 2 Js=s 2t FAE Aedr. A AAGHelA, IL-9
Kon

ZAE| So) WAEo|Ho g A3bsl= Ao AF &£n A4 BE k. &5 (3] (Ab) + Y (Ag)

Ab-Ag)= 100 M's o1, 1.5 X 100 M's o], 2 x 100 M's o4, 2.5 x 10° M's o4, 5 x 10 M s
o4, 10" M's o4, 5 x 10" M's o4, 10 M's el 5 x 10T M's o4, i 10 Ms o), EE
100974 10" M's L 1.5 % 107 M 's WX 1< 107 W, 2 x 10T WA 1 x 10 M s, = 45 x 107 )
A 100 W s otk kb g AN el A, 1L-0 EeE = WeSelHor Agehe FA9 ke BlAcore
Ao 2= vk o] 2 x 10 M's | o4, 2.5 x 10° M's' o4, 5 x 10" M's o4, 100 M's
o, 5 x 10 W's o4, 107 M's o], 5 x 10 M's ol w107 M s ool €
kb 3Fe] wAF8H(microneutralization) A4 3 Ate] 1L-95 TSI, wpehz g A G

E
9 ZPFE =l W SolHos Ashs B k& BlAcore HACE SAHH= whek o] 10 Ms o3},

)
s

d

10° s o3k, 107 M's olak, 107 Ms | olat i 100 M s olatolal, &A= Be] 7AW wish o] w
233 1A T A IL-95 FTIAZIY. o]lE AASEe] wEw, o] s A= 4D4, 4D4 H2-1 D11,
ADdcom-XF-9, 4Ddcom-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 X 7F3com-3D4¢] VH =wol o
(=) VL Ewol, W= 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4Ddcom-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2,
7F3com-3H5 B+ 7F3com-3D42] VH CDR % (%+) VL CDRS %33 4= v,
g2 AAFEH A, IL-9 ZZHE= WgEojder Ajtste A9 kyy X (A (Ab) + ¥ (Ag)
Korr -3 -1 -3 -1 -4 -1 -4 -1 -4 -1 -5
— AAQE= 100 s HEL 5 x 100 s wE 10 s wE, 2 X 10 s wE, 5 x 10 s wE, 10
s mu, 5 x 10 s wuEk, 10 s wEh 5 x 100 s mu, 10 s Hu, 5 x 10 s, 100 s #uk 5
X 10 s wE, 100 s HE, 5 x 100 s wEF EE 10 s owE, EE 100 U 10 s, 10 WA 10
s, omE 100 WA 100 s otk whAE ANFEM, IL-9 SelREs] WS qor Agst FAl
ko= BlAcore AAOZ ZAFE viel 2ol 10 s, 5 X 10 s wwk, 100 s wwk, 5 x 10 s wlgk,

10 s mw, 5 %x 10 s wE 100 s HWE, 5 x 100 s wE, 10 s wE, 5 x 10 s HuF EE 10

o' mmreln] | Al Bl JAlY n]aFs A4 = ke [L-9% A7, ke upekH g Ao
T WSo|Hon Afes A9 ke 10 s Z3, 10 s &I, 10 s 23

-1 _

107 s 23, 10 s Z=3 E= 10" s zTolth. o5 AAokele] wEw, o]a]s A= 4D4, 4D4 Ho-1
D11, 4Ddcom-XF-9, 4D4com-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 FEX 7F3com-3D4¢] VH =w|<l
(=) VL w=Hel, X AD4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4Ddcom-2F9, 7R3, 71A10, 7F3 22D3, 7F3com-2H2,
7F3com-3H5 B+ 7F3com-3D49] VH CDR 2 (X&) VL CDRE Z &3 4 git}.

EOE AAGE A, 1L-9 ERE =] WSeldor Agss A AFE A5 EE K(Ke/ko) S 10
-1 2 -1 3 -1 3 -1 4 -1 4 -1 5 -1
Moo, 5 x 10 M oA, 100 M o4, 5 x 10 M o4, 100 M o4, 5 x 10 M o], 10°M o4, 5
X 100 M o1, 10° M o)A, 5 x 10° M o]AF, 10° M o4, 5 x 10 M o4, 10" M o)A, 5 x 10" M
9 -1 10

o4, 10 M o)A, 5 x 10T M o1, 100 M, 5 x 100 M o], 100 M o4, 5 x 100 M o)A, 10

o4, 5 x 107 M o]k, 100 M o4, 5 x 100 M o)A, 100 M o)A, 5 x 100 M o)A, 100 M o] =

)

_46_
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[0234]

[0235]

[0236]

[0237]

SS=50l 10-1224235

E5 % 100 M o4, EE 10 UK 5 x 100 M, 100 WA 1 x 107 M, ®E 10 WA 1 < 100 ) ol
ke ANFHA, 1L-9 FelR =] Wejseld o Agehe FA9 K 100 M o3k, 5 x 100 N o]
3, 107 M o8k, 5 x 100 M o8, 100 M ola, 5 x 100 M o]k, 100 M ola E= 5 x 100 M o]at
oltk.  TURE AAIFH A, IL-9 ZFHE T W Fo|H oz AFsh= A9 T g EE Ki(korr/kon) T
107 M Bk, 5 < 100 M gk, 100 M uE, 5 < 100 M HRE, 100 M wlwk, 5 < 100 M gk, 100 MWW, 5
X 10 M URH, 10 M um 5% 10 N HIUJ, 10" M um 5 x 10‘10 MoEE 10 M w5 10_“ M )
w10 M ERE, 5 % 10 M ElRE, 10 M, 5 X 10 C M mlgE, 10 M mEE, 5 < 10 M wwH, 10 M w]gk

-15 —15 -14

TE 5 X 10 M YR, EE 10 WA 5 X 10 M, 10 WA 1 M, =& 10 A 1 Molth.  wbghz st
AAGEo A, 1L-9 FeWE o] MAEoHoz AFshe GAlel ki BlAcore Mgi =4ss sk ol

10° M ®e, 5 x 10° M HeF, 10 C M w5 x 10 DM HEE, 1 x 10 M HEk, 5 x 10 M HEk, 1% 10
P mur, 5 < 100 M mlEF, 10 M H]EE, 5 x 10 C M HEF EE 1 x 10 M e, EE 100 WA 10 Mo
W, A= B 7IAY vAaTst 2 T e IL-98 T3 “‘DPE vk sk AAIE A, IL-9

ZaAE o WeEo|Hon A= FA k= 100 M 23, 5 x 100 M 23, 10 M 23, 5 x 10 M
_ -11 _ -11 _ -12 _ -12 _ -12 - -13 _
23, 100 M 27, 5 % 10 M ZT, 10 M Z, 5 x 10 M 27, 6 x 10 M 23, 10 N 27, 5 x

07 M %3}, 10 M %37, 5 x 10 M 23, E= 100 WA 10 M z3elth. oS Axeee] wzw, o
& &A= 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4Ddcom-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 I
= 7F3com-3D4¢] VH =W]9] W(EE) VL =w]o), EE 4D4, 4D4 H2-1 D11, 4Ddcom-XF-9, 4Ddcom-2F9, 7F3,
71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 = 7F3com-3D4¢] VH CDR 2 (M=) VL (DRS ¥t 4 9

—

54 AAgEA, B ouge GAE 119 B se ngseldon A%
Ft gt 1L-9 EelWEso] WSolHon AFs 34 YA WA
4D4com-XF-9, 4D4dcom-2F9, 7F3, 71A10, 7F3 22D3, 7F3com-2H2, 7F3com-3H5 H+= 7F3com-3D4 % :Tﬁ?:}ﬁi‘:]'.

o=

o°"

el Al g9 Y EZ-HA PEE 9 [L-99] EfE=E AdeH
71 FA4 NV EZ-RF HE = 9 FeRE=E 4 ) o), 57 o, 6 /) o4, 7 Al o1, v witAs)

A 8 7 o4, 9 A o, 10 7 o], 11 71 o4, 12 7 o4, 13 7 o]*oh 14 71 o7, 15 7 °]4d, 20
Aoz, 25 A0 o2, 30 AN o4, 40 7} o1, 50 7N ool Q1A olulwat ], wEAeHlE, oW Fol
St IL-08] 914 ofuliat oF 15 U4l oF 30 1) chlidl AL meklAL oEE PG,
P94 dvEzs yiets ngAd T sE ohval 1o dolrk 8 A o4k, 10 A ol
d, 15 70 o1, 20 7 o4, 25 A o4, 30 AN ol iz 35 ) o] do|tt.

ot

m}m

L0 A EZ-ug Bel=, FPES @ o9 AL Qo9 Fo FHoR Az + Ut 8
l'ﬁt & [Houghten, R. A. (1985) "General method for the rapid solid-phase synthesis of large numbers of
peptides: specificity of antigen—antibody interaction at the level of individual amino acids"], &
["Proc. Natl. Acad. Sci. USA 82:5 13 1-5 1351 Z=3l7] wieghy, o] "4 tha FE= 4 (SUPS)" &
& F ¥l (Houghten) 59 W=t 53] A4,631,211% (1986)°l= 7] A= o] )

oy e Belo] v)AlE Al st ol W 99 mE UMW 99 xdsie FE=, ZPEHeE o
o) 9eAs AFert. AtgAEAE, B dEe] Ao s o] MW g Ee VMW Jos
ZYAEE £ dwgde ol}— o it MAE F7tR xR 5T AA U

o]l Q1A olmAt 271, 10 A o)l AA opuwAt 27, 15 A
of 1, 20 71 oo A3 opv|il 7], 25 7N ool A oluiAik 7], 30 7 o]de] AR ofn
wAF 271, 40 ) ol el AF ofmat 7], 50 AN o] Q1A ofm =t 7], 75 AN o] Q1A ofm| sk
ZF % o5 Z¥ete= MFe A oAt FE st ol e

- =
aRr L
b2 3z b2 O & =] &
P =, ZYPE = B(Es) dide g3 didz 4 5 3l
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A7 b F83ith. G B0, 54 AX 74 (AE 59, 57 Ay AE, vw AE, 3T, Sk
B AZ, AAE =5 SA3td T AX)o] 23] 238 AX Fd F&Ad ddE5ogoz Agste A
ool &4 e ddel] §FEAY AdE & Aok, FAEA AAGEH A, IL-9 ZEHE =] 5ol
Hog Atz Al F-F7] AE Ax = kit Fzt=e FFEAY P, dwd, ZHE=
EE PEEE FA4 e A dled FRA7IAY A7 e Gl FAEHe] Ak (oE B, 7
=+ E3] A|5,336,60335., A|5,622,929%., #5,359,046%, A|5,349,053%5., A|5,447,851%5 % A|5,112,9465;
Y 53 AEP 307,4345 2 AEP 367,166%; = IS AWO 96/04388% H AIWO 91/06570%; wH

[Ashkenazi et al., 1991, Proc. Natl. Acad. Sci. USA 88:10535-10539]; [Zheng et al., 1995, J. Immunol.
154:5590-5600]; 2 [Vil et al., 1992, Proc. Natl. Acad. Sci. USA 89:11337-11341] (7] &3 1 AE

=
=98 F=x).

o] Bl Fuz %S

BAhHel 3 wude FAA-MEY, RET-NIY, ofe-HEY L () BE-NIY (|5 FFto
DNA MEG ol AT A1 B AR S Avh DA AEYe B owgel g =t o) (%
Sof, AEE ¥ ¥ Y FEE G we A = oo v B4 wgsks d Agd Ao (Y
o= wa 53 A5,605,793%, A15,811,238%, A15,830,721%, #15,834,252% 2 A]5,837,458%; wd

[Patten et al., 1997, Curr. Opinion Biotechnol. 8:724-33]; [Harayama, 1998, Trends Biotechnol.
16(2):76-82]; [Hansson et al., 1999, J. Mol. Biol. 287:265-76]; 2 [Lorenzo and Blasco, 1998,
Biotechniques 24(2):308-313] (7] 2zt 53] B 2/l 1 dio] 2o Fauz =9%) Fx). A =
o] 9, e ZYE A ¥

eoEE Ay e e Pl s FAdoR sdvelfuAdond wdd & gk, 119 Fe%
SEIEE Agets WA m= a9 gAe agelt FeRFdoEst sht olge ol

Mo @4 o

HAEo|xoF
_]

So], 53 [Gentz et al., 1989, Proc. Natl. Acad. Sci. USA 86:821-824]°l 7]A1& u}e} 7o,
& iAol HAE dAEsHA . AAl 783 o2 JFHE HAR= AEFAA §qf
SFHY oAz Ry fHE ogExd A&ste slvf=FEY ("HA") Bl (EF [Wilson et al., 1984,
Cell 37:767]), 2 "Z;2(flag)" BIZ7} do, olE=2 YA = FeT.

RN
0

|
oo -
jured)

o

= P
o2 AAkeol A, E dige] &A i 1o g Ad T AEULEE ZeAd HetHo. A dAl=
574 eyAde] B5e Adels A3 2L A4 Y A ARA, Ad Ex Po| (F Bol, Arhue
Foll, G54 Fell, A4 Zoll B 24 (EASAE, 257 29y 2y, ¥4, Jd 2 () T35
EE BUHHYSAY I o355 #ddstes o 522 Aot Y] A 2 AEL, I a4, d1y S
Fo] HSAITA, dZEAd X2aTEeHA], HE-ZEEATA e olAldFHAHEHA 5, RAEAG, oA
g 2Eslegp|d/vlo] o8l E opu|d/mlo] 0¥l 5 33 EF ) oAy FRHE, ZTFoA, ZF A
O aE Ao e, o, HEEmEcAdelyl TR, vl Fmeelm mi sadisd 5
Wt 24, diY Fuls 5 AANG 22, g FAHEA, FAEY 2 oFed 5 WAle B, o
Z’JEH _3_9_1:_ (1331y 1251’ 123I ‘:7% 1211y)y %i (IAIC)y % (355)y Ea]% (3H)y ?_]_Jé‘— (11511’1y 113Iny IIZIn ‘;'-l llllny)y
99 201 58 6 103 99 133

gz2us C1o), 2% C1i), 2% CGa, Ga), ZaE (P, ZBd% (M), A (CXe), B
18, 153 177 159 149 140, 175 166, 90, 47 186, 188 142 105, 97 68 57 65

(F), Sm, Lu, Gd, Pm, La, Yb, Ho, Y, Sc, Re, Re, Pr, Rh, Ru, Ge, Co, Zn,

85 32 153 169, 51 54 75 113 117 - . - - -
se. P Ted, M, Tor, Tim, e, Mon w Msn 51w dhre AtE BE9ES oless FuA
&A%Y 2

TE w5, %A A 55 ol 58 HER AE7ed wdd FAE ALYAA 3T 5 o

@ W A A7l AeE @A EE o] dae] 8RS ¥ Rt @A Ee a0 G Axs
&, & 5ol AESH oA B AxsaAe g Af 7], AfA EE P 55 o, dE S0
GoprgabA el HikE 5 9l AESL e AZSGAE Axd 2 oo A8As £3hdn. AR
AR FAEE (dE 5o, WEEAMIE, -HIEFR, 6-Flogobd, Age, 5-EFe 2k
Hi7kEn); 4AsA (eE B0, WEzdun, Body) S, Wi, stafad (BIN) 3 27
g (COND), AlEREXIVE RAEZEA, PlEspe]dl €, AlAHIREToryl M)

E
w(IDODP) % A=EHER): AEIFAZH ( g0, tf=FHA (o]-edls,  thfieolmil)  H
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S22 A (dFE Eol, gEmvlolal (o]AhdE, otElmtolil), E#Qmtolil, mEgmto]4l 9 <k
Egufolal (AMC)); obf-g]ZEtd &2 (d & E9°], off-El~Ed PIE, B 2gd 1 9 &22ed 10 (3
[Woyke et al., Antimicrob. Agents Chemother. 46:3802-8 (2002)], [Woyke et al., Antimicrob. Agents
Chemother. 45:3580-4 (2001)], [Mohammad et al., Anticancer Drugs 12:735-40 (2001)], [Wall et al.,
Biochem. Biophys. Res. Commun. 266:76-80 (1999)], [Mohammad et al., Int. J. Oncol. 15:367-72 (1999)]
Fx, o2 BT B Hauz E9E)); T2EF (dE o], 2FIIZE I, TRAXE, =27 9
AEZZ), DNA-E 54 AlAl (dE 50, dEFAE Ex EXHZY), 7IvAl A (dE 5], 8%
& ST1571, oluleld wlAdlo]E (£3& [Kantarjian et al., Clin Cancer Res. 8 (7):2167-76 (2002)1); A|¥
=244 (e B, HEEgd, Alo]EZetal B, AW D, olHF HEuol=, odud, nErlo]il, &
FAE, HeIA =, Riggiad, fiEea s, FX3, 52714, e FH2l, Y =S EA T,
HEAPEE, WEguto]il, otE|wnto]sl D, 1-HEERHAEXHE, SFIIEE IS, ZEI]], HEZHT}
?l, Hl=7kl, ZRIZesE 9 FRuto]il Bl o]58 ARl Ee AEAl, B ovls 53] A16,245,759%, Al
6,399,633%., #16,383,790%, #16,335,156%., A|6,271,242%., #6,242,196%., #|6,218,410%, #16,218,372%,
6,057,300, A16,034,053%, #15,985,877%, A|5,958,769%, A]5,925,376, #15,922,844%, A]5,911,995% ,
A|5,872,223%, #15,863,904%, #15,840,745%, A5,728,868%, #15,648,239%, A5,587,459% 7AlE 35
), FEWA EdxdHA AdAA (E Eo], RI115777, BMS-214662, % & Fol "xm 59

A)6,458,935%., #6,451,812%, A16,440,974% A)6,436,960%., #16,432,959% A)6,420,387%.,
A6,414,145% #16,410,541% A)6,410,539%., #16,403,531%, A)6,399,615%., A)6,387,905%.,
A6,372,747%, A)6,369,034%., #16,362,188%, A16,342,765%, #16,342,437% A)6,300,501%.,
A)6,268,363%., A16,265,422% A)6,248,756%., #16,239,140% #16,232,338%, A)6,228,865%.,
A)6,228,856%., A16,225,322%, #16,218,406% #16,211,193%, A)6,187,786%., A)6,169,096%.,
#16,159,984% A)6,143,766%., A)6,133,303%, A)6,127,366%., A6,124,465%, A6,124,295%,
#16,103,723%, A)6,093,737%., A6,090,948%., A)6,080,870%., A)6,077,853%., A6,071,935%.,
A6,066,738%, A6,063,930%, #6,054,466%, #16,051,582%, A6,051,574% 2L #6,040,305% 0 7A€ 3}

2, BEXolamEgA JAA] (dE B, TEZEHA,; olZlHZE, SN-38; EXEHZ 9-oln| =T EE A
GG-211 (GI 147211); DX-8951f; IST-622; FHlE|zk; IE=2olAgd; XR-5000; AFIEHA; UCE6; UCE1022;
TAN-1518A; TAN-1518B; KT6006; KT6528; ED-110; NB-506; ED-110; NB-506; % @|#7}mlo]al); Er}g<el; DNA
vloly ZFH (minor groove) ATA, AW HE(Hoescht) 995 33342 ¥ HHAE 5 33258; YHEH; 3
724 o Ed®; ZEd; WE-g9E; BC-4-1; HAZEAFEYOE (& 5o, LAZ=ZY]E, Anl=
2, FRE2YolE, EF =g Y olE | of|ERYo]E, odt=g Y o]E, Y=g UYolE, SHE=ZYolE
AzzYelE, JggyoE, SngyolE, FAsZYolE), HIG-CoA HHEA JAA (2 Eo], =}
2Bt AWpAElRl) ofEntAErRl | sout A SRubAEE, A, Aguiasd, daF, FIH, 25
H~EE 9 olEntAEE); FEAlA S IFEHLHE (dE 9, "x 53 #6,277,832%, A5,998,596
%, A|5,885,834%., A5,734,0335 % A15,618,709%.0 JNAIE TE A S FEYLEER); oAl dlojn|
A dAA (dE Eo], ZFuehy IaHolE W 2-F2 Aol Al); ojBIERW ESAe (Add
(Zevalin) (534 %)); EAFEY (WA= (Bexxar) (554R)), 9 o9 A s&sEs 4, &vstE,

ZelEdolE ¥ ATekel Yoit, olER FYHAE Weh,

L A Eve 129 dEE, Foxl AETH 93-S M= A A7) e s AV AF3AE 2
ot A 7] Ee OE Ve, @149 ety XsAR AdEE oz AR oM tE. dE
o, & We H45E AT @48 A did, JEHE B ZPHEY 5 drt. A7) 9
< dE Bol, 54, dAd, ofB™, g4l A, FrEEVE 54 FHT 54, BE YIgHgol 54 o
A, odAd, T A A, o-AHAE, B-AHAE, AF A AR, A fE G A, 24 EFg
vl A, ol HEA] A~ ZE-A|(apoptotic agent), oA, TNF-a, TNF-B, AIM I (A 371 WO 97/33899
), AIM IT (A 70 WO 97/34911 #%), Fas @|ZF= [Takahashi et al., 1994, J. Immunol., 6:1567-

—
o
3

4

—

, E VEGF (554l 370 WO 99/23105 =), d@AFAGAAL, o7d, BAGAARJNA, A=, EE
3 AR AR (d7d, 24 AA); e AESA 9 WA, dF 5o xS (d7d), JE
("IFN-y "), QEFE-1("IL-1"), IEFZ1-2 ("IL-2"), AEF-5("IL-5"), <IEFI-6 ("IL-6"),
-7 ("IL-7"), I"F21-10 ("IL-10"), SIHF1-12 ("IL-12"), B FZ1-15 ("IL-15"), <AE}F71-23

olo
7

—

-

k5|

el
< #
Sl

)
u
)

~

"IL-23"), FHET AAE 2RY A A ("MCSEY), R 2Ry A 1A ("GCSFY)), B A
A (), 4% 222 ("GH")), = saAl (lFd, 2, WiE K, 224 Ak, Gd s A}
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[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

SSS0l 10-1224235

(Hageman factor) (€1} XII), ;A& 71ywzl (MK), ZaZgzwel (PK), S gid-ox I (Z2%
dl), 9z} V, XIla, VIII, XIIla, XI, XIa, IX, IXa, X, 9Xd, 8w o € g HAZFEQ vHx
FE|= A 9 B, HEH A=A/} Qo old A )7t 2E 4 vk, FAHRJ] AAGEH A, IL-
9 ZYFE o] HHEo|Z Agsts FAE FREZN AIA (A, 2EFIF2=E (montelukast), A3

o=
EZILAE(zafirlukast), ZFIFAE (pranlukast) @ AL FE(zyleuton)) T A EA 71T},

w3, FAZ WA T o, dAd, T Big gL FW-PEA £ In, L, Y, Ho,  Sm& ¥e
1} olo] SAHA 2= wmeA2Y AeoHe #e A4 7], THEE == 4] gdd A5 F g9
Aol AEAZ 5 Ak, 54 ANGHelA, vtARAZY AeolEE PA BAS 5 A4 HZd 5 g
= 1,47, 10-H EgoAA F2EHZ-N, N N" N"' -8 EgtolA EAL (DOTA) oItk A7) H7 Exs A0 &

3 FAEe] glar, 74z 1 HEo] B HuE EwE= F3 [Denardo et al., 1998, Clin Cancer Res.
4(10):2483-90; Peterson et al., 1999, Bioconjug. Chem. 10(4):553-7; and Zimmerman et al., 1999, Nucl.
Med. Biol. 26(8):943-50]¢ 7]A=]o] <Jt}.

AF E FAN FFATIE Ve 9y FAHe da, o7dl, & [Arnon et al.,"Monoclonal
Antibodies For Immunotargeting Of Drugs In Cancer Therapy", in Monoclonal Antibodies And Cancer
Therapy, Reisfeld et al. (eds.), pp. 243-56 (Alan R. Liss, Inc. 1985); Hellstrom et al.,"Antibodies
For Drug Delivery", in Controlled Drug Delivery (2nd Ed.), Robinson et al. (eds.), pp. 623-53 (Marcel
Dekker, Inc. 1987); Thorpe,"Antibody Carriers Of Cytotoxic Agents In Cancer Therapy: A Review", in
Monoclonal Antibodies 84: Biological And Clinical Applications, Pinchera et al. (eds.), pp. 475-506
(1985); "Analysis, Results, And Future Prospective Of The Therapeutic Use Of Radiolabeled Antibody In
Cancer Therapy", in Monoclonal Antibodies For Cancer Detection And Therapy, Baldwin et al. (eds.), pp.
303-16 (Academic Press 1985), and Thorpeet al., 1982, Immunol. Rev. 62: 119-58]1% ZF=3ic}.
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oz Agsts 1% o9
el A o]l 1F oo SWHA(AZAY, d¥A Ee AFA) (BF 1
2003 6¢ 1097 &%, O] & A o] "Methods of Preventing or Treat
Respiratory Conditions"¢l ®|3 7}&Y A60/477,801%, 2003Y 4¥ 1192 =99, Wge] o |
"Methods of Preventing or Treating Respiratory Conditions"<l W|=f 7}&<9 #160/462,3075, 2 A3}
FA E9E (20043 49 12¢9#}), Hhge] oF W Ao] "Methods of Preventing or Treating Respiratory
Conditions"¢l ®=F 7}&¢d (W2l #ejHE 10271-113-9992 #91%) Fx)E Fosts AL Edsh=, IL-
99] o] e BU(EE) S 5How sk o, IL-R E= 29 1F o AMBRFH o]
) 848 5EAHSRE sk o, 9F Foll, AtA e, 244 ol e 7Y (vEAsAE, 257 7
DS EFet oldl FHA e HIFS A, #Y, Ax H(Es) ARATIE TS Aed. &
Hel &

frEZel, 1L-9 EME s Welsoldon Agehs 15 olakel @Al % 1L-9 E2HE s
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[0259]

[0260]

[0261]

[0262]

ooz Agshs WA olslol 1F olge] AfAT LisHE 2R, L o £YBL ol AP w4
ol & o, #El, A8 W(EE) A7 WS ATt XHA B AR sE &8RN, 3 o=, #
=, ZYFE=, i, (oA, el wEFEEE AE, A Ual, RNAD 2 AESHow g4
QA FeREE wE PHSE 295 FRAQHE ADS TS oo @EEA e DNA 2 R
FEALHE) @A, 34 v dd 571 #2, 28A, 2 34 EBE Hd /7] 2AE 28, oldd 34
] ket
IL-9 ZeWE o] o] wd W(EE) B4S PO s Fol, LR E= 19 1 o]4e] Angule o
AOUE R(ER) B4 AvE gl E= A%, 9F A8, AU A%, FA4 A% BE 99 Gles)
A, 3571 A3 #8449 15 oo S5 o, ¥, A8 Ee dgA7led 783 Jdom A5
DAY, olE fal AREEHAAY e @A ARRH e Ao WAl (dXd, diAl B AFADE 2
Aol 714" & dgoel] wel IL-9 ZEfE =] W Soldow Agst= FAeE x¥ste] AREE S 9l
IL-9 ZelWE o] o] d wal W(EE) B3 AvE Fol, LR E= 9] 1F ol4ke] Augule oy wd
W(ER) 43 Ak o), ArhEel A%, 9F 4D, FAY A B PRL o, Am, Bl W(EL)
BRAZI= H AREEAAY e A AR E A e aRAl, 53] oAl e AfAle] de ArRE G
& [Gilman et al., Goodman and Gilman's: The Pharmacological Basis of Therapeutics, Tenth Ed.,

McGraw-Hill, New York, 2001; The Merek Manual of Diagnosis And Therapy, Berkow, M. D. et al. (eds.),
17th Ed., Merck Sharp & Dohme Research Laboratories, Rahway, NJ, 1999; and Cecil Textbook of
Medicine, 20th Ed., Bennett and Plum (eds.), W. B. Saunders, Philadelphia, 1996]& xstth. oA
D 2FAY 2E WA, AGA(AAY, ot=deF2EFoE, FEEILHZEE (7Y, HE=
FHAyE, ZRUEE, ZFEIE, B EE, EZyoys$s o ysEE, Zy=yE, 3

s
EREEE), FRALLES|s, sPRo|s, uiERo|EA A9 fE (AU, oxdd, ofRTEa
=7
=
o]
=4

ElE),
2o, B 00X-2 AsA), 2 FREHA AdFdA (i, SLFIAE, WY A4, AV ERIEAE B

=), WlEr 2-d3A (i, dFHE, vEHE, AxHE, olidE], WEZEHHE, YERHE,
, HERER zardHE, ddHE, 32 s HE25gR), A4 AEA(dAY, o|ZHERSE
Zupol= gl SAERH HRulolm), Supidpxl, dAydenl, vgxdE | aE, et obAl (o7,
ESASEREF), dupolgzAl, B FAA (A, HEmutoll (A oRE ofFkmrtoldl), EElerteldl,
YEvtoldl, HULd, vEZviolil, B FEZwOlAI(ANC)) o] EE L, ol FAHEA &=

5.2.1 HYxd 8HA

FYAA Qo] BAE Aol WARAAS B wwe] wpy L 2Bl A8 & Atk WARRAE Oy
Aol W Wl sht ol HW i RE ZWd 9P vA 5 vk 99 W3] FHdE 93 W,
wA AzAels, MAT W YE o, F4 L(ER) oldY T, VAT D(EE) FTPVT AN, 2 W
od7le] AEZF AFe] EFE, ool FARA @vh. B wwe 54 AxGuelA, WEgAE W v
2o @ ZWe 2R, oE ANFHAA, WAL Wel wee sh} zie ZWe zgur. B
o] wigA s AAFHANA, AG2GAS PPAAA Folshs A ByAe WY wg 5 st oy
o H9e ANSAL B gaAAT. B eyl 54 AAFHA, BdRgAE PR W WS A
AL E AR, B wgel mebd, WEAAL 110 FAESe] Welsedon Ads FA
otk B4 AAFHNA, AGEGAE £AA7} ofth, 54 AAFEA, WIEAAE FABGHA
b ohth, the A, WEgAE AET™ o By AGAZE otk the AAFEA, H=gA

IF o A btk 54 AAFElA, WARRAE S FAolh, 5 AAGHelN, Az

Azl Az il ZgA, W Ale]EX, JE|= 2kl 2 A

a}
A, ReFrd, ZHEFEY, Fvs, ScFvs, Fab TEE F(ab)2 ©@# T o 2 2}
(o], Qe A~ S 22 D A ), &8, 771 S5E, 2 77] SgtEe] &Y, old g u A
Zerh. 53], d9xAARE HEEGNOE, HEF Vs, ASEEATVE AL, olFd, AlEEA
A, v=AEFE, olE e, A (dAW, FK506 (Bl ZE]F2)), dEZg=yL:2 (WP), A2HA
ZHRolE, zHZEOE, wmlolIisdolE EAY, apuloli(AlFE2), HZEN], HSA 29,
vyFvtE, dE-UEHRME (A, dEFURE), T AXE F&A 284, AolEXl +&A 44,
D Z2ZA ANk AE 2GA7E Z3HE Y, olo] A EA] =T
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[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

SSS0ol 10-1224235

T A F&A 24A, AolEX #8A 284, B 24A vt Alx =4 s Hgs] deld et 3.1
S Fxerh. T AX A 2AARE I-T AX 84 A (dAd, I-CD4 FA (A, cM-T412 (¥
7'](Boeringer) IDEC-CE9.1(5="33%) (IDEC and SKB), mAB 4162W94, L =EZF#(Orthoclone) & OKTcdrda (<F

A-A 2t (Janssen—Ci | ag)) 3-CD3 @A (AW, FH]Nuvion) (ZZHE ¢zl 2 (Product Design
Labs)), OKT3 (&< <l &<&(Johnson & Johnson)), H+= 2] &AH(Rituxan) (IDEC)), &-CD5 &A (oA, -
(D5 E2l-A7 W S?ﬁ]), F-CD7 A (A7, CHH-380 (=wbE]Z=(Novartis))), #-CD8 &=, -CD40 &
e megF2d A (oFd, IDEC-131 (IDEC)), &-CD52 Al (oA, Fo2A(CAMPATH) 1H (€=~
(Ilex))), &-CD2 A (AW, AZ2]FrtB (siplizumab) (W=o]&, <=, (Medlmmune, Inc.), =] &70 WO
02/098370 %t WO 02/069904)), ¥-CDlla A (Ao, ZAAFEH (Xanelim) (AIWH A (Genentech))), % -B7
kAl (o)A, IDEC-114 (IDEC))), CTLA4-olFx=Z=&E=», = LFA-3TIP (B 2#A(Biogen), =Al 370 WO
93/08656 X vt 53] A|6,162,432% )7} EeE L, olo] A A eki=t).

AL B 8A A9 oZE T AlEZ F8A (dF Eo], INF-a FE&A9 Axe = =
o 9, [L-1B 849 MES el T 1o v, 2 (-6 89 AEe m=Hel mi 19 vy
ARl EZ] H= olEe] W (dF Eo], dEF7 IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL—8 IL-9, IL-10
IL-11, IL-12, IL-13, IL-15, IL-23, TNF-a, INF-B, QIEF&(IFN)-a, IFN-B, IFN-y 9 GM-CSF), & }01
E7 F84 dxﬂ (04] o], -IFN 84 A, F-1L-2 84 A (d= 59, Zﬂ‘/} 2~ (Zenapax) (=
Zgel fxel (Protem Design Labs)), ¥-1L-3 48€A 34, 3-1L-4 Q—Xﬂ 34, 3-1L-6 4~8-A 3
A, -1L-10 % A A, F-1L-12 F&A FA, F-1L-13 F&A FA, F-IL-15 F&A IA L IF-1L-23

T3 A, d-AlolEZ A (dE E9o], F-IFN A, &-INF-a A, -1L-18, A, F-1L-3 A,
L-6 A, I-IL-8 IA (dE E°f, ABX-IL-8 (o}EAY 2 (Abgenix))), #F-I1L-12 A, F-1L-13 A,
L-15 A 9 F-1L-23 ) 7F 23y, olo] A=A k=

1

O

I
-1

ook

TAHQ AXFEl A, Aol EZ F&A] A= IL-3, IL-4, IL-10 £ o]59] wHolty. FrhE A A%
oA, AIEZ &4 2AAE F-1L-18 A, &-1L-6 A, FF-1L-12 584 =
Tk AA G, AbolE7 F&A 2AAE INF-o FEA19 Axe =<l
1421 AAIFE A, ALl B =84 28A= INF-a AIAI7F ofytt.

E

T AA G AN, AR FEA A= BRE AR 2AAlelg. W AAGH A, ALOJEZ FEA 27
I olx

A At AE 2ZAZE opdth. muk AlE 24 A0] R 7] AE AR (¢VE FEA BRiE)
(]2 Eo], mAb 7H6, mAb 8H7a, pAb 1337, FK506, CsA, @AbdElE 2 ZZEAw=UE), ckit A
o & £50°], STI 571 (o]dell CGP 57148B&A &4)), Bl AX ZZHolAl oAA (dE =°, GV-45, G-
8, ¥IERKI, LY 294002, ZE2® C, Ao]=Zebal D, AY2EQl, KI5926, 222 2Ql 9 SEHR),
Al ("RLX"), IgE Z&A (S S0], A rhuMAb-E25 . #@e]FrlE | HMK-12 2 6HD5, % mABHu-901), IL-
3 AFA, IL-4 A, 1L-10 AFA 2 TGF-#EeE 3=}, ool Algh=]A] =t}

(ﬂA

el

HAZAAE T 23 MBEAE (TH =& TH2)S T3 A A4S At B Ax e Aaz8s wasi=
= A™E 5 9ok, TH (T 99) Al o B Aol &4dste] A2 Fea-8-S FalstAY = 2pds)
of o uwel F3t dA BAAE Adels FATE 2 a o] A WARAGARA &3t odE £, T
AEe] o B Alxe] dgstE (D40 #Ib=e] B AE Ao (D40 Fho=eo] A = T AXE el (D28
W(EE) CILA4 FFt=o] B M2 o] B7 o Re] A% e 54 A4szgo] dAS a7ttt (&3 [Durie
et al., Immunol. Today, 15(9): 406-410 (1994)1). 7] T7FA4 A& 24 §lo], B AxE= F3} A9 AA

o] FrESE dAstd 5 i),

CD40 #3ZF= (CD40L)-CD40 435 <&

T ARAAN FHEA] FA wiel

1] SFEf ol A, CDAOL¥} CD40o] A3 A

J3E Ao (D40 =S Zwrslar T Ay AE A9 D4
H,

fof g, ro

>

3= 1o
A9 e 4 dnqe x}aw. o=
4

A AT

>

S WaEts FEAR zmﬂoyﬂ 94" £ 9th. (D40 zr=ol st f‘z}iﬂ (6¥—0D4OL) (BglxE-njolojx
29 AR EE 7Y dE 5o, 19939 89 18UAE FE #H 53 &9 A1555,880% ) e UHE
3 (D40 wAh= & wu el wel W zgAzg AeE s AhgE 4 gl

THL Aok AEZSA T 25 ("CIL") o] d2zg8& Alshs dd=4daE Ad9sto] CTL-viz) Abde] 24
+

S a7 4 vk, WOzAAE (D4 W(EE) 8 T AEe 24, B, @4 "(EE) /%S WA (9
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[0271]
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[0273]
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Mol Boldol x4 L(EE) 8 T

B oubgo] g AAGENA, T AXE, vigzsAs 719 T AEE Z2A7NAY 232715 A924GA7F 1L-9

ZYFE =] o] W H(EE) 48 EHoR AU 19 #de] JdE A TE ol IL-9R EE 19

st o] de] MHANe] o) wESs 5AHoR AL 1ok ol Qe A E el AUFHY A3, S

A3, A8 A% 2= 3 (R EHAE, 357 2 ARAY ZE 3ol v didA A 2 uw e

el wel Folw e Eof, war 53 A4,658,01985 FE3brh. el mThE Ao A
.

7
o7 FAY 19}

sl ghlo] Qi AE mE Aol LR E 1

#elo] gl A% mE Aol ArhAeY A, 9F A%, A4 A8 mE 29 GlgAeAE, 557 49)

of gAY AY gl o Aol E owyel wel weh Fojsth.  FAAA AAFel A, (D8
+

d4s 5O AV 19 #Ade] e A3 e Fefl, IL-9R EE 19
< RNE A3 e Ao, AVIHY A%, g5 A 2|
, SE7] Al AREAY 2™ 3ol U iAACA 2 I W me R
W x4 ddE IL-40)th. IL-4% THL AIXE 7)%50] &ARd TH2 A2 3Fd-Eo)
[Yokota et al, 1986 Proc. Natl. Acad. Sci. , USA, 83:5894-5898]; % muj= =
3 Ax), -7 AE (53], THI D(EE) TH2 AX) AETH g4 (4 So], =4, 23 2
() oldH 7]5)d A& mxe Wz A9 & o= IL-2, IL-4, IL-5, IL-6, IL-10, IL-12
13, IL-15, IL-23 % QIYAE(IFN)-y 7} EFE, ofo] AlghE =] eF=rt.
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b2
O,

=7] Al }F (c-71E 84 2t=) 9AA (& 59, mAb 7H6, mAb 8H7a 2 pAb 1337 (=3 [Mendiaz
et al., 1996, Eur J Biochem 293(3): 842-849] #=), FK506 % CsA (=& [Ito etal., 1999 Arch Dermatol
Res 291(5): 275-283] =), =AElE 2 EFZA=HE (3 [Finootoet al. J Clin Invest 1997 99(7):
1721-1728)1 =), ckit F&A A4AA (& 5o, STI 571 (o]l CGP5 7148B=A FA4) (¥
[Heinrich et al., 2000 Blood 96 (3): 925-932)] =), Mgk Al 2okl A4l (S o, GI-45 &
GW-58 (=¥ [Temkin et al., 2002 J Immunol 169(5): 2662- 2669] #=), Y ERKI, LY 294002, Z¥ ¥ C
2 Alol Bl D (s=& [Vosseller et al., 1997, Mol Biol Cell 1997: 909-922] =), Y€, KT5926
2 A2 2229l (F3 [Nagai et al. 1995, Biochem Biophys Res Commun 208(2):576-581] &%), ¥ 2&E
HY (&3 [He etal., 2003 Biochem Pharmacol 65(6): 1007-1015)] %=), @Al ("RLX") (&% [Bani et
al., 2002 Int Immunopharmacol 2(8): 1195-1294)] %), IgE AgA (<& £, A rhuMAb-E25 25
utE (3 [Finn etal., 2003 J Allergy Clin Immuno 111(2): 278-284]; [Corren et al., 2003 J Allergy
Clin Immune 111(1): 87-90]; [Busse and Neaville, 2001 Curr Opin Allergy Clin Immune 1(1): 105-108]; %
[Tang and Powell, 2001, Eur J Pediatr 160(12): 696-704] #+=), HMK-12 2 6HD5 (& [Miyajima et al.,
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omn

olar, ol UXNQAERIET o FAA] HPA JAA | TH(AA L 2EHL A Z =Ml 1 WA 48 X3
). 2 oawe] wmuE AAldHel glolA, FHAFAE QE|EFH I1Io|th.  o]3lo| A GEEFHIoR <
w2 SEEZFY 112 9dS A 72 W SubA)e dadd 23 =dQl, 2 ESd Joagsts &
A B9 FZ(loop)E E¢stl. SHEIEFWIC] duple] HulEE A9, dwAdL I FI7 EFWy A%
gt A sk FE BSE ki, 1 AREA EFNC oG v Fxo guld JhpEiE] duto] Ydojyt
o @ sheis] due ot EFRle] FHlo] moE WekE sk, ol (1) EFWI QHEEFN
Atolol FuAg AAFE WAL (i) dFdozRy EIFANE WEIHEA [Carrell, 1999, Science
285: 1861-1862], % = F=&d). < A (0'Reilly) S(EF [1999, Science 285: 1926-19281)2 HAutd
JFEIEFHIo] AAA dAAPAY S 7HTE AS dAsgith. webA, g AA Gl QoA FE T
PAA = SQEEEHS] FEAFEA Feojry. 2wy moE AAIGH oA, FFAFHAE FH2Y
§19] 40 kDa H(EE) 29 kDa A 7hia] G o}

2 oo ErE AAdH oA, FEAPHA = FEIIVorA FEhanm el EAHuPA) FEA DA o
o AASEY] dhe] Bz dolA, AdAlE wPAl A A EddolAlolt(AE Eo), & [Crowley
et al., 1993, Proc. Natl. Acad. Sci. USA 90: 5021-5025] #=x). 2AAJeje] mrlE B Qdojx, ZaA
= FAEs 434 v a1 § dwo|th(E3 [Goodson et al., 1994, Proc. Natl. Acad. Sci. USA 91:
7129-7133]).  AAFHC] EUE R lojA, AEdAE= A 4 7HEAE uPA FEA o T [Min et
al., 1996, Cancer Res. 56: 2428-2433]). & o] Lo AA kel gloja], ¥ o] X

2elo] 16 kDa N-2¢F ©#Hola, o] <F 1209 ofw|xit, e IR AESHow A
(zzgdo] 3t 7Y AHge AW L HE NI 000948014 &AE 4= 9g). B uny
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 QAA-490] FYAPA 13 oAt T 13,4002 X 3
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[0288]

[0289]

[0290]

[0291]

[0292]

1 =
INF- o ZAgAE= it g% & (PBS) 22 gjxwd Hld] TNF-a 9 75, &4 L(Es) 33 10% o, 15
% o], 20% o|F, 25% o1, 30% ©1%F, 35% ©]%F, 40% ©)F, 45% o), 50% o], 55% o], 60%
o1, 656% oI, 70% ©1’%, 75% °©1%, 80% °©1’F, 85% o/, 90% o1/, 95% ol & 99% o] FaA

At}

INF-ao] WAEc|How Ajg A9 o5, ol5d A= AL ofyAT, AZHAHHR A=
(REMICADE) (5-5733%); Alel=Z(Centacor)), D2E7(NHE #HrEEDZZ/5 IvlfFEZ= IX o] (Abbott
Laboratories/Knoll Pharmaceuticals Co.), "h&®l &2|H, FAAF), FH| A =(HMICADE) FEE)2E &
2171 CDP571 % CDP-870(=5F Ad)/wlupA|o}(Celltech/Pharmacia), <&b$-, 9=), % TN3-19.12(&&
[Wiiliams et al., 1994, Proc. Natl. Acad. Sci. USA 91: 2762-2766]; i3 [Thorbecke et al., 1992, Proc.
Natl. Acad. Sci. USA 89: 7375-73971)& Egrsict. £ W mgk 517] w5 53] AR INF-aol W
ooz A A B Iy AE P W gt 828 ¥ st v 53 Al 5,136,021%;
5,147,638%; 5,223,395%; 5,231,024%; 5,334,380%; 5,360,7163%; 5,426,181%; 5,436,154%;
5,610,279%; 5,644 ,034%; 5,656,272%; 5,658,74635; 5,698,1953%; 5,736,138%; 5,741,488%;
5,808,029%; 5,919,452%; 5,958,412%; 5,959,087%; 5,968,741%; 5,994,510%; 6,036,978%;
6,114,5175; 2 6,171,787%, 74742 1 o] 24d Fau=w =9ldn. 7HA WF-a T84 &2, °
ol AgH= AL ofYAR, SINF-RI(HA1(Angen)), OBl AE(AMEA(ENBREL) (FEH); o]~
(Imnunex)) % 279 HE S B A(RENBREL) (%F3£7), TNFrl, TNFriI=%E %8 INF-a ] 7FH&A <
AA (¥ [Kohno et al., 1990, Proc. Natl. Acad. Sci. USA 87: 8331-8335]), 2 1INF-a Inh(=¥
[Seckinger et al., 1990, Proc. Natl. Acad. Sci. USA 87: 51838-5192])& X 3}sit}.

o AAFE Ol slofAM, T =AE R el AREE TNF-a A&3Al= 7 INF-a FEA0IH. Al
Al A Gl glolA, 2 Ewe] 2= R el ARSE TNF-a ZA3Al= olHUAIE(ANBA(CGEE); °l
Tz e a0 @, FEA B fAReln. EmuE AAIGE e oM, # EH e 2AE R el
AR INF-a A#AIE INF-ao W S5elsos Aest dAelrk.  FAA1 AA G oA, & g9
A= 2 el AHEE IWNF-a A3A= ARG A =(54R); Aea) £ 249 F=24, &
ARA = Fel-AE deltt

T U8 WF-a A=, olEo AgsEE AL ofyX|nt, QIHHAZE y-ZA4sd 2 A2
ok INF-a S Adstes Zox e IL-10(E3 [Oswald et al., 1992, Proc. Natl. Acad. Sci. USA
89: 8676-8680]), TNFR-IgG(<=& [Ashkenazi et al., 1991, Proc. Natl. Acad. Sci. USA 88: 10535-10539]),
o AdE TBP-1(ME/dtH(Serono/Yeda)), w4l AL E®] (CytoTAb) (ZEH|H ~(Protherics)), SQPEIAIA
HAF 104838( 0] A1 2<(IS1S)), FEI= RDP-58(/2~E}FE(SangStat)), ©E]=n| = (A% (Celgene)), CDC-801(A%1),
DPC-333(5+& (Dupont)), VX-745(H €l (Vertex)), AGIX-4207(o}e] 249 2 (AtheroGenics)), ITF-2357(o]&y}ln}
F(Italfarmaco)), NPI-13021-31(u|#-%-2=(Nereus)), SCI0-469(A}e]2.2~(Scios)), TACE HEAA(olHFYd
(Immunix)/AHP)),  CLX-120500(Z-2 2 (Calyx)), E]o}= 2 3] g (t}o] YHl~ (Dynavax) ) , oS- (g =g
(Ridaura))(z=n2Zgkel M|z Svbre]Z-Z(SmithKline Beecham Pharmaceuticals)), AT A (HIAaH U] F
2R2tol=golE),  HYH(|WYEH 2~ (Enablex)),  #HEpd(EA]  2=AY  vlo] &2 A Z(Large  Scale
Biological)), 2 &t (Uriach)oll ¢k &-p38 MAPK 2H&-AlE E3tgitt.

INF-a A & 2te @i, ZHREE, Be PHEs ausele i 24 B IWNF-o 234 24
Zhe v, FEfEE, Be fE s, 2 ] g od, 954 Ea A dde] ARAY
gl sl dAdA Fold = vk, B, WNF-o A4 2A4S 2k dd, SefE s, B 3§

of FEA, A, @, ®mE o) EE INF- 2 v,

18 we O oY o
o

’ a

WE =, B FE o] {24, FAR, i, s delAls, & el gl o8, 994 ®i A

Aol A Add ol s Al A Foid 5 gk wiEASE, 7] fEA, AR, Wl
Al B dEE 4] opd Y dd, FEE, T fHEHEY MF-o AI3A 245 BAH
INF-ao AZARA AHEE 7 e @i, FREE, e PEss ZAd sAF9AY 24l 71AE o
ool 7ol s Azxd = Qlrh. MF-a A3 #4& 20 G, FREE B e 294§
AHAY 2 7149 dele] Zles Abgdte] Av] v, FREE, EBa JERe] AA O s S
TS A 22 S gk Ak AEAlE, AdHeR 94 Jbestal INF-a AZ3AIRA ZEEE A
oz e ALATE & Ao 24w B UHel AR, AEA] IN-a A DS PN A
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H el vlsmell o8l A 9] Z(EE) A delA S8E 5 A
5.2.4 FASA QA

Aol fr& A8AE X3t AR lA FAE Qoo AQAVE # ity
A 29A9 HAIFEQd JEL v AaH R0 =A 4B A (NSAID), iEﬂiolc*é
2-gA{dE B, ofERW &HE E, @ oZH{ERIZ H
(ATROVENT) (“d32%)},  HlER2-ol Y ~E{d & Eol, O}E—Eﬂ%(‘%ﬂ%L(VENTOLIN)(“ﬁ“ﬂ)
(PROVENTIL) (%33%H)), HISHZ(E=2# o] E(TORNALATE) (%), el 38l S (5 3 9 2~ (XOPONEX) (A
et Z 2 H g5 (GFAEALIPEND) (FEE)), I EFEHZ (AL o (MAXAIR) (AFEHE)), E1—r‘*a‘a'?_](‘jﬂﬂ
(BRETHAIRE) (“F3%) 2 B ®I(BRETHINE) (FEH)), SFHS(Z=d (), 4352 (REPETABS) (
o), 2 B9 (VOLMAX) (FEY)), YERHE(XEHE oo 2o 4 (FORADIL AEROLIZER) (Z33¥w), 2 AdvH
(A2 E (SEREVENT) (432%) 2 AleiWlE v 2~ A (SEREVENT DISKUS) (BEH))}, 2L HEdde{dE Eof,
LA (FHZ (INIPHYL) (3 3EH), H -t (THEO-DUR) (X3EW), S=EM=(SLOBID) (Ed), 2 ®l 2 (THEO)-42(7
W) s 23T NSAIDS] o 52, olEd Alghy]= FE ofuAIRt, ofaud, Fxal, Ay IAE(AYHE
2 2~ (CELEBREX) (4% %)), tZ=#H(Zeball(VOLTAREN) (A4EH)), JESZ2(EY(LODINE) (FEH)), HA=Z 2
A (FE(NALFON) (Z3%7)), A= ERAL (1A (INDOCIN) (), AE L (EZHE(TORADOL) (FE1)), AL
ZZ(dlo] 2 (DAYPRO) (% ™)), UH-wl=(2e}#ll (RELAFEN) (%9)), & (2= (CLINORIL) (A%H)),
S (F Y (TOLECTIN) (™)), EIAFA Bl S2(VIOKX) (FEH)), HZFA(LH B (ALEVE) (FE9),
U 2 AL(NAPROSYN) (27)), AEZZH(GEZ(ACTRON) (4%4)) 2 yRvEZgadEdy))s ¥3s.
7] NSAIDE A EZE&2A YA 4 (dE £, (0X-1 2(XEE) (0X-2)& A= Aol 3] 2H&3h),
Hl2ol=A 2@Ale dEe, olEd AldHE AL olyAY, FFIAIEE IS, dHAMERE(HIIE
(DECADRON) (A1), IZEE|Z2HRo|E{dE Eo], WEZ=y&2(H =S (MEDROL) (FEH))}, IZEEE,
S ERF2EE, LY EYE(ZH = UE(PREDNISONE) (4 E) 2 el (DELTASONE) (A EH)), ZHEYEE(X
22 (PRELONE) (3 32%) 2 #lt]o}Z & =(PEDIAPRED) (332 7)), EFUAEE, o=, F oAl =9]
AAA (B Sof, ZRAEZAY, ER2EA 2 ZIEA(FIEF N vAdH 45 2 olglst 284

02 oX
o
S
o

(| fm -

b

B N

3
[
B
o X

ot

m
o
(m
fr
i)
)
i)
)
o
(m
o
o
|

SNE
u
g_o;g%@r;mw
> fooam B @ 7 oam (m oM o

FHU W

59 AYPAQ FoFe % 28 Fx))E XS

SA AAGHC oM, 29A= Y Ee a9 sk o)) S« #eEl, AR, B(Es) Al
T8 FgAloltt. A7) AEAL wARAS] e ot=dddd A=A{dE o], FHHZoI(dE =0,
AU, oliaZrHYxE, B olidER), dEAE(dE 50, WEgZRHdE, HREd, R dxHE),
2 AYAL(AE 0], AFEE)}, ol BEAoE, EFIABHAE, ABEIAAHEZO|E(AE 59,
HE2mE=s, Fdavels, EFYddols, EZFEIRE, Efdiss, MEzduyEs, ZhsyEs,
2 ZHEYE), b8 AR =, HE2-olRYXE(HE Fo], dFHE, HIEHE, dHxHE, oliddEd,
HEeZ2HdE, YE5HE, A5EE, BHRER, FERHE, ddHE, 2 dREE HyER), FEdaE
Al 50], o|ZERY S BRUE 3l SAERZY|E BRuE) [L-4 A4 £3), 1L-5 AR

H T

A x3), IL-13 A8A (3A £3F), PDE4-AIAl, NF-Kappa-B JAAl, VLA-4 SAA, CpG, 3-CD23, AUE
(selectin) Z3Al(TBC 1269), l Al Z2H oAl AAA{AE Eo, Eﬂﬂo}xﬂ 1Al AAA (5 501,
GW-45, GW-58, H AIY=ERR]), E2FE e eAHE-3"(PI3)-71vA] A (A& , ZAx2" 0, 2 gE
FIUA AAA (A E B, Z2EF2Z2AEU)(EH [Temkin et al., 2002 J Immunol 169(5): 2662-2669]; 3
[Vosseller et al., 1997 Mol. Biol. Cell 8(5): 909-922]; % 3l [Nagai et al., 1995 Biochem Biophys
Res Commun 208(2): 576-581] #=x)}, (3 F&A AIAN(EA X3H), AIAAA(AE £, HEEHAE
2 =), HT Az 2GANE Eol, AR2ED AE(d EL(INTAL)(%E%)) 2 dzazd 2F(Eyel=
(TILADE) (“43H)), ¥ 73 g3 7 ZA8AdE 59, ofgAzEH)S Eset.  FA A0 A
Fefoll oM, 2gAlE FREZA JAA G (AE B9, %Eﬂ“f‘ﬂ' (*‘%ailﬂ(SINGULAIR)(%EUé)), A5
EFIF2E(oFF T o] E(ACCOLATE) (F3EH)), ZHFIFEE(2(0NON) (B3E1)), v AFERFo] E=(ZYFLO)
(FEE)) (% 2 F2)).

E 2
A2 8WAE FaEeld A4
FEEEELEE) RO CECE:
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omn
J
Jm

ol 10-1224235

THFAECSE U (FET)) 2-5A41: 2mg
6-154]: 5Smg
154 ©]4F: 10mg
A BRI E (b Ol E(FRT)) 5-1241: 10mg 3H * ¥
124] o]’d: 20mg 8} T
EIHEAAE(L2CFE)) ofAlotl vt 4 THe
AREHel 22 (FEE)) 124 ©]%: 600mg S5 ] ¥

54 Axgeel oM, 29AE delA wE
FE AGACIE. 47 AEAY AT
W5l 53} oleld AgAFe] AFHS Fol
3 EE CFR(AE Ho), a-olmdduy 2

Engl J Med 348(11): 986-9931), IgE ZH3HAl(

)
"—,%), TNX901(P£
E°], A rhuMAb-E25 &%

1]
ﬂiﬂC,%g

[Leung et al., 2003, N
Z™ (omalizumab) (& [Finn

et al., 2003 J Allergy Clin Immuno 111(2): 278-284]; & [Corren et al., 2003 J Allergy Clin Immuno

111(1): 87-90]; #3% [Busse and Neaville, 2001 Curr Opin Allergy Clin Immuno 1(1):
[Tang and Powell, 2001, Eur J Pediatr 160(12):

2202 Int Arch Allergy Immuno 128(1): 24-32]
Arch Allergy Immuno 124(1-3): 400] %t=x), ¥

oA % O FEA, FFAIYEAE

105-108]; 2 &3
696-704] =), HMK-12 2 6HD5(F& [Miyajima et al.,
ZzZ), 2 mAB Hu-901(F3#

[van Neerven et al., 2001 Int

=]
=

Al (d

2 5o, A wE A7 FAF, &S A2 27A( desensitization), Hﬂ%(venom) HAQHANE X
i
Z3
0 &3] 2Efvl
38y 7 € yi3dd gE BAEQ 99 FAH
ol gh-&olrl
o8] =Tl v} 4-6 A|7kalch 25-50mg
By el et w] 12 AJZHec) 0.34-2.68mg
e dt]oly
Eg oyl v] 4-6 A]Zkwit} 25-50mg
Aol
BEAY e o} 4-6 A|Zrwlc} dmg; B o) 8-12 AZbelu) 8-12
mg2] SR &
Zzadug ] 4-6 /\]{PU}E} dmg; H= v 8-12 AlFbeir} 8-12
mg2] SR & Ej
Al 7}
22229 (1.25me/5m0) Pl 476 AIKERRE 2.5me
| - El o}z
Z 2 epx = Al 25mg
o | 23
Bl EE ALK 6-8 APl 25mg
i AR =
of2HmZE (M HNAA) 10mg/ &
B aRas=] 12 AJZrebt} 1-2mg
Al 10mg/ <

Alo]l Z 2 F et
2 Uy (118 4)
2ZHE I R84)

6-8 AlZtult} 4mg
12 A7+ukdt 60mg
24 Al 7kakck 10mg

29 QWA H 059 FAEg, Fo A2, 9 FHEHE AFEHS 96
Desk Reference(57th ed., 2003)] & E3lo] 7]A% o] 9l
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5.2.5 3ot 8 A

TG Zell, dlE Bol, oF, Ex 229 sy ol T o, Aw, #E, EE Al fsitta ¢
AaL, ARgEo] gAY, e @A ARSI Q= ool WAl (dE o], AfAl e A7 & 2l
24% 3 o AREE 5 Sk aRAl (E 5ol, ARA e A=, olsd AFEHE= AL okyA
gk FEE, ZEgE s, 3 @A, gk B, AR, 2, @4 okE, ¥ BA, 9 {7 BAE X
Hetek. oF axAle] HIAIFAHS] dE2 setariAl, WA aniAl, e e, H(Es) e ey
A/ a|A S 3T

EX AAGFE A, FIAE WAZAGA, oS Sof slstayAloltt. T2 EA AA A, dAAE 35}
SRAZE obd WA A otk 2 AAMGHAA, FEAE vz obdn. 54 AAGEAA, et
Ae FaRFgAelrt. o2 AAFHAA, FgA= FHAFGATL ofdnh. 5 AAFHAA, FUA=
@At o AAGEHAA, FdAls 2EATE okyt,

-

A AN, kAl AARIAL obFERHIAL ofmnE SmRIRIE; ofARd; ofmAil;

A A1 |
dHEF7; GEHEN, gHEulolil; olHEEE olMHIE,; oluaIFRHEUZ; ALY, JYXEZRE,
otEdlulolAl; ofAutElr|LbAl; o} ~H Y, olxAIE|Y; olAlH¥}; olxEwlo]ll; ulE|ulAELE; wlzd|y); vz

FEE; BREd IR s; HAUIE guAddolE; HAXZATIYOE (B 5o, gu=guoE
(olel=g]o}(Aredria)), 2F FEE=ZUY0E (HYE2(Bonefos)), ZHE=E4F (2| EH(Zometa)), YA==Z1)
O|E (XA~ (Fosamax)), SME|EZU0]E, o|RIE2Ho|E  Aul=E2yo]E,| ZAEZuo]E W EHRE o]
E); gl Berteld eHoE; BEIUE 4AF; BRuy; B&u; ZEwentodl; Ze2HE; )
AN =, FIEWHEY; 2R S, Jt2F 28, RN sl ERERs; tEAYgLl; AuEE; 2298
A5 AEEntelAl; AlaFed; FEt=gdl; A2 UE WA elE; AFR2 XA =, AR, oot Eukzl;
¥ ento] Al - Fual FERER2ds; YAE]; 9aEZnEad; daigobd; dixbgtobd v Aol E;
oA F-2; A A ZAFR; 542F0 JE2ERYE; EEFAM, EEFAE AEHE,; 2R
EHs 2 TRy QUo]E; Folxulolal; ottEHAOE; JdIEr2Ud =2 2YZ; FphA2 AAA (dF &
o], EphA2¢] <I4Fsl B EphA29] #3lE 4o
A60/418,213%5 2)); AAPMEZA; qlz3

o

NE2ERZZE; dAaFHA IR E; | AEGF2E; JAEfdFAd IAWE 42HF; JEYLE; dE
FIAE; dEXAE IxHO|E; oEXY; frutF IR, Ixiedl; AdEys; FS55Ed; 2%
tephl FaHolE; ZRe e Qua; ZEEAEN; IAFE; TAEAA AF; AXNEN; AAER =g
F2Ys; =EA$Hol; otFEh|Al JERFRYE; oEANuE; ARFEA; AT II (MEF AHF
71 11 & rIl2E ¥383), AHHAE dul-2a; AEHAE Lup-2b; 2E SIEIH 2 du-n3; ¢UH

[e] .

o
o
X
n)
o,
(m

A=
25, vtAZEE; wlo|gl; HEREEN JEREEYE; F-CD2 A (dE 59, AZYUFH (HE=o]
F dF:xgolE = (MedImmune Inc.); 2ol 1 Hio] 2 =HH FA F7] A0 02/098370%)); HWALE
= ofAlHolE; WAALES ofAHolE; Weh; Wy, HUEFY; HEEYACE,; HEEHACE XA
o WEZA; dEHde; vdEn s nEFLEA; rEIRR; nEAY; B vEule]dl; mlEAN;
U EE HEMEE J=2F 2 ulolIuEit;, =3UE; mZdulolal; QZnEEE; SAlgw; vEd
g W7t 2714 A entolal; FERF A, HER2utold] EHolE; HEATH| ] FEXBIT IEE
¥ YEAEER IRz ZEgbvto)al; ZERuAE; ZEIW AR; ZEIEntolll; TP =y EAHE;
Z2ylany JEF2Ias; Faulolyl; FRulolal Iz s; FHERIFY; FRIY; ZIFYEHE;
AP AR JEREFRYE; AF2E; HEGA, ASNEIACE AR AvE4ni)dl; AvRAZnkE
SlERERYE; AFRFAR; ANREIGY; AEJEYIRY; A2EJERN; 272 gEintolil; HA
& A HU/FE; dBAEE JEEIERYE; HEIZEZA; HUZEALS; BHEAE HEAEHE;
Eopuxd; EloFold; EloH T EolxFd; Eeluayl; Efudl AEHOE; EYAERE oMAHIE; E
YAl EadolE; EWEHAMOE; EYHEYACE FEFRYO|E,; EZEAY,; FEREE v
2H=; 2 HiEE; Sddas alZgeEE; HEHXES; WESA" EolE; g ad EHoE;
e al; Jleal 9 olE; Hulgd sHo]E; WIFFAUO|E Edo]E; WIFEA w7olE; H| ARl EI2E
YolE; HIZAY &HolE; MZEYd &Ho|E; HEZE; AUIgd; Ar2gd; Bt 2303 eIz
Eoi}, o]ER AghH A et
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[0304]

g2 g FEES Ues 2T, olER AR vk 20-419]-1,25-T] 3| =S A H|EFY D35 5-ol ] -
2 opnlgte|2; ofFeFEn|Al; oA Zwil; ﬂﬂﬂﬂ%,ﬂEﬂﬂﬂy%ﬂk$ﬂ,MLTK A3A; dEHEN;
b2 opn|m g ofu| 2R opm g B4l SFFHIAL A AR ol adE| s ofUYARERE; e
agEY e, dugA ﬁﬂﬂ:é%ﬂD,Q%ﬂG,%ﬂ%Qi - gsh(dorsalizing) JEHEE Teid-1;
gotead, APYHNGE; Fo2EwA; FU e ZetAE; ¢t AlX(antisense) S LFFULEE; oty F
SYAUOIE; obFEAIL FHAF 2G4 obREAZL AL o F-A; of2b-CDP-DL-PTBA; oF=7]d HO}U]‘/P
Al oAU E 1 oMAIUAEL 25 oAU El 3 oA E

d; olseta;  ofeiH =gl o}lEg gl
ofAREAL; OFAE AL HIZMR TT1T F=A]: dels; WhEnkAERE; BCR/ABL A#Al Wz =) wzmiﬂ
S22 WER Y F2AL weE-SdE; wWuZebete]al By wlE-ALE bEGE AAIAl; HIZFENE; HAE
A WA O As g ] aga = Hl 2B A Al BEEYelE; BayEyl; FRE; FEed
EEZAN; ZALERE; Zx2d C FIZEHA FEA; el Es 1L-2; FEAE; JFE 5 sokn| =-oln]
L-EgolE; iAol REgolE; FHYAE (CaRest) M3; CARN 700; AT H%= JAA; st=A#HA; FHA¢1
ZIgA AAAICOS); FF=EleadTl; AA23 By, AEZAY2; F23,; FREF A H£Eoluj=; A7=
Z2E; Aa-X29Y; FEenl; F2u9 §AA];, SRERE; FEantoll A; FElantoll B FHY
EfEREl A4y FHEEREY FAR ZuAd; gAY 8165 AEauE; AHET ]l 8 AHET ] A
%Eﬂ:#ﬂﬂA;N%i@E%Eﬂﬂ%;M%i%ﬂ%,ﬂ1ﬂﬂb,1ﬂﬂ¢.%£iﬂﬂé;mﬁ&ﬂ°xk
AlolE2EHE;  thEEAY;  HAEW; He|l=Erud By dEEdd;  diabvels; ﬂquA4m
gl 2ghA4l; gawetaid; o, tid B, Ui foExn2Z 2T Tl; U3 =2-5-oF A Ed; T3
28&, OZAputelal; fuld ~d2 5w EAEA; E3hbE EﬂwEi EAZREY; #iiﬂd,_
Zurlis; FegtEnte)dl SA; AR o @mF AR odEA; JrgERy; JEREUW; Jddd; onEF
2; A9 FHAL o ZE e s o~ #ﬂ¥i%<%4ﬂ,ﬂ¢53¢_4ﬁQAE 2ERA AA; oE
Z; AEIANE ZxdolE; davad; stegE; sxidl; AdEys; dagay; duzges; &

B YE; ZYdgad; TZYAHE TR0 SFeRUS=FYA dEgFees; yedyds;
2uzgh I2EYA; EHF AR JhEgw "Atutoldd; A E: ZEAEN]: ZhydE s detE v
AA; AAEH ;. FFEA2 JAA]; HG CoA FYEAl JAA (S Eo], olE=utx~etdl | Agul2ete
%ﬂéﬂ%,ﬂi%,%ﬂie,iﬂiﬂ%,i¢ﬂ*ﬂﬂ‘ﬂ*wVfHD,ﬂ%€,1%%%z@4ﬂ%ﬂﬂﬁz
oRAERN = Bl Pl o] WFEEA; o|thREH|ALL oAl oj=eivhE; AR ¥ YREPPAEIE; o|n|thxola
i) oM FEE; WAAFA FE = A& A}@ﬁ-%ﬂﬂvnﬂlﬂﬂﬂ,Laﬂ%-ﬂﬂwéE:°Hﬂ
2; AEFZ; o]l QQEEATH|A; o] 2 4-0]REZE; ojihIFEd; o|aWlVE; olATN
gTEY By oBHER; AxZeplEds; AHEYEE F awaaweaqwﬂ1#:awga:~l v
olal; #=etad; e HFoE; MEAEY; HEZZS; Wy oA <z WEE oyl AEHEB; R
H

2

nm,

il =t
o

M 12 K

=

Z2 T AEZ AT Z A AEH S ?Ei%ﬂ?ﬂﬂﬂE,Wkﬂm(ﬂ¢ﬂ®m%m,W%UVH—LJ-§
;A ) AW0 93/06863 =t E A6,162,4323); o2 E; A8 Zglolyl SARA; AHA o

A

HE = A/A Ng 838 daFedvs 7, 2uEgd; BRI 2HEHS; 2ty 2EAEE
vE~ELEl 242N FEEHZ FHE g@Agold; gAadd; §+ FEE; wlolehal; v <ElE A; mlElw}
2ELE; wpAZRZ upay; nfEFEA AAA; EYs WEg2 L2 oluAl Al Hw=rbd; wulE; |
A, e YAl WESFZogn=; NIF oAA4; neZaxE; Q2 vgrad; BAdXH olF u
ﬁRm,1E?Qt'1522,1EWﬂﬂ<%%ﬂ;1544C;1EE¢_“w}ﬂ£/ﬁ AA-ALE-; W E
IAEE; puRd; Ea8RAE; R Rd 31 A7 §EA

HEls AEH sk; BRIt oF okE U FAA AL g T ASAl 1714 SHAlL HaEE 9
ﬂ;ﬂﬂﬁiMEB'ﬂiﬁwﬂﬂAMWi%%%'1ﬂﬂ4i Nﬂﬂ%ﬂ%ﬂ,-ﬁ@kﬂzﬂﬂz;qﬁﬁﬂ,
Uaday; EEEtEz; vkl yzgEad; JEEagGaR; duEed; R8I dEEE2A 5
4 dEETA; dFER =S uﬁﬂﬂﬁ, ﬂﬂﬂ* Z7GA; EZANE AspAA UEEH;
06-HldTold; SE#HQ _;+1ﬂ& LY AFE ﬂoﬂ_;°4£ 2B 20hA 2 A A= A

E= E
AT APIEZ fab; S EntZelEl; QAHE; LAty Zelel; Al ientolal; wE el 9 E

A SEEUA GEA FAPolN: BUEATA; AuE L SbAER S senlals e 949
W5 A bATE A BEA AR BYEdelE A% AREAHE; AERE; AEFHE; wLsdvE; o
Y @ A wrteldl; AdelAHolE; EastebAl oAAl; AN BEsted FeRdzes; v
Fulal; e SeE A BebalEl By Behanlnal BAAAA WF BIA NG SR wE-E
dobyl ByhAl; TEw 2F; TedEvleld; ZAsud; Zed ua-ojaE; ZzawIRd )2 Zw
HobE oAl WA A-7lA We] =AW Al C AL B A C eAAl, AR e
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[0307]

[0308]

[0309]

A g2aA IAgE A4 FE FIEYoAs TAZUA AAA; FEFd; dgERolady; a=a
o} dlRE=N Ze|SAoEdl AE; raf AFA;, FEEIAE; BRAER; ras Y244 dild Edas
Al AAA; ras AAA; ras-GAP AAl; dlEYHE dudd}; #lE Re 186 AE|=R2 ol E; gFal; R,
RIT #®lobr=; 2FelEv=; 23%F3

=
; RREEE; 2HYEs; FhAE BL A ARIE; ARIES;
28 Sdi 1 2oA; AFEad; AdA §5 oAA 1; A

al
9 244 9 e A dldE; Axve; AFSA AF BREIEE
=
=

SarCNU; A2 @ 3lol&E A; Al=E)
QEE; s Ad oAA; As A
HolE; AF dHoMHCIE; &1
22t 2E5 e 2EA2EY 1 2Fge; 27 AX AAA; E7]-AE
Ty 2EZEEA gAA; edxal; 284 duEed 4 = AE8A; Fers gl 29QlAd;
A FE|FA =FE gt e Fag; 5250298 FIRY; gEAM HEQUs; Bl¢EFEAE; Elx
=28 Hagd 2F; HrbEE; 4% AAL HEEEd; HESZVE; HYEAE; H
ERSR2urtsAs; HEHGEY; gy Egtad; g EFRXolE Koy Elol
Dol Bfo]RE ol 84 ofAYAE; Elo|REZW; HEA AE S28; F4 oY JEFEFY; |
goAel HEleAd vlolEREE; FAY; EdA, 3k A AAA; EE =S
EgolAE$-2d; EgAg; EWEUAMCE; EYELAY; ERVANER; FRavs; B2 7)uA o
AA; eo]2x2~"; UBC JANA; w2 v A2s T A Az FEIIGA A A3dA; At
T e =; v Ed By WH A28, A fda aRAl gelmn =) AddE wenl; HEds; we
HYXz¥,; vx=adnl; w348 vjek (FEE) (20029 119 14IA2 95 By & P o] "Methods
of Preventing or Treating Inflammatory or Autoimmune Disorders by Administering Integrinoev 3
Antagonists in Combination With Other Prophylactic or Therapeutic Agents"$¢l "= 53] F/MFH A
2002/0168360 Als =) HEZF; ArdHE; AUEdd; defxse2d; Be A e2ed e,

ul

)
,
5o
ol

FAY AAFEUAALE, -4, Ao L TN GALE TRt YA FFAS e PAR 24
bow wgel FAS 2ol ASHT. AR UGN, WA ARE ARIH 24} EE ALY
nREER e AN FEel A, A AR Y

ki
(e
3
iuf

o2 Fo ,olul WALHS 94 FEYCEREY & =4
Yol GAE B FYHd 77 AA Uil FoA= JFaH

& QHAE 42 o5 FoFg, Fo FE2 4 A & 3

Reference (56th ed., 2002)]13 &<

5.2.6 PR

FAA A & Fez deje] Fupol aAlE E dge] 2AE B el AR = qlrh. FupolH Al v
AFASQ] dZe= did, e, fEE, &3 G A, S 24, {71 224, B2 24, 2 ovteld
29| 1o galee] -2, wpole o] AERO] WAsE, wholgse] HA Ee AZREE ] whole s WE
& dAStEAY) HaAle adAEe] xdEY. 53], Fupelgaals wEHeAE AR (E
g0, A=FH, oANFRHE, AAFEAE, vt olnad, EEFYd % npd), xA7kE
opwretdl, gvtetd, AU, vy 2, fEuHE duk-QlEHE B e IR, B AZTE et
ARk, ol 52 AFE A Fi=

TAAR AAGEAAM, Fupole A= wpolg s o]l WS H]l WAz Aloltt.  Edol ARgE nhe}
o], &of "mpolgs F"e W W& Ao 5 s 9o wele s FE =, ERiE s 3w (4
& £°], HIV gpl20, HIV nef, RSV F ek, RSV G Betdd, Q1&F<lAt npole] s rebujuynhal, &<l
Ab vpolef s SvlEFEd, HILV B 3w 231 wpolel s Juibid (5 501, gB, o€, gD R gf) 3 BY
w2 A)E TESANT, o5 AFHA devh. 2 dEolA wlelH s A dske] Ase 83
AL B volas, MAIGRAQ] 24 obemuiole st (dE 5o, vhAEotdmulol# s Bl ofy]
obdlnlele}z), T anpole) 2t (& Bol, i 3 wholelx 1, 9 EZ whe]y s 2, @ X wle]

-

25, % Be 24 vl 6), dulutelE vt (B Hof, wlulwtole s, dAulzutEeel 4 NSz, LB
wpolel ), Eovbolel st (B Fol, MEEEsujolelolst, shebEsutelel s, opu]E supole 2, sy
Fovholel s, o] Fautole s, o) mtole s, BEAFAuloleis, L ARRE Suto]d 2olat), )
Euptole 23t (A8 Fol, Eelortutelelz % stAzehutolel ), shebelsvtolel st (A Fol, seb
avpolel2, steplEFAA wlolelz 1, Eilelutelels (B Fol, F9 melez), Fhehutoles (A
Ho], Wi wholels), Friicrbolelsst (B Hol, mElolels, Q% £F/ AEFE Holes), v
Ermutole 2 (aE Fol, £F frmuteles W Qg webrmuteles)), wmeiutolesat (A Hol,

jad
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[0310]

[0311]

[0312]

[0313]

[0314]
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delzutolel s, eliwutoleiz, dlvhmrlole) s (o8 Hol, 91 A% 7 violelx), shavemtolels U of
mEntolez),  dewtelesdt (B o], emEden mai, sEvplele2,  REhujele) 2,
AErtole 2, wAutolel s, WEHole s % o Autole ), dEDulE A () B, EREE

frd B dERnolels, EfH5E F3 C dEZn)gs, 2/ C dEZutolel s, {3 D HE=nfolg
1%, BLV-HILV #EZntolg] A, g nlolg] A (4 So], <zt 134_ A3 wlolela 1 2 <7 WA nlolg
2 2), &Fuhatole] ), FebH|utolgl 2 (dFE B0, (¥ 119 Hlolgls), dg=yute]lg 23 (& 591,

BY 1+ vhole ), Erhutelelss) (dlF Hof, Uuhutelels (dlF Hof, AEHZ wholgs) @ Fulupelel
s (B Bo), FA vlolen)), dEuolelast (dF So), wWAZRuleles, elihulelels, o du] ol
o, Aol EgErtele s W UFe o gEntole ), ofelbutole 23t (dF Hof, ofelibutolels, Yy

wepputel vholel s, ol wpolel2, R ehAl welel), W mEiutolesat (A Fol, mEiputolels 3
Ezulelds)e] FAEd Ui PAES EFIAW, oER ABHA

dlolelx A Aol A5 f8&3 FAEY 5AT dd= HIV 799 A=

PRO542 (Z=ZA|Y(Progenics)); BE 7+ nlolgixe] X Fof fF83k AzF A9 @ ~€MH| 2 (0stavir) (V=
A E Yol T2 9l YAl A AFAXE Y o]E|=(Protein Design Labs, Inc.)); Alo]Ew|ZdZulo]2] 2 (CMV)
o] gl F&3 A7k} Ig61 A L2 EH]E(Protovir) (W= A E Yol Z2EQl Tt} A~ AAE
dolEl=); B RSVE] X &el {83 A7tst A1 Zeu|FH(palivizumab) (AWFAIZ(SYNAGIS) (5743E);
HEol i AFE OB =; Al FN A0 02/43660%) S E3eHA|RE, o] ER A|dE A o=

of #&% (D4 &3 IA<

TAAD AA Gl A, 2 Ao 2AE B W ALEEHE Fubolel A= ) e S50 vhole s 3k
S YA e ARAZIAY, ¥ BE 3579 BAS FEATE blely a9 BAE A e AAAT|AY,
e 9 Ee 35719 #A9S FEATIE dbelelze] vE AlE e didAIRe] ghks oA Es
Ak, EohE vl e A G A, B g 2AHE 9w AMEE = @ulo]# A= RSV, hMPV
T PIVY 9SS oA wE ZAA7IAY, RSV, hWPV & PIVY 2AS oA e ZAA7|AY, EE RSV,
hMPV = PIVE] th& AlE i tiaA o] kS oA e A7tk RSV, hMPV Z(FEE) PIV 2SS A
53l olElg FEA e WHY dEE FEUAE FA, dE S AERU, oMAFEHE, FAEFR
2, g, olE4Ed, EgEFed 9 gumld, @ xxagtadl, opvteld, gteld, ARFyb|E, <l
gub 2, gEyd2 2 du-Qlg s o] XFEHAN, ol52 AH A eF=th,  ZbzE B 1 o]

=3
2 =%, 20029 79 259 R EUE @wHo] o WAo] "Methods of Treating and Preventing RSV,
HMPV, and PIV UsingAnti-RSV, Anti-HMPV, and Anti-PIV Antibodies"$l ®|= 7}& #60/398,475% 2 2003
d 29 21dA2 2949 v &9 A110/371,1225 5 FEehd,

1

=
w

215k A A ke A, wlolg A 73l RSVelar, F-ulolzix e RSV dgle] WY Eo
Aojtt., B AALE A, F-RSV-FY A= RSV LF A9 RSV o W
A]Okﬂ]on/ﬂ 3-RSV-3+ A= RSVE L& Be] RSV 3o HgEo|ZHo =g

lh 3 289 RSVY &g A¥getn, tE aF9 FAF dPol nxk wkEIit, 54
FAl = RSV siabgkala | RSV Qltwld | RSV wlEZ A chwld | RSV 2 A4a] whuld | RSV RNA-9
oghA], RSV F whuld (=) RSV 6 @A WoSo)don Agsi), —%ﬂﬂ TAARD AA
-RSV-3+¢] &A= RSV fAbehuld - RSV e QA= whalE | RSV olvkulA i
gl RSV §F dudA, RSV wEHAAE @ E | RSV vEY A %l‘,é, RSV ZHe &4
SV RNA-2]&4 RNA Z@wjeba], RSV F ©huld | RSV L wad RSV P whild 2(HEE) RSV G ¥

H Az ol Aol Aeghet,
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ol
ol
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of, sht olgel Hu A4
e olu gt MY, dF B9 747t o Aol B Huz =9%, ¥4 [Johnson F, 1997, J.
Infectious Disease 176: 1215-1224], v|=r 53] #]5,824,307%, 2 G (Young) 5ol 238k wgo] & wAo
"Methods of Administering/Dosing Anti-RSV Antibodies for Prophylaxis and Treatment"Sl =#] & 371
A0 02/436605. 7HAI = o] AT,
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[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

SSS0ol 10-1224235

FAEL Zdol 1 Aol Fuz =9lE, 2001 12€ 120 E¥H w5 539 A110/020, 3543500 7] A 5] o
ath.,  mdk, 3lut o]Ake] &-RSV-3FY SFAS A4B4; P12f2 P12f4; P11d4; Ale9; Al2a6; Al3c4d; A17d4; A4B4;
1X-493L1; FR H3-3F4; M3H9; YIOH6; DG; AFFF; AFFF(1); 6HS8; L1-7E5; L2-15B10; Al3all; Alh5; A4B4(1);
A4B4-F52S; B A4BALIFR-S28RS & ool wel AREE 4 vt ol IAES 747t 1 dfo] 2o Fa
2 =9%, o So o3k ¥y JFE WAo] "Methods of Administering/Dosing Anti-RSV Antibodies for
Prophylaxis and Treatment"Ql =4 & F70 AW0 02/43660%, @ 2002\d 79 259x 2 EQ5 1 @yo o
¥ Aol "Methods of Treating and Preventing RSV, HMPV, and PIV Using Anti-RSV,Anti-HMPV, and Anti-
PIV Antibodies"$l w=r 7}&¢ #160/398,475% 0 7|A1 o] ST},

57 AAddelA, F-RV-FY A= Zhzt 1 diEe] Edel Fuz =9 W] i WA BT
"Methods of Administering/Dosing Anti-RSV Antibodies for Prophylaxis and Treatment"¢l < 5¢], 2000
119 28922 U8 v E3Y A09/724,531%; 2001 119 28UA2 99 % #109/996,
d 59 15922 FAE n= B35 F/AFTE A12003/0091584 AlZ. o] F-RSV-3Y A S| ALY =

)
o3
rlr }O{'
!
)
S
S
39

wHEY WHE gl AxzdT. B EEe] oA AMEE = e HAstE A wiFES g Wy 4
ZAEL 747 1 AFo] B Fuz =949, 20029 69 4LAE S99 v= 71EY A60/388,921%5, L
20023 69 14IxE H99 5 A60/388,920% ] /MAE o] At}

gufoly 2 SHAIE 2 o5 FAFE, Fo H= 4 #F §HLS
[Physician's Desk Reference (56th ed., 2002)]13 72 w3 & 7|AH A, =
o gt 71 AR = 3 [Cecil Textbook of Medicine (18th ed., 1988)]olA ZtolE 4= Qit}.
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=
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ATRERD), oleEotolal, Fthvlolyl, ohulmelsAS (dF o, Aleo|a, A

EE Rwgy (dE So), pEdedelt. W E: 5579 A pge] AW B, FA
A GREZA, oliitolA =, shol@A|ibr = gl 2

FAAFA A5, FEAL v AUAY, oI AS, EE A2 = A3 AW AREs

o TN rr oo o> o2 2 oo

ol > )
ofr
ol
P
s
&
v
T
f&‘i fol
2
:—*
2
\}
t

g QHAlE 2 o5 FoAHE, Fo A= 92 A §H2 dhAd FAHA Jew, & [Physician's
Desk Reference (56th ed., 2002)13 7Z& Z3AEZd 7|AHe] dut. FF7)9 749 2 3 QHAS st

=
F7F AR = F [Cecil Textbook of Medicine (18th ed., 1988)]o A Zlol&E <= <t}

5.2.8 FATA

A 49w a9l sht olgel B (B Bol, QWA BF/ 4D ey, wel, Az, REE) AM
& glal FURA F deld FAFA L awAE ¥ el 2YE 2L Pyl 488 5 Ak FAFAY
M-ARH e wud, FUNES, AES, §F 9w, FA, A% B4, ) B, 2 B R A9
AGE oA W(EL) FRAAAG, Aol BAF oA R(EE) FRAIAL, EE AF] BE AR
HAE AL oA R(EED) 2T AEAE TR, FARAY 59 ARt obF o4 (4§ B,
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[0323]

[0324]

[0325]

[0326]

[0327]

SSS0ol 10-1224235

nagE, AEIVE ((145 (NIZORAL) (S573)), N=XHZ ofMHo|E (ZHAITE22(CANCIDAS) (5574
*)), oHtE, EfolE (dF 9, TFIUE (YEFIHDIFLUCAN) (55743))), 2 olEgtavE (=X
252 (SPORANOX)  (5543)), &84l (& E°], Uzed, dxeH 4l B (AXE(FUNGIZONE) (T5743E)),
gxzH A B A A EgA (! ABLC“) (bR A E (ABELCET) (5=4%)), ¢¥H A B ZZo|=4 EAHE("ABD")
(GEHA(AMPHOTEC) (T34 ™)), BEFAH X2 B (YPIE(AMBISONE) (5541%))), 825825 (K1),

dgud (& 5o, EFAfe ]Eﬁ (QF=E-(ANCOBON, &5743%))), 2 HIYIYE (Ho|:=(VFEND)
(TE54E))E XT3, old A ek, 54 XA 2 159 s Folge] HE5Q I 45
Hzg).
X 4
S A
G A FA%
SEEH Al B
MM E (5243)(XE E3A F4h) 5 mg/kg/ Y
] (AMBISOME (F5743E)) (FAHE: 2 25) 3-5 mg/kg/ ¥
SEEHA (FFE)(FAE BFA) 3-4 mg/kg/Y
ANAZAA oA EFIHYA (EE4E)) 19Al= 70 mg, 1 o]% 50 mg/¥
ZEIUE (27 (5241)) ol 400 mg/d (A2)
) 12 mg/kg/ (&0
olEFANE (~EeEs (SEA4HE)) 200-400 mg/ %!
ZFAOIEAl (QtEE (5 E24H)) vl 6A| At} 8 Foksle
50-150 mg/kg/¥
HEFA YAEE 1-4 mg/kg
AEIUE (UxZ (55331)) 39 200 mg, S} 23] £ Fofsto]
ol 400 mg/g (AM)
24 olAke] Aol 3.3-6.6 mg/kg/ Y
HYiuE (HoldE (5541%)) 2xkell = w1241 7kE T 6 mg/kg Y] o], 1 o]
F oo 12A7h0beh 4 mg/kg W) Fol, 71 ¥ 200-
100 mg HAZ A Fo

54 AAGHe oA, dRdAE 557 A #AEE 94 2(Ee) AAIAY, 4 B e 557 74
S fFEsteE Ao BAE A 2(Ew) FARAAIIAY, EBe ¥ BE 357 39S fdste Aol tE o
AR AAE AS A H(EE) ZAA7IE ZAE&At. d e S5V A el EfiErlor=
d 2 rtElElt] 2~ (blastomyces dermatitidis)$l A%, FRFAl= vpEH A= ol EgtmzuE, dXHZA B, &
FIYE, v AEIYUZToY. ¥ EE 357 Add FYol dH ofxd =2 F2~F(aspergilloma)Ql A,
AL viEAsAE G B, BEFA dXEEal B, olEgtmuE, It EFIUFolt. ¥ E:
357 AgA ARl S| ~EZ =S (histoplasmosis)Q! A%, A= vtz sAe SdxH R B, oE
gIAUE, EFFIUYE, EE AEIYZoY. o oEE 357 JA9d Aol FAdeoldAF
(coccidioidomycosis) gl A%, FFHA = B}”X]O} Ae EFIUE v dxdesl Bolvk. ¥ B 5571
A 7Fde] AR5 (cryptococcosis)d AS-, FRFAE vt sA= SExHZA B, EFIYUYE, B T
2-gA o] xgteltt. #H EE sF7] 4 71:]"?-30] S 215 (chromomycosis)Ql 75, @xldAl= vtz slA
T olEgIVE, EFIUE, EE EFAMOIEZ] ¥ Ee 3F7] AdAd gl FEEXAS
(mucormycosis)Sl 4%, WA= vtE2AsH= XA B T ExFA SEEHA Boltk. ¥ e T
E7) A Zho] A LAl olr] ~(pseudoal lescheriasis)€l A, @R d#AlE ntEF s AE o Egtx

U e vl

R QA 9 9] FoE, Fo] AR, 2 ulgbEs AL YAl FAHe da, &d ([Dodds et
al., 2000 Pharmacotherapy 20 (11) 1335-1355, the Physician's Desk Reference (57th ed., 2003)] 2 [the
Merk Manual of Diagnosis and Therapy (17th ed., 1999)1) 5ol 71A% o] A},

5.3 A o 8 Af &=

e gl sh o] &4 % Y] FAE 2§et

rr

e WA, Ak 13t tdAel
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2H HEulo|=(ATROVENT) (3Ew)), wWE2-2-&A (Ado] obF-elE (VENTOLIN (“F3E™) 2 PROVENTIL
(’3x7)), HEZEHE(TORNALATE (“33%7)), #HAEFHS(XOPONEX (i), wIElZZ e H=(ALUPENT (W%
H)), JEHEHEMAXAIR (FEY)), HI=5-E5C(BRETHAIRE (A3%v) % BRETHINE (A¥4)), LHHEZE
(PROVENTIL (/3£7), REPETABS (“33w) % VOLMAX (™)), X=X EE (FORADIL AEROLIZER (ZFi™)), %
A el S (SEREVENT (“43EW) 2 SEREVENT DISKUS (34)), ZEEHIZHZo|:= (o7Y, WEdzZgoyER
(MEDROL (%3E%)), Z# =Y <=(PREDNISONE (/3E™) % DELTASONE (ZFi™)), R Zel=u<&E (PRELONE (%
$#9), PEDIAPRED (7)), FFIIABE = (A 7 S 2ol E= Ve A B 4 ~HE

, B FYE dRIEEI|E), JE 2HRo =, WAGAA (A HEEHAME 9 F <), FIE
glal AAA (A, Z-hFIE=EGINGULAIR (F37)), AV 257 E(ACCOLATE (Fx™)), B AZolE
(ZYFLO (P3327))), HIWHAIE Z=A4A (o7, 2253 GEFANTAL (F3#7)) 2 =A== YEHF(TILAE
(Fx))), WERER] (A7, Bl FA(NIPHYL (“+3%%), THEO-DUR (/33w), SLO-BID (“d3xw) 2 TEHO-
42 (4x7))), 2 A LA (484, ofMEAIZEHR)) S 2 AAVE 2FHT. FAHJA AAFE A A,

o] 1% ol A H2A e 29 vt ol S A, AR, #E 2W(EE) F3A77] 96

o Eo2 o

o=

2 d

Ao Al ZEF Y (MedImmune, Inc.)¥ ZFgtsle] Fojdcy,

v R, S da v A sy Aol 2R fjdel gl A, oA Al o fd a9 %
= &2, 18] o] TV AdS 7L AW TR @A, o), wlsol, obE, AT, Be 54 59
24E AT @A (5, A9 14 A A A=) o dolA HAe] WS s WS 2RI
TAAR] AAGE AN, HEAEE DA B el A= obs, 571 A, 53] PIV, RSV, 5hPVE 7HA
A AY 7ERE ok, A ThEEel AW IgE FEel =AY A4 A R(Es) ddEA (93l =
=, uFde ddEd, 2 g ArDel =FHAAY AAAY £ 7EA] Ao AdE ANY obsolt

2ol 918 QA =olE A, oA, FAE[Klinnert et al., 2001, Pediatrics 108 (4): E69;
London et al., 2001, Epidemiology, 12 (5): 577-83; Melen et al., 2001, Allergy, 56 (7): 464-52;
Mochizuki et al., 2001, J Arthma 38(1):1-21;Arruda et al., 2001, Curr Opin Pulm Med, 7(1): 14-
19;Castro— Rodriguez et al., 2000, Am J Respir Crit Care Med 162: 1403-6; Gold, 2000, Environ Health
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TAAQ AAIFE A, 2w 1F ol FAle] FaHS dHA e 19 sy ool T4« A

2, e R(EE) el F8F 1F ool wMAl (AU, 1F ool dgAl EE AfADe FEPY =
Watel, oA wi e s ool S e, Am, el R(EE) ARS A A Felur. 1
g% A MATH Az, FuAA (AR, FIZE, E 5 Fx), nEHasdzels, FAA
A, AP FEA (A, a-okmeddRgel R pootmaddded, HedY ¥ a9 fuA, PRI

e AAl, D W ay (A, WY P G2 FA, wFE gngs, L 55 W

L=
Elslo|=o} 2
3E

W)l 3hent

#Z5

H 38| 2~ewl

stet 5 3 WA oo AR MY FokRE
of| gh-g-o} 7l v} 4-6A1ZF 25-50 mg
o] ¥ 3] =2 o 12A]17F 0.34-2.68 mg
sdrt2d

o g allt)olul v 4-6A17F 25-50 mg
Eg]dglopwl

g7 olrl o] 4-6A17F 4 mg; T ul 8-12A1%F SRYE] 8-12 mg
BRuLUZo}y] ) 4-6A1ZF 4 mg; T v 8-12A1%F SREE] 8-12 mg
Fzayzelql nj 4-6A17F 2.5mg
EfxEEd (1.25 mg/5ml)

H =El o} A 25mg

T2 elxl

¥ 7 2zl nj 6-8417F 25 mg

S =FA%

vl o e 10 mg/d

olxEuE (HRAAA) o] 12417 1-2mg
o}zeb 10 mg/d

AE 231 vl 6-8A]7F 4mg

Afo) 3 7 ] Ehe] ] 12A]7F 60mg
Hamud (W34 4) u 24413+ 10mg
2gEd (HZ144)

& ANFEA, L-0 FeRE o] WSRO veget 1F ol¥e] FAS FEFol, BuiA EE 1
of sht olgel B AW, AR, vl REE) A A BIAN 13 ool F-leb FAY FEF
3 gwrElel Rolgth, wrke AAQEelA, L9 FelRE =] AYSgAoR velds 1% ol A
of fEFol, el w19 sht o] F4S o, Am, vl WEE) FAAY] Qs WA P-
IE A TNXO0LS] FEFs) ol Folerh mrke WAl 19 FelRE =] AYEgAoR vy
e 1% olge) FAY fagel, Gl m 1o sh oldel 4L o, AR, Bl L(EL) A
71 A8 A G-IgE BA rhulbE25 oWl fEFH @A Foldh, ErE NG, 1L-9
e WEggoR Mgt 13 olgel FA faFel, deld mE 19 sy olyel 4
oAy, A%, B RCEE) ZAA717] A BEA G-IgE P DK-1209] FEFA G Feldvh, mrie

; A FaFol, FeA wE 19

AA e A, IL-9 Z2 g
sl ool TS o, X

AN 717] & Aol &-1gE A 6HD5S] aHT 37
Fogt, FEUE HAY = | S
T

FAR AAFel A, B APl 15 ol gel Pl FEFE, COPD Ex ole] st ole] Tl ey, A
B, $e WOEE) ol H8% L9 FelfEsd WgEgHon w3 099l 1F olge]
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TAAQ AA G, 2 EE e 1F ol &Ae] FaRFE, dAdtT R oo i ol e T W

Am, el B(EE) AR F8F B 2Pl G ol9lel 1% o] WA (AW, oY EE 8
o fEY zFd] AYKFE ART Bt Qb WA FolEt. a9 LAl wARH
2L, Ak, mEE sz (A, 677 1-1.5 ng/kg/d (AT) 100 mg/d)eNA Aashs Zes1]ée)

=y
e Fo] F 3-670€el AA 0.25 mg/kg/de] HA FAIFORE AAF HEAF), AEEA 8 (AW, b
= U= 100-120 mg, 2 wld 13] 77 olAFE ™ 3 mg/kg (H W] 200 mg)), 71#X]E
(A, @788 2 A7)2E poolugdd ZeA, FuzgdsE 2 godd 2 19 fxA), 2 43

Aol Frade, A Aol e ol dht ol Tl Ml
®9)° Fadgd et didAlel Foldtt (Medlmmune,
HE[W0 00/78815; WO 02/070007 Al, 2002 9¥ 12¢, o] <
"Methods of Preventing or Treating Inflammatory or Autoimmune Disorders by Administering
Integrin AlphaV Beta3 Antagonists"; WO 03/075957 Al, 20031 9€¥ 18%, Wdo] & o] "The
Prevention or Treatment of Cancer Using hitegrin AlphaVBeta3 Antagonists in Combination With Other
Agents"; US2002/0168360 Al, 2002 119 14<, ¥t o] o & w A o] "Methods of Preventing or Treating
Inflammtory or Autoimmune Disorders by Administeringlntegrin av@3 Antagonists in Combination With
Other Prophylatic or Therapeutic Agents"; WO 03/075741 A2, 2003 99 18, W o] & WA o] "Methods
of Preventing or Treating Disorders by Administering an Integrin av3 Antagonist in Combination With
an HMG-CoA Reductase Inhibitor or a Bisphosphonate"] Z3). WTFE AA|Ho|A, B wtifo] 135 o]
FA e Fade, IS5 Foll B o9 dtu o)t T A, ili, e 2(Ee) d3s S8 AEds
W (4E"W) (Medlmmune, Inc., & [WO 02/069904] =)< zgreto] didAe Fodn.  E=uE
AAGE oA, 2 dg e 1F ol FAY fFraRe, 954 EL% olo] s} o] el S o, A=,
e W(EE) AE 9@ 15 o4 EphA2 0411]11]4 Fraw sto] oAl Foldnt (W, 1F ©l
%49l d-EphA2 A (Medlmmune, Inc.; Ztzte] 1 AR & S TAEN0 02/102974 A4, 20023 12¢Y

274, wgol oF A o]"Mutant Proteins, High Potency Inhibitory Antibodies and FIMCH Crystal
Structure"; WO 03/094859 A2, 2003¢ 11¥ 204, o] & ™Ao] "EphA2 Monoclonal Antibodies and
Methods of Use Thereof"; U.S. Appn. No. 10/436,783; 2 U.S. Appn. No. 60/379,368]1)). ZEu& wupghzgh
AR SRl A, & D] 1F of e A FaFS, 5 Foll e o9 skt oo FAe] O, AR,
e B(EE) AFE f8 ngA (FEH), AEdSFw, R(ES) EphA2 JAA S Fadat =3 sto] oA

of fFolett,

Sk AAFEoA, 2 iyl 1F o]k A a2 MAb 7H6, MAb 8H7a, pAb 1337, FK506, % CsA®} -2
(o]of gaslA= &5) &7 AE A2 (-7]E =)o fFagy 34 9354 28 £ sy o)de 19 F
AE A, Xm, 24, 2(EE) AMAE7] fE SR A FoEnh. & AAGE e mEW, 712 A o
AAZF vigAeAE 3R (F, dF 2)d FRHoT Fogrl, moE AAGEU A, 1F o)t 2 dhg
o] A frawo] STI 571¢F 22 (ool &atx& &) 1% ol ckit +&A AAA Y Fazdd A 4
T4 A T Sy ol 19 TS oW, AR, 2 Q(EE) Afs] fs @A Fodn. 2 A
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oA, & I 1F oY FaFe AT vvtAlE ZREolA] AR A A HEe ¢
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Ql AAdE F4 2R E YW EE A3, B2 (A7, ESTAR (5574F3%), PSORIGEL (557443), FOTOTAR
5543, 2 FEHY (Nutraderm) 24 U T EYAEE 0.1% A9 AH E3% LD 10%)), A
=4 HER D AR (A, ZAIZEQ] Aa1), 2|3 PUVA (Za4ehdl e z2ke)4 A), WEEHAoE
(A, 5 13] 25 mg °]8} E= F 13] 33 FFEet vl 12 A7k mi} B3 Feb), 34 HE o= (o2,
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(2002.11.14), "Methods of Preventing or Treating Inflammatory or Autoimmune Disorders by Administering
Integrin ayB3 Antagonists in Combination With Other Prophylactic or Therapeutic Agents", 2 =] 37|
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FARL AAFHAN A, B wE e QA vholel s gedel tEk st olgel ol W o, Am, wel 2
(E2) AIAZE RS AFeke, 7] PEe B wwel sh ool BA FEBS WEoR EE g A
Al fEFI xfetel (A% Sol, thE dwAl BE AfA) Feldht A2 xwc. AR welx
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XA " Methods of Preventing or Treating Inflammatory or Autoimmune Disorders by Administering
Integrin Alpha V Beta3 Antagonists", 20033 99 18<x} =4 &7§ WO 03/075957 Al, ¥A| "The Prevention
or Treatment of Cancer Using Integrin Alpha V Beta3 Antagonists in Combination With Other Agents",
20023 11¥ 14¥x w= E3 FHE US2002/0168360 Al, *A "Methods of Preventing or Treating
Inflammatory or Autoimmune Disorders by Administering Integrin av[3 Antagonists in Combination With
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Preventing or Treating Disorders by Administering an Integrin av@3 Antagonist in Combination With an
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2742 = A &0 W002/102974 A4, FA| "Mutant Proteins, High Potency Inhibitory Antibodies and FIMCH
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(Aquaspirillum) =, o}Z23HAE(Azospirillum) ++, o}ZEvHe @ E7|olo](Azotobacteraceae) =, HHE|Zo]
YA o}ol (Bacteroidaceae) - H]—EEWE}(Bartome]]a) %, BA=n| B (Bdellovibrio) w, Zr¥|ZHE
(Campylobacter) &, Z&tv|tlol(Chiamydia) & (dE Sof, Fetv|vjol Yool (Chlamydia peumoniae),
F2AEYE, Xohﬂ*ﬂi‘%(Enterobacter1aceae) (& Eo, ANERHYE (Citrobacter) %, A=Y=+t
(Edwardsiella), <NE|Z9re] o}l A2 (Enterobacter aerogenes), oNE91Yo} (Erwinia) &, ol«lgl3d]o}t
Ze}o|(Escherichia coli), dt2UYo}l (Hafnia) &, EAILE} (Kiebsiella) &, EE271d} (Morgane]]a) Z,
ﬁiEﬂ—c’r* 37}13]/\ (Proteus vulgaris), XZH|®IAlo} (Providencia), 222} (Salmonella) %, A|E}E]o}
w2 A2~ (Serratia marcescens), R Ay ZA 2R (Shigella flexneri)), 7F2tidel (Gardinella)
T, oHE%ﬁi QlEZF ZEXR}o] (Haemophilus influertzae), ZZ¥re|E|o}lAo}o] (Halobacteriaceae) T, &
2] 29 (Helicobacter) i, BA|dE}Aolo]l (Legionallaceae) -, BZ=HElo} (Listeria) &, WEZIZIA
olo] (Methylococcaceae) =, Akt (mycobacteria) (& Eof, wIPE PR FHIZAIL (Mycobacterium
tuberculosis)), MlolAglolAlole] (Neisseriaceae) =, Ao} =223YE (Oceanospirillum) -, I}=E Az}
Alotel (Pasteurellaceae) v , FwEIAZ (Pneumococcus) , TEEYU2 (Pseudomonas) &, B ZH|o}H|o}o]
(Rhizobiaceae) <, 2=¥EH (Spirillum) o, iﬂiﬁ:ﬂ}ﬂlo}o] (Spirosomaceae) <, Z~E}BZIAF2
(Staphylococcus) (& Eo], wE AW (methicillin) WA 2823 F~ o}$d$2~ (Staphylococcus
aureus) B 2EMABRFIT A ¥ Z AW (Staphylococcus pyrogenes)), ~EWMEFAT A (Streptococcus) (<=
Eo], 2EAMEFF 2 AHHE Y2 (Streptococcus enteritidis), Z2ERMEAF 2~ gp27]o}o]l (Streprococcus
fasciae), R 2EREIFTA Jryolo] (Streptococcus pneumoniae), W3 ZR|E A ZWE] (Vampirovibr
Helicobacter) &, 2 W ZH| B Q (Vampirovibrio) T& X33l o]o] A3E A= &=
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A (dF o, o =Y IAE (& &
(tobramycin), ©F7|7Fal(amikacin), uWlEzvlo]Xl(netilimicin)) OSFZE# Q' (aztreonam), A=
(cephalosporin) (& E9], M2 E(cefaclor), AFE=FA (cefadroxil), MZ22l(cephalexin), AIZE
2 (cephazolin)), F#tinto]al(clindamycin), ol E&Znlo]Al(erythromycin), HUAH (= Eof, HyA
vV, A"y HAyAdd 6, Z2AA AYAH ), =#HAEwlolxl  (spectinomycin), %= HE
(tetracycline) (o|& 9], Z22HEZAZY (chlortetracycline), FSAAEH (doxycycline), SAVE|
AlZd (oxytetracycine)) % 57] Hx 8%, d70d VA EF FIFEAE EFEH ol IAH
FeTh, g AAFH A, st o]de B el FAE Sk o] BHEFX| e Ajtste] dagh diid
Folate], Al 9 e ol shvt ol S-S AW, &Y, XE 2(Ee) AT, BE FAe v

ARl dm &I BTl o3 T7] ThE, dolEEst gAnd oI =Y, ATt YA, AW )
o A& (intubation), & 3HEAl (& o, o|FZ =3, ofEHEN), 9 B vt siA, &4 A8
3
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g A A, A AR 2571 A9l e Aedd wes di, #e, A8 2(Es) 43
A7l WS Alwskd, HAIgAQl dz Ik FA e A, HiRt AX 4, 39 A4 B(ES) FE, B
Aol T4 B(Es) Fa 57H R T AxY o4 H(Es) A& 37 2, 47 B & 2
o st} ool WA FERFE WEoE Ee B Ewo A o shy oo aW (dE o dwAl ==
AfrAD el frag =gste] Al A, wbEASH Al 2571 Aol Ui Aty v« #d,
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A8 R(Es) 48A1A Fart sl A A Foldhs As 2. £, & @ A 3, Ak

sHAl Al 257 A, AARER dE, 37 ad sAddel  fste] oplEe wRAFAA

(pneumonococcal) #&, LA FS #Ad, dAdets, =D =(Hemophilus)ell €t} op7|H = 2EJE
H

L BN O SAT, REREITA B FR

e,
v
>
2
1o
Q‘Lt
)

EE g o, A, 7 pae AT, 7 4

Aol YA FEFS BEOR wE JlE aW(lE Bol, 8 dgAl Et AfADe FE%H 2ol A8
& el Folsks A% =AU AR AT A9, 53 AT £F7) 4D oIAHA B¢ % W
A AT ATl W WA WE, FEEAD 45, 2% wholels, A % 4G FsHe F7h, o
oleld 24, MATA Az AY, IEEE L @ /wAge] A T ol FPEAE v,

=

TAA]D AAFE A, A A, wbEAsHA AldAd 571 A2, B 5 5

e, Az D(EEs) Aer] fste] & de] S ARgsh, A7) S B dHe] sl o] A
BFS H[EAEEYE) (dEolE, JAAA, =A F7h WO 00/78815, 2002¢ 9€ 1297 =Al F7 WO
02/070007 Al, ¥A| "Methods of Preventing or Treating Inflammatory or Autoimmune Disorders by
Administering Integrin AlphaV Beta3 Antagonists", 20031 9% 18¥Ux} =] &7 WO 03/075957 Al, Al
"The Prevention or Treatment of Cancer Using Integrin AlphaV Beta3 Antagonists in Combination With
Other Agents", 2002 11¥ 14¥x w= 53 FXE US2002/0168360 Al, 3EA] "Methods of Preventing or
Treating Inflammatory or Autoimmune Disorders by Administering IntegrinRev3 Antagonists in Combination
With Other Prophylactic or Therapeutic Agents" 2 20031 9¢€ 18dx} =A| F7] WO 03/075741 A2 A,
"Methods of Preventing or Treating Disorders by Administering an Integrin av@3 Antagonist in
Combination With an HMG- CoA Reductase Inhibitor or a Bisphosphonate", ©]& Z}Zt-2 E oA AAZ Za
2 £990 A2 fEDI 2Rl Aad ol Folsl AL EFAY. EoE Sojmgen, A
A, g AsA A 557 49, EE oold sht ol 232 o, wel, An L(E:

sfe] B el WS Agsm, 37 ¥
1=, Al &7 WO 02/069904)2] a3
Bloll A, Al 2, vhghAeAl Al
Azrst7] flste] B oo WS AREsk, ] W
(dZ 59, 3t o]l d-EphA2 A (W=ol&, A=.; 20021d 128 279=F =] 370 WO 02/102974 A4,
A "Mutant Proteins, High Potency Inhibitory Antibodies and FIMCH Crystal Structure", 2003\ 11¥ 204
2} A F7) 03/094859 A2, FA| "EphA2 Monoclonal Antibodies and Methods of Use Thereof", W=&9¢
10/436, 783; 2 W=E9 60/379,368, oI5 A7 EeA Fam E{IE 9F))e fFraZH 238t 2
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2% uaelsl Folshs Ae XAt wrhe ANGHelA, AF 49, vAsl ARy 557 49, =
£ oolo] st olgel FHS AW, wel, AR R(EE) AW Astel B owwel e g, ) 3
We R wgel s olgel FAlsh MEACHER), AEeEY R(EE) EphA2e] FEF 2Tl Folshs
Ag Ega

wowge, A7y 557 490% REWE Aol JgsE B4 B 1 499l 990 S50l Uk @
A, E Eol AY WAAE 2t BAAF Fol, Bl-o4 £, AIDS B4, AW W B2, B
W%, Ao}, fob, obF, AR Aol 4Fe 2t %, WnA DL 2E AR, 444 A8 2
BAHAE Bol, TF, THAFARYNS, by ASF, D KT o8 0E), % oln] 4YoE n
e 84, 58 257 49NN, ATY A, Al ARY 55 a9 B4 duss P
2 gAY, B oldd Aol U A5 WAL FE ¥ BFS FE Ao}

wouyel ga i B ouwe 23 awAs, ARY 49, veEsils ARd £57 49, =t 19 15
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o Whgel whet o, A=, #E, W(EE) AUE T Ut T AEs dovle AT dES olHAY o}
(Absidia) & (AE B, otBAUol zyW|AleN(dbsidia corymbifera) 2 oFEAIY o} RN (Absidia
ramosa), O} EAF(Aspergillus) &, (A& £, ofxvW=2AF2 FeH-2(Uspergilius flavus), oF=
W 2AF A Fu7V A (Aspergillus fumigatus), OV EAFA US&A(Aspergillus nidulans), o}~ =27
F2 UAZ(Aspergillus niger), 2 o}Ad2AF 2~ ©E$-X(Aspergillus terreus)), WIAYLEFA guE
(Basidiobolus ranarum), Edt2Evlolxl vulelElt] 2 (Blastomyces dermatitidis), YEITH(Candida) (4
& B9, Yy Euztx(Candida albicans), YAty SefHetel(Candida glabrata), YAty HAZ(Candida
kerr), Aty AFM| o) (Candida krusei), ZOth 2} AR A2~ (Candida parapsilosis), ZHth FEER T
Ze] 2~ (Candida pseudotropicalis), YUtk A&HAET(Candida quillermondii), ZYH v} F3AM Candida
rugosa), Ut} ~dEtEo|do}(Candida stellatoidea), R Ut} EE3Zre]l~(Candida tropicalis)), A
tj ool oW ElX=(Coccidioides immitis), ZAUYEBEF(Conidiobolus) ¥, AREIAZL ULLES
(Cryptococcus neoforms), F-3sHAe(Cunninghamella) &, UCrt=3vlX(dermatophytes), d|2~EZd=rl 3t
<etE(Histoplasma  capsulatum), Vro|AR2EF  IM S (Microsporum  gypseum), w3 FAF2(Mucor
pusillus), Itz A Y Qoldlx Bl e dA| 2 (Paracoccidioides brasiliensis), Frgdl=7Aglol Holy
(Pseudallescheria boydii), wA2¥ 20 AWM (Rhinosporidium  seeberi), wERIAYE L  JHY
(Pneumocystis carinii), BZF2=(Rhizopus) & (A& £, B|&F 2 o}23|F2(Rhizopus arrhizus), €%
F2 QYA (Rhizopus oryzae), R B ZF2 WARANXEF(Rhizopus microsporus)), AFFRuFolA2~
(Saccharomyces) &, 2EREZ 2 A7 (Sporothrix schenckii), Aro]arvlo]l MEl(zygomycetes), D Ato]arm}
IR E= o} smto] Ml H| 2 (Ascomycetes), H}A| T] @ wlol Al Bl 2~ (Basidiomycetes), T Zrlo] Al e 2~

(Deuteromycetes), D $-ulo] A Bl 2 (Oomycetes) L HFS E38l o2 AHA= I

TAAQJ AAGE A, & B A 557 A9 T 19 1T ol TS 9, A5, #Y, Z(EE)
BARA = AL o2 s didAlel fage £ dye 1% ol dAE Foste e e, Wi
TE7] A Ee 19 1% ol FE O, A=, #E, B(EE) AA7E e At & A
AlFEfel A, 2 EHEe i 57 A9 e 10 1F o] A4S O, A=, @Y, (Es) AA7E
e AR of= Al fFawke] & o] 1% ol A 9 B o] A o)L fa%] 1% o
o @A (dE B9, oAl e AFADS Fodle AL £¥¢sE, Ad 57 AY T 19 1% o4
o TS A, Am, #E, W(EE) AAA7IE WS ATdt. e A vAgs ode ]
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o] 9= A wi= Aoll, IL-9R = 1] skt o] de] Bl o] B H(Es) E4S 5How sy
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1987, CRC Crit. Ref. Biomed. Eng. 14:20]; &% [Buchwald et al., 1980, Surgery88:507]; i3 [Saudek et
al., 1989, N. Engl. J. Med. 321: 574)] #a1). =Zrp& NA]OkEHoﬂH T =dol & o] amiAe =
d EE AA EE A Y8 AHEE g du (dE 59, & [Medical Applications of Controlled
Release, Langer and Wise (eds.), CRC Pres., Boca Raton, Florida (1974)]; & [Controlled Drug
Bioavailability, Drug Product Design and Performance, Smolen and Ball(eds.), Wiley, New York(1984)1;
& [Ranger and Peppas, 1983, J., Macromol. Sci. Rev. Macromol. Chem. 23:61] #31; & [Levy et al.,
1985, Science 228:190]; %3 [During et al., 1989, Ann. Neurol. 25:351]; &3l [Howard et al., 1989, J.
Neurosurg. 71: 105)]; W= 53] #15,679,377<; V= 53] #15,916,597<; "= 53] A15,912, 015%; W=
E3] 5,989,463%; "= 53] A5,128,326%; PCT X WO 99/15154; ® PCT &HE No. WO 99/20253 aL). XA
A WE AAlel AREHE = SEAY dee ZEC-3=FA oY HEgaddelE), (e W adyelE),
ZE(etmdrh), F(NEA-3Z-0]d olMH|E), ZE|(WEetadih), E2Z=(PL6), ZEsl=gE,
ZE(N-vd A EYE), EY(Rd &F), Efotadeiny, ZH(dEd 28E), ZH=E=(PLA), EY(F

E-s-2yEes) (PLGA), 3 Fea2Rdias Xesi, old Ay = A2 oiyrh. mpEAg A4
Fejell A, A BE Al AHSEHE FEAE w@delal, JEA BwEe] fla, ARA Aska, dad
AolaL, AAEe)doltt. EupE AAGEHA, 24 B Ad HE AT A B Ai 24 A 9

AAA 4= Qdar, wmEka, ALY Foge] dynte]l o= 4 9 (dE E9], &3 [Goodson, in Medical
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FAR Qo) AL ¥ BYe] 1% ool AT ek AQ WE AAE Axshed Agd
dE B9, nla 53] #4,526,938%, PCT #XH WO 91/05548, PCT &XH WO 96/20698, &3 [Ning et al.,
1996, "Intratumoral Radioimmunotheraphy of a Human Colon Cancer Xenograft Using a Sustained-Release
Gel", Radiotheraphy & Oncology 39:179-189], &&# [Song et al.,1995, "Antibody Mediated Lung Targeting
of Long—Circulating Emulsions", PDA Journal of Pharmaceutical Science & Technology 50:372-397], &3
[Creek et al., 1997, "Biodegradable Polymeric Carriers for a bFGF Antibody for Cardiovascular
Application", Pro. Int'l. Symp. Control. Rel. Bioact. Mater.24:853-854], ¥ &3 [Lam et al., 1997,
"Microencapsulation of Recombinant Humanized Monoclonal Antibody for Local Delivery", Proc. Int'l.
Symp. Control Rel. Bioact. Mater. 24: 759-760] Za1. 7] E3EL 11 AFo] Yo Fuz =dH}.

FAA ANFHGIN, B o] 2] dAMAl i AfAS 2P dake] A%, AV die dE 5
of, AEEjolelz MEl) Agol 2AsH(UI o) 49802865 i), i AR FAol 2af, i vho]
= 97 F49 Aol lal(lE Sol FAR B FE whe 0228 (Biolistic) AF) AAF W wA o
o QR TS FAReEA AL U HES S, Et AW EE ALY F8A EE 99
FPAE TYATIAY, EE o s Aoz deln 0¥k (honeobox) A WEIEE AAAA Fol
ARozd mge dual m A wde FUAES A U2 Fow 4+ At (48 5o, 24

=9

[Joliot et al., 1991, Proc. Natl. Acad. Sci. USA 88:1864-1868] %i1). WOz & dliks A U=
AZIAL, e Axsel o8 TAAIIZ] 91 55 Al DNA W2 EAAE & AT

dg o] A 2AHEL Folo or HRo} J8IIEIIEF AASEY. Fo FARO 4% AT, dF &
, A, I5g, F938, AT, HS (dE Eol, §9), AIAA(dE B, 454), ANEH 2 AF F
E AL olyth,  FAIAQ AAGEH A, A7) 2AAES QoA AWy, T§},

Ao R FoEE AS, 2AES, A, IH, 4Y 9%, 2&, A, AR, 22y,
A e FgAedA 4" 7IE g AAstAd 5 v, &3 [Remington's
Pharmaceutical Sciences and Introduction to Pharmaceutical Dosage Forms, 19th ed., Mack Pub. Co.,

Easton, PA (1995)] #aL. MEFA 4% FoA% s fal, 49 =X F87Fs3 @A e 1% o
o] REAE E3elm niEAEAE SEY ¥ T4 HAEE e A4 WAE vtaA e a4 FuErF 4384
o= ARgET. AE AAE &9 e} oldd, 38, dxu, 3919, EZA(liniment), L% (salve) &
S HARg o zesly, ol =AY astEAY Be dE B0l ARAI 2 Tt Adel o
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[0452]

[0453]

[0454]

[0455]

[0456]

[0457]

TAAJA AAIFeANA, AW AL A BAY FoA=a, 7|4 7] @ik Ade] HdE] IdH YHE
S AAdST.  olAL FHAd FAE tge] Wy F Ao A, dF £ ’2}7] A AES A4k St
wd g dFEA FAStY, Y] WA Ado] AE o =S Y] WEHE 0}7‘]14 AL e ofs)
® dE=Znfolg] 2~ T V[ mlolg]s WEE ARES Y (MF 53 A14,980,286% FX), EE Ulol7|=
DNA9] AR FAF, e AR =4 (°ﬂ—§ S0}, §24# A; Biolistic, Dupont)2] /\]-*‘l e AE, AE %
A FEA e ARAARSY 2", gx2d, nAgA B mAERe] v, e o BYHE o
%X]?_ HE| =} Ajtale] Fof, —r%xﬂ—uﬁﬂ A WZESlel g9l gt=et A Fof (& 59, Wu and

Wu, 1987, J. Biol. Chem. 262: 4429-4432 #=x) (o] t=+w 7] A8 Eoldo=z wds)
3

sAsten A 5 98k Al o) 248 S g EoE AgaEeld, g

= A g= B3A 7}
FA4E A, A7IA A7) GEE dEES FH3E §% A4 vlely s HEEE xFFoEH, ] 9
ko] glaF BIHE S slHarnt. moE AAGHA A, A7) @ik Bold FEAE Aoz A
¥ S0, A4 I ‘?ii o} 92/06180 o

Solx F4 % wEe g8 A gm}% F 9k (el
92/22635; WO 92/20316; WO 93/14188; H WO 93/20221 =

AE W =Q4% L, &5 Al DNA el %“QQOJ gt g 4= 9ltd (Koller and Sm1th1es, 1989, Proc. Nat1.
Acad. Sci. USA 86: 8932-8935; X Zijlstra et al., 1989, Nature 342: 435-438).

TFAGA AAFEAA, B APl PA, TohE dpgAl Bt AR, EE a0 9Rg aPst 9 qds

shgat= npolz 2 WE 7} A}%gn} 48 S0, HEZuloly]x WEZF AFLE £ ot (Miller et al.,
1993, Meth. Enzymol. 217: 581-599 #=). A}7] dE=Zulolg|x WEE= Hlolglx A A 714 2
& M DNAZR Q] F3to] ZFash }‘35‘5% ettt fA el AFREE 2 o] A, EE ErE
AYA = AFAE I WA AL, A7) FAdAe] AR dEs &olstAl 3k sk o]t W
H g2 Z2d49r. 1E?L Fole]z~ W e] gk v AAlgk AMEe, 28 F7] Mx7E gt aygAe] o A
ol HEE 317] 98 7] 7] AlE ] ndr 1 F1AE Al dEZutolgjs W ALSS 7|Eshs +
3 [Boesen et al., 1994, Biotherapy 6: 291-302]¢]4 Zr& 4= Utt. F-71A2 LA FHERZHo|# A WE

o] ARgS 9 10}” 02 Fadde B}%ﬂr Zth: Clowes et al., 1994, J. Clin. Invest. 93:644-651; Klein
et al., 1994, Blood 83: 1467-1473; Salmons and Gunzberg, 1993, Human Gene Therapy 4: 129-141; %
Grossman and Wilson, 1993, Curr. Opin. in Genetics and Devel. 3: 110-114.

obtnfole] 2= FHA ael]l AHEE S Sl thE HholElz ¥WElolth.  ofvinolElaE FHAE SFV
gyl Agetsd 53 vlgHl w3 Foltt.  oldmloleiat FY] A¥E HAH R FAANA e

=] “
A9 faath. ohbdolga)Al AY AxEe] HE BAL B, FF A4A, UM AX D 2ot

oldmvfol s HlEE] AXE FIAZA = dE ojdE ZErh. F8 [Kozarsky and Wilson, 1993,
Current Opinion in Genetics and Development 3: 499-503] ofg:=nlolH ~-7]4 42 2WY HAEE A&

|
kol %3 [Bout et al., 1994, Human Gene Therapy 5: 3-10]1& #H A2~ Y509 557 AuaE FHAx4E A
@al7] 9gk ofdlxmnlolg] 2~ WE O] AMES PFETE. FHA SollA oltirlole] 9] Algo ek thE
o= &3 [Rosenfeld et al., 1991, Science 252: 431-434; Rosenfeld et al., 1992, Cell 68: 143-155;
Mastrangeli et al., 1993, J. Clin. Invest. 91: 225-234; PCT 7}3§& WO 94/12649; % Wang et al., 1995,
Gene Therapy 2: 775-783]°A 2& = v}, wpgAg AA[GH A, ofv|nlo]e] s WE 7} ALE-¥T)

w3, old:-TE wlolEl A (AAV)7} FAAF QXo A AFgoll Al¢tEATE (Walsh et al., 1993, Proc. Soc.
Exp. Biol. Med. 204: 289-300; % wu|= E3] #|5,436,146%.).

AR ool wohE wWe A710F, AEA4, ANRE vl ARG EE volea 2 e el
osl x4 WMol fUAE M Aekehs AL TFFTH BT, 7] A9 pe AAAEH AR A
zol Aget: AL EFAT. olold, AEE AW sl Fol, AdE FANE Tl olF WHsE A
£ we@th, ololA, oed AEE YAl Audt

ol AAlFElol A, AP At Az AU Fof Aol Fito] Mol =
14, mAFAE, S IS b vbolels Hs whH 2 o ubx] e R 3

TR A, mANEZ-wA FAR A, 2eRIeAE §3 o2 HET Al SAE o Wyl ¢
3 Fd = Avk. Y FHAAE AZe] =Q)sh] 9% FEe WHo]l FAledl FAH doH(dE 5o,
Loeffler and Behr, 1993, Meth. Enzymol. 217: 599-618; Cohen et al., 1993, Meth. Enzymol. 217: 618-644;
Clin. Pharma Ther. 29: 69-92 (1985) %), &2 Axe dasgh da 8l A 7|5o] w4 e
W, oamgel e AgE oAtk Y] /1EE, dike] XA o8] wAbseL, MEAsAL 19 AL
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3 AlEau A

71 9
H 3% 3 Physician's Desk

it
o
mﬁ
o
)

o
mj

oF
i

o
W
o)
=
ﬂ‘ﬂ

Reference (57th ed., 2003)o4 H

aie] oA Felge o

of, °F 1 pg/kg WA

= =
= =

vg (o

ok 500 mg/kg, °F 100 pg/kg WA °F 5 mg/kg, B=v °F 1 ug/kg WA °F 50 pg/kg)= EFITH

e

=2 mg

H

JJ)

B

—_—
=

[0464]

, At el H

L

SHAI =

o

2} &)
h

uh

AFLS 7]F2% 0.0001 mg/kg WA 20 mg/kg, 0.0001 mg/kg WA 10 mg/kg, 0.0001 mg/kg WA 5
mg/kg, 0.0001 WA 2 mg/kg, 0.0001 WA 1 mg/kg, 0.0001 mg/kg WA 0.75 mg/kg, 0.0001 mg/kg WA 0.5

mg/kg, 0.0001 mg/kg WA 0.25 mg/kg, 0.0001 WA 0.15 mg/kg, 0.0001 HA] 0.10 mg/kg, 0.001 WA 0.5

Ho g A9 AES 7]FSZ 0.0001 mg/kg WA 100 mg/kge] k.
mg/kg, 0.01 WA 0.25 mg/kg == 0.01 WA 0.10 mg/kge]t}.
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SSS0ol 10-1224235

=

o

= = -
2% gol, 44 gel wx

o
o

FAHQ AN GEel A, BN [L-9 FelRE=e) o] wE R(EE) BT AW gol, LR Ex L9
( o Aol
=

= 5 , , e 2(Es) Fgskr] 96
TR 2 el g4, 2AE e 2F QWA FoFe R AFS VEoR 150 pe/kg o8k, vk
A 8hAl= 125 pg/kg 18k, 100 pg/kg °l8k, 95 pg/kg °l8k, 90 pg/kg ©ls}, 85 ug/kg ©l3t, 80 ug/kg °lsk, 75
pg/kg ©l3k, 70 pg/kg ©l8k, 65 ug/kg ©lst, 60 ug/kg ©ldF, 55 ug/kg ©lsk, 50 ug/kg ©ldb, 45 ug/kg ©la},
40 pg/kg o1, 35 pg/kg °lsk, 30 pg/kg ols, 25 ug/kg ©ldF, 20 pg/kg °lsk, 15 ug/kg °lsk, 10 pg/kg
ol3t, 5 ug/kg ©l&t, 2.5 ug/kg ©l8k, 2 pg/kg ©l8k, 1.5 pg/kg ©l3, 1 ug/kg ©l3, W& 0.5 ug/ke
foltk.,  mrhe AAGH A, satellA IL-9 FYHE =] o) wd W(EE) &4 #dd e, IL-9R

[e}

o

T 29 kg oA BRI oA wE H(Fv) SAY BEy Fof, ArbAY Ao, A5 Ao, F24
ol e 74 (mEAsAE, 257 79 TE o859 vt o FA4S o, Xz, #E 2(Ee) 43
371 Y8 FojEe B wye] &4, 2AE T ¢ 29AY TS 0.1 mg WA 20 mg, 0.1 mg WA 15

mg, 0.1 mg WA 12 mg, 0.1 mg WA 10 mg, 0.1 mg WA 8 mg, 0.1 mg WA 7 mg, 0.1 mg WA 5 mg, 0.1 W
A 2.5 mg, 0.25 mg WA 20 mg, 0.25 WA 15 mg, 0.25 WA 12 mg, 0.25 WA 10 mg, 0.25 WA 8 mg, 0.25
mg WA 7 mg, 0.25 mg WA 5 mg, 0.5 mg WA 2.5 mg, 1 mg WA 20 mg, 1 mg WA 15 mg, 1 mg WA 12 ng,
1mg WA 10 mg, 1 mg A 8 mg, 1 mg WA 7 mg, 1 mg WA 5mg, = 1 ng WA 2.5 nge] &9 Folzko]

B AA e oA, st o]t TR fawe 1% oo & U] A, 2A4E EE 2 2SHAUE O
A TR, Y] T FaHY V] A, 2AHE Ev 2F S¥AE HolE 20% WA 25%, dbg
A AE HAE 25% WA 30%, A% 30% WA 35%, A% 35% WA 40%, ZHol%E 40% WA 45%, A

A]
ol 45% WA 50%, Hol% 50% WA 55%, HoJ= 55% WA 60%, Zol% 60% WA 65%, Ho%E 65% W
2 70%, acq 70% WA 75%, A% 75% WA 80%, wE A% 85%7tx9 Wl IL-97F 19 &4

= S AT 5 AAGHAA, st o] Fojgke] frawe] 1% ol B el A,
593% T 23 SHATE didAd T, Y] B fFaFe] AV FA, 2AAE B 2F sA=

dgl 3AE AAa 2(EE) AAW HAANA PBSSF #e izl HlE] Bivk AE 23 yS % o]
T 20% LHX] 25%, vtEASHAIE A% 25% WA 30%, Hol%E 30% WA 35%, Aol% 35% WA 40%, #
ol 40% WA 45%, Hol% 45% WA 50%, HoJ= 50% WA 55%, Zol% 55% WA 60%, Hol= 60% W

A 65%, HOE 65% WA 70%, ZHol% 70% WA 75%, Zol% 75% WA 80%, Zol% 80 WA 85%, o]
T 85% WA 90%, A% 90% WA 95%, EE Aok 95% WA 98% FAAZIL(ANZIAL) oAz, E
g AR FHNA, st o] el Fole] faEFS] 1F oo B el A, 2A4E T F WAV o
Aol FoAEw, 7] Folge] fFa®e 7] A, 2AE B 23 SHAE F9Ad 9 3A"E A3
() AAW FAANA PBSSF 22 oizatol| vl HRE AlEZ AASE Aol% 20% WA 25%, vlEA A=

Hol%E 25% WA 30%, A% 30% WA 35%, Ho%E 35% WA 40%, Ho%E 40% WA 45%, Hol% 45%
WA 50%, A% 50% WA 55%, HoA%E 55% WA 60%, A% 60% WA 65%, HAE 65% WA 70%,
Aol 70% WA 75%, Zol%= 75% WA 80%, %4011: 80 WA 85%, Aolx 85% WA 90%, Zol® 90% W

A 95%, TE A% 95% WA 98% FAATIL(AZIAY) JAger. 54 AA Gl A], Sl o] ?04
Fo| FaFe 1F oo 2 el A, 2AE T 3 SHATE oA FolEm, Y] Tl &

ol A7) A, 2AE Be 23 8WAE 9l 9 3A8 AlFEdd B(EE) AW AA- A PBSQ}
2o gzt vlE vnk AE FAE Hojk 20% WA 25%, B EHAlE Ho® 25% WA 30%, Hej= 30

=

% WA 35%, HoA% 35% WA 40%, FoA% 40% WA 45%, H%E 45% WA 50%, Holx 50% WA
55%, H% 55% WA 60%, Jo%= 60% WAl 656%, HA% 65% WA 70%, Hoi% 70% WA 75%, Hoj=
75% WA 80%, HoJ%= 80 WA 85%, Ho% 85% WA 90%, ZHo%E 90% WA 95%, EiE Ho% 95% WA
98% TARAZIL(AZIAY) AAgT. 5 ARSI, shut o] o] FojiFe] Fa®e 1F ol & %

o

of A, 248 Ev 2% LWAZE A FoAHy, A7) TR faFe] 37 A, 2w e =2
eWAE FAA del eAE Al R(EE) AW AN PBSeE 22 tixzatel s vtk Al H&
A

= Aok 20% WA 25%, wiAsHAlE Aol 256% WAl 30%, Aol 30% WA 35%, ZHolk 35% Ui
%, QA% 40% WA 45%, A% 45% WA 50%, A% 50% WA 55%, HAXE 55% WA 60%, Hok
60% WA 65%, HoA% 65% WA 70%, HAE 70% WA 75%, HFAXE 75% WA 80%, Holx= 80 WA
85%, Zol% 85% WA 90%, HoI%E 90% WA 95%, L= Hol% 95% WA 98% ZHAA|Z)L(A7] AL A
Ela=

S
(e}
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SSS0ol 10-1224235

o2 AAGE A, st o] TRkl Fawe 1F oo 2 W] IATE didAd FoEY, AV F
Ao FEFS A% 0.1 pe/ml, H%E 0.5 pg/ml, Hol%E 1 ug/ml, Hol% 2 ug/ml, FA% 5 pg/ml, A

o= 10 pg/ml, Fol%= 15 ug/ml, % 20 ug/ml, )% 25 ug/ml, Fo% 50 pg/ml, Ao
% 100 pg/ml, HAE 125 pg/ml, ZHAE 150 pg/ml, A% 175 pg/ml, FoJ% 200 pg/ml, A% 225 pg/ml,
Holx 250 pg/ml, HE 275 pg/ml, H= 300 pg/ml, H%= 325 pg/ml, Zo% 350 pg/ml, Zo% 375 ug
/ml, HF Ao|E 400 pg/mle] B o] Ae] Y AUIE @At EUE AAGHAA, A Fof7Fo
FaEFY 15 ol i el FAZE oAl Foso] Aojm 0.1 pg/ml, A% 0.5 pg/ml, A% 1 ug
/ml, B%E 2 pg/ml, A% 5 pg/ml, HAE 6 pg/ml, FA% 10 pg/ml, Z% 15 pg/ml, BXE 20 pg/ml,
Holx 25 pg/ml, Hol= 50 pg/ml, FE 100 pg/ml, FoJ%= 125 ug/ml, H= 150 pg/ml, FAXZ 175 ug
/ml, Hol% 200 pg/ml, Hol%= 225 ug/ml, Fol% 250 ug/ml, Fol% 275 wg/ml, Hol%E 300 upg/ml, Hoj=
325 pg/ml, HO|E 350 pg/ml, FoX 375 pg/ml, T X 400 ug/mle] H wtye] A €34 JrtE G4
stal, $& Fojgke] FETO 1F ot # wie] AV FolEo] HolE 0.1 ug/ml, HoJE 0.5 ug/ml, &
ok 1 pg/ml, Hol% 2 pg/ml, Aol% 5 pg/ml, Aok 6 pg/ml, A% 10 pg/ml, A% 15 ug/ml, Zol=
20 pg/ml, A% 25 ug/ml, Zol% 50 pg/ml, ZolX 100 pg/ml, ZHolX 125 pg/ml, Ho% 150 ug/ml, %o
= 175 pg/ml, Hol% 200 pg/ml, HO|% 225 pg/ml, HOZ 250 ug/ml, HJ= 275 pg/ml, Hol% 300 ug/ml,
Aol 325 pg/ml, AHoOJX% 350 wg/ml, HolXE 375 pg/ml, T O 400 wg/mle] 3 7= A3, o
S AAEe w2d|, 1, 2, 3, 4, 5,6, 7, 8,9, 10, 11, 12, & =1 o] & Fojafko] thaAo] Fo

i AE mE ol IL-R e 9] s ol e Angulel o Md W(EE) BHE 5o s
b we] 9 AF mi o, AVPAY 4B, 9F AT, 44 AT Tr g4I HBAAAE, 557
% BAue Be

) = = A
FASHAE Aol 15 ug, Aol 20 pg, Aol 25 ug, Aol 30 pg, A% 35 pg, HoJE: 40 pg, Aol
rg, A1k 50 pg, Aol 55 pg, Ho1%: 60 ug, Aol 65 pg, Aol 70 ug, Aol 75 ug, Holk: 80 ug,
o 85 ug, HOIE 90 pg, HOIE 95 pg, HOlE 100 ug, HolE 105 ug, HoJE 110 pg, M= 115 pg, &
T Ao)E 120 pg FolFe 1% oo B wWel A, 27 ayiA £E 2HES Folste A XIsE,
IL-9 ZERE =9 ol Wd L(EE) FYS 5o ALY 19 #do] i AE T Aof, IL-0R £
st olde] MBFYI ol I W(Ee) S 5Ho® Y 9 #Ho] e AP e o,
A%, 95 A%, S48 48 e 3d g sAE, 57 #9) B olg9] sty ol S
< I

A7

2l
RS
%]
12

o mlo
2,
o%
w
=)
ACH
W,
=

r
el
>,
N
rr !
o%

T
tlo
Y
o
o
v
b
v
i
12
>,
o2
fu)

Moog fo

oy > o
0%
)
rﬂ
g -
e
Ir
i)
2,
lo
m
o

o
i e o
O
1
oX,
i
rlet
i
rlr
UM
2,
=
=
o
2
(o0
o
)
rl
fol
ol
N
oy
@
l_,ﬂ
rorr
o
2 md xe
o r
(o0
o
=
o
ox T
lo
ol\
oy ”
tlo
2
ol
RN
bl

v,
100 pg, Aol% 105 pg, Hol% 110 pg, Aol% 115 pg, HTF ok 120 pg FAF 1F ©
A, 23 QWA e 2SS 394 3 A, ntEFsAE 496 3 A, 5] 3 H, 6ol 3 H, 7L F
Hoo8do] 3 ¥, 10U 3 W, 25 3 H, 350 3 W, e 3 P 3 W Foste AL EFskE, IL-9
ZYHE =] o I H(EE) 48 5o FAY 19 o] UdE AHF TE o, IL-9R EE 19
F 0y 2(Ee) A4S EHoz ALY a9 @
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B owge (a) IL-0 Taese) ol BE W(EL) BAS SFon sy 19 ndel dE AR we F
o, IL-9R i c1o] sh} olabe] Aufulel ol Wl WOEE) S4E S4oz a7 a9 mdel JE A
5 = 3 = 1 &7 =

oolgel 342 oy, A=, C ARE BEE G BRANA St ool FolFel o mx A%
FEFO 1% ol¥e] ¥ Wyl B, £F LAl EE 2R Folsa, () 94 Fo) Folgel 47 A
(2)9] %ol F 7] tAelA 37 FolE FA(E)S) Y £E/FEE BUHSGE AL g, 119 F



[0472]

[0473]

TAAR] AAGE AN, 2 S (a) IL-9 FRE =S ol d R(Ew) B 5SH0R SAY et 3
dol gl A& E= Aofl, IL-R Ha= 29] sh oo AufHle] ofd Bd H(Ew) $de 5H02 1A
Uk wRe] gl A e el Abhae df, 9T 43, S48 AR =e g9 hHslE, o
7l #9) Ei= ol5e s e =

b ’ b
45 pg, Aol= 50 pg, Holk 55 pg, Hol® 60 pg, Aol% 65 ug, A% 70 pg, Aol%= 75 pg, Aok 80
pg, M1 85 pg, MOI% 90 pg, Ao 95 pg, HOIE 100 ug) FolTe] 15 ol el B wye] FAF Foid)
al, (b) 7] didAelA Fold FA(E)S] F F250] 0.1 wg/ml 7%, vl s A= 0.25 ug/ml WRE, 0.5
pg/ml PIRE0.75 pg/ml MIRF, EE 1 pg/ml MW A, sk o]de] F& FoRRS A7) oA Al Fost
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Folgke] Fo 5 A7)t AlelA & 2
Al A Tl FA(E) 5ol 0.

1
pg/ml VIR, EE 1 g/l MR A9, FE FolFe] Byl FA(H)S Foldt AL mFSHE, L9 F
P = ol W W(ED) S 5o U sk Bl g A% wE o), IR = 19
g olabel Anfuie] ol wd W(ER) AL SHoz A 9 pele] b A EE e, 47U
A%, 9% A%, FA4 A8 ®E 29 GlRAalE, 537 29D EE o5 ah olae] T4 o,
ARANE BHe ATdT. A, 47 A4 S Felde 1, 2, 3, 4, 5, 6,

IL-9 ZEFE =9 o od e o] &4 SFAo|AY Avd A3 == AW, IL-9R Ee= U o9
1 oopekg]e] o W Fi= o] Fo] EAAAY dAdE HE me FY, Artdad A, A5 43, 7
T2 Ag, g sAE 57 B) EBE o5 1 ol AFTE 4, AR, Y FL(Ee) I3
7] 98 AREEY gAY dAl ARSE A e, B e A olelel SWAl (dE B, oA EE AR
ANE IL-9 ZEFPE =L o] Id e o o] S AoAY e A3 e AW, IL-9R =& 1) o]
ol T1ooldgle] o] WH W o) o] EAHoIAY ddd HIE e W, ArtHy HE, AT
A%, 52 43, AdEdaAs 257 29) e o5 1 o4 AFE o, AE, ¥ 9(EE)
oFslAl7]7] i8] £ o] wpel uwhEl B odbol &A Ul o)dw xJste] Foid 4 gk, wigAEHlE,
ool gL Z3Fete] AREShe oAl Ee X mAC] Fold IL-9 EEHE ] o B e o
Fao] EAFAY Ayd A3 = AW IL-9R EE 1 oY I ofdlo o] wE i o]y Ao
EAAAY dA® A3 e A9, AEY A3, 95 ZF, A5 ZE, gEoEdsiAE 557
) T ol 1 ol ASE o, Au, ¥ L(EE) A7 Al AFEE] AU dA ALEEH
3 e ARt 4o, IL-9 ZEFE= ol Bd Ei= o)k FAo] 5o AY dyE HI T Ay,
IL-9R v 10 ool 1 opdele] o W T o] o] EAAY Ade H v dy, Arid
o A%, AT HF, B35 ZE, FAORASAE 557 BY) T 059 1 oY AFE o, AE,
e B(EE) kstA1717] s AREEHO SAY dA AREE AL e AlAY A TR 3 [Hardman et

eds., 2001, Goodman & Gilman's The Pharmacological Basis Of Basis Of Therapeutics, 10th ed., Mc-
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o2 off ofw

G da & Aolty. WA HAMHA #$ o AT &S o & 5o &F [Ausubel et al.,
eds, 1994, Current Protocols in Molecular Biology, Vol. 1, John Wiley & Sons,Inc., New York at 10.16.
1.]e] e} Atk

gukx oz Jad B EAL gl AMES FHjste ], duld MEZS Zejoladoeln= A(dE 59,
o] BxEFel whg} 8%-20% SDS-PAGE)el 7|9 %ste &7, @4 AZS Zgolgdoin = AR NEH Y
ERAERA PVF, EE Yd23 728 "o dusis @A, I8 A7 gEd(dE 59, PBS-Tween 20)9
AAss @A, s 27 dFdoR Mg 1xF A (A FAD S A widets 9A, e AlFH gF
of AAH3E wA, 94& B2y gFdor A, Fh 7A(dE Eol, ¥uFo]l HIAGA e 42w

FAGEA]) e AN EA ER(AE Bo], P EE DY Adgstn JdE 23 A (12 FAZS A=
A, oAE B0l IA3t FAS} TA Wit 9A, TS AF ST Ao AlFs= A, B Yo EAE ¥A
e gAE E£¢3Y. FhdAE gxEok st AEE ST Wi FeS A7) 98 4ol )
T HFES & g3 98 Bolth, 2" ERo #ek o A U&S odE 5] & [Ausubel et al,

eds, 1994, Current Protocols in Molecular Biology, Vol. 1, John Wiley & Sons, Inc., New York at 10.8.
1.1 vhe}b At}
3= ©A, 969 who]AREle]H E o]

1=
SATAl EE 47y aATEA) Y 2 %
L ) =
=

I
|

of, gaFryo]
=l

r
ARE Bk Hlgkske B, 2 e EAE BAekE W

g 2t = = o 1 w4 FAe w24 39
=o RteA] Aed e g, A 24 seteel ddhd 22 FA(HA FAE dAHE Dl ¥l &
=itk EF, 48 dQow sgsts diiled FAE Dol 2-¥E F= vk o] A, A el A%
w22k dAle i F9e 29E Dol 92 5 9¥S 7 Ak @A gA ok sk s ST A
af 2AeoF ob= MeEd VI b MeEES & dal S Aolv. whEAd AAGEA, A9 9649 vt
olZZE}lolE S olE o] 2 pb/ml rhu-1L-92 F®3}e] ELISAS a3 4= gtk o]ofA] PBS

=
Mato] 25TColA 1AIRE &k wi¢Fgitk. PBS®E 33
o AlAsaL, 1 w/ml 3 TepA] AFES Wal, FHCIEE 25TolA 1AIZF St vjget
b PBST® 33] AlAstar, &7 E2auebAe] @48 50u0/ANP/PPMP 7] & el A A%, REg-& ® 331 560
mell A8 FFEE WAX mlela2&5delE &7 5743tk ELISAY #3 o A W& dF 5o &3
[Ausubel et al, eds, 1994, Current Protocols in Molecular Biology, Vol. 1, John Wiley & Sons, I
New York at 11.2. 1.]o] u}¢} 9o},

1l
A A& oz 3As)
_)_\‘ [e)

Palsh pele] Ashe 2 PA-FU FEAEe] o x-doEoffrate) = BAHATEN 02 24T & Aok,

3 125

AAAAREA Y & o= mAgE FA(E Bol, H == DS B FAS A Srrehs o wEA @
Qo] EA ol A s @A, 2 EAsE Plol AR FAZ PAE GAS TP PAAERA
olth, B whye] A w: 1 g IL-9 ZHE o] UFt 13 2 AF eT-golEL s E%
FAMoR 248 4 vt A2 Aot A4 wH wapAEdRAgor 248 & . o A$ L9
ZePet ZAstE FFR(AE S, H wE Dol AFE R wwe] g9 3] el Fe] vEA
A2 aAe EA) sl i

T« H
?l8l BlAcore & 415 AHETE. BlAcore T3 ot 412 IL-9 E =S & W] A7 gl 1

=4 =
e e Hemyy A% % st AS BYske As gAY dIH<Q BlAcore $HE A=

ShgrEl e AAgEel A, ¥ oumel GA7E L9 FeREsel Agshs e-dlolE W ox-vlo|EE ZHsy

& J
AEol ol AM F mRel FAkehs AS Y. #F5E 75
Lol w2 o)t s dlojeE &
at7] 913 AbgatARE, AwhA oz 10-100 mM HC1S] 13 25 o] &ate] AFF o] & mbEs T FHAA
=g o pAReR, Ak, R el (k) FOlE =
W (EDCN-H el ot 22 d)-7ha "ol =)& ARgste] & A3 Al 3 mwlell a4
dvgstd, pH 4 BEx= pH 59 10 mM NaOAc %< &9 5-100 nl

il
|\
ol
ol
N
Ho
o)
=5
N
o
o
rg
i3
%
ot
%

o
FN
)
QL
£

o

o,
w
T
o
S
=
=
o2l
o
o,
o~
o
o
=
o
i)

_99_



[0486]

[0487]
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omn
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ol 10-1224235

w7k EDC/NHS &A43t FHd] EAIty. 2 5, IM Et-NI22 FAFsle] w8-31x] 2o &4 oA =22 710
zgth, Fagow FYS 14 oA FEE FREkA Ee RN ZWE wET. A9 HAEg 1ol vE
oA, 7} &g ZEAE HBS/Tween-20014 A HalA A&Z o2 A7, AR ALH o= dAdro] 9&
g A 39 9 P A g FHAIT. FH|gtlok g A o WeE BIARAET K7F olEA
AR E =T e whEl gkl dellA V1EsisiRel, A¥E FAH= 7 FAMEE AtelE & g AA AA
£ A&t 2yt

2 o] A e 1 ddle A" es ol&ste] IL-97F AE AE FE&A ddste AS AAse
TES B4 = U, CdE 59, L9 FEAE Ldste AXE I e 1 dHe] EA e FA) Skl
IL-9¢F AEAZ & a1, FA = L dde] [L-99] ZES JAste 588 odF 59 FsAZENYE £
AFRrAHor =43 4 vy, IL-9 = 34 T A dHS WA gA ZA (S So], 32P, 35S,
1251) E&= 3 ZA(AdE 5o, EF29AQI o]y AoHlo]E, 2uidl, IR E™Y, sIroid, &=
g FAloPd, o-ZEH 3=, FFHaIT)Y 22 A4 FFEZ HAISHY IL-99 E2E AX $84 Alo]e]
Fegs BAT F du. EE, 34 e 2 gdo] IL-97F o FEAlel AFste RS JAse vEE
FAY #Hoz SHS § Qluh. oF B9, IL-9 ZURHEE 34 v I dAy JEAA A == I
A @do] IL-9 ZYFE =T 32E A FE&A Afste AS AASte s8s 54T + dvk. urEAs)
Ae, A e &A dEE 18 AA A A ZA 73, [L-9 ZYHPE=E 24 SFEZ AT, Ee,
IL-9 ZEHME|=S vy XA nAH A7 2, A B 2 GdHS B4 JFEZ FA3Y. L9 B AX
faldo] dFE TR ke s AAE ¢ dtHdE 5], FEAOE ke 438 v ZEHyge
E AAR). wE, IL-9 FYHEHEE L9, 2 f=A4, 2 FA 2 =ERl(dE B0, SFEHd-S-Ho]
A0S T ¢ dwAEd 4 o, e, L9 ZEFEEE X" 7E(dE 9], vlo]2Ed3E} 7]
E | Pierce Chemicals; Rockford, IL)S A}-&3}o] nfo] 2 Eld3lst 4~ At}

lo

B owmo] 3 i 1 ghHo] [L-97F 3AE AE S AgelE A4S dAstE THS AEZZAREA O
=A% = gty o F 5], 97k IL-Ra EE AAF IL-Ra S & o} F3s= A TS1-RA3 T A EF
rhull-9(25 ng/ml, R&D Systems)E 3t A7 viA (DMEM) oA A&H o2 mjgE 4 Ak, rhull-98 A
718t U TS1-RA3S 18-24A17F ¥ ZEuh.  TSI-RA3 AIXEE= 10% FBS 2 25 ng/ml rhull-98 F33+ RPMI
1640(ATCC) ®iA]ol Al wfeFgict. 24 Ao, 7] AXE IL-95 $frakA &= AR AAska, 2 ng/ml
rhull-98 48 WX 1nl 95X 10 A%/ 52 Agan. 47 ALs =4 29 ud 02g 969
vho] R EROIE] FHo]Eo] FHIEF(100 w AE/D), AHFH R 3|Ag 7F¥ Fab 100 mlE Zdo|Ed H7}t
ok, EHOlEE 5% (02, 37TColA 72A12F Sk widsteh.,  dehy EF (FRY) 20 w /LS Hotstal, A
7] AEE 4-5417F o wieFsieh, AlE A 5L 555 nmoll A o 7]5kar 590mmell A WHEEE PR ESA )
Aerslaity, B oakwo] b4 i o ddo] [L-97} T2AE AXE F&Ad ZAgtels AS JAlste vEHe
9 A3t ELISA 43 2 MxZddEdoez S = gty o& 59, 969 ELISA ZHo]ES] 7} A&
g el [L-9 A e 1o 100u® 2 WX 8TollA vkl Z” ety Z#Ho]EE PBS/0.5% Tween-20 ¢
Mo g 33 AH3taL, PBS/0.1% Tween—20 &5 ¥, 1% (w/v) BSAZR oA 1A3F FoF =273},
‘ iz AE 100 s A ZHOlEd FiL, A2oA 1A 54 Al
o AlFE F, 1:15,0000.2 s]A G FaFgo] HSAITHAIR FAG (HRP) 4 &Iz Ig6 100E
o|Eod| gtk 1AZF WigE F, ZHOIEE AlFsta, 100x/€e] 3,3',5,5' -HEZHEH A (TMB
ZHo]Eo] Wil o} T oA 104 Tt Aol wgett. 50 wb/Ael 2 N FHiHS HUlshe
E & Abgete] 450 mmell A o] FFEE SAST. AE FHE g ZF
A3} Walskal 3.91-31.91 ng/me] Ml == EDs aholl 7|Z3A HEES T/ AARE EFST
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[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

MOS AT 5otk aMAY BAE SAe ARSARA; R Al ARA, IR Nxd AT AT
: F BAS TPSE V8 ne YR 548 4 A

gL FIANA FA Y Z2EZ] we} vl 23] ¥ (macrodilution) H(EE)
o] A2 MM (microdilution)& AR&3I] A@E 4 Yt} (& £l &8 [Clancy et al., 1997 Journal
of Clinical Microbiology, 35(11): 2878-82; Ryder et al., 1998, Antimicrobial Agents and Chemotherapy,
42(5):1057-61; W= 53] #15,521,153%; & #15,883,120&, & #15,521,169%: =1 AFo] e Fuz =
AE). ke weElA, ALSEE 5RO it gFel wEl Aol ATF Sk i 7 FE F A AA wjA o

2]
A ujeFetar, AEg XA Atk olojA FEH (inoculum)& FeHA o= Azxzstir, 1 e &
HrE 2% &4 (o McFarland standard)®] & rErt. HFUe] ZE L gk a®Ale a34&5 &
Qto g wE FSAE AMEste SAHe. QA HadAlEE (MIOE SHsk=d, 974 HAYAsEE
HEde] 7HA 34E dAlste AE e HEx sEEA AT, 7HAA A2 mjgde] E8EE 4
Aato] SA AT

A - e w3k FARP A FAE A=A 7 A4 (assay) S AFESEe] SHE 4 9. &
Aol -7 & A3 A AMRE T Ae Y dAAR] AMEA AA8S 28 Sl o A"
(3% [Pfaller et al. 1994, Journal of Clinical Microbiology, 32(8): 1993-6: I o] Eo] Hu=z =
4%, Tiballi et al., 1995, Journal of Clinical Microbiology, 33(4): 915-7] &Z). o] HAL Ats-3+¢

A k(= Ay X Yolgo] AlAgtHE At dEfelE Hlo] QAFO|AAI =, Q1A (Alamar Biosciences,

Inc.)) & AH&3te A% F4 (endpoint)& A tr).

aAle] - gL E3 FhAlA FAE B HABS AREst] SAE F dd (FF dE &9
[Clancy et al., 1997 Journal of Clinical Microbiology, 35(11): 2878-82; Jahn et al., 1995, Journal of
Clinical Microbiology, 33(3): 661-667] %, o]&2 EF 1 o] o Fuz =dxd). o] Fst A4
& 3-(4,5-vrE-28opE™)-2,5, -t d2i-H Bt w HEwlol= (MIT)e] F=wh(formazan) & =2 £
= S8t AETFed ] vEFEYol TFo] ARl vzt oled AACd o8 SAHE MICES #
Do JAe] G443 Aok Avkd A9 aWAle] Ha se® Aojdrt. HE AXYFHelA, aWAl
-2t G2 vhA R A, vte]A R MY B NIT A4S ¥HEHo® AbRsto] AT,

wolzk, FdAtel Al A gl Al AA

o] | =<
, BAE, = aviAe did 2(Ee) ARY F8A4e Hrke] fste] AeE g jlt

ok

2=, =% 8HAE AoIAl AHEEh] el A-dd g2 B AXHoAM Add =
o =

=
a9E s= 22 AAH : o, A, o], HA, N, B7 o8 £Feh ol A= A
= obth. Bl TAE dele] TE Edo] AHEE g dnk. AR dAke] gvbx] SW2 wA" S e
W, 283 Suezs aWA (A di B(Es) ABADE Folshs dAHY dd, aAE HER Fo

A e el FelTA o, amAe] ol 7717 govf ol wAHAE g,

7P Aol Uigt & EEe IS B i A, 2AE, 23 SWUAY a%S HUrsh] flske] AR
2 . Ay 9ed, 33 Arrdgs, dA SRk 3 9 ARANA Y 22 ArhE e dgte gigh
FE RdEo] Myl g} (& [Flanders et al., 1999, Autoimmunity 29: 235-246; Krogh et al., 1999,

Biochimie 81: 511-515; Foster, 1999, Semin. Nephrol. 19:12-24] #%).

A7A e Aol ant, X7, #g L(EE) A 2% 95 Bo] B wyo A, 2AE, 2 WA A
7 Aol 1 o] TS AAAYE 58, Hd A HEF 75 dAAE 58, T AEZ 24 ga
A7l 58, T AX 328 271 58, AlelEZ AZE TR A7IE 58, Be 1 & o9 54 Al
E7 Z29dSs 2AE 58S AEToEN THE 4 k. A o e XF A% oE Bo ®
o] &), 79 W e 2 SAIZE Ao 1 o S AARAYIE E, Bv Al ’HET FE
Tl Y, AIED AAE HAATIE Y, 1 F ol 54 AlEY ZE2adE 243t Y, ¢
A(scaling) & F&A71E 59, 395 A2A7IE 58, & S(plaque elevation) S A7 58, 74
H Fe 3 Ee ZIAAMY T AlZ A4SE FAA7IE 5, 2989 999 M9 = ZI2 T AX

, PASIE T&A71E S8, 919l AAAHQA H7F HS-(physician's global
i P
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[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

SSS0ol 10-1224235

el A, 24E, 2 SHA a%S el A8k ARgE 5 dvk. A%
9 Z2:[Zhang & Roth (1994, In Vivo 8(5): 755-69) ]l o3 7HAJ& #H<t & %
EdxAY vlg-s 2l (S So] £ [Morris et al., 1998, J La State
2)E E 7 Jdoy oo @A AEAE FErt. fHYE TE Rd 2= AEH

-2 (dE E9o] 3 [Hosokawa et al., 2001, Transgenic Res 10(5): 471-8]
FAEAE Ferh. 2SR F= EHEY o= TR b R p53¢ o]F #FHA A
F vk (B E9] £ [Kado et al., 2001, Cancer Res 61(6): 2395-8] HX)& & 013‘/} ]Oﬂ 34
HAE gt JA3YE 55 299 o2& Panc02 ¥ HF Moo Hoja 2d (A= &
al., 2001, Int J Pancreatol 29(1):37-46] #x) % v‘40} A TFAA AAHE nu-nu vFS-

Med Soc 150(4): 179-85]
D1E& FAEHE EdA
FR)E B 4 Yot ol

_'JE )
d

)

& [Ghaneh et al., 2001, Gene Ther 8(3): 199-208)] #Z)E & & Jou ol IAHHA = &=
Z1(non-Hodgkin's) B X ZFo| 3+ 55 mde dz= %‘? S W A9F ("SCID") vhe-2 (A& B0 &3
[Bryant et al., 2000, Lab Invest 80(4): 553-73) @ Ighmu-H0X11 E#A2AY w92~ (dE S0 3 [Hough
et al., 1998, Proc Natl Acad Sci USA 95(23): 13853-8] FZ)E & 4= o} old AHHA = F=rh. A
11:—%“1 TE 2do o2 At FEF vlolgix 38 16 E7 Y F XAt did EqaAY w2 (dE 5
o] & [Herber et al., 1996, J Virol 70(3): 1873-81] #=x)7} o} ol AAHX = ge=v. 423
&Fol gk FF R o2& Apc w2 BE (A E 5o £3F [Fodde & Smits, 2001, Trends Mol Med

7(8): 369-73 ® Kuraguchi et al., 2000, Oncogene 19(50): 5755-63] FZ)& & 4 gy olo] IAHEA =
Fe=r).

2 o] &4, 2AE, 23 294 A9 4L FAA FXEHa, &F [Crofford L. J. and Wilder R.
L.,"Arthritis and Autoimmunity in Animals," in Arthritis and Allied Conditions: A Textbook of

Rheumatology, McCarty(eds.), Chapter 30 (Lee and Febiger, 1993)1¢l 71X ¥ =4 AT o871 AF
Aol &8 Ul ALLdle] SHE 4 9t A=A BHdd x]_7].n401/l0 Fulgl 24 A3l /\1-64%4 o zpak

1 O = =2 =4
A FE BEE B P dye A, 28, 27 Al &9 248 grts] S8 AeE S A
v e g4, 248, =23 WAl &9 Z4L =T E7d SlojA FhEkr)d(carageenan)ell o e

el
i Bxo] oAxE F& [Winter C. A. etal.,"Carrageenan-Induced Edema in Hind Paw of the Rat as an
Assay for Anti-inflammatory Drugs" Proc. Soc. Exp. Biol Med. 111, 544-547, (1962)]°l 7]<% HH< 7
FHE AHEste] SAsto = HUbE 4 gk, o] AL tiF-F9 NSAIDS] A9 el dig 1Ak A 2~
A FoRA AREEo] gtom, Izt g &F9] o= AZtHEUT. AlE SWA(: oA Ee AR
Aol &9 4L HBES Fog dxwel Hlste Al@re] FHit(hind paw) FF] F7He] AAER ndH

& [Ewart et al., 1995 J Appl Physiol 79(2): 560-566]°] 7]&= o] &= T2 F7] HANE 2t I §3F
2 (constant - flow inflation with end-inspiratory occlusion) ¥ o|& 5o} 3 [Komai et al., 2003 Br
J Pharmacol 138(5): 912-920; Kenyon et al., 2003 Toxicol Appl Pharmacol 186(2): 90-100; Path et al.,
2002 Am J Resp & Critical Care Med 166(6): 818-826; Martins et al., 1990 Crit Care Med 19: 515-519;
Nicolaides et al., 1997 Proc Natl Acad Sci USA 94: 13175-13180; McLane et al., 1998 19:713-720; %
Temann et al., 1998 J Exp Med 188(7): 1307-13201°] 71&=o] gl 7Ie} A4+ & dejx] 9@ H2e ojsh
= B2 gl sAE ok oE 5o, Fd %A o9 (adoptive transfer) RHS B o] A
E, 2% 99AlY G, Am, #e B(Es) HA TS Errer] 9 ARgE v T8 Rdolth. A
&b o] mdlo A THI T TH2 4=8-(recipient) WF$-229] th7]8F¥ (aeroallergen) % AlES TH ©]
e AEo 7|ERo] o]FS st AEe STFAH(THD 2 S4H3(TH2) = A9 45 wkea #=
[Cohn et al., 1997, J. Exp. Med. 1861737-1747)] F=). 7% AL ol dRulo] o)s
[Tomkinson et al., 2001, J. Immunol. 166:5792-5800] =) Hi= ¥ FEEFFS F3 F9U(Schistosoma
mansoni egg antigen)oll <] (& [Tesciuba et al., 2001, J. Immunol. 167: 1996-2003] =) wh$-2sof A
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% %2 =% #F 4=(tender and swollen joint counts), ¥} T 2JALe]

4 % ESR/CRPE F3le] 7k = vk, T2 #d &40 g

[AFZ W (Sharp method) Jell ol8] B7F2 & k. A4 Aes 7=

el WatE A7 H7E A A (Health Assessment Questionnaire: HAQ)E AR5}
= = 3)
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o
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ol
rir

o >

> o
12
N
P‘h
rir
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I
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Foofr
% o

e, =% eAle] a5 Brtetr] flste] nlelels A&
A Fell 2o 2utel el =, A @35
o] ("SIV") EE=u(Borna) @&+ upole]x kel 3bed, wpejAle} wpolg|x 74, npolej A ¥ 2
ul2 (Epstein-Barr) ®}o]2]2 ¥ 7] A (pathogenesis), o] WA nlolg A~ ("FIV"), HILV A1¥ 74,
A7F 2Eprfolg) 2~ 2 Y] W XX disk s& REEEe] AEE St (JE Eo] ¥¥ [Hayashi et al.,
2002, Histol Histopathol 17(4): 1293-310; Arico et al., 2002, J Interferon Cytokine Res 22(11): 1081-
8; Flano et al., 2002, Immunol Res 25(3): 201-17; Sauermann, 2001, Curr Mol Med 1(4): 515-22;
Pletnikov et al., 2002, Front Biosci 7:d593-607; Engler et al., 2001, Mol Immunol 38(6): 457-65; White
et al., 2001, Brain Pathol 11(4): 475-9; Davis & Matalon, 2001, News Physiol Sci 16: 185-90; Wang,
2001, Curr Top Microbiol Immunol. 258: 201-19; Phillips et al., 2000, J Psychopharmacol. 14(3): 244-
50; Kazanji, 2000, AIDS Res Hum Retroviruses. 16(16): 1741-6; Saif et al., 1996, Arch Virol Suppl.
12:153-61; 2 Hsiung et al., 1984, Rev Infect Dis. 6(1): 33-50] #=).
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HlolgiaA &7 7ol W3t 55 RdzE PIV (o £9], & [Shephard et al., 2003 Res Vet Sci
74(2): 187-190; Ottolini et al., 2002 J Infect Dis 186(12): 1713-1717] Z%), RSV (<& Eo], &3
[Culley et al., 2002 J Exp Med 196(10): 1381-1386; & Curtis et al., 2002 Exp Biol Med 227(9): 799-
802] #=)7F oy old dAHEA= vt 54 AAIGH A, FHE HWE (cotton rat)ollAl 2 EEe] &

=
A, 2L, 2% LUAE B owge wel webd Fold F, RSV 10 pfud Felsti, 4 U o] ANE ¥

2
HEE S| AYA7]AL RSV 97F 2 3RSV A A A7tE S, wepA, Y] AAE TR &2 A
RSV 10 pfud ¥oldh 74 j=o] ulake] RSV 10° pfud Eolat 7] 74= #ee] glo]A RSV 217}e] 2 log 7
2 EE 9% AAE Z8ke FoFe] RSV 2493 THE 1 o9 T A=, oAU = AS fste <l
A Fold = A AA L FodFgolrt.  yolrt, v AAGE utebA, A" HEe 24 (o: #H X
2ol =AeA Wals HAikE 4 Q).
2 gl g4, 2AE, 2 SHAVF vtolels e HAal(time course) S FaA7E TEHS SHY 3
o 2 9 34, A4S, 2F WAL vtolel 2 7Y E 7o) ABE VIS 25% o, wiEAsHAlE
50% o], 60% 14, 75% ©AF, 85% ©lAF, 95% olA, EE 99% ol F7IA7= TEE A" 4 ).
tolr, ® wge] dA, 2AE, 2F WAL vlolg e dE A7k g 717HS 60% ©17Y, ulEA S
A TRl Al FAE

4
= 5% o, 85% o1, 95% ©)F, e 99% ol HaATIE sEE SAHE
ZlemEe] 3o A, 2AE, 23 8HAY AU 7es EA48E =
A=, 2 SRAY 555 H7Esh] st A #EE $E 2dR AREE ¢ A Al

A A | A, =
el A dlo] (Legionnaires) &
g, AR A A, A e, 9% A ZeY (Helicobacter) A, HAHET Fold, HRA 4
= , 495, 2kt (mycobacterial) 74, A4, do]2 Xt~ (Aeromonas)-#d ¢, =
zatd e ~(Bacteroides fragilis) 79, wl=(syphilis), <A77 A3d=4ed, 34 I =54,

2RIV =4 T F3a, @) 724, dldEslor Fetol(Escherichia coli) 79, wlolZEe=
vl | (Mycoplasma pneumoniae) 7xAol] What T& Fdo] 7ol gt} (d5 Ho] & [Sugiyama et al.,
2002, J Gastroenterol. 37 Suppl 13: 6-9; Brown et al., 2001, Am J Reprod Immunol. 46(3): 232-41;
Vierling, 2001, Best Pract Res Clin Gastroenterol. 15(4): 591-610; Klose, 2000, Trends Microbiol.
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8(4): 189-91; Stotland et al., 2000, PediatrPulmonol. 30(5): 413-24; Brieland et al., 2000,
Immunopharmacology 48(3): 249-52; Lee, 2000, Baillieres Best Pract Res Clin Gastroenterol. 14(1): 75—
96; Koedel & Pfister, 1999, Infect Dis Clin North Am. 13(3): 549-77; Nedrud, 1999, FEMS Immunol Med
Microbiol. 24(2): 243-50; Prellner et al., 1999, Microb Drug Resist. 5(1): 73-82; Vriesendorp, 1997, J
Infect Dis. 176 Suppl 2: S164-8; Shetty & Antia, 1996, Indian J Lepr. 68(1): 95-104; Balasubramanian
et al., 1994, Immunobiology 191(4-5): 395-401; Carbon et al., 1994, Int J Biomed Comput. 36(1-2): 59—
67; Haberberger et al., 1991, Experientia. 47(5): 426-9; Onderdonk et al., 1990, Rev Infect Dis. 12
Suppl 2: S169-77; Wicher & Wicher, 1989, Crit Rev Microbiol. 16(3): 181-234; Scheld, 1987,
Antimicrob Chemother. 20 Suppl A: 71-85; Emslie & Nade, 1986, Rev Infect Dis. 8(6): 841-9; Ridgway et
al., 1986, Lab Anim Sci. 36(5): 481-5; Quimby & Nguyen, 1985, Crit Rev Microbiol. 12(1): 1-44;
Onderdonk et al., 1979, Rev Infect Dis. 1(2): 291-301; Smith, 1976, Ciba Found Symp. (42): 45-72, ¥
Taylor-Robinson, 1976, Infection. 4(1 Suppl): 4-8] #=).

o] A, 2AE, =2F WAL Al 72, 53] AldE 557

50% ©17, 60% ©l7, 75% °1%, 85% °1, 95% o1, i 99%
2 o] A, 2AAE, 23 SHATE Aol " Q1o AE

o]}, 60% ©°1AF, 75% olAF, 85% ©liF, 95% oA, - 7

o] &, 2AE, 23 WAV Al 3 53 AT =5
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T2 UAZ 349, FARE (Fusarium) 29, Y% g5 (paranasal sinus mycoses), ofA~#|l2dF2~ F
W 7V 2= (Aspergillus fumigatus) A73Uetad, “d7doim A=3 dold(tibial dyschondroplasia), vl S
Be}e}(Candida glabrata) A<D, YAF o thF(oropharyngeal candidiasis), X-#&H T SolF
(granulomatous) 2%, FFE(tinea pedis), FHF vz, 4 Bk (mycotic placentitis), & Eg =
AEX B, GHAA 7BAH ofaHED R AT A AT, AHEFT 2 UL X ENA(Cryptococcus
neoformans) 74, XA B2 (fungal peritonitis), F2Eetelo} AUZ e (Curvularia geniculata) 7F
9, FEodi << (staphylococcal  endophthalmitis), A¥EZEZAF(sporotrichosis), = WA=
(dermatophytosis)eol] tigt & Xdo] /=] gt} (& 5o +& [Arendrup et al., 2002, Infection 30
(5): 286-91; Kamei, 2001, Mycopathologia 152(1): 5-13; Guhad et al., 2000, FEMS Microbiol Lett.
192(1):27-31; Yamagata et al., 2000, J Clin Microbiol. 38(9): 32606; Andrutis et al., 2000, J Clin
Microbiol. 38(6): 2317-23; Cock et al., 2000, Rev Inst Med Trop Sao Paulo 42(2): 59-66; Shibuya et
al., 1999, Microb Pathog. 27(3):123-31; Beers et al., 1999, J Lab Clin Med. 133(5): 423-33; Najvar et
al., 1999, Antimicrob Agents Chemother. 43(2): 413-4; Williams et al.,1988, J Infect Dis. 178(4)

1217-21; Yoshida, 1988, Kansenshogaku Zasshi. 1998 Jun; 72(6): 621-30; Alexandrakis et al., 1998, Br J
Ophthalmol. 82(3): 306-11; Chakrabarti et al., 1997, J Med Vet Mycol. 35(4): 295-7; Martin et al.,
1997, Antimicrob Agents Chemother. 41(1): 13-6; Chu et al., 1996, Avian Dis. 40(3): 715-9; Fidel et
al., 1996, J Infect Dis. 173(2): 425-31; Cole et al., 1995, FEMS Microbiol Lett. 15; 126(2): 177-80;
Pollock et al., 1995, Nat Genet. 9(2): 202-9; Uchida et al., 1994, Jpn J Antibiot. 47(10): 1407-12;
Maebashi et al., 1994, J Med Vet Mycol. 32(5): 349-59; Jensen & Schonheyder, 1993, J Exp Anim Sci.
35(4): 155-60; Gokaslan & Anaissie, 1992, Infect Immun. 60(8): 3339-44; Kurup et al., 1992, J
Immunol. 148(12): 3783-8; Singh et al., 1990, Mycopathologia. 112(3): 127-37; Salkowski & Balish,
1990, Infect Immun. 58(10): 3300-6; Ahmad et al., 1986, Am J Kidney Dis. 7(2): 153-6; Alture-Werber E,
Edberg SC, 1985, Mycopathologia. 89(2): 69-73; Kane et al., 1981, Antimicrob Agents Chemother. 20(5):
595- 9; Barbee et al., 1977, Am J Pathol. 86(1): 281-4; % Maestrone et al., 1973, Am J Vet Res.
34(6): 833-6] #x).
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oL

#4 257 29, dE S0l vt ANzt ~(Candida albicans), SF=H|2AF2 FusbREs H5A ) o)
205z, AxAE, O AREFTAE, FELGA  oldFolwal,  Fdaide =B}
(Cunninghamella bertholletia)oll W3 & Zdo] sjdxo] gt} (& E9 &3 [Aratani et al., 2002
Med Mycol 40(6): 557-563; Bozza et al., 2002 Microbes Infect 4(13): 1281-1290; Kurup et al., 2002 Int
Arch Allergy Immunol 129(2): 129-137; Hori et al., 2002 Eur J Immune 32(5): 1282-1291; Rivera et al.,
2002 J Immune 168(7): 3419-3427; Vassallo et al., 2001, Am J Respir Cell Mol Biol 25(2): 203-211;
Wilder et al., 2002 Am J Respir Cell Mol Biol 26(3): 304-314; Yonezawa et al., 2000 J Infect Chemother
6(3): 155-161; Cacciapuoti et al., 2000 Antimicrob Agents Chemother 44(8): 2017-2022; 2 Honda et al.,
1998 Mycopathologia 144(3): 141-146] ==).

[

5

il

B ASE Av Qe AE TRbS 25% o1, wheA =
A

A= .
, 60% ©1’%, 75% °1%, 85% ©lXF, 95% o, Ex 99% ol FIHAII=

4 = sEE 549 + 3
Lolrh, E oabyo] whgol wpel Fojy B wyo) A, AR, 2T SPAVE AdAH TFY] Yo u%S
E ozke] 99 77HS 60% o, HHEASIAE 5% o4, 85% o], 95% o], WX 99% o] 7HAAlF)
v 8% 549 F At DA FAE Vel B 2yl 44, 245, 23 WA AU s
S WAsHE d ol 8d F Jdrt.

ok, iAol Al BAE Qo] AW Agaed, 119 TP o4 B W(EE) BHL SHo=
b el m: A, IL-0R EE 10 A ool HRFU o =) 2 %

A%, 934 gl AMEG o), B4 ol w7
gl ey, Am, P L(EE

5 )
(1) A2d §84¢ WS 5+ ek

5.6.4 =4 AA

2 odbgo] ouby H(XEE) X84 T2EF 54 H(EE) %2 HAX WG e Ay FEAY ¥
g WH, dE 5ol LD50 (MAF] 50% A XAFE] FoJ&F) B EDS0 (MAF] 50%dA A= azgd
Fo#) S ddste Wil g8 SAHE & A, 54 FAFH AR5ad T ujES AR AF
(therapeutic index)o]iL, ¥]$ LD50/ED50L.2 el 4 9}, X & AF7F & QA7 v sicr. =4
F2A8S UelUE QHAVE AFEE F XIRE, AEEA] @2 AEdd nE e E4S HAse] Y5k,
&, 8-S gar717] Yok, a23d SHAE AEE 23 e BulE g A="1S A 3o
o5 7| &Hof dt,

& s e ¢ 7o 3

9l ghellA wg & glck, R de] WA ALEEE o] AmAd titel, & av FARE AdlE
AZ vl Aoty 49 5 A, AZ wgeld 24" 1050(5, AF shgrdol Sl Hd Anks
AATE 5 gl vE)S ek =3 7 = WHE 28] fste] T Rl Folgs AP
k. e F JRE ARSEte] Abgel AN {83 FARE HE Ags AAT 5 vk A L
dE 5ol 1% A ArvtEadd e o9& 549 4l

tobrh, ZAtel A FAE dole] AAME AHgate], 1L-9 FYRE =9 o) W H(EE) Z4S 5Yo=
Sh Aol E= A, IL-R B 10 o o] e NEAFNE ol e Bl(Ew) FE 5o s a9t
W Ao B AR, A4S B, Aha el A Aol Eu AAMiEAsAE 257 2 =
= 19 1 ol TS fI%, A el Al 2AE, 2R ABAG g R(Es) AnA F84
< Bk 5 ol

5.7 A9 Jd &=

[L-9 EeE|=e} Wi So)Hor Adhshs & Wy A (7 I o & wolAE X = I A9
Aog s A e ve Ao AF, A, «d5, £ ZUHE 9% JAd 5HoR Agd 5 gl
o IL- 9 FEHE =S o) Hd W(Ee) A wd Aol IL-9R H= 110 sh o] ko] Mufule] o
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AZF A= FEI V54 Ul ORI 2EUS HHT F flu AW o|Fe=2 2SS UdT = e E
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WA == Aed Az sl vle2 ol £7] AXR E9E 4 vk, Hyez ) Azt T 2 A4
AR ol9fel e, QIZF 7MW 49, BW 9, 2 Y FFo] w2 ol E7] AlEel =4E 4 vk, #)
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AR-&- = FAZ] ¥
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7l B ool A Ak ZREFA i Hul A AEe, odF £, PCT I7/IHE WO 98/24893, WO
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o}B AY A~ (Abgenix, Inc.; Freemont, CA) 2 A (Genpharm; San Jose, CA)®} 72L& 3|A7F A7) 8 vl &4}
gk 7|&S o)gste] Auid el gk Q17 A E Al FE=d B 4 Q).

Zlvgt A= AR e FHES] UE oF=IREY EXRERZRYH fFid Exo|tt. 7l dAE ks
= e Fxolth, & Eo], =% [Morrison, 1985, Science 229:1202; 0i et al., 1986, BioTechniques
4:214; Gillies et al., 1989, J. Immunol. Methods 125:191-202] 2 53]%& [U. S. Patent Nos.
5,807,715, 4,816,567, 4,816,397, 2 6,331,415] #Z (1 ATS Yo Fu=z =Y.

(e}
(Fab, Fab', F(ab').sub.2, Fabc, Fv), (¢I7]4, RE T dxddog »
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ZydAa
gtk oE Bo], ¥4 (IR T 3% Z#IYa7t skt
g, = AdE | oju}, I F9olAel (DR Ex ZHJYa W77 5 &
TAE FAY A dASHA FE = Avk. 2P oYk Aok FRILE AL ofd Flojr.
o2, Azts} A 719 75% olgel, utgA s A= 90%, 7 ntA s AlE 95% ol/de] AMde] FE F
COR AMEat A=A Aelrf., <173}t A= G el Al A9 vdst Moz AidE 5 daL, 95 59,
COR-Z2H =¥ (5 53] EP 239,400; =#] &7) WO 91/09967; % w]=r 533 US 5,225,539, 5,530,101, %
5,585,089), HlUo]l¥ (veneering) %= gAd o)A (resurfacing) (% E3] EP 592,106 2 EP 519,596;
Padlan, 1991, Molecular Immunology 28 (4/5): 489-498; Studnicka et al., 1994, Protein Engineering
7(6):805-814; % Roguska et al., 1994, PNAS 91: 969-973), A9l M=% (chain shuffling) (v]= E3HE
US 5,565,332), % 7]E} olE& Eo}, W= 53 US 6,407,213, 5,766,886, WO 9317105, Tan et al., J.
Immunol. 169: 1119-25(2002), Caldas et al., Protein Eng. 13(5):353-60(2000), Morea et al., Methods
20(3):267-79(2000), Baca et al., J. Biol. Chem. 272(16):10678-84(1997), Roguska et al., Protein Eng.
9(10):895-904(1996), Couto et al., Cancer Res. 55(23 Supp): 5973s-5977s (1995), Couto et al., Cancer
Res. 55(8):1717-22(1995), Sandhu JS, Gene 150(2):409-10(1994), % Pedersen et al., J. Mol. Biol.
235(3):959-73 (1994)ell 7]=® 23} &2 7]&S o8 4 Aoy, oo IAFHA Fe=vh (7] =3 AHE
Fag 2 A =93h.

9
N
-
117

DS | SR %< > Tl oo

’;UFE

e el A, oAE Sl A fle FAES YA A" o ® Axd 5 vk, [Riechmann et
al., 1999, J. Immune. 231:25-38; Nuttall et al., 2000, Curr. Pharm. Biotechnol. 1(3):253-263;
Muylderman, 2001, J. Biotechnol. 74(4):277302; W= 53 US 6,005,079; 2 =A] 37] W& WO 94/04678,
WO 94/25591, 2 WO 01/44301 #=z, 1 Afo] Eo Hu=z =UH]

E3h, shue] @RI(dE 5o, IL-9 FEFE =)0l W Soor Agd o v A= Al eA4
WS o8ty s "B et Aot B FAE Axstd AHEE o v (dE S°], [Greenspan
& Bona, 1989, FASEB J. 7(5):437-444] % [Nissinoff, 1991, J. Immunol. 147(8):2429-2438] %%).

5.10.1 FAE FFst= FYRIYUEE NI

¥ odge FAClE ol -9 FelREm)d WSl o APshs PA T 1 wHe IYsE w2
QHE Mg FHste FTeRIUSHSE AT, B owwe =¥ A% 44, 0 97 Bt e 947
43 2A(AE Bol, A7) AR vk LA 2w FAE mYst FelwIUor s E4ste
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[0570]

SSS0ol 10-1224235

Lo HE2Y QB == g A BR| ol ¢lole] WMo Aolx 1 dA NS AAE 5= 9tk 4D4,
1 D11, 4D4com-XF-9, 4D4com-2F9, 7F3, 71A10, 22D3, 7F3com-3H5, 2 7F3com-3D42] ofm]:=4t A& o]
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At Ao FrEULEE Mdo] WEAW, FAY U EE ME 23S flste] FAlel eAE e

2 pEUHE Ade 24T 5 k. dE 5o, vE opv=al MES 2t FAE s flske],

& 5o, obl=at A&, Ad S(EE) Ade fste], A= DNA Ve, 59 Ad =dwelfE, PR, &
1

AFg& 4= 9t} (Sambrook et al., 1990, Molecular Cloning, A Laboratory Manual, 2d Ed., Cold Spring
Harbor Laboratory, Cold Spring Harbor, NY % Ausubel et al., eds., 1998, Current Protocols in
Molecular Biology, John Wiley & Sons, NY F%, o]|E EF 1 HAFo] Yo Hu=z E9dT.

TAAA AAFEHlA, 17] o]l (DRel BA4A AxF DNA 7|&S ol&ste Zydea Jdu=
A, ZEda 992 AAF R EAEAY e T Zddea 999 & da, vpAsHAE
A7 A=A Fdoltt (QIFF T AT JHEQ B o2 o £9], Chothia et al., 1998, J. Mol.
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[0571]

[0572]

[0573]

[0574]

[0575]

A7) wd e B4 WHeR &3 AXRE desta, FARAE AEe T4 wHoR uekste] &
wd o] A2 AAsth. wEka], B 4He o]F ZRnEd AEvbselA JdZH, B owwel gy, mE
9, mE o F EE A, B 2 dd me B dgo ddy dAE mgss ZEwEdegss ¢
frobe S5 AEE XS, ol A9 AihE AT uiEA g HAIGEHCAAE, A olfFxIREY &
o] S 9ste] T 2 AHE BF :mYshs WEE0] &5 AE WolA BA 2dd & gl

st S3-0d WE AAES o]&ste] 1 wge] A BEAE HEAA 4 JtH(dE £ w= 53 US
5,807,715 Zx). dlxAo=, ol &5-21d AlAaglE B4 39 IS AASaL ojofA AAT 4 = A
SEY 4 o, T3 A3 FEULHE IY MIRE FEASE F$ B g 3 ExE AW(in sitw)
BHAA F Qe AT 5 ok, HAEE drE, 34 29 HES Fste Az 2hee 29k DNA,
Zgp~n = DNA 5 I240E DNA 3d 9E 2 JAAsd Ad(d, o 2 b dh98 (8. subtilis))e}
2o v AE; A 29 NS diste AR an 3d WEE JA489 a5 (4, ALREulel A v Ao}
(Saccharomyces Pichia)); @A Z9 AEE& st Axd violelz g WE(d], viEEnto)e]2)E 734
H 2T AE A2d"; A4 79 AESs 28k AXF vholE s d wlE(

dE 5o, FElEeh EAolA
]

(LU=

2
N
QL'

i
&)

[>

=)

T
R H =
H AEAE A2 B IfeE AEETYH fid ZEREH(Y, dERFHURl TRRE) B IfeE

(off, oldlmnmtelzis F7] =ZRRE; HrAYol(vaccinia) HFolE|~  7.5K

IRTEHE FHelE AxY 4y PEHES 2 THFEE AE A|2E(9, C0S, CHO, BHK, 293, NSO, % 3T3
Alszyel ok, vl AE, Wddd 22 A, U v sAE, 233 Az g Bl dds 9
slol= W A E7F ARG A BExe] wdo] AgE 4 Qu. dE 5o, AolU= FxAE A AE

(Chinese hamster ovary cells:CHO)7F, <17} Alo]EdZdZulo]lg AR RE ] F9 3+ 27| F4AA T2REH Q
Zx(major intermediate early gene promoter element)®} 72 WE{e} &, Ao a34QA A3 A|~HY 4
At (Foecking et al., 1986, Gene 45:101; 2 Cockett et al., 1990, Bio/Technology 8:2). T-AA < A<
oA, IL-9 ZZFE= T I W WYgEojdgor Adsts ¥ Wi 34, F=A, fAH, e 2
GHS It FREULEHE Mde] BHe P ZREE, fFEsbed TREREEH EE XA 5ol Zan

Elol ojsf =dent

At Al z="]ell A, daAAZd A F2ke] ge® &k wel, oo 2y ¥HE fFEsid A9E ¢ vt
A= 5o, dA BAe AdxdE AxEHow e dAE Aietaa & w=, A AAE 5+ U o
o Y vud AEs © WE7F 22 Aolth. ol g #WE o HAFA dus, I
A =2 AEo] lac 2 9 497 2 ZHA(in frame) 22 WE 2 Aoz golAo]dx o] §3 vz
o] AAkE £ = R 2d W pUR278 (Ruther et al., 1983, EMBO 12:1791); pIN ®E (Inouye &
Inouye, 1985, Nucleic Acids Res. 13:3101-3109; Van Heeke & Schuster, 1989, J. Biol. Chem. 24:5503-
5509); 5ol vk, pGEX HWE|E A}&3to] FFEFE]R 5-EWAH A (GST) 9] 3 T A=A o R Z2|HE
=S A g dn dibAow olYd g9 diAES JF8A oA, MEY A SFEEZ ofrtrs H]
o & g AFA 7L ool Ay SFEEZS] EAA EEAH R §HH AERFE &olatA A
e vk, pGEX WHE FEYE X4 FAA bS] ST FEoERY oy £ J=F EFN ke A

Xa ZZelohd A% P98 EFAES 4AH] Yot

e
‘

el

L A 2"H A, eEaEy AEEYI} (Autographa californica) & thzhaly upo] 2] 2~ (AcNPV) 7} ol& #4
= W8 sles WEHZEA ALEHET. A] vlo)ldAaes AXEXH e IRV 208 (Spodoptera frugiperda) A
A ZY AES NMEHeR ufojg e H-IF JH(dE 5o, AR {FHzp) o

ANPY Z2RE (dE 50, dAAdd Z2RE)9 AojE Es 5 Ut
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i ofN
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ot 9
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ol ox r
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fo Lo 3 ofr Y oo
" N

2 o

AFEO A, o] nvholel2-7]A] HE A|2Fo] &gd 4 gk ofvwuto]g ATt U WEH=E
49, T A 29 A EE obdlmnrtoly] s AAN/WY Aol A, dF = 3

ipartite) 2t] Aol golAolAAZA 4 Uk, o] FHlE FAAE olo] AlFH
g ofdmnfolel s Alzel AT & vk, violE A Al H-Ba 9 (4.
74 =5 ToAA AL 7hse A EAE LdAE 5 A AxF vlelgl~E W
(o). [Logan & Shenk, 1984, Proc. Natl. Acad. Sci. USA8 1: 355-359]). EA /A Alze= Adw A
9 Ade a&AHd HF9E 8 T3 7" 5 vk, olE AEE ATG A ZE E 2
zege. m3, HA A=Y HYE BAE] ety A ZES dste 29 A9 E=
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[0577]

[0578]

[0579]

[0580]

E3, e M) BEE 2AsAY ek 54 WA oR FAA e WAL 28se S5 AR
#FE AR gln. 2 dad A= W (e, Feadsh) 3 2% (o, dAd)2 @A) ves
sl Tod 7 vk, doldh w5 Axe @i 9 fAdx AdEe] Mae 24 2 WY 99 54 0la
SolAQl M7 EE et AdY AEF B S5 AXEE AdEste] B o g 2vke W
g R 2As FRE vk o] Ao, fAAx AL 1A A, =e2dst, H Qlibske] Add =
e fe AE AAE e A S5 Axs AR ¢ 3ok e’ 244 S5 Al CHO, VERY, BIK,
Hela, COS, MDCK, 293,3T3,W138, BT483, Hs578T, HIB2, BT20 % T47D, NSO(UIQ1o & leje) oIyl
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Fo] A A2EE AMRE ¢ o, HAI Ao R thes XTI tk-, hgprt- HE aprt- AlEe] 7
& A, ezl wpoly s~ Elud Z|UAl [Wigler et al., 1977, Cell 11: 223], s}o]aZzbelo}
A [Szybalska & Szybalski, 1992, Proc. Natl. Acad. Sci. USA 48: 202], % o}dd
Al [Lowy et al., 1980, Cell 22: 8-17] 4=, &EF, vF ] AdS A &
A=A A EdEZ (antimetabolite) W& o8& + itk HEEZAEC WS FoAse dafr
[Wigler et al., 1980, Natl. Acad. Sci. USA 77: 357]; [O'Hare et al., 1981, Proc. Natl. Acad. Sci. USA
78: 1527]; wl=EHEAl] WAS ¥o3l= gpt [Mulligan & Berg, 1981, Proc. Natl. Acad. Sci. USA 78:
2072]; o= IAIE G418 WS HofskE= neo [Wu and Wu, 1991, Biotherapy 3: 87-95];
[Tolstoshev, 1993, Ann. Rev. Pharmacol. Toxicol. 32: 573-596]; [Mulligan, 1993, Science 260: 926-932];
and [Morgan and Anderson, 1993, Ann. Rev. Biochem. 62: 191-217]; [May, 1993, TIB TECH 11 (5): 155-2
15]; 3l Znjol Ao WAS F-odli= hygro [Santerre et al., 1984, Gene 30: 147]. AZ3 DNA 7]& Hof
of &3] TAE WS dAHoR ALt dte AP EES HAET 5 don, 1Yd e dE
o], I AFo] EYd Huz =dd uS o 7IAEo] Atk [Ausubel et al.(eds.), Current
Protocols in Molecular Biology, John Wiley & Sons, NY (1993)1; [Kriegler, Gene Transfer and
Expression, A Laboratory Manual, Stockton Press, NY (1990)]; 2 [Chapters 12 and 13, Dracopoli et
al.(eds), Current Protocols in Human Genetics, John Wiley & Sons, NY (1994)]; [Colberre-Garapin et
al., 1981, J. Mol. Biol. 150:1].

[
[

A AL BE e WE FFe] diF FhE ¢ dvk (AEE 98, v £ds Fad ¢ Uk
[Bebbington and Hentschel, The use of vectors based on gene amplification for the expression of cloned
genes in mammalian cells in DNA cloning, Vol. 3. (Academic Press, New York, 1987)1). @& Zdsl=
HE A 2E Fo] wiATE SF Tbed Ae, =5 AE g T EAEE JAAY s S v AR
o] 79 =5 S/ Aotk FFE g0l FA et Aol Y] wiimel, FAe AL wme SUke
Aolt}t [Crouse et al., 1983, Mol. Cell. Biol. 3: 257].
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[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]

Acad. Sci. USA 77: 2 197]. F3 2 ZHAE g Id AL cDNA & Als DNAE 28E = ).
o
H

Aot 2 dwe] A FAF AxF LA o8] AW, ojfmarEw X ZAE A TEA $F
g oo Wy, oF 5o AmvtEady] (. o] uF, A, 53 9uld A oo 54 Fdo gt
Asbg, 9 371 A9 Aazvteadd), dide, 28 83w Bl s, Ee 9ud GAE A 4ol
7Ieb #2271l ofdl gAE ¢ oolvk. m3h, R ouwe] @4 ms O 9, B Ay B gy
FAA AE olF FHHE= Mol §FAA GAE ol T 5

5.11 IL-9 ZREE=

-9 ZFE == 1L-9, FAA], Freal B2 29 gol7vy, e, IL-9, A, fred =2 29 dis
et 3 9dd Ak L9 ZEREEE Yoo Foriy 2 AY £ gtk 119 EYPEHES
FEULHE B(EE) ot Ade £3 TE T dolepo]zdA 3t + dY, ke FEHULH=
H(EE) opidt ME2 iAol Al 4zl =Y 9 AERY 71ES Aol 248 & dg. dE
gol, 3k 1L-99) Qs Ade WA deolehlo]zelA & 4 gt (o A& ME L NML000590;
FIG. 12 =), <17k IL-99] opulxat e %

13 #Fx) 2 = &Y A 60/371,683% (A15W ] 21zl 1L-9¢] ofw] x4t
A zHs 5 vk, upEA s AASEA A, IL-9 ZERE ==

o},

IL-9 ZHE =+ [L-99 "Zg-2~8lY (free-standing)" ©Ho|AY Ei=, 1 ©@Ho] RE k= 995 713
HA S A= 'l A& J9oz2A Pt o & ZEREE U9 IL-9 dHd 5 oy, B #ge] A
os Agtd 4 A& IL-9 @H YHE A di=, dE 5o, 27 IL-99 A-$3te olviAt g ofn| Ak

[e)
7] 1-15, 16-30, 31-46, 47-55, 56-72, 73-104, 105-126< F &3t} = olex2 FAY dHE I3},
| 8
[e]

e rr

glel = 9= [L-9 ZEHEEE, 4 o]/kh 5 o]/kh 6 o], 7 olAF

H =

£§, L ouve] Aol o8 2
10 o1, 11 o4, 12 o, 13 o4, 14 o4, 15 o4, 20 o4, 30 o4, 40 o4, 50

A — 1

o
oz

o/, 70 ©]/, 80 o]/, 90 o]/, 100 o], 110 o]/, 120 o] H& 125 o] ofniit Aol 4= ). o]
gt BAA, ", 53] <18 HY ZE olvi- F FfEEA-EY F oL Fu e 4% BT €Y,
F7F, 5,4,3,2 T 1 ofuial AYwtE AAY Fe WS ondi,

IL-9 ZAE = o fweF28e (Igh, IgE, IgG, IgDe BW =w¢l, = 7 R& (CHI, CH2, CH3, Z+
olg9 dojo] 23 W I FE), Ei &R (A oz 4Ry £ I b T oA E niAdH o

dE 5°f, £ FuzA I HdAZF =]iE, v= 53 415,876,969

( : T (19999 3¢ 2 W), £
0 413 622, ¥ n= E3] A 5,766,883% (1998 69 16¥ af) )3 §&ste] 7)vel ZNE ==
g o oJdo. 283 g dEe HAAE folsiA & 4 don A U

(¢3

O ox R
froox o mot

C 17k (D4 ZFME = e F Euel B THER

EvQlem e Zvel Gl tisto] 1
al., Nature, 33 1: 84 86 (1998)]& Fx %
IgG =+ Fc @AY 7S FcRn A3 FEY
96/22024 2 WO 99/04813 ). IgG H& U
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Aoz Yedt. JoE Fountoulakis et al., J. Biochem., 270: 3958-3964 (1995)]1%&
A A7) MEEE ;e G me w4 HEE B(dl. AEFEY (1A H2 EE
a) 24 A FEAY A of, ¥dd ZYHAHE=S HAEF 9 AAE »x¥ +
Janknecht ol 93l 7|&H Al QI3 AEFoA W Hwy &3 ade] S24<0 A
[Janknecht et al., 1991, Proc. Natl. Acad. Sci. USA 88:8972-897]. ©] A]xElojA] ™
(vaccinia) Ax3 Zeav|=g ABIRYEH, Ak oF a5 Z#dlo] oAie sl2FHd
H oopv - o] Berjoewr §3Ent. Hae 3 dWES fg wEE 2
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$2(Rous) &F welglze] 3' 31 ek whEio] hfE Z=WE [Yamamoto, et al., 1980, Cell 22:787-
7971, 292 Eluid 71uA Z2RE [Wagner et al.,1981, Proc. Natl. Acad. Sci. U. S. A. 78: 1441-
1445], wWE2E vl Fdxke] =4 A<A [Brinster et al., 1982, Nature 296: 39-42], HEZAlo]Zd
(Tet) ZZRE [Gossen et al., 1995, Proc. Nat. Acad. Sci. USA 89: 5547-5551]; HW|E}-ZrE}vA] T2 R E 9}
e JAME ure WE [Villa-Kamaroff, et al., 1978, Proc. Natl. Acad. Sci. U.S.A. 75:3727-3731], &=
+ tac Z2XFE [DeBoer, et al., 1983, Proc. Natl. Acad. Sci. U.S.A. 80: 21-25]; [Scientific American,
1980,242: 74-942] "Useful proteins from recombinant bacteria"] W3t #%); :=Z ¥ (nopaline) FAH & Z
25H 995 ¥3st= A2 33 WE [Herrera-Estrella et al., Nature 303: 209-213] & FHZY &
Z}ol = wpolel~ 355 RNA Z 2R E [Gardner, et al., 1981, Nucl. Acids Res. 9:2871], % J3dAH a4 &
222 o|al st R debAle] 2 RE [Herrera-Estrella et al., 1984, Nature 310: 115-120]; Gal 4 T2
B, ADC (23E H3|=2AUA]) Z2EE, PK (ZA2EZFYAE 7|UA) Z2RE, 473 TAVEA 223
Blo} e R FE U2 Jgoziye TawE o4, 9 24 Sol4S yehya At FEolA A}
|50l & teH 2 TE A Al 9 AFAAEA A depzERAl [ FAR Alo] 99 [Swift
et al., 1984, Cell 38: 639-6461; [Ornitz et al., 1986, Cold Spring Harbor Symp. Quant. Biol. 50: 399-
409]1; [MacDonald, 1987, Hepatology 7: 425-5151; 7§ wle} AlxeA 420 Ad&d FHa Ao 49
[Hanahan, 1985, Nature 315:115-122], HZ e A FoA A2l o]Fx=F2EY FHAF Alo] 9 [Grossched]
et al., 1984, Cell 38: 647-658]; [Adames et al., 1985, Nature 318: 533-538]; [Alexander et al., 1987,
Mol. Cell. Biol. 7: 1436-1444], 13+, 58}, A3} @ H|wk M ZoA A<l v~ GuF ZoF nlolg] A Ao
99 [Leder et al., 1986, Cell 45: 485-495], ZtollAl @Al AF¥ {22k Alo] 49 [Pinkert et al.,
1987, Genes and Devel. 1: 268-276], oAl &40 La-wjoldkwld {2k Alo] 4 [Krumlauf et al.,
1985, Mol. Cell. Biol. 5: 1639-1648]; [Hammer et al., 1987, Science 235: 53-58]; ZlrollA &A1 &a} 1-
SHHE YA 342 Alo] 99 [Kelsey et al., 1987, Genes and Devel. 1: 161-171], &< A|3EoA &2 ]
B2 28 58 Aol 99 [Mogram et al., 1985, Nature 315: 338-340]; [Kollias et al., 1986, Cell 46:
89-94]; ¥ T &SYAWEREACE AE FoA &4< wA™ 71A @A {AxF Alo] 9 [Readhead et
al., 1987, Cell 48: 703-712]; =AollA &2l meal A-2 FHAF Alo] 49 [Sani, 1985, Nature 314:
283-2861; & AEZANA FAQ FE-5o|A ol=ekAl (NSE) [Morelli et al., 1999, Gen. Virol. 80: 571-
83]; wEA AMEolA FAHA H-F 2AAEFAA (BDNF) F7A Aol @] [Tabuchi et al., 1998,
Biochem. Biophysic. Res. Com. 253: 818-823]; A’dA|lEolA 421 A wAxE So] ©d (GFAP) T2 R
[Gomes et al., 1999, Braz J Med Biol Res 32 (5):619-631]; [Morelli et al., 1999, Gen. Virol. 80: 571-
83] E AAElFolA A AT WE LEE FHA AlY] 99 [Mason et al., 1986, Science 234:
1372-1378].

ETHER ST ALNN, threl ol a4 WA XY AgE  Ach ofdlmuteld g wd W
= A%, TeWEE £t $F v oblsentole) 2 AR WS A
o

7 il
| Z2EH 9 352 gy Ade golA
o]

2
Je
st
__>|“_’,‘
2

o] T |
u o3 ofdllwutolE 2 Aol AU & vk, welEl~ AlEe] wl-da G (9.
E3)olle] A4S 7R &7 FdA ALT F A3 FA BAE HAANL F e AxE ]
Aot} (o. [Logan & Shenk, 1984, Proc. Natl. Acad. Sci. USA81: 355-3591). A€ &3 vuld =9
A& HAS 23] 5F AN Aavh =3 a4d 4 k. ol AEw ATG MA ZE E AFH MY
EFFeTh m=gh, A ZES AR AYEL] MYS 2AE] 93 A 7
k. olE QoA WY Ao AE 2 A ZES HA 2 A BFY
Hol &4 e dAF A3A 84, A AR 55 xFFoEH F4E 4 Tt [Bittner et

al., 1987, Methods in Enzymol. 153: 51-544].
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[0597]

[0598]

[0599]

[0600]

ZYREE, A=, Sd B 9 SdS 2dske AR A9E Frske 2d AEE Al 7hA d
A Aayow gld = ok (a) Ak 24, (b) "mHA" FHA 715 EA e A, 2 (o) AdE A
dol 2. A HoWelA, A7 ZefiEs, e, dld Be &9 Gds 2dshe A a4
o A MEs xete ZRBE ARESE At st ofdl, W H#E FTolM ZEFE=, JPEE=
ol = i 9MAS A9t AR EAE AEE 5 v FEA ASWedA, HE $ EeE
=, fEs, i w2 g3 @dS agste pRUSEHE Ade el o8 oyl ofw "wiA" #4
2 71 (ol Euid ZiukAl &4, FA8Ael iE WY, dddE 149, wEEdeld s & e9A @4 )
o] ol 7|xste] Axd #AE /55 A2ES A9 2 AED F Y. dE B, % @Mds Adsks
TEULEHE AEs WE S v FdA4 AL el Addstd, £ &l AQAE adske fdAE et
= AxFAE w7 A& 71w FA e FAd = gk ARA HAIReA, AzgAd oe Ed
= A AEE (e B0, €% @) E AT o= A2 T HHE AAY 5 Ao 28 HA
< e 5o Alddd AR Aa" Fo &5 @Ee] =94 B V1A 54, dE 501, A W 4
T VxR ¥ 5 v

T, AdE AL 2l A Y ks 54 oMY A4 S Mdsta Adse AS 55
Ax gz Aduad 5+ . 54 ZERH2REY 2de 54 freake] SAstA ddd = i
5, AR Add 3 @de) ds 248 5 du. dobh oY S5 AlEES WY 8 Y § A
glok Wg (i) Seladst, wujde] ditshel Sleja SR Al Seld viAYES et Add A
EF EE a5 AagE BEE e o ade] SAss WY 2 A nAstes dud ¢ dn. JdA
i, wrelgjol Alz=gloqe] wEe S Ast HA B2 AEES A Wi gaRdAe B2 Feadstd
Aees A Ao FAA A=) 1A dA], SEladst 3 Qlibste] H-dg AegE A AE TE
Zka Qe A 3 AEE AMRE F v ol EfF S5 AEEEE CHO, VERY, BHK, Hela, COS,
MDCK, 293, 313, WI38, NSO, 53], ofzit] SK-N-AS, SK-N-FI, SK-N-DZ <QIF wEEZH2EnR

(neuroblastomas)[Sugimoto et al., 1984, J. Natl. Cancer Inst. 73:51-57], SK-N-SH ¢17} w=Eg~En}
[Biochim. Biophys. Acta, 1982,704: 450-460], the.o](Daoy) <1zt A% wWEEZEZ2~ErH medul loblastomas)
[He et al., 1992, Cancer Res. 52: 1144-1148] DBTRG-05MG 2@ e ETt~Ewnl(glioblastoma) A% [Kruse et
al., 1992, In Vitro Cell. Dev. Biol. 28A: 609-614],IMR-32 <l7FF=EgtA~Ew} [CancerRes., 1970,30:
2110-2118], 132IN1 <1zt o}~EZA|En} (astrocytoma) [Proc. Natl Acad. Sci. USA, 1977,74: 4816], MOG-
G-CCM Q17 of~EZAEwl [Br. J. Cancer, 1984, 49: 269], US7MG 1%+ Fg|QEetiErn-ofrERAEv}
[Acta Pathol. Microbiol. Scand., 1968,74: 465-486], Al72 <17t 2@ E8~Ewn} [Olopade et al., 1992,
Cancer Res. 52: 2523-2529], C6 #E A0 AME [Benda et al., 1968, Science 161: 370-371], Neuro-2a
up9-~ FREZAEr [Proc. Natl. Acad. Sci. USA, 1970,65: 129-136], NB41A3 vl wREE2ER}
[Proc. Natl. Acad. Sci. USA, 1962,48: 1184-1190], SCP %(sheep) W& wWAF=ZZ [Bolin et al., 1994,
J. Virol. Methods 48: 211-221], G355-5, PG-4 11%¥o] AAF A AFM|E [Haapala et al., 1985, J. Virol. 53:
827-833]1, Mpf 3=A8] ¥ [Trowbridge et al., 1982, In Vitro 18: 952-960)¢} & FEY AMEF, D oA
tH, CRL7030 and Hs578Bst} 22, oldd) CIX TNA2 HE 4 i 94 [Radany et al., 1992, Proc. Natl.
Acad. Sci. USA 89: 6467-647113} 22 AN AEZFE Xl o5& IAHFAE FErh. g=o], Aoldk |

B/%F WA A28e el gl ot AEE 9T 1A & vk,

Axg EEE, PUE, @A Bt 53 9ude B0 DERE Aze] JaAt A wdol
Mgdait. o Sol, ZelREs, A, 9w w7 wMde Pddon wdse HEFE AP
& 4 ootk wlelela Al J1de Egeht B AHS Asslnc:, 448 9 24 8 (dAy
2, A4, A, A F44, Feloldds ¥4 5) 2L AUbsd vl s 2AHE DR &7
AEE FAABANL 5 vk o9 DB E98 T FA4ES S AEE I MANA 12207 §95
% 33 7 ohgel A9E WA vE £ Avh ARG Bear|E Fo AEASE vl Aol Uid A
G Polstn ALt BearEg o G U gHon BPsa 4getd], Adw F2d 9 AT
W2 gd e FA0oc)e BAY il Brh. o] PHE L9 FeWE o] WASo| Mo A
CEHEE, fYE, g mb g3 Bude wdss AXFE Adst vgdel A4ea & 9
oA AN 2A4E AEFE -9 FePESe] WASolgoR Aget: FWEE, PES, wud wi
&% wudel B0l 9L WAL HUTES ~ad L e 59 48 5 AT

we AW Azde] AgE 4 glom, ofyjo: s v wold s Y sldeAl [Wigler, et al.,
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1977, Cell 11: 223], 3slo]¥:IAtEl-Fopd ¥ A¥ IR ANEMATHTA [Szybalska & Szybalski, 1962,
Proc. Natl. Acad. Sci. USA48: 2026], % oldld ¥ B AEWNAT A [Lowy, et al., 1980, Cell 22:
817] FAA7E EFFEG o]ER @Xgﬂﬂc o, o5 717t tk-, hgprt- HEE aprt-AlXel| ALgE 4
ALk, w3, WEEIAMoEY didt S FoIst= dhfr [Wigler, et al.,1980, Natl. Acad. Sci. USA
77:3567; O'Hare, et al.,1981, Proc. Natl. Acad. Sci. USA 78: 1527], wlo]=ZH|&=Ako] gt WA S Fosle=
gpt [Mulligan & Berg, 1981, Proc. Natl. Acad. Sci. USA 78: 2072], oln]:=Zg]FAlo]= G-4189] o3k WA

S 9§33 neo [Colberre-Garapin,et al., 1981, J. Mol. Biol. 150. 11, 2 sfo]azutolal FH=o] ok
A= %04—8}—5 hygro [Santerre, et al., 1984, Gene 30: 1471l tigh A¥e] ZAZA dAl A3d=4 A
S AR 5 A

Azt L oa) A B Il T, gAY, o e g3 dEs Alxst, Al A
¥ odele] gd A iy, oAy A2uEdy] (dAd) o]l2uwd, M, 53] 9wl A Fof So] gy
of gk Mstw=, B ArE Fel Ay AaRvtEade]), AR, &% o], e dwWd AAE AT o
o] 718t EF 7wl ddte] ol AAT & Ak

4 A o

6 A A o

B e 54 AAGHE olste] Aol As, olE® ATEHE= A ol

6.1 AAd 1: F-1L-9 3] 7F3com-2H2¢] A=

pMI347 HME =S Alg3te] F-1L-9 A3 muwF2d A 7F3com-2125 A ZeTh.  7F3com-2H29] HdS =Y
3= pMI347 WMElE ZREY A EL AE7ss v 2l JHAE | 2H2 7k (kappa) A4 DNA 28 TR E,
22y 1 T4 MYFHAA 2d FAE, B ool B4 V1A B FAA W FAAe] a7k 594 {1 2

AEE oFold Y.

A WA ok ZFE FAHELS AEHISE v 2E A EE }lgéd mRNA ek 2 Zg]olujdolE #1

g9 27t 3 Ao] mpolE 2 40 (SV40) Z7] QA @ TERE H SV40 2] At 2 Zgoldd

3l o] AuE L FaEH FFER FAAEA (GS) cDNA 847 o] F {u} o] 8AE &F AX Ax Y
[e]

oA Fepam =] 3, SF B AT FAE fe Zasi

2i2 T4 2 A T FHE Z4z2 QA7 AlolEvdEuto]E & =x7

2H2 734 cDNAY] F HALS WEshs 5;- vHe g9, 4 a8% Zgo tﬂéﬁ}e 213 o}el(athe) SV40
z7] E¥lotulds}l Jooi o]Fort. o]d A MM /ZRE 4 EFotdld s} OﬂOﬂA x=
e AEZ el 1 FAH3 202 4 nRNAQ] & +ES BAdth. A 2 FH 2d HMEES {FY WY

= g

(hCMVie) Q1A, T2XE, H

td
A
1301 )

pMI347 HE 9] mixg @4 E vlolgx B4 7|d 2 A U F12F (dE B9, #E-SERA] 33 o]

3, A gt du 9 HEs uEe Aol

F-11-9 RxF2d 3A] 7F3com-2H2E ZYstE pMI347 #HEE A (DH5-a )9 FEHZ E3 dapy nAE
1=

wu
=4 (e} 1o
Z1eke]l FAE Folel #e BUH2~E of ("HUSH2E ZoF')o] A Sk 2004d 49 9UAE H= HAY
o}F mlyAtze] AAE= ofdEzt Bl AA Z A (American Type Culture Collection, ATCC)el 718 HZE
PTA-5913°. 2 7]&t=] )},

7F3com-2l129] YA|HS X {-F&E AX oy

2 W pMI347S AAIH TS 9% AF wi) FERAS Sate] 203-H AlEe] =515k 72X Fof
AE i NS FARE AT A wAE 4 FHolEd shskrk. 96A17E F o] AA S Wkl
A A F=A 5 AE g Fele FREAL QAR 1g6 FFS A ST

7F3com—2H22] QAT X {FEE AXE 9@

e dE pMI347S Sal 1 AF g4 dststa A7zl s NSO AlE Wz =slsklet. SFe +3
f A A SR AL E U Eden=E SRV Astel A28 ddagn. 2Ru peg @
Aelld e FRUSS dYgsrEd TS 9 2agdsta Hu 3 FRYsS &Y. aga
A o5 12 FARAAES SFE TR oA delA AG gAste] St WJM =2 opydE
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>

5o 54 404 2 Y 549 g8 2a9ean. Ee AW 259

5] . = r =
dol b RS 2EE el 2RSS A% AEFRA Brke) S8l Adesid.

o,

M= X ELISAS AF&8le] 7F3com-2H2 3FAoll thal AE wjg AS5ae ~3298tdtt.  dia-3-¢7t Ig6E
P AA ZHEE MAS AX g Fsd B QI Ig6 BEH T Aol sttt ol A
3T, ZYEES A& HAd 1g6E AASAT. I tE ZYoEES duFuo] WA GA-EAYE 4
-39t 16 22 @ASF vESAFT. ClFHo] A F . ZHo]EES U] A, A 71d
3,3',5,5'-HEgHENAIE 7+ Qo] 7tstm 58 T 0.IN FAS Jhste] 712 ©19 W (turnover)E
TAANAY. I gL vlo|aZZH0lE FEV|E AFEEY] 450mmoll A 7]E HeWE A3 Y. B FAS
2O-24 ARAAR ZFEYsa VX AEE FF FHIY vuste] 259 A 1g6 dFS Frskit

6.2 3 A A

0.5 M QIAF YEF, pH 6.5

5mM QA YEF, 40 mM NaCl, pH 6.5
50 mM =] A1-94F, 30 mM NaCl, pH 2.5
50 mM S A1-94F, pH 2.35

1.0 nM Eglx ¢17]

A 9 A3 g

FARESG (WFD)

1.0 N NaOH

0.1 N NaOH

20% (v/v) olet&

0.5 N NaOH, 400 ppm 3}o|Eo}lF A YEFH
A& 3 grzon

10 mM 3]2~E]d, 150 mM NaCl, pH 6.0

4 M AIEFH

A (58 Aes 7

Ll

M
il
bl
i
it
o
‘11101_5
S
%2,
o

300 kg A&

A= A7

Tl

RTIA=

gul

f
e
&
o

m
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[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]
[0658]
[0659]

[0660]

[0661]

[0662]

[0663]

[0664]

[0665]

[0666]

[0667]

[0668]

SSS0ol 10-1224235

27 -3 2719 2 (Stedin (FEY)) BF, &3

12

B PETG ¥

ol

Sk T2 9-(Watson Marlow) 1700 A5 =

A 9= (Wedgewood) UV, pH, A== %3]

o}m 4k sjula]o}(Amersham Pharmacia) I ERIE Y] ZA 7
%7 POROS HS50 %ol n3h 2

7 Pharmacia ret¥z A 3= A

QN

7l POROS HQ ol 3k A

e O{N

T8 ey A

ich

=
< 7H

ole| 2] H|~E (Integritest) TE Sle|22]E] H2=H 11

Wit o}xl3] ZEF=ul(Asahi Planova) 20 N wlo]#{ 2 A|A @Bl HE
W Zol(Millipore) 0.2 vlo] A2 FEt¥Eo](Durapore) ZE

de]xo] HEmte] I

CUNO 60LP, 10/60 SP ZE

CUNO ZE 8974

28 2=(Class) 100 F=

Ao AA 2 AP}

A W A MY AZRetEaHY @A, o g, 932 pH X @A 9 AFSE xS o] ©A
58 =3 A¥E wild ) DNA % BSA ¥ EdAHH(trasferrin)d 28 AE vl AES A A7 Yote] 1
otel Aoty T, o] W AA FE E UsALE Fdste 9 9 vlolyxE AA 2 EFAIIANTI=
HAES xgett

z7s 9A (24 1 WA 6)

9 AE Hg 2E(lot) ZHE FHEAY EE ts AXE oY REEERE EJ% 213 HHN% Tl 2
EZA AAGT. @Y 2E Alo|2R JRE RE UL2EY A dAES o]&3a A 2E AE F|
7] Y8A thE AE wgd REESS shte] Al RER 2@3TH oE So], 130 L @ 250 L AlE wjg
vho] e wk-g-71e] 2y F3= Z4Zb oigf 100 L % 200 L o|B=, ojgjgt F /e AE wigd REES EH3Y
shube] 300 L Al 2EZ 228 4= ok, DNAE AE3H7] Y8kl yZ a2 (PicoGreen) T+ A% PR A4S
AFEsle] AAE AR DNAE A%, od e oiE A A3 Jbse HPLC A = 280 nmell A<
W 3ol o3 F43%tt. AHES Fgisle T4 2EHS Us5A D AR & ZYgsict. 49 #

0.1 M NEEAom Z43} viA| 9 pHE 4.6 + 0.22 ZAH3Ic}, ZAYE 43 WA= L Eo] 0.2 nlo]aE

ek o] (Durapore) ZE 9} &7 CUNO HEE A}g3slo] of ¥}3it}.

Gol2 W F=vlEady G4 (G4 8)

ml QAHFES . 80 Ml ASIEH, pH 4.60% FEstE Fole wat A
5 A S AbgEle] AHET. 2 v 25 mM QAN EF pH 6.52 AHS A

B4 B, E3] BSAZ AAGTE. 20 mM ETa-ga gk MmMmm,w75§Aﬁ%w4%@

Hoje] 34
S &E%g. AHES &8% &, A7S 1.0 N NaOHZ A2]g3skar 2294 0.1 N NaOHW ol B33k},
reld A 3zdlEady (97 9)

Fol 1w AF=E 20 mil EFA-A3F &5, 40 M NaCl, pH 7.52 HFste rebaid A Al A4 =
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[0669]

[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]

[0677]

[0678]

[0679]

[0680]

SS=S0l 10-1224235

g gENor AHE BAES 50 mM A, 30 mM NaCl, pH 3.28 &8 3o},
A RAAES] pE 6.5 £ 0.22 F3}3it}. o] ABRmELY Y WA= AL A

=5 A o] wpA e, ARE HY dFHow AHeta, 0.1 N NaOHE A3
BE Aoz AHG thg Aol 20% (v/v) dlehs Fol Hygr.

S0l w3 F=velEay (94 10)

2 IzeEay dAE FAY ABE doe] FuE $E EEEES AASH] f8l akE v g
oty HHEE 0.5 M JMUEF, pl 6.5 HF3AZ o 5 mMl JAHEEF, 40 mM ASHEEF, pH 6.52 3
PIA Iy, olelgt st A, FshE rdd A AFES FYshE S0l wE AP 2dstar, ofegh
JeElstel A AAES vAY BFoz Fgsln 3 #ddW ESEES AU E5A10Y. ZA#E 1.0 N
NaOHZ F2]gd3tar 2204 0.1 N NaOHZF ol H#3hc}

o3t (A 11)

HA FAREF(FDE, 2t 5 oM AAUES, 40 il A3hIEF pH 6.52 Aojle] FHd dad Eefwnt
(Planova) (%F%™) 20 N ®udQl (718 7] = 20 i) &3 ol us APES ofaddr. PYES
g v AE Fue] 5 oml JIUEF, 40 mi ASPIEF, pll 6.5% FHE Ao W= IA4E TS

o35 Ve o] BAAHE AF3T)
2 pH X& (24 12)

50 mM 282, pH 2.358 Uxozs AAES pHE 3.4 + 0.18 ZAHsta o] pHE 30 + 10 ¥7F X3},
o pH AE =, 1.0 M EfA~ 7|2 AAE pHE 6.5 + 0.22 A3,

6.3 IL-9 A} RHUIL9S] A5 28

7}-8-4 7F3com-2H2 Z MHIA3 (YAM= IgG 2 Fab FH)Y 11438} rhull9e] 4% 28-S BlAcore 3000 “gH] [

Al Fabelel] Al gk gpupr]o} ulo] @ A4 (Pharmacia Biosensor) #|5]1& AME3he W AXZAFHA 3% A
Z(surface plasmon resonance detection)@ RUEIEITH. 100 WA 200 RUS] T AL oA ofql AZY 7)

ES ARk Q5 AMA (Fheprlob vho] oAl AlE) o] M AER mjE 2o rhullds ARAIZE. TF3com-
2H2% 0.15 M NaCl, 3 mM EDTA % 0.005% P20& -f3k= 0.01 M HPES pH 7.4%cl S|MAIATH. o]F9 mE

S|
M A gFdolA Pagivt. BE A} A 25T, 0.19 oM WA 100 oMo % WU, 75 ul/min®]

[s] pul
5 SXoA Y. F 3557F dolHE s 30 mM HC19] 33] 1+ H2E AF83ste] S AAA
A, TS FAES HIHE MEFeR 24 o oyt BHa AFoRRE AL AlAZEE rhull-9
Ad HJoz A2 Ao ZHEH FAFAT. dHolHE= 10 1 #¥o] A3 =2 (Langmuir binding model)ol 23
At AT ke E kor BTFE ARSI, o]2RH BRY] 3Y Y A, KLE T MY S5 G5 b

B (kors/kon) A T2 2 FES obd & 6 FAISHAT

F6
= ko (0's ) kore (5 ) KD (pl)
7F3com-2H2 Fab 1.68 % 105 369 X 10-5 215
7k3com-2H2 I¢G 4.76 x 100 |2.65 x 10° |
MH9AS Fab 2.8 x 100|180 x 10" |2
MHOAS gl 3.02 x 100 |8.94 x 10° |V

7 S =



[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

[0163]

SSS0ol 10-1224235
& Al =deva S¥sta ApEAes A A e AEE E WAAC Fas =913

EWY BuE d9
= 1A 2 1BE= (A) VH CDR1 (M€ 1), VH CDR2 (A4 61) 2 VH CDR3 (M 3) (74 #5<S VH CDR1Z ZHLO}
A4 LR S 20 UE 2 aie] T FA SR (AL D) ol qee e,

VL CDR1 (A4 4), VL CDR2 (M4¥ 5) % VL CDR3 (M4 6) (7} #F5<S VL (DR1Z W5t SAU= %1%_@
o] VDS 2 dAae] Jh A =gl (N 8] ofnlidt Aele e,

% 24 9 2BE (A) VH CDR1 (A< 1), VH CDR2 (A4 10) 2 VH CDR3 (M€ 3) (7F¢ R3S VH (DR1=2 Za}
of AYR UES o] Uehd)S 2= 4D4 H2-1 D11¢] 7P 4 vl (H"ﬂ 9)9] O}DI b EE dER
™ (B) VL CDRL (A< 4), VL CDR2 (A€ 5) 2 VL CDR3 (M¥ 6) (7F4 =S VL (DR1Z Zwréto] A=
WES o] e S 2He 4D4 H2-1 D119 7R A3 Z=wdid] (A 4D 8)9 ofn| it MES vERdTt.

T 34 9 3B= (A) VH CDR1 (A€ 11), VH CDR2 (A€ 10) ¥ VH CDR3 (A& 12) (V& =< VH (DR1Z &2
st AR FES 2o YEMW)S ZE= 4Ddcom-XF-99] 7MW S =l (M E 15)9] O]'U] AP AEE dE
U, (B) VL CDR1 (A€ 13), VL CDR2 (A 14) ¥ VL CDR3 (M€ 63) (/I 55 VL CDR1Z &3ty +
Mo 2 WEg o] YER) S 2h= 4Ddcom—XF-99] 7H A3 mvQl (M4E 16)9 O}Ul A e v

= 4A 2 4BE= (A) VH CDR1 (M€ 1), VH CDR2 (A< 10) 2 VH CDR3 (M ¥ 12) (7FF =52 VH CDR1=Z &4t
st SAUR UES 0] YERY)S ZEE 4D4com-2F99] 7FH F4 Tl (M E 17)/] obu Al IS e
W, (B) VL CDR1 (A< 4), VL CDR2 (<€ 14) % VL CDR3 (M ¥ 64) (7} #H=<S VL CDR1ZE E3te] =4
=2 1ES 2o YERE) S 2EE 4Ddcom-2F99] 7HH A Eddd (MY 18)9] oluiit AdS YERATE.

% 5A % 5BE (A) VH CDR1 (A€ 19), VH CDR2 (A< 61) % VH CDR3 (A< 3) (7FE 53 VH (DR1Z &2
dto] Az UWES 2o dEh) S = 7F3e) Tk Ff =dldd (Hd 21)91 obr =2k H 2& UEH,
(B) VL CDR1 (A< 4), VL CDR2 (A< 5) % VL CDR3 (M 20) (7}F¢ #F5S VL (DR1Z ZWate] Az 2
o 1o Yehi) S Zhs 7R3 T A EEQ) (A9 22)9) opwlnedt NS e

% 6A % 6BE (A) VH CDR1 (A% 19), VH CDR2 (A% 2) % VH CDR3 (A€ 3) (7F& #3& VH (DR1=Z E'I3}
of =MUE LIS o] yEh)S Zte 71A109] 7P T4 =Hl]l (M4 23)&4 obr 1 F AdE vepi,
(B) VL CDR1 (A< 4), VL CDR2 (A€ 5) % VL CDR3 (M 20) (7} #F5E VL (DR1Z ZWate] Az 9
=& o] Yehd) S 2t 71A109) 7P A =EQl (M9 24)9] opv] it H 45 UeEbdY

T 7A 2 7BE (A) VH CDR1 (A€ 19), VH CDR2 (A€ 61) 2 VH CDR3 (A4 3) (U4 F=S VH (DR1Z &

sl MYz WES To Yebd) S ZHE 7F3 22039 M F3) =Ee (M9 21)4 ol = AF A dS vERY

), (B) VL CDR1 (A< 4), VL CDR2 (A< 14) @ VL CDR3 (M€ 20) (7} =S VL (DR1IE =wslo] ¢=At)
2 WES o] YED)S ZE= 7F3 22039 VM A4 Tl (A4h 25)9] ofv| F A4E Ve

= 8A 2 8BE (A) VH CDRI (M€ 26), VH CDR2 (M4 2) = VH CDR3 (M <E 3) (7FF =< VH (DR1Z &3}
o FAYE WES 0] e S Zhe 7TR3com-2H29] 7M. F3 =HQd (MY 27)4 O}Ul 2b MEE YER
o, (B) VL CDR1 (A4 62), VL CDR2 (A< 65) % VL CDR3 (M¥ 20) (7FF #FH=S VL CDR1ZE &sto] 44
2 WS o] YEh)S 2k 7F3com2H29] 7HA A2 Eulel (M 28)9] ofn]ial DS yEbit

%= 9A 9% 9B (A) VH CDR1 (A& 44), VH CDR2 (A 45) 31 VH CDR3 (A& 46) (7} 54 VH (DR1= =2
dto] =MUE WES o] Yehd)S 2he TR3com-2H29] 7hE F =dldl (MY 43),1 HEYoEE AdL
YRR, (B) VL CDRL (A< 48), VL CDR2 (ML 49) 2 VL CDR3 (M€ 50) (7Fg =S VL (DR1Z E'23}o]
SAYE UES 1o Yehd) S Zhe 7F3com-2029] 7FH A Zrel (M 47)9 aﬂgE}E Ao e
=

% 10A 2 10BE (A) VH CDR1 (M€ 19), VH CDR2 (A4 2) 2 VH CDR3 (ME 3) (7FF #5<S VI (R1Z &2
ate] AR UES o] YERD S 2Ee TF3com-3H59] 7P 3 m=HIl (A E 29)«1 OM A AEE dE
W, (B) VL CDR1 (M€ 4), VL CDR2 (A< 14) % VL CDR3 (M€ 20) (7FF #H5S VL CDR1Z E@ato] A
2 gEs 2o Uehd) S 25 7F3com-3H59] 7R A =rgl (A 30)9] obv)iest AES et

% 11A % 11Bi= (A) VH CDR1 (A€ 26), VH CDR2 (A< 2) % VH CDR3 (M<E 3) (U} 5L VI (DR1Z &%
slo] AR UES 7o) eSS 2 7F3com-3D4¢] 7HA F4 Z=Elel (MY 319 ofn] At LS e
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[0164]

[0165]

[0166]

[0167]

SS50l 10-1224235

U™, (B) VL CDRL (A€ 62), VL CDR2 (A< 14) 2 VL CDR3 (A< 20) (7} H=S VL (DR1Z &W38le] &=
AUE 128 o] JeEh)S z2H= 7F3com-3D49] ZF A =l (A 32)9] oju A Y9S- vEldAT

T 12% WA delepol (H4 WE NM_000590)ell A e 1ZF IL-9 (HM4E 519 wEHLHE MES

T 138 AW T dloleiwlol A (4 I A60480 (A 52), NP_000584 (A< 53) 2 AAC17735 (A 54))9 A
A E Q17 IL-99] opv et A E-E YERATE.

T 14A WA 14CE ZW 3 dlojglHlo) A (M4 HE NM_002186 (MY 55), NM_176786 (A& 56) 2 NM_000206
(A4 57))0llA] A" <7k IL-9R AMBEAYe T = 49S vekdth. (A) HE HE NML_002186 2
(B) & Mz ML_176786> A3 IL-R &9} HBEf5 o]y d Al Ul LE= Mo, () HE HE
NM_000206<> 217F IL-9R #v} 2] wEelLEl= A doltt,

ki

5

fr

XA dolgho]~ (M4 H3E NP_002177 (A< 58); NP_789743 (A4 59) = NP_000197 (A4 6
A" AZF IL-9RQ] opv|Aal MES yERATE. A< W& NP_002177 2 NP_789743-2 <Q17F IL-9R &
9 o]ay AFA L oln| At AES peERATE.  NP_000197 2171 IL-9R 7w} #9] olm| ik Aol

lE_u

)oll %
A

wee

1
g

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYWIEWVRQAPGQGLEWMGEI
LPGSGTTNYNEKFKG RVTMTRDTSTSTVYMELSSLRSEDTAVYYCARADYYGS
DYVKFDYWGQGTLVTVSS

DI.QMTQSPSSLSASVGDRVTITCVKASQHVGTHVTWYQQKPGKAPKLLIYSTSY
RYSGVPSRFSGSGSGTD FTLTISSLQPEDFATYYC‘QHFYSYPLTF GGGTKVEIK

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYWIEWVRQAPGQGLEWMGE
WLPGSGTTNYNEKFKGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARADYY
GSDYVKFDYWGQGTLVTVSS

DIQMTQSPSSLSASVGDRVTlTCKASQHVGTHVTWYQQKPGKAPKLLIYSTSY
RYSGVPSRFSGSGSGTDFTLT!SSLQPEDFATYYCQHFYSYPLTFGGGTKVEIK
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EH34

=3B

E=H5B

s==4

QVQLVQSGAEVKKPGASVKVSCKASGYTFTYYWIEWVRQAPGQGLEWMGEWL
PGSGTTNYNEKFKGRVTMTRDTSTSTVYM ELSSLRSEDTAVYYCARADYYGSD

HVKFDYWGQGTLVTVSS

DIQMTQSPSSLSASVGDRVTITCLASQHVGTHVTWYQQKPGKAPKLLIYGTSY
RYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQHFYDYPLTFGGGTKVEIK

QVOLVQSGAEVKKPGASVKVSEKASGYTFTGYWIEWVRQAPGQGLEWMGE
WLRGSGTTNYNEKFKGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARADYY
GSDHVKFDYWGQGTLVTVSS

DIQMTQS PS.SLSASVGDRVTI-TCKASQHVGTHVTWYQQKPGKAPKLLiYGTSY
, RYSGVPSRFSGSGSGTD,FTLTiSSLQPEDFATYYCQHFYEYFLTFGGGTKVEIK

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSGYWI EWVRQAPGQGLEWMGEIL
LPGSGTTNYNEKFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARADYYGS
DYVKFDYWGQGTLVTVSS

DIQMTQSPSSLSASVGDRVTITCKASQHVGTHVTWYQQKPGKAPKLLIYSTSY
RYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFYEYPLTFGGGTKVEIK

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSGYWI EWVRQAPGQGLEWMGE!
LPGSGTTNPNEKFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARADYYGS
DYVKFDYWGQGTLVTVSS )
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ETSB

[}

DIQMTQSPSSL.SASVGDRVTITCKASQ HVGTHVIWYQQKPG KAPKLLIYSTSY
RYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFYEYPLTFGGGTKVEIK

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSGYWIEWVRQAPGQGLEWMGE!
LPGSGTTNYNEKFKGRVTITADESTSTAYM ELSSLRSEDTAWYCARADYYGS
DYVKFDYWGQGTLVTVSS

DIQMTQSPSSLSASVGDRVTITCKASQHVGTHVIWYQQKPGKAPKLLIYGTSY
RYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFYEYPLTFGGGTKVEIK

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSYYWIEWVRQAPGQGLEWMGEI
LPGSGTTNPNEKFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARADYYGS
DYVKFDYWGQGTLVTVSS

DIQMTQSPSSLSASVGDRVTITCKASQHV!THVTWYQQKPGKAPKLLlYGTS
YSYSGVPSRFSGSGSGTDFTLT{SSLQPEDFATYYCQQFYEYPLTFGGGTKVE!K

TE3com-2H2 Vg

1
46
91
136

181

226
271
316
361

CAGGTGCAG
TCCTCAGTG
TATTACTGG

CTGGTGCAG
AAGGTTTCC
ATAGAGTGG

GAGTGGATG
AATGAGAAG

GGAGAGATT

TCTGGGGCT
TGCAAGGCA
GTGCGACAG
TTACCTGGA

GAGGTGAAG
TCTGGAGGC

AAGCCTGGG
ACCTTCAGC

GCCCCTGGA
AGTGGTACT

CAAGGGCTT
ACTAACCCG

TTCAAGGGC

ACGAGCACA
ACGGCCGTG
TACGTCAAG

GCCTACATG
TATTACTGT
TTTGACTAC

TCCTCA

AGAGTCACC
GAGCTGAGC
GCGAGAGCG

ATTACCGCG
AGCCTGAGA
GATTACTAC

GACGAATCC
TCTGAGGAC
GGTAGTGAT

TGGGGCCAA
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7F3com-2H2 Vi,

1
46
91
136
181
226
271

GACATCCAG
GGAGACAGA
ACTCATGTA

ATGACCCAG
GTCACCATC
ACCTGGTAT

CTCCTGATC
AGGTTCAGT
AGCAGTCTG
TTTTACGAG

TATGGGACA

TCTCCATCC TCCCTGTICT
ACTTGCAAG GCAAGTCAG

GCATCTGTA
CATGTGATT

CAGCAGAAA CCAGGGAAA
TCCTACAGC TACAGTGGG

GGCAGTGGA
CAACCTGAA
TATCCTCTC

TATGGGACA GATTTCACT
GATTTTGCA ACTTATTAC
ACGTTCGGC GGAGGGACC

GCCCCTAAG
GTCCCATCA
CTCACCATC
TGTCAGCAA
AAGGTGGAG

5

316 ATCARA

EHI0A

QVQALVQSGAEVKKPGSSVKVSCKASGGTFSGYWI EWVRQAPGQGLEWMGEI
LPGSGTTNPNEKFKGRVTITAD ESTSTAYMELSSLRSEDTAWYCARADYYGS
DYVKFDYWGQGTLVTVSS

ZHI0B

DIQMTQSPSSLSASVGDRVTITCKASQHVGTHVIWYQQKPGKAPKLLIYGTSY
RYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFYEYPLTFGGGTKVEIK

EWIIA

QVQLVQSGAEVKKPGSSVKVSC KASGGTFSYYWIEWVRQAPGQGLEWMGEI
LPGSGTTNPNEKFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARADYYGS
DYVKFDYWGQGTLVTVSS

ZWI1IB

DIQMTQSPSSLSASVGD RVTITCKASQHVITHVTWYQQKPGKAPKLLIYGTSY
RYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFYEYPL 'FGGGTKVEIK

A4 Ws NM_000590

1 ccgetgteaa
caggccaggd
tgcaggaaga
tgggcattcee
ccaataccac
aagtactaaa
cggecaggeaa
tgagagggat
amaaagcttt
atcagttgtg

tgctecgtgg
atcaacaaga
tgtctetgtt
tcteagatga
aaatcagttg
aaccaaacca
aaagaaaaga
ttatcctatt tattaaattt
gtaagctact ctaaatcagt
ttgaaataaa t

ttacctetge
tectggacat
gcagtgctaa
catgctteag
tgattttcag
tttectgtga
gtettetgga

cctgetectg
caacttectce
tgtgaccagt
tgagagactg
tegggtgaaa
acagccatge
aattttccag

gatgettctg
gtgtccaacc
tecagettcoce
ctectgacaac
catgcaaaca
-.gaacaacaag
cgcgetgaca
gagaggcaag
ctctttaagt
attatttgtt

gcecatggtce
ttggegggga
aagtgccact
tgcaccagac
agatacccac
tgtccatatt
tttctgaaga
atatgaagat gaaatattat
tgctacaatt taaaaatcaa
taacattgta tgtctttatt
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EWI

2% W AB0480

A% s NP_000584
1 maellasags

61 massrépapr
121 glsrwavliwl
181 apgsadstrl
241 gsetrrlslf
301 lefvgdgiyn
361 enlslflwyl
421 akssqgvaiea
481 llkvgilyig
54% yldrtprcpp
601 gsgkgtvaal
661 ygltgkptme’
721 pevlilddat
781 reggthgglm

1 mllamvlitsa lllcsvaggg
61 sdnctrpcfs erlsqgmtntt

121 altflkslle ifgkekmrgm rgki

A% Wz AACIT735

1 mvltsalllc svagggcptl
61 trpdfserls gmintemgtr

acswdfprap
gerelpgasl
gacgvlratv
lhwgshptaf
Ivivvlsslg
ntmghvhshl
vrglellgim
lsamptvrsE
gglvtsgavs
sglltplhle
lgnlygptgg
eitaaavksg
saldansqlqg
ekkgeywamv

121 lkslleifgk ekmrgmrgki

A& s NM_002186

cptlagildi
mgtryplifs

psfpppaasr
awlgtvillil
gsksenagaqg
vvsyaaalpa
emaipfftgr
ggevigavlxr
lwgsvsltmv
aneegeagkf
sgnlvtfvly
glvgfqdvsE
gllldgkplp
ahsfisglpg
veqgllyespe
gapadape

agildinfli
yplifsrvkk:

nflinkmged
rvkksvevlk

gglggtrsfr
adwvllrtal
gwlaalkpla
aalwhklgsl
ltdwilgdgs
geteffqgqng
£1itipllfl’
reklgeiktl
agmgftgavev
aypnrpdvlv
gyehrylhrg
gydtevdeag:
rysrsvllit

nkmgedpask
svevlknnkc

s==4

paskchesan vtsclelgip
nnkcpyfsce gpengttagn

phrgaesprp grdrdgvrvp
prifsllivpt alpllrvwav
aalglalpgl alfreliswg
wvpgggggsyg npvrrllgel
adtftrnltl msiltiasav
tgnimsrvte dtstlsdsls
Ipkkvgkwyy llevgvresl
ngkeavayav nswttsisgm
1llsiyprvgk avgssekife
lggltftlrp gevtalvgpn
vaavggepqgv fgrslgenia
sglsgggrga valaralirk
ghlslveqgad hilfleggai

chesanvtse lclgipsdnc
pyfscegpen gttagnaltf

1 agcagetetyg taatgegett gtggtttcag atgtgggegg cotgtgtgaa cctgtegtge

61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961

1021
1081
1141
1201
1261
1321
© 1381
1441
1501
1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161

aaagctcacg
gcacccagag
tgggactggg
acatgggcac
ctgtcacagg
ttctcaggat
tcectettecac
agtgcaccgt
cttteccacca
cecggagaca
actgeatect
atgagctgge
ttgteggggt
aggccaggct
atacaggcca
gecctetgat
tectgetgac
tctaccagaa
ggaacttcca
ctggeaccee
gtggccecage
ceaggeteee

gggtacagac”

cggeteccee
acaactactg

cacagagete

tggagaccea
atgaggacet
tetaggtece
tggagceett
ctgtetggat
cagéctctac
cectgaectce
agggeccagec
ctgtgcctta
aaaaaaaaaa

tcaccaactg
atagttgggt
cagatgeate
ctggctectg
ggaaggacaa
cgattgccac
cagcaaccag
cgtgetgeca
ctgcatgtct
cgttaagctg
gacctggage
cttcaagaag
gacctggett
gegtgtecag
gtggagtgag
cccaccetgy
tggcecgace
cgtgecectet
gacttggatyg
acagggagece
gegtecttgg
ggggaaescty
gcttgeetat
agactcagag
tgecttggge
tgggececatce
gcaaggagtt
ccagggcatg
tgactcgeca
gtctgagact
ggaggctgga
ccteageate
tctgagaagt
tgggcecagt
ctgaggcace
a

ctgeagttat
gacaaatcac
tgggaaggct
gcctgeatcet
gggccaaggt
tggtetgece
gcteetggeyg
cctgaggeag
gggagggage
gaccegeect
atcagtecctg
caggaagagg
atacttgaag
atggccacac
tggagccage
gggtggecag
tacctectgt
ccagcgatgt
ggggceccacy
ttggagcect
aaatctgtag
agctcagagg
ctgceacagg
ggcagcagga
tgctatgggy
ccageeetgg
geetgggtge
ttgctocett
gatgecatcat

.gaacctcctyg

ggeteccece
ctgdceacaa
ggggtgtggt
ggacacaggt

tttetagaga

- 129 -

ctectgaatce
cteocaggttyg
ggaccttgga
gcatctgeac
ctagaacctt
cagagetggyg
gcacacataa
tgctegtgee
aggtcagcect
ctgacttgea
ccttggagee
cctgggagea
catttgaget
tggaggatga
ctgtgtgett
gcaacacccet
tcaagctgte
tettocagee

‘gggeeggtgt

gegtecagga
cectggagga
atgtgectgee
aggactggge
gcagcageag
gatggeacdt.
cctdtggect
tggctgatca
ctgtecteag
gtccattttg
agaaggggcece
tecaacceete
gttectteett
ctetoagety
aachagnat
ttaaaagggy

aggetgaggy
gggatgectce
gagtgaggcc
ctgtgtctge
cacctgecte
acagggctcee
gtgeatcttyg
atctgacaat
ggtggacecg
gageaacatc
aatgaccaca
ggcccageac
ggaccctgge
tgtggtagayg
ccaggetece
tgttgetgtg
geeeagggty
cctetacagt
getgttgage
ggccactgea
ggaacaggag
agcagggtgt
ceccacgtee
cagcagecagce
cteageecte
ttettgtgad
ctygccagagg
caaggctegyg
ggaaaatgga
cctageageg

‘tgcteagtge

cecattgteee
ttetgeecte
gaccacctgyg
cttgatgget

tetttgetgt
agacttgtga
ctgaggcgayg
ttgggagtcet
accaacaaca
agccectgge
cggggcagtyg
ttecaccatca
gagtacctge
agttctggee
cttecteaget
agggatcaca
tttatccatg
gaggagegtt
cagagacaag
tcecatettte
aagagaatct
gtacacaatg
caggactgtyg
ctgeteactt
ggccetggga
acggagtgga
ctgactagge

‘agcaacaaca

ceaggaaaca
catcagggece
cctgggetge
tectggacat
ctgaagttte
gtdagaggte
ctgtggggag
ttttctttat
atacccttaa
tgtgacctet
gttaaaaaaa

10-1224235



ET14B

EHI4C

#& vz NM_176786

1
61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961
1021
1081
1141
1201
1261
1321
1381
1441
1501,
1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161

agcagctctg
aaagctcacg
gcacceagag
tgggactggg
gagaacttge
aggaaagggg
gecgagacatg
agtcteotgte
caacattcte
ctggectecte
tgcaccgteg
ttcecaccact
tggagacacg
cttggageca
ctgggagcag
ctttgagdtg
ggaggatgat
tgtgtgettco
caacaccctt
caagctgteg
tgtgetggea
acttgtggec
gggaeceagge
tggagggtac
aggecggetce
aacaacaact
azcacicaga
ggcetggaga
ctgeatgagy .
acattctagyg
tttctggage
ggtecetgtet
ggageageet
ttatecctga
ttaaagggec
ctetetgtge
aaaaaaaaaa

taatgegett
tecaccaactyg
atagttgggt
cagatgcatce
cacggtgttt
ceceteagecce
ggcacctgge
acaggggaag
aggatcgatt
ttcaccagge
tgctgecace
gcatgtctgg
agcaacatca
atgaccacac
gcccagcaca
gaccectgget
gtggtagagg

‘caggctecce

gttgetgtgt
cccagactty
ccocacaggg
cagegegtee
teccocggggaa
agacgcttge
ccccagacte
actgtgeectt
getetgggece
‘tececagcaagg
acctecaggyg
tecectgacte
ccttgtetga
ggatggagge
‘ctacccteag
cctetekbgag
agcectgggee
cttactgagg
aaaaa

2% Wz NM_000206

-1
61
121
181
241
301
361
421
481
541
601
661
721
781
841
901

961.

"L021
1081
1141
1201

1261

1321
1381
1441

gaagagcaag
tgcecectget
.ccacagetga
cecteccaga
gcagctctga
atgataaagt
agttgcaaaa
gggaacccayg
ctccagagaa
acagattett
gectggactga
agaaacgcta
attggagtga
teetgtttge
ttectetgtgt
tagaggatct
gactggctga
ccocaaaagg
cctactggge
agadgaaccc
tgegtetedt
gcacocctte
cttetececte
cctteotett
tgataatecat

cgccatgttyg
gggagtgggg
tttettectg
ggtteagtgt
gceecageet
cecagaagtgce

aaaggagatc,

gagacaggce
cctaacactt
gaaccactgt
acaatcagtg
cacgtttegt
atggagccac
attggaagee
gtatttetgg
tgttactgaa
gagtctgcag
aggggccctt
cecececeatgt
cagggtoetyg
actecacctea
atttggedtt
agtctggoee
tecatetace
c

gtggtttcag
ctgcagttat
gacaaatcac
tgggaagtaa
catgetgtgg
agtcccttge
tcctggectyg
gacaagggcc
gccactggte
teectggcgge
tgaggeagtg
gagggagcag

atgtgggegg
ctéctgaate
ctecaggttg
ctgctgeaag
ctggtggtte
‘aggcetggace
catctgcate
aaggtctaga
tgccecagag
acacataagt
ctegtgecat
gtcagecetgg

gttctggeca ctgcatcectg

ttctecageta
gggatcacat
ttatccatga
aggagegtta
agagacaagg
ccatctttet
gatgggggee
agccttggag
ttggaaatet-
cctgagetea .
ctatctgeca
agagggeage
gggctgetat,
catcccagec
agttgectgg
catgttgcte
gccagatgda
gactgaacct
tggaggcetce
catcetggec

‘aagtggggty

cagtggacac
cacckticta

aagccatcat
ctgaacacga
accactatgce
tttgtgttca
accaacctea
‘agcecactate
cacctctacc
acacagatgc
cacaaactga
ttggagcact
gattatagac
gtteggagee
ccaatccact
gtggttatct

ctggaacgga

taccacggga
ceagactaca
9999agggge
tacaccctaa
tageccctaag

ccceactgty.

ceceacttga
ttecetttteg
cteegattgt

- 130 -

‘tgagctggee
tgtcggggtyg
ggccaggctg
tacaggceecag
cectetgate
cectgetgact
cacggggecy
ceetgegtee
gtggceetgyg
gaggatgtge
caggaggact
aggagcagca
gggggatgge
ctggectgtg
gtgetggetg
ccttetgtee
‘tcatgtecat’
cctgagaagg
cecectoaace
acaagttett
tggtctetea
aggtaagges
gaga;taaaa

taccattcac
caattectgac
ccacktgacte
atgtegagta
ctetgecatta
tattetctga
aaacatttgt
taaaactgca
gtgaatccca
tggtgcagta
ataagttetce
gctttaaece
gdgggagcaa
ctgttggete
cgatgececeg
acttttagge
gtgaacgact
‘ctggggecte
agcctgaaac
tggtactaac
gctgatttgg
gaattaccct
caggattett
teoctgaaceg

cectgtgtgaa
aggctgaggyg
gggatgeccete
aacggacaga
caggctgcac
ttggagagty
tgecacctgtg
accttcacct
ctgggacagg
geatcttgeg
ctgacaattt
tggacccgga
acctggagca
ttcaagaage
acctggctta
cgtgtccaga
tggagtgagt
ceaccetgygy
ggceegacct
gtgtgctgtt
aggaggecac
aggaggaaca
tgecageagy
gggecedeac
geagceageag
accteotéage
geettietty
gtcactgeca
tcageaagge
tttgggaaaa
ggceccctage
cctetgetea
ccttecatty
getgttetge
ccatgaccac
ggggettgat

atcectetta
gcccaatggg
cctecagtgtt
catgaattgce
ttggtacaag
agaaatcact
tgttcagcecte
gaatctggtg
gctagaactg
ccggactgac
cttgectagt
actectgtgga
tacttcaaaa
catgggattg

aattcccacc:

ctggagtggt
ctgcctegte
cecatgeaac
.ctgaaccecea
tttectteat

aattttgtge

tttgcecega
ccteccteece
atgagaaata

cctgtegtge
tctttgetgt
agacttgtga
cactgctgea
gctccattet
aggccctgag
tectgettggg
gectcaccaa
gctecagece
gggcagtgag
caccatcact
gtacctgeee
tcagtcctge
aggaagaggce
tacttgaage
tggccacact
ggagcecagece
ggtggecagyg
acctectgtt
gagccaggac
tgcactgete
ggagggeect
gtgtacggag
gteceetgact
cagcagcaac
‘ccteccagga
tgaccatecag
gaggeetggy
teggtectgg
tggactgaag
agcggteaga
gtgcetgtgyg
teccttttet
cctecatacce
ctggtgtgac
ggctgttaaa

ttcectgeage
aatgaagaca’
tcecactetge
acttggaaca
aactcggata
tctggetgte
caggacccac
atccectggg
aactggaaca
tgggaccaca
gtggatggge
agtgctcage
gagaatcdctt
attatcagcece
ctgaagaacc
gtgtctaagyg
agtgagatte
cagcatagcee
atecctetgac
tcaacccacc
ccecatgtaa
acatgttttt
tetttcecte
aagtttetgt

5

10-1224235



A% ws NP_002177

1

61
121
181
241
301
361
421
481

mglgrciweg wtlesealrr dmgtwllaci
ilridchwsa pelgqgsspw llftsngapg
tfhhemsgre gvslivdpeyl prrhvkldpp
velafkkgee aweqaghrdh ivgvtwlile
ytgqwsewsg pvcfgapgrg gplippwgwp

fygnvpspam f£fgplysvhn gnfgtwmgah.

cgparpwksv aleeeqegpy trlpgnlssg
pappdsegsr ssssssssnn nnycalgcyg
letqggvawv laghcqrpgl hedlggmllp

A% ws NP_789743

1
61
121
181
241
301

mhlgsncckn ggtllgrich gvscogwwig
twllacicic tevelgvsvt gegggprsrt
trllaahisa scgavsapsc chlrgeschl
nissghcilt wsispalepm ttllsyelaf
pgfihearlr vgmatleéddv veeerytggw
avgifllltg ptyllfklsp rlgwgptgpv

A& Wz NP_000197

1
&1
121
181
241
301
361

<110> MedImmune Inc.

mlkpsipfts. 11£1qlpllyg vglnttiltp

qefvinveym nctwnsssep gptnltlhyw:

eihlygtfvy glgdpreprr gatgmlklgn
helehlvgyr tdwéhswieq svdyrhkisl
shpihwgsnt skehpflfal eavvisvgsm
teyhgnfsaw. sgvskglaes lgpdyserle
pcytlkpet . '

SEQUENCE LISTING

<120> RECOMBINANT IL-9 ANTIBODIES AND USES

THEREOF

<130> PA05-587

<140> PCT/US2004/11172
<141> 2004-04-12

<150> 60/462,259
<151> 2003-04-11

<150> 60/477,797
<151> 2003-06-10
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cictevelgy
gthkeilrgs
sdlgsnissg
afeldpgfih
gntlvavsif
gagvllsgde
dvlpagctew
gwhlsalpgn
svlskarswt

aarsilgkgp
freltnnily
tispslstta
kkgeeaweqa
sewsgpveig
ce

ngnedttadf
vknsdndkvg
lvipwapenl
psvdggkryt
gkiisllovy
lvseippkgy

svigegqgpr
ectvvlppea
heiltwsisp
earlrvgmat
11ltgptyll
agtpggalep
rvgtlaylpg
tgssgpipal
£

sagslagwtl
idchwsapel
clggsrsaww
ghrdhivgvt
apgrqgplip

£lttmptdsl
keshylfsee
tlhklsesgl
frvrsrinpl
fwlertmpri
algegpgasp

sreftcltnn
vlvpsdnfti
alepmttlls
leddvveeer
fklsprvkri
cvgeatallt
edwaptsltr
acglscdhgg

esealrrdmg
gagsspwllf
trstepgdts
wlileafeld
pwgwpgntlv

svstlplpev
itsgeglgkk
elnwnnrfln
cgsaghwsew
ptlknledlv
cnghspywap

5
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<160> 65

<170> PatentIn version 3.2

<210> 1

<211> 10

<212> PRT

<213> Homo Sapiens

<400> 1

Gly Tyr Thr Phe Thr Gly Tyr Trp Ile Glu
1 5 10

<210> 2

<211> 17

<212> PRT

<213> Homo Sapiens

<400> 2

Glu Ile Leu Pro Gly Ser Gly Thr Thr Asn Tyr Asn Glu Lys Phe Lys
1 5 10 15

Gly

<210> 3

<211> 13

<212> PRT

<213> Homo Sapiens

<220>
<223> VH CDR3

<400> 3
Ala Asp Tyr Tyr Gly Ser Asp Tyr Val Lys Phe Asp Tyr
1 5 10

<210> 4

<211> 11

<212> PRT

<213> Homo Sapiens

<400> 4
Lys Ala Ser Gln His Val Gly Thr His Val Thr

- 132 -



<210> 5

211> 7

<212> PRT

<213> Homo Sapiens

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

<210> 6

<211> 9

<212> PRT

<213> Homo Sapiens

<400> 6
Gln His Phe Tyr Ser Tyr Pro Leu Thr
1 5

<210> SEQ ID NO 7

<211> LENGTH: 118

<212> TYPE: PRT

<213> ORGANISM: Homo sapiens

<400> 7

Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10
Ser Val Lys Ser Cys Lys Ala Ser Gly Tyr

20 25

15
Thr Phe Thr Gly Tyr Trp
30

Ile Glu Trp Val Arg Gln Ala Pro Gly Gln Leu Glu Trp Met Gly Glu

35 40

45

Ile Leu Pro Gly Ser Thr Thr Asn Tyr Asn Glu Lys Phe Lys Gly Arg

50 55

Val Thr Met Thr Arg Asp Thr Ser Thr Ser

65 70
Ser Ser Leu Arg Ser Glu Asp Thr Ala Val
85 90

Asp Tyr Tyr Gly Ser Asp Tyr Val Lys Phe

100 105
Thr Leu Val Thr Ser Ser
115

<210> 8

60
Thr Val Tyr Met Glu Leu

75 80
Tyr Tyr Cys Ala Arg Ala
95
Asp Tyr Trp Gly Gln Gly
110

- 133 -
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<211> 107
<212> PRT
<213> Homo sapiens

<400> 8
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln His Val Gly Thr His
20 25 30
Val Thr Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ser Thr Ser Tyr Arg Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

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

65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His Phe Tyr Ser Tyr Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 9
<211> 124
<212> PRT

<213> Homo sapiens

<400> 9
Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
Trp Ile Glu Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Glu Trp Leu Pro Gly Ser Gly Thr Thr Asn Tyr Asn Asn Glu Lys
50 55 60

Phe Lys Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ser Thr Ser Thr

65 70 75 80
Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Ala Arg Ala Asp Tyr Tyr Gly Ser Asp Tyr Val Lys Phe Asp
100 105 110
Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 10
<211> 17
<212> PRT

<213> Homo sapiens
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<400> 10

Glu Trp Leu Pro Gly Ser Gly Thr Thr Asn Tyr Asn Glu Lys Phe Lys
1 5 10 15

Gly

<210> 11

<211> 10

<212> PRT

<213> Homo sapiens

<400> 11
Gly Tyr Thr Phe Thr Tyr Tyr Trp Ile Glu
1 5 10

<210> 12

<211> 13

<212> PRT

<213> Homo sapiens

<400> 12
Ala Asp Tyr Tyr Gly Ser Asp His Val Lys Phe Asp Tyr
1 5 10

<210> 13

<211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223> VL CDR1

<400> 13
Leu Ala Ser Gln His Val Gly Thr His Val Thr
1 5 10

<210> 14

<211> 7

<212> PRT

<213> Homo sapiens

<400> 14
Gly Thr Ser Tyr Arg Tyr Ser

- 135 -



<210> 15

<211> 120

<212> PRT

<213> Homo sapiens

<400> 15

Gln Val Gln Leu Val Gln Ser
1 5

Ser Val Lys Val Ser Cys Lys

20
Trp Ile Glu Trp Val Arg Gln
35
Glu Trp Leu Pro Gly Ser Gly
50 55

Gly Arg Val Thr Met Thr Arg

65 70
Glu Leu Ser Ser Leu Arg Ser
85
Arg Ala Asp Tyr Tyr Gly Ser
100
Gln Thr Leu Val Thr Val Ser
115

<210> 16

<211> 107

<212> PRT

<213> Homo sapiens

<400> 16
Asp Ile GIn Met Thr Gln Ser
1 5
Asp Arg Val Thr Ile Thr Cys
20
Val Thr Trp Tyr Gln Gln Lys
35

Tyr Gly Thr Ser Tyr Arg Tyr

50 55

Ser Gly Ser Gly Thr Asp Phe
65 70
Glu Asp Phe Ala Thr Tyr Tyr
85
Thr Phe Gly Gly Gly Thr Lys
100

<210> 17

Gly
Ala
Ala
40

Thr

Asp

Glu

Asp

Ser
120

Pro
Leu
Pro
40

Ser
Thr
Cys

Val

Ala Glu Val Lys
10

Ser Gly Tyr Thr

25

Pro Gly Gln Gly

Thr Asn Tyr Asn
60
Thr Ser Thr Ser

75
Asp Thr Ala Val
90
His Val Lys Phe
105

Ser Ser Leu Ser
10

Ala Ser Gln His

25

Gly Lys Ala Pro

Gly Val Pro Ser
60

Leu Thr Ile Ser
75
Gln His Phe Tyr
90
Glu Ile Lys
105

Lys Pro Gly Ala

15

Phe Thr Tyr Tyr

30

Leu Glu Trp Met

45

Glu Lys Phe Lys

Thr Val Tyr Met

80

Tyr Tyr Cys Ala

95

Asp Tyr Trp Gly

110

Ala Ser Val Gly

15

Val Gly Thr His

30

Lys Leu Leu Ile

45

Arg Phe Ser Gly

Ser Leu Gln Pro

80

Asp Tyr Pro Leu
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<211> 120
<212> PRT

<213> Homo sapiens

<400> 17
Gln Val GIn Leu

1

Ser Val Lys Val
20

Trp Ile Glu Trp

35
Gly Glu Trp Leu
50
Lys Gly Arg Val

65
Met Glu Leu Ser

Ala Arg Ala Asp

100

Gln Gly Thr Leu
115

<210> 18
<211> 107
<212> PRT

Val
Ser
Val
Pro
Thr
Ser
85

Tyr

Thr

<213> Homo sapiens

<400> 18

Asp Gln Ile Met
1

Asp Arg Val Thr

20
Val Thr Trp Thr
35
Ile Tyr Gly Thr
50
Ser Gly Ser Gly

65
Glu Asp Phe Ala

Thr
5

Ile
Tyr
Ser
Thr

Thr
85

Gln Ser
Cys Lys
Arg Gln
Gly Ser

55
Met Thr

70
Leu Arg

Tyr Gly

Val Ser

Gln Ser
Thr Cys
GIn Gln
Tyr Arg
55

Asp Phe

70
Tyr Tyr

Thr Phe Gly Gly Gly Thr Lys

100

<210> 19
<211> 10
<212> PRT

<213> Homo sapiens

Gly Ala Glu Val
10
Ala Ser Gly Tyr
25
Ala Pro Gly Gln

Gly Thr Thr Asn

Arg Asp Thr Ser

75
Ser Glu Asp Thr
90
Ser Asp His Lys
105
Ser
120

Pro Ser Ser Leu
10
Lys Ala Ser Gln
25
Lys Pro Gly Lys
40
Tyr Ser Gly Val

Thr Leu Thr Ile

75
Cys Gln His Phe
90
Val Glu Ile Lys
105

Lys

Thr

Tyr
60
Thr

Phe

Ser
His
Ala
Pro

60
Ser

Tyr

Lys Pro Gly Ala
15
Phe Thr Gly Tyr
30
Leu Glu Trp Met
45
Asn Glu Lys Phe

Ser Thr Val Tyr

80
Val Tyr Tyr Cys
95
Asp Tyr Trp Gly
110

Ala Ser Val Gly
15
Val Gly Thr His
30
Pro Lys Leu Leu
45
Arg Phe Ser Gly

Ser Leu Gln Pro
80

Glu Tyr Pro Leu
95
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<400> 19
Gly Gly Thr Phe Ser Gly Tyr Trp Ile Glu
1 5 10

<210> 20

<211> 9

<212> PRT

<213> Homo sapiens

<400> 20
Gln Gln Phe Tyr Glu Tyr Pro Leu Thr
1 5

<210> 21

<211> 119

<212> PRT

<213> Homo sapiens

<400> 21

Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10
Ser Val Lys Ser Cys Lys Ala Gly Gly Thr
20 25

Phe Ser Gly Tyr
30

Glu Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40
Ile Leu Pro Gly Ser Gly Thr Thr Asn Tyr
50 55
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr

65 70
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala
85 90
Ala Asp Tyr Tyr Gly Ser Asp Tyr Val Lys
100 105
Thr Leu Val Thr Val Ser Ser
115

<210> 22

<211> 107

<212> PRT

<213> Homo sapiens

<400> 22
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser
1 5 10

45
Asn Glu Lys Phe
60
Ser Thr Ala Tyr

75
Val Tyr Tyr Cys

Phe Asp Tyr Trp
110

Leu Ser Ala Val

Arg Val Thr Ile Thr Cys Lys Ala Ser Gln His Val Gly Thr

20 25

30

Thr Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Lys Leu
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15
Trp Ile

Gly Glu
Lys Gly
Met Glu
80
Ala Arg

95
Gly Gln

Gly Asp
15
His Val

Leu Ile
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35 40 45
Tyr Ser Thr Ser Tyr Arg Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Tyr Glu Pro Leu Thr
85 90 95
Gly Phe Gly Gly Gly Thr Lys Val Ile Glu Lys
100 105
<210> 23
<211> 121
<212> PRT

<213> Homo sapiens

<400> 23

GIn Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Gly Tyr

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

65 70 75 80
Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95
Arg Ala Asp Tyr Tyr Gly Ser Asp Tyr Val Lys Phe Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 24
<211> 107
<212> PRT

<213> Homo sapiens

<400> 24

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln His Val Gly Thr His

20 25 30
Val Thr Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ser Thr Ser Tyr Arg Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
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65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Tyr Cys Gln Gln Phe Tyr Glu Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 25
<211> 107
<212> PRT

<213> Homo sapiens

<400> 25

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Ser Gln His Val Gly Thr

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

65 70 75 80
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Tyr Glu Tyr Pro
85 90 95
Leu Thr Phe Gly Gly Gly Thr Val Glu Ile Lys
100 105
<210> 26
<211> 10
<212> PRT

<213> Homo sapiens

<400> 26
Gly Gly Thr Phe Ser Tyr Tyr Trp Ile Glu
1 5 10

<210> 27

<211> 122

<212> PRT

<213> Homo sapiens

<400> 27
Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Tyr Tyr
20 25 30
Trp Ile Glu Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
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35
Gly Glu Ile Leu Pro Gly
50

Lys Gly Arg Val Thr Ile
65 70
Met Glu Leu Ser Ser Leu
85
Ala Arg Ala Asp Tyr Tyr
100
Gly Gln Gly Thr Leu Val
115

<210> 28

<211> 107

<212> PRT

<213> Homo sapiens

<400> 28

Asp Ile Gln Met Met Thr
1 5

Asp Arg Val Thr Ile Thr

20
Val Thr Trp Tyr Gln Gln
35
Tyr Gly Thr Ser Tyr Ser
50
Ser Gly Ser Gly Thr Asp

65 70
Glu Asp Phe Ala Thr Tyr
85
Thr Phe Gly Gly Gly Thr
100

<210> 29

<211> 122

<212> PRT

<213> Homo sapiens

<400> 29
Gln Val GIn Leu Val Gln
1 5
Ser Val Lys Val Ser Cys
20
Trp Ile Glu Trp Val Arg
35
Gly Glu Ile Leu Pro Gly
50

Lys Gly Arg Val Thr Ile

Ser
55

Thr

Arg

Gly

Thr

Gln
Cys
Lys
Tyr
55

Phe
Tyr

Lys

Ser

Lys

Gln

Ser
55

Thr

40
Gly Thr Thr Asn Pro
60

Ala Asp Glu Ser Thr
75

Ser Glu Asp Thr Ala
90

Ser Asp Tyr Val Lys

105
Val Ser Ser
120

Ser Pro Ser Ser Leu
10
Lys Ala Ser Gln His
25

Pro Gly Lys Ala Pro

40

Ser Gly Val Pro Ser
60

Thr Leu Thr Ile Ser

75
Cys Gln Gln Phe Tyr
90
Val Glu Ile Lys
105

Asx Ala Glu Val Lys
10
Ala Ser Gly Gly Thr
25
Ala Pro Gly Gln Gly
40
Gly Thr Thr Asn Pro
60

Ala Asp Glu Ser Thr

45
Asn Glu Lys Phe

Ser Thr Ala Tyr
80
Val Tyr Tyr Cys
95
Phe Asp Tyr Trp
110

Ala Ser Val Gly
15
Val Ile Thr His
30
Lys Leu Leu Ile
45
Arg Phe Ser Gly

Ser Leu GIn Pro

30
Glu Tyr Pro Leu
95

Lys Pro Gly Ser
15
Phe Ser Gly Tyr
30
Leu Glu Trp Met
45
Asn Glu Lys Phe

Ser Thr Ala Tyr
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65 70
Met Glu Leu Ser Ser Leu Arg Ser
85
Ala Arg Ala Asp Tyr Tyr Gly Ser
100

Gly Gln Gly Thr Leu Val Thr Val
115 120

<210> 30

<211> 105

<212> PRT

<213> Homo sapiens

<400> 30

Asp Ile Gln Met Thr GIn Ser Pro

1 5

Asp Arg Thr Ile Thr Cys Lys Ala

20

Thr Trp Tyr Gln Lys Pro Gly Lys
35 40

Thr Ser Tyr Arg Tyr Ser Gly Val

50 55
Ser Gly Thr Asp Phe Thr Leu Thr

65 70
Phe Ala Thr Tyr Tyr Cys Gln Gln
85

Gly Gly Gly Thr Lys Val Glu Ile
100

<210> 31

<211> 127

<212> PRT

<213> Homo sapiens

<400> 31

Gln Val GIn Leu Val Gln Ser Gly
1 5

Ser Val Lys Lys Pro Gly Ser Ser

20
Gly Thr Phe Ser Tyr Tyr Trp Ile
35 40
Gln Gly Leu Glu Trp Met Gly Glu
50 55
Asn Pro His Glu Lys Phe Lys Gly

65 70
Ser Thr Ser Thr Ala Tyr Met Glu
85
Thr Ala Val Tyr Tyr Cys Ala Arg
100

75 80
Glu Asp Thr Ala Val Tyr Tyr Cys
90 95
Asp Tyr Val Lys Phe Asp Tyr Trp
105 110
Ser Ser

Ser Ser Leu Ser Ala Ser Val Gly
10 15
Ser Gln His Val Gly Thr His Val
25 30
Ala Pro Lys Leu Leu Ile Tyr Gly
45
Pro Ser Arg Phe Ser Gly Ser Gly
60
[le Ser Ser Leu Gln Pro Glu Asp

75 80
Phe Tyr Glu Tyr Pro Leu Thr Phe
90 95
Lys
105

Ala Glu Val Lys Lys Pro Gly Ser
10 15
Val Lys Ser Cys Lys Ala Ser Gly
25 30
Glu Trp Val Arg Gln Ala Pro Gly
45
Ile Leu Pro Gly Ser Gly Thr Thr
60
Arg Val Thr Ile Thr Ala Asp Glu

75 80
Leu Ser Ser Leu Arg Ser Glu Asp
90 95
Ala Asp Tyr Tyr Gly Ser Asp Tyr
105 110
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Val Lys Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Ser Ser
115 120 125

<210> 32

<211> 107

<212> PRT

<213> Homo sapiens

<400> 32

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln His Val Ile Thr His

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

65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Tyr Glu Tyr Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 33
<211> 25
<212> PRT

<213> Homo sapiens

<400> 33
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser
20 25

<210> 34
<211> 14
<212> PRT
<213> Homo sapiens

<400> 34
Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10
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<210> 35

<211> 32

<212> PRT

<213> Homo sapiens

<400> 35
Arg Val Thr Met Thr Arg Asp Thr Ser Thr Ser Thr Val Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 36

<211> 11

<212> PRT

<213> Homo sapiens

<400> 36
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
1 5 10

<210> 37

<211> 25

<212> PRT

<213> Homo sapiens

<400> 37
GIn Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser
20 25
<210> 38
<211> 32
<212> PRT

<213> Homo sapiens

<400> 38
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 39
<211> 23
<212> PRT
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<213> Homo sapiens

<400> 39
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys
20

<210> 40

<211> 15

<212> PRT

<213> Homo sapiens

<400> 40
Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
1 5 10 15

<210> 41

<211> 32

<212> PRT

<213> Homo sapiens

<400> 41
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15
Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

<210> 42

<211> 10

<212> PRT

<213> Homo sapiens

<400> 42
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
1 5 10

<210> 43

<211> 366

<212> DNA

<213> Homo sapiens

<400> 43
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caggtgcagce
tcctgcaagg
cctggacaag
aatgagaagt
atggagctga
tactacggta
tcctea

<210> 44
<211> 30
<212> DNA
<213> Homo

<400> 44
ggaggcacct

<210> 45
<211> 51
<212> DNA
<213> Homo

<400> 45
gagattttac

<210> 46
<211> 39
<212> DNA
<213> Homo

<400> 46
gcggattact

<210> 47

<211> 321
<212> DNA
<213> Homo

<400> 47

gacatccaga
atcacttgca
gggaaagccce
aggttcagtg
gaagattttg
gggaccaagg

<210> 48
<211> 33

tggtgcagtc tggggctgag
catctggagg caccttcagc
ggcttgagtg gatgggagag
tcaagggcag agtcaccatt
gcagcctgag atctgaggac
gtgattacgt caagtttgac

sapiens

tcagctatta ctggatagag

sapiens

gtgaagaagc
tattactgga
attttacctg
accgceggacg
acggeccegtgt
tactggggcc

ctgggtcctc agtgaaggtt
tagagtgggt gcgacaggcc
gaagtggtac tactaacccg
aatccacgag cacagcctac
attactgtgc gagagcggat
aaggaaccct ggtcaccgtce

ctggaagtgg tactactaac ccgaatgaga agttcaaggg ¢

sapiens

acggtagtga ttacgtcaag

sapiens

tgacccagtc tccatcctcc
aggcaagtca gcatgtgatt
ctaagctcct gatctatggg
gcagtggata tgggacagat
caacttatta ctgtcagcaa
tggagatcaa a

tttgactac

ctgtctgcat
actcatgtaa
acatcctaca
ttcactctca
ttttacgagt

ctgtaggaga cagagtcacc
cctggtatca gcagaaacca
gctacagtgg ggtcccatca
ccatcagcag tctgcaacct
atcctctcac gttcggegga
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51

39

60
120
180
240
300
360

366

60
120
180
240
300
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<212> DNA
<213> Homo sapiens

<400> 48
aaggcaagtc agcatgtgat tactcatgta acc 33

<210> 49

<211> 15

<212> DNA

<213> Homo sapiens

<400> 49
gggacatcct acagc 15

<210> 50

<211> 27

<212> DNA

<213> Homo sapiens

<400> 50
cagcaatttt acgagtatcc tctcacg 27

<210> 51

<211> 591

<212> DNA

<213> Homo sapiens

<400> 51

ccgcetgtcaa gatgettctg gecatggtece ttacctctge cctgetectg tgeteegtgg 60
caggccaggg gtgtccaacc ttggegggga tcctggacat caacttcctc atcaacaaga 120
tgcaggaaga tccagcttcc aagtgccact gcagtgctaa tgtgaccagt tgtctetgtt 180
tgggcattcc ctctgacaac tgcaccagac catgcttcag tgagagactg tctcagatga 240
ccaataccac catgcaaaca agatacccac tgattttcag tcgggtgaaa aaatcagttg 300
aagtactaaa gaacaacaag tgtccatatt tttcctgtga acagccatgce aaccaaacca 360
cggcaggcaa cgcgcetgaca tttctgaaga gtcecttctgga aattttccag aaagaaaaga 420

tgagagggat gagaggcaag atatgaagat gaaatattat ttatcctatt tattaaattt 480

aaaaagcttt ctctttaagt tgctacaatt taaaaatcaa gtaagctact ctaaatcagt 540
atcagttgtg attatttgtt taacattgta tgtctttatt ttgaaataaa t 591
<210> 52

<211> 144

<212> PRT

<213> Homo sapiens

<400> 52
Met Leu Leu Ala Met Val Leu Thr Ser Ala Leu Leu Leu Cys Ser Val
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1 B)

Ala Gly Gln Gly Cys Pro Thr Leu Ala

20
Leu Ile Asn Lys Met Gln Glu
35
Ala Asn Val Thr Ser Cys Leu
50 55
Thr Arg Pro Cys Phe Ser Glu

65 70
Met Gln Thr Arg Tyr Pro Leu
85
Glu Val Leu Lys Asn Asn Lys
100
Cys Asn Gln Thr Thr Ala Gly
115

Leu Glu Ile Phe Gln Lys Glu

130 135

<210> 53

<211> 808

<212> PRT

<213> Homo sapiens

<400> 53

Met Ala Glu Leu Leu Ala Ser
1 5

Pro Arg Ala Pro Pro Ser Phe

20
Leu Gly Gly Thr Arg Ser Phe
35
Arg Pro Gly Arg Asp Arg Asp
50 55

Arg Cys Pro Ala Pro Arg Gly

65 70
Ala Trp Leu Gly Thr Val Leu
85
Arg Thr Ala Leu Pro Arg Ile
100
Pro Leu Leu Arg Val Trp Ala
115

Trp Leu Gly Ala Cys Gly Val

130 135

Glu Asn Ala Gly Ala Gln Gly
145 150
Ala Ala Leu Gly Leu Ala Leu
165
Ile Ser Trp Gly Ala Pro Gly
180
Trp Gly Ser His Pro Thr Ala
195

Asp
40
Cys

Arg

Ile
Cys
Asn

120
Lys

Pro
Arg
40

Gly

Cys

Leu
Phe
Val

120
Leu

Trp

Pro

Ser

Phe
200

25
Pro

Leu

Leu

Phe
Pro
105
Ala

Met

Pro
25
Pro

Val

Arg

Leu
Ser
105
Gly

Arg

Leu
Gly
Ala

185
Val

10
Gly Ile

Ala Ser

Gly Ile

Ser Gln
75

Ser Arg

90

Tyr Phe

Leu Thr

Arg Gly

Ser Ala
10
Pro Ala

His Arg

Arg Val

Cys Leu

75
Leu Ala
90
Leu Leu

Leu Ser

Ala Thr

Ala Ala
155

Leu Ala

170

Asp Ser

Val Ser

Leu
Lys
Pro
60

Met
Val
Ser

Phe

Met
140

Pro
60

Pro
Asp
Val

Arg

Val
140

Leu

Leu

Thr

Tyr

Asp
Cys
45

Ser

Thr

Lys
Cys
Leu

125
Arg

Ser

Ser

45

Met

Gly

Trp
Pro
Trp

125
Gly

Lys

Phe

Arg

Ala
205

15
Ile Asn Phe
30
His Cys Ser

Asp Asn Cys

Asn Thr Thr

80
Lys Ser Val
95
Glu Gln Pro
110
Lys Ser Leu

Gly Lys Ile

Trp Asp Phe
15

Arg Gly Gly

30

Glu Ser Pro

Ala Ser Ser

Ala Ser Leu

80
Val Leu Leu
95
Thr Ala Leu
110
Ala Val Leu

Ser Lys Ser

Pro Leu Ala
160
Arg Glu Leu
175
Leu Leu His
190
Ala Ala Leu
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Pro Ala Ala Ala Leu Trp His

Gly
225
Gly

Ser

Asp

Thr
Gly
305
Gln
Gln

Ser

Tyr
Val
385

Leu

Arg

Ala
Lys
Ala
465

Leu

Gly

Gln
Gln
Thr

545
Gly

Asp

Val

Ala

210

215

Gln Gly Gly Ser Gly Asn

Ser Glu Thr Arg

Ser

Trp

Leu
290
Asp
Gly
Gln

Thr

Leu
370
Ser

Pro

Met
Phe
450
Val

Leu

Ala

Phe
Lys
530

Pro

Leu

Val

Thr

Leu

Leu Gly

260
Ile Leu
275

Met Ser
Gly Ile
Glu Val
Asn Gln

340
Leu Ser

355
Val Arg

Leu Thr

Lys Lys

Ser Leu
420

Pro Thr
435

Arg Glu
Ala Tyr
Lys Val

Val Ser

500
Thr Gln
515
Ala Val

Arg Cys

Val Gln

Leu Val
580

245
Glu

Gln

Ile
Tyr
Phe
325
Thr

Asp

Met
Val

405
Ala

Val
Lys
Ala
Gly

485
Ser

Ala

Gly

Pro

Phe
565

Leu

230
Arg Leu

Met Ala

Asp Gly

Leu Thr
295

Asn Asn

310

Gly Ala

Gly Asn

Ser Leu

Leu Cys
375
Val Thr
390
Gly Lys

Lys Ser

Arg Ser

Leu Gln
455

Val Asn

470

Ile Leu

Gly Asn

Val Glu

Ser Ser
535

Pro Ser

550

Gln Asp

Gln Gly

Ala Leu Val Gly Pro

595

Leu Gln Asn Leu Tyr Gln Pro Thr

Lys

Pro

Ser

Ser
280

Ile

Thr

Val

Ile

Ser

360
Leu

Leu

Trp

Ser

Phe
440
Glu
Ser

Tyr

Leu

Val
520
Glu
Gly

Val

Leu

Leu

Val
Leu
Pro

265
Ala

Ala
Met
Leu
Met

345
Glu

Leu

Tyr

Gln
425

Ala

Ile

Trp

Ile

Val

505
Leu

Lys

Leu

Ser

Thr
585

Gly Ser

Arg Arg
235

Phe Leu

250

Phe Phe

Asp Thr

Ser Ala

Gly His
315

Arg Gln

330

Ser Arg

Asn Leu

Gly Ile

Thr Leu
395

Gln Leu

410

Val Ala

Asn Glu

Lys Thr

Thr Thr
475

Gly Gly

490

Thr Phe

Leu Ser
Ile Phe
Leu Thr

555

Phe Ala
570

Phe Thr

Asn Gly Ser Gly

600

Leu

220
Leu

Val

Thr

Phe

Val
300
Val
Glu
Val

Ser

Met
380
Pro

Leu

Glu
Leu
460
Ser

Gln

Val

Ile
Glu
540

Pro

Tyr

Leu

Lys

Trp

Leu

Leu

Gly

Thr
285

Leu

His

Thr

Thr

Leu

365
Leu

Leu

Gly
445
Asn
Ile

Leu

Leu

Tyr
525
Tyr

Leu

Pro

Arg

Val

Gly
Val
Arg

270
Arg

Glu
Ser
Glu
Glu

350
Phe

Trp

Leu

Val

Ala
430

Glu

Gln

Ser

Val

Tyr

510
Pro

Leu

His

Asn

Pro

Cys
Val
255

Leu

Asn

Phe
His
Phe
335

Asp

Leu

Phe
Gln

415
Leu

Ala
Lys
Gly
Thr

495
Gln

Arg

Asp

Leu

Arg
575

Gly

Leu
240
Leu

Thr

Leu

Val
Leu
320
Phe
Thr

Trp

Ser
Leu
400
Val

Ser

Gln
Glu
Met
480

Ser

Met

Val
Arg
Glu

560
Pro

Pro Gly Glu

590

Ser Thr Val Ala

605
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610 615

620

Asp Gly Lys Pro Leu Pro Gln Tyr Glu His Arg Tyr Leu His Arg Gln

625 630
Val Ala Ala Val Gly Gln Glu

645
Glu Asn Ile Ala Tyr Gly Leu
660
Thr Ala Ala Ala Val Lys Ser
675

Pro Gln Gly Tyr Asp Thr Glu

690 695
Gly Gly Gln Arg Gln Ala Val
705 710

Pro Cys Val Leu Ile Leu Asp
725
Ser Gln Leu Gln Val Glu Gln
740
Ser Arg Ser Val Leu Leu Ile
755
Ala Asp His Ile Leu Phe Leu
770 775

635
Pro Gln Val Phe Gly Arg Ser

650

Thr Gln Lys Pro Thr Met Glu

665 670
Gly Ala His Ser Phe Ile Ser
680 685
Val Asp Glu Ala Gly Ser Gln

700
Ala Leu Ala Arg Ala Leu Ile
715

Asp Ala Thr Ser Ala Leu Asp
730

Leu Leu Tyr Glu Ser Pro Glu
745 750

Thr Gln His Leu Ser Leu Val

760 765

Glu Gly Gly Ala Ile Arg Glu

780

640
Leu Gln

655
Glu Ile

Gly Leu

Leu Ser

Arg Lys
720

Ala Asn
735

Arg Tyr
Glu Gln

Gly Gly

Thr His GIln Gln Leu Met Glu Lys Lys Gly Cys Tyr Trp Ala Met Val

785 790

GIn Ala Pro Ala Asp Ala Pro
805

<210> 54

<211> 140

<212> PRT

<213> Homo sapiens

<400> 54

795
Glu

800

Met Val Leu Thr Ser Ala Leu Leu Leu Cys Ser Val Ala Gly Gln Gly

1 5
Cys Pro Thr Leu Ala Gly Ile
20
Met Gln Glu Asp Pro Ala Ser
35
Ser Cys Leu Cys Leu Gly Ile
50 55
Phe Ser Glu Arg Leu Ser Gln

65 70
Tyr Pro Leu Ile Phe Ser Arg
85
Asn Asn Lys Cys Pro Tyr Phe
100
Thr Ala Gly Asn Ala Leu Thr
115

10
Leu Asp Ile Asn Phe Leu Ile
25 30
Lys Cys His Cys Ser Ala Asn
40 45
Pro Ser Asp Asn Cys Thr Arg
60
Met Thr Asn Thr Thr Met Gln

75
Val Lys Lys Ser Val Glu Val
90
Ser Cys Glu Gln Pro Cys Asn
105 110
Phe Leu Lys Ser Leu Leu Glu
120 125

Gln Lys Glu Lys Met Arg Gly Met Arg Gly Lys Ile
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15
Asn Lys

Val Thr

Pro Cys

Thr Arg
30

Leu Lys

95

Gln Thr

Ile Phe
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130

<210> 55

<211> 2171
<212> DNA
<213> Homo

<400> 55

agcagctctg
aaagctcacg
gcacccagag
tgggactggg
acatgggcac
ctgtcacagg
ttctcaggat

tcetettceac
agtgcaccgt
ctttccacca
cccggagaca
actgcatcct
atgagctggce
ttgtcggggt

aggccaggct
atacaggcca
gcectetgat
tcctgetgac
tctaccagaa
ggaacttcca
ctggcacccc

gtggcccagce
ccaggctccc
gggtacagac
cggcteccecc
acaactactg
cacagagctc
tggagaccca

atgaggacct
tctaggtccce
tggagccectt
ctgtctggat
cagcctctac
ccctgacctce
agggccagcece

ctgtgcectta

dadaadaaaa

<210> 56
<211> 2175

135

sapiens

taatgcgett gtggtttcag
tcaccaactg ctgcagttat
atagttgggt gacaaatcac
cagatgcatc tgggaaggct
ctggctcctg gectgeatcet
ggaaggacaa gggccaaggt
cgattgccac tggtctgecce

cagcaaccag gctcctggeg
cgtgectgeca cctgaggeag
ctgcatgtct gggagggagc
cgttaagctg gacccgecect
gacctggagc atcagtcctg
cttcaagaag caggaagagg
gacctggctt atacttgaag

gcgtgtccag atggccacac
gtggagtgag tggagccage
cccaccctgg gggtggecag
tggcccgacce tacctcectgt
cgtgcectcet ccagegatgt
gacttggatg ggggcccacg
acagggagcc ttggagecct

gegtecttgg aaatctgtgg
ggggaacctg agctcagagg
gcttgectat ctgccacagg
agactcagag ggcagcagga
tgcettggge tgctatgggg
tgggcccatc ccagceectgg
gcaaggagtt gcctgggtgce

ccagggcatg ttgctcectt
tgactcgcca gatgcatcat
gtctgagact gaacctcctg
ggaggctgga ggctccceecce
cctcagcatc ctggccacaa
tctgagaagt ggggtgtggt
tgggcccagt ggacacaggt

ctgaggcacc tttctagaga
a

atgtgggcgg
ctcctgaatce
ctccaggttg
ggaccttgga
gcatctgcac
ctagaacctt
cagagctggg

gcacacataa
tgctegtgece
aggtcagcct
ctgacttgca
ccttggagee
cctgggagcea
cctttgaget

tggaggatga
ctgtgtgctt
gcaacaccct
tcaagctgtc
tcttccagee
gggeceggtgt
gcgtccagga

ccctggagga
atgtgctgcee
aggactgggc
gcagcagcag
gatggcacct
cctgtggect
tggctggtca

ctgtcctcag
gtccattttg
agaaggggcce
tcaacccctce
gttctteett
ctctcagctg
aaggcaccat

ttaaaagggg

140

cctgtgtgaa
aggctgaggg
gggatgcctc
gagtgaggcc
ctgtgtctge
cacctgcctce
acagggctcc

gtgcatcttg
atctgacaat
ggtggacccg
gagcaacatc
aatgaccaca
ggccecagceac
ggaccctggce

tgtggtagag
ccaggctccc
tgttgctgtg
gcccagggtg
cctctacagt
gctgttgage
ggccactgca

ggaacaggag
agcagggtgt
ccccacgtee
cagcagcagc
ctcagccctce
ttcttgtgac
ctgccagagg

caaggctcgg
ggaaaatgga
cctagcagcg
tgctcagtge
ccattgtccc
ttctgeecte
gaccacctgg

cttgatggct

cctgtegtge
tctttgetgt
agacttgtga
ctgaggcgag
ttgggagtct
accaacaaca
agccectgge

cggggcagtg
ttcaccatca
gagtacctgc
agttctggcee
cttctcagcet
agggatcaca
tttatccatg

gaggagcgtt
cagagacaag
tccatcttte
aagagaatct
gtacacaatg
caggactgtg
ctgctcactt

ggccctggga
acggagtgga
ctgactaggc
agcaacaaca
ccaggaaaca
catcagggcc
cctgggcetge

tcctggacat
ctgaagtttc
gtcagaggtc
ctgtggggag
ttttctttat
atacccttaa
tgtgacctct

gttaaaaaaa
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60
120
180
240
300
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480
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<212> DNA
<213> Homo

<400> 56

agcagctctg
aaagctcacg
gcacccagag
tgggactggg
gagaacttgc
aggaaagggg
gcgagacatg

agtctctgtc
caacattctc
ctggctcectce
tgcaccgtcg
ttccaccact
cggagacacg
cttggagcca

ctgggagcag
ctttgagctg
ggaggatgat
tgtgtgcttce
caacaccctt
caagctgtcg
tgtgctggca

acttgtggcc
gggaccaggce
tggagggtac

aggccggctce
aacaacaact

aacacacaga
ggcctggaga

ctgcatgagg
acattctagg
tttctggagce
ggtcctgtcet
ggagcagcct
ttatccctga
ttaaagggcc

ctctetgtge
aaaaaaaaaa

<210> 57

<211> 1451
<212> DNA
<213> Homo

<400> 57
gaagagcaag

sapiens

taatgcgctt
tcaccaactg
atagttgggt
cagatgcatc
cacggtgttt
ccctecagecc
ggcacctgge

acaggggaag
aggatcgatt
ttcaccaggc
tgctgccacc
gcatgtctgg
agcaacatca
atgaccacac

gcccagcaca
gaccctggcet
gtggtagagg
caggctcccc
gttgctgtgt
cccagacttg
ccccacaggg

cagcgcegtcc
tccecggggaa
agacgcttgc
ccccagactce
actgtgcctt
gctetgggee
cccagcaagg

acctccaggg
tceectgacte
ccttgtctga
ggatggaggc
ctaccctcag
cctctctgag
agcctgggec

cttactgagg
aaaaa

sapiens

gtggtttcag
ctgcagttat
gacaaatcac
tgggaagtaa
catgctgtgg
agtcccttgce
tcctggectg

gacaagggcc
gccactggtce
tcetggeggce
tgaggcagtg
gagggagcag
gttctggceca
ttctcagcta

gggatcacat
ttatccatga
aggagcgtta
agagacaagg
ccatctttct
gatgggggcc
agccttggag

ttggaaatct
cctgagctca
ctatctgcca
agagggcagce
gggctgctat
catcccagcc
agttgcctgg

catgttgctce
gccagatgca
gactgaacct
tggaggctcc
catcctggcee
aagtggggtg
cagtggacac

cacctttcta

atgtgggegg
ctcctgaatc
ctccaggttg
ctgctgcaag
ctggtggttc
aggctggacc
catctgcatc

aaggtctaga
tgccccagag
acacataagt
ctcgtgccat
gtcageectgg
ctgcatcctg
tgagctggcec

tgtcggggtyg
ggccaggctg
tacaggccag
ccctetgate
cctgetgact
cacggggccg
ccctgegtec

gtggeectgg
gaggatgtgc
caggaggact
aggagcagca
gggggatggc
ctggectgtg
gtgctggetg

ccttetgtee
tcatgtccat
cctgagaagg
ccectcaacce
acaagttctt
tggtctctca
aggtaaggca

gagattaaaa

cctgtgtgaa
aggctgaggg
gggatgcctce
aacggacaga
caggctgcac
ttggagagtg
tgcacctgtg

accttcacct
ctgggacagg
gcatcttgeg
ctgacaattt
tggacccgga
acctggagca
ttcaagaagc

acctggctta
cgtgtccaga
tggagtgagt
ccaccctggg
ggcccgacct
gtgtgetgtt
aggaggccac

aggaggaaca
tgccagcagg
gggccceccac
gcagcagcag
acctctcagc
gectttettg
gtcactgcca

tcagcaaggc
tttgggaaaa
ggceecectagce
cctetgctcea
cctteccattg
getgttetgce
ccatgaccac

ggggcttgat

cctgtegtgce
tctttgetgt
agacttgtga
cactgctgca
gctcecattcet
aggccctgag
tctgettggg

gcctcaccaa
gctccagecc
gggcagtgag
caccatcact
gtacctgecc
tcagtcctgc
aggaagaggc

tacttgaagc
tggccacact
ggagccagece
ggtggecagg
acctcctgtt
gagccaggac
tgcactgctc

ggagggccct
gtgtacggag
gtccectgact
cagcagcaac
cctceccagga
tgaccatcag
gaggcetggg

tcggtectgg
tggactgaag
agcggtcaga
gtgcctgtgg
tceettttet
cctcatacce
ctggtgtgac

ggctgttaaa

cgccatgttg aagccatcat taccattcac atccctctta ttcctgcagce
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tgcecectget
ccacagctga
cccteccaga
gcagctctga
atgataaagt
agttgcaaaa

gggaacccag
ctccagagaa
acagattctt
gctggactga
agaaacgcta
attggagtga
tcetgtttgce

ttctetgtgt
tagaggatct
gactggctga
ccccaaaagg
cctactgggce
agaagaaccc
tgcgtctcat

gcacccctte
cttcteecte
ccttectett
tgataatcat

<210> 58

<211> 521
<212> PRT
<213> Homo

<400> 58

gggagtgggg
tttcttectg
ggttcagtgt
gceccagect
ccagaagtgc
aaaggagatc

gagacaggcc
cctaacactt
gaaccactgt
acaatcagtg
cacgtttcgt
atggagccac
attggaagcc

gtatttctgg
tgttactgaa
gagtctgcag
aggggccctt
ccceccatgt

cagggtcctg
actcacctca

atttggcatt
agtctggccc
tccatctacc
c

sapiens

ctgaacacga
accactatgc
tttgtgttca
accaacctca
agccactatc
cacctctacc

acacagatgc
cacaaactga
ttggagcact
gattatagac
gttcggagece
ccaatccact
gtggttatct

ctggaacgga
taccacggga
ccagactaca
88ggaggggc
tacaccctaa
tagccctaag
ccccactgtg

cceccacttga
ttectttteg
ctccgattgt

caattctgac
ccactgactc
atgtcgagta
ctctgcatta
tattctctga
aaacatttgt

taaaactgca
gtgaatccca
tggtgcagta
ataagttctc
gctttaaccce
gggggagcaa
ctgttggcte

cgatgcccceg
acttttcggce
gtgaacgact
ctggggcctce
agcctgaaac
tggtactaac
gctgatttgg

gaattaccct
caggattctt
tcctgaaccg

Met Gly Leu Gly Arg Cys Ile Trp Glu Gly Trp

1

5

Ala Leu Arg Arg Asp Me

Cys Thr Cys

35

Pro Arg Ser

50

20

Val Cys Le

t Gly Thr

u Gly Val
40

Arg Thr Phe Thr Cys

55

Asp Cys His Trp

65
Leu Leu Phe Thr

Leu Arg Gly Ser
100
Val Pro Ser Asp
115
Arg Glu GIn Val
130

Val Lys Leu Asp

Ser Ala Pro
70

Ser Asn Gln

85

Glu Cys Thr

Asn Phe Thr

Ser Leu Val
135

Pro Pro Ser

Glu

Ala
Val
Ile

120
Asp

Asp

10
Trp Leu Leu
25
Ser Val Thr

Leu Thr Asn

Leu Gly Gln

75
Pro Gly Gly
90
Val Leu Pro
105

Thr Phe His

Pro Glu Tyr

Leu Gln Ser

gcccaatggg
cctcagtgtt
catgaattgc
ttggtacaag
agaaatcact
tgttcagctc

gaatctggtg
gctagaactg
ccggactgac
cttgecctagt
actctgtgga
tacttcaaaa
catgggattg

aattcccacc
ctggagtggt
ctgcctcegtce
cccatgcaac
ctgaacccca
tttcecttceat
aattttgtgc

tttgccecga
ccteectecec
atgagaaata

aatgaagaca
tccactctgce
acttggaaca
aactcggata
tctggetgte
caggacccac

atccecctggg
aactggaaca
tgggaccaca
gtggatgggc
agtgctcagce
gagaatcctt
attatcagcc

ctgaagaacc
gtgtctaagg
agtgagattc
cagcatagcc
atcctctgac
tcaacccacc
ccccatgtaa

acatgttttt
tcttteecte
aagtttctgt

Thr Leu Glu Ser Glu

Ala Cys
30

15

Ile Cys Ile

Gly Glu Gly Gln Gly

45

Asn Ile Leu Arg Ile

60

Gly Ser

Thr His
Pro Glu
His Cys

125

Leu Pro
140

Asn Ile

Ser Pro Trp

80
Lys Cys Ile
95
Ala Val Leu
110
Met Ser Gly

Arg Arg His

Ser Ser Gly
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180
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480
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145
His Cys Ile

Thr Leu Leu

Glu Gln Ala
195
Leu Glu Ala

210
Arg Val Gln
225
Tyr Thr Gly

Pro Gln Arg

Thr Leu Val
275

Leu Leu Phe
290

Val Pro Ser

305

Gly Asn Phe

Ser Gln Asp

Gln Glu Ala

355
Ser Val Ala
370
Gly Asn Leu
385
Arg Val Gln

Ser Leu Thr

Ser Ser Ser
435
Tyr Gly Gly
450
Gly Pro Ile
465
Leu Glu Thr

Arg Pro Gly

Leu Ser Lys
515

<210> 59
<211> 332

150
Leu Thr Trp
165
Ser Tyr Glu
180
Gln His Arg

Phe Glu Leu

Met Ala Thr
230
Gln Trp Ser
245
Gln Gly Pro
260
Ala Val Ser

Lys Leu Ser

Pro Ala Met
310
Gln Thr Trp
325
Cys Ala Gly
340
Thr Ala Leu

Leu Glu Glu

Ser Ser Glu
390
Thr Leu Ala
405
Arg Pro Ala
420

Ser Ser Ser

Trp His Leu

Pro Ala Leu

470

Gln Gln Gly
485

Leu His Glu

500
Ala Arg Ser

Ser

Leu

Asp

Asp

215
Leu

Pro
295
Phe
Met
Thr

Leu

Glu
375
Asp
Tyr

Pro

Asn
Ser
455
Ala
Val

Asp

Trp

Ile
Ala
His

200
Pro

Phe
280

Arg

Phe

Gly

Pro

Thr

360
Gln

Val

Leu

Pro

Asn
440
Ala
Cys

Ala

Leu

Thr
520

155
Ser Pro Ala
170
Phe Lys Lys
185
Ile Val Gly

Gly Phe Ile

Asp Asp Val
235
Ser Gln Pro
250
Pro Pro Trp
265
Leu Leu Leu

Val Lys Arg

Gln Pro Leu
315
Ala His Gly
330
Gln Gly Ala
345
Cys Gly Pro

Glu Gly Pro

Leu Pro Ala
395
Pro Gln Glu
410
Asp Ser Glu
425

Asn Asn Tyr

Leu Pro Gly

Gly Leu Ser

475

Trp Val Leu
490

Gln Gly Met

505
Phe

Leu Glu Pro

Gln Glu Glu

190

Val Thr Trp
205

His Glu Ala

220
Val Glu Glu

Val Cys Phe

Gly Trp Pro

270

Thr Gly Pro
285

Ile Phe Tyr
300
Tyr Ser Val

Ala Gly Val
Leu Glu Pro

350
Ala Arg Pro

365
Gly Thr Arg
380
Gly Cys Thr

Asp Trp Ala

Gly Ser Arg
430

Cys Ala Leu
445

Asn Thr Gln

460

Cys Asp His

Ala Gly His

Leu Leu Pro

510

- 154 -

Met
175
Ala

Leu

Arg

Gln
255
Gly

Thr

Gln
His
Leu
335

Cys

Trp

Leu
Glu
Pro

415
Ser

Gly
Ser
Gln
Cys

495
Ser

160
Thr

Trp

Ile

Leu

Arg
240
Ala

Asn

Tyr

Asn
Asn
320
Leu

Val

Lys

Pro
Trp
400
Thr

Ser

Cys
Ser
Gly
480
Gln

Val
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<212> PRT
<213> Homo sapiens

<400> 59

Met His Leu Gly Ser Asn Cys Cys Lys Asn Gly Gln Thr Leu Leu Gln
1 5 10 15

Arg Thr Cys His Gly Val Ser Cys Cys Gly Trp Trp Phe GIn Ala Ala

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

65 70 75 80
Gly Glu Gly Gln Gly Pro Arg Ser Arg Thr Phe Thr Cys Leu Thr Asn
85 90 95
Asn Ile Leu Arg Ile Asp Cys His Trp Ser Ala Pro Glu Leu Gly Gln
100 105 110
Gly Ser Ser Pro Trp Leu Leu Phe Thr Arg Leu Leu Ala Ala His Ile
115 120 125
Ser Ala Ser Cys Gly Ala Val Ser Ala Pro Ser Cys Cys His Leu Arg
130 135 140

Gln Cys Ser Cys His Leu Thr Ile Ser Pro Ser Leu Ser Thr Thr Ala
145 150 155 160
Cys Leu Gly Gly Ser Arg Ser Ala Trp Trp Thr Arg Ser Thr Cys Pro
165 170 175
Gly Asp Thr Ser Asn Ile Ser Ser Gly His Cys Ile Leu Thr Trp Ser
180 185 190
Ile Ser Pro Ala Leu Glu Pro Met Thr Thr Leu Leu Ser Tyr Glu Leu
195 200 205
Ala Phe Lys Lys Gln Glu Glu Ala Trp Glu Gln Ala Gln His Arg Asp

210 215 220
His Ile Val Gly Val Thr Trp Leu Ile Leu Glu Ala Phe Glu Leu Asp
225 230 235 240
Pro Gly Phe Ile His Glu Ala Arg Leu Arg Val Gln Met Ala Thr Leu
245 250 255
Glu Asp Asp Val Val Glu Glu Glu Arg Tyr Thr Gly Gln Trp Ser Glu
260 265 270
Trp Ser Gln Pro Val Cys Phe Gln Ala Pro Gln Arg GIn Gly Pro Leu
275 280 285

Ile Pro Pro Trp Gly Trp Pro Gly Asn Thr Leu Val Ala Val Ser Ile

290 295 300
Phe Leu Leu Leu Thr Gly Pro Thr Tyr Leu Leu Phe Lys Leu Ser Pro
305 310 315 320
Arg Leu Gly Trp Gly Pro Thr Gly Pro Val Cys Cys

325 330

<210> 60
<211> 369
<212> PRT
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<213> Homo sapiens

<400> 60

Met Leu Lys Pro Ser Leu Pro Phe Thr Ser Leu Leu Phe Leu Gln Leu
1 5 10 15

Pro Leu Leu Gly Val Gly Leu Asn Thr Thr Ile Leu Thr Pro Asn Gly

20 25 30
Asn Glu Asp Thr Thr Ala Asp Phe Phe Leu Thr Thr Met Pro Thr Asp
35 40 45
Ser Leu Ser Val Ser Thr Leu Pro Leu Pro Glu Val Gln Cys Phe Val
50 55 60
Phe Asn Val Glu Tyr Met Asn Cys Thr Trp Asn Ser Ser Ser Glu Pro

65 70 75 80
Gln Pro Thr Asn Leu Thr Leu His Tyr Trp Tyr Lys Asn Ser Asp Asn
85 90 95
Asp Lys Val Gln Lys Cys Ser His Tyr Leu Phe Ser Glu Glu Ile Thr
100 105 110
Ser Gly Cys Gln Leu Gln Lys Lys Glu Ile His Leu Tyr Gln Thr Phe
115 120 125
Val Val Gln Leu Gln Asp Pro Arg Glu Pro Arg Arg Gln Ala Thr Gln
130 135 140

Met Leu Lys Leu Gln Asn Leu Val Ile Pro Trp Ala Pro Glu Asn Leu
145 150 155 160
Thr Leu His Lys Leu Ser Glu Ser Gln Leu Glu Leu Asn Trp Asn Asn
165 170 175
Arg Phe Leu Asn His Cys Leu Glu His Leu Val Gln Tyr Arg Thr Asp
180 185 190
Trp Asp His Ser Trp Thr Glu Gln Ser Val Asp Tyr Arg His Lys Phe
195 200 205
Ser Leu Pro Ser Val Asp Gly Gln Lys Arg Tyr Thr Phe Arg Val Arg

210 215 220
Ser Arg Phe Asn Pro Leu Cys Gly Ser Ala Gln His Trp Ser Glu Trp
225 230 235 240
Ser His Pro Ile His Trp Gly Ser Asn Thr Ser Lys Glu Asn Pro Phe
245 250 255
Leu Phe Ala Leu Glu Ala Val Val Ile Ser Val Gly Ser Met Gly Leu
260 265 270
Ile Ile Ser Leu Leu Cys Val Tyr Phe Trp Leu Glu Arg Thr Met Pro
275 280 285

Arg Ile Pro Thr Leu Lys Asn Leu Glu Asp Leu Val Thr Glu Tyr His
290 295 300
Gly Asn Phe Ser Ala Trp Ser Gly Val Ser Lys Gly Leu Ala Glu Ser
305 310 315 320
Leu Gln Pro Asp Tyr Ser Glu Arg Leu Cys Leu Val Ser Glu Ile Pro
325 330 335
Pro Lys Gly Gly Ala Leu Gly Glu Gly Pro Gly Ala Ser Pro Cys Asn
340 345 350
Gln His Ser Pro Tyr Trp Ala Pro Pro Cys Tyr Thr Leu Lys Pro Glu

355 360 365
Thr

- 156 -



<210> 61

<211> 17

<212> PRT

<213> Artificial Sequence

<220>
<223> VH CDR2

<400> 61

Glu Ile Leu Pro Gly Ser Gly Thr Thr Asn Tyr Asn Glu Lys Phe Lys

1 5
Gly

<210> 62

<211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223> VL CDR1

<400> 62

10

Lys Ala Ser Gln His Val Ile Thr His Val Thr

1 5

<210> 63

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> VL CDR3

<400> 63

Gln His Phe Tyr Asp Tyr Pro Leu Thr

1 5

10

- 157 -
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<210> 64

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> VL CDR3

<400> 64
Gln His Phe Tyr Glu Tyr Pro Leu Thr
1 5

<210> 65

<211> 7

<212> PRT

<213> Artificial Sequence

<220>
<223> VL CDR2

<400> 65
Gly Thr Ser Tyr Ser Tyr Ser
1 5
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