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7 B PO S GRS & BUE S 007 A S2indr & e 1 2540 1Y)

FII&, Brd i i B sl 20 41 ARS8 B SUNL IR AT | I, Friddiid s (1) sk p
B, A H W T AR -

MSPSQLIGFL LLWVPASRGE IVLTQSPGTL SVSPGERATL SCRASQSIGS

SLHWYQQKPGQAPRLLIKYA SQSLSGIPDR FSGSGSGTDF TLTISRLEPE

DFAVYYCHQS SRLPHTFGQGTKVEIKRT (SEQID NO :8) il

R E A EE, LA N AR

MEFGLSWVFLVATLKGVQCEVQLVQSGGGLVKPGGSLRLSCAASGFTFSSFAMHWVRQAPGKGLEWI SV IDT
RGATYYADSVKGRFTISRDNAKNSLYLQUNSLRAEDTAVYYCARLGNFYYGMDVWGQGTTVTVSS (SEQ ID NO
10)

2. BUMER 1 AR, b Prid etk sion BES — M sl Mogish T A6 7 m ik &
P

308K E R 28 H i%, o Bk @t 4 e 2= R T R 2 & A

Qﬁ «w oSBT T A B R

CH zCHs

tb 2. 2 F e 2 SRS 5 - BEAR -5 R B A E B Bk R S5 M i ZK-304709.
Seliciclib PD0325901. AZD-6244. & % fth V£, 35 M Tl £/ 57 %% FE. FOLFOX 45 25 75 %&.
B b A B 5 R PR R IE L R R L Ath BE S L MO A% R G B oK 43 BT AR il s 4K P S8 4

sv°

H
Sk il e DES (T 4% WE ) ) . #E — WL U1AR 8 . CHIR-258, W& “”\ flf%

3-[5-C T Wk Wk B FF 25 ) - M| Wg J- & 9% B, Vatalanib, AG-013736. VEGF trap.
B R 2 7 I AR T IR o TN B AR 3D IR A g AR IR R PR AR L O IR RS 4 L TR U

VR E R RO R JE & K Re. M 4% W, CP-724714. TAK-165. erlotinib,
Lapatanib. Canertinib. ABX-EGF ¥ 1A, V4§ % & 8 $1. EKB-569. PKI-166. lonafarnib.
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AN ; M\
j,—o H N ™\ ’ b}\/@ "
?—’N

O\ﬁ‘ c[
O ’ Q\@/ BMS-214662.
S, NS

H
tipifarnib BRI T NVP-LAQ824 2 IR i S 2 5 R TN G IR « il # B 38 AL FK-228,
sorafenib malate. KRN951 . B K 22 WY WE Bl TSk 75 « Bl 44 4 ) me | R A Bk i i < A
B (BCG) M REF 2R LEEBE L AW % R REIF IR TIRETT A oo bz m i  ZU R
R VIR 2 SR EA A R 2 ] D R K N AR R R A S R AR
R R RIEHE AT IR R T 20 A R IEIR . PR R R A E R R
W% Tmatinib. FEEPY ST BR | G BR 5 TN 3 AR L 22K e I8 SR VT /T SETE SRR, |
TR 2 NS | 22 55 22 ORAEIH ORFE IR Je B oK e 51508 L 202 e — 4.
PCBE T R RE 2 MR RN IR B R i 2R R BT REIR R R eV SR
VO ST T S P R UR 4E TR 25 SRR AR I 13- MK - MR R L R T 2R AT
PRUERE BT WERTT 7S 25— GRS PR V5 AR T DR M1 6 SRR | 4R
FIAE R 2% B =R R LR DU E 2 KR KR IR FEIR S B T i 1 B ) i
COL-3 Bk m) fth . BMS—275291 . ffi % i P JAth T SUB4 16, SU6668. EMD121974. 138 —12,
IM862. ML Ath T\ vitaxin. JE¥E 55 idoxyfene MR PG AR T4 PUIK & T, Ml 2 s
HE AN, diftitox. F A B, bortezimib AL HE AT P35 5 B, BMS—247550,
BMS—310705. Jifi & £ 25 . 4— F2Z8 K 2% . pipendoxifene. ERA-923 . [i] 1= 1 25 | 5 4 =) B | ] %
bt 25 & 2E L B 25 TSE-424. HMR-3339. ZK186619. 4511 % . PTK787/ZK 222584,
VX-745, PD 184352, TF 1A £ 2. 7§ ' ZL |]. LY294002, LY292223, 1Y292696. .Y293684
LY293646. J& 2 55 2. ZM336372. L-779,450. flavopiridol. UCN-01. PD166285, Tt %
a—2a. THME a 20, THE an-3. THE an-1.BEETME.THE « 2. BL L
KT o 2a. BZ 2L TILE o -2b %S % H) 3. aprepitant. AR 224 5 |
PP 4R G0 2 5 o D 7 ] e s | IR I I IS IR INE T2 ot KRR Iy b S KA RS AL R e
P INEPIR A e (B B P | 257w SRR PO B A () — R e F
- BORESKR 2 A&, Hodr riR B ik sl B S B4 B 16 7 5 il £ BRI 25 245
- BORESK 2 A&, o e ek sl i By 584 MR B va 7 ) il & A R 25 24
CBUONZEKR 1 g, Hrp 2T B R LE.
C BORESK 1A, Horr rdk sl i B B o Hiid
C BUOMZEKR 1 B HE, Horp PR sk sy B EAl ik,
- BORE SR T i &, Hor B S e 3K VR BE P AR X S S e R EE B R BE « BEEDEIX

e
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h
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R, O R P e e R A ERE R AR X S Bk A EAE v -1 BEfE e X iERE.

10. BURMIESK 1, o rk 25 i) 45 e L2 1- 2 20mg Hidk /kg AEX 2097 #H
e,

L1 BURIEESR 1 ARG, S BTdk 254 il 46 LA 2 400mg HLfk /m® X 5239697 #4524

12. BORIEESK 9 I ag, Horp Tk 254 il 25 i A2 1- 24 20mg Pifh /kg X 29097 &
.

13, BURIESR 9 (R, Horp ATk 2540 2% i L2 400mg Pk /m® X S296097 H 425

14, BURIEESK 9 B, S0rp B iR i 2 i IR

15, BUNEESK 12 [ FH g, Serh pradd i e 2 vy 8

16. BONESK 13 [ F %, Sorh pridd i 2 v 8

17, BORJESR 1 I, Horp Brid ik el Be 582 & i AL HE . sorafenib.
B5A] | DR 15 8 B S Ml R AZ BE R AS I AR i By R R AR A BR
aprepitant B4 25,

18. BUMIELSK 9 [ i, Horp ik 25900 & s o f ik B 2577 bl e s2 84, Bk
RALFE K EEREA SR

19. H T¥897 N323697 & PE I8 73 B PR sl L PU R &5 6 v By, il i i B e
2240 W e RSOV R AR PR, T IR PR (1) Sk B, WA S =2 R)T
K

MSPSQLIGFL LLWVPASRGE TVLTQSPGTL SVSPGERATL SCRASQSIGS

SLHWYQQKPGQAPRLLIKYA SQSLSGIPDR FSGSGSGTDF TLTISRLEPE

DFAVYYCHQS SRLPHTFGQGTKVEIKRT (SEQ ID NO :8) ;fH

o Bk AR, A N R ERITS

MEFGLSWVFLVAILKGVQCEVQLVQSGGGLVKPGGSLRLSCAASGFTFSSFAMHWVRQAPGKGLEWISVIDT
RGATYYADSVKGRETISRDNAKNSLYLQMNSLRAEDTAVY YCARLGNFYYGMDVWGQGTTVTVSS (SEQ ID NO :
10) .

20. BURIESK 19 bk, Hr Irk o2 B B

21 BURIZESK 20 I8 s UM, Horh Ik e BREE R BT 2 X 5k f « Bik
E 2 &S, H B A ik e Bk i A EREn] AR X 5 skdr o v -1 EREE E X I

22, BUMIZSK 21 I o B, Horb Pk i 2 8 & o

23. BURIESK 21 B v FEpu i, Hodn Bk B v B TR AR A0 2 242 Rl B2 IR 304 1) 2
WA T, BT IR 2 AR HE 7K S R R LR

24. BURIZEK 21 I8 s BEBUA, Horh Ik bufk 58P 2167 FIB & .

25. BUREEK 24 B iU, o ril @i PoE A 2236 07 )%k B VE 25 2.
SR sorafenib PGPS HE] NPT 1908 B WM NZ RS EE VR AT IR EIG R
YRR R A A B aprepitant.
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M T aTr s ik E 7T A A &Y

[0001]  ACHIIEEK 2005 4F 4 H 15 HEEAS A3 E g i & F) Hi% 5 60/671, 654 (I 5, FL
EAEM I NMNEAN S

A BR 4

[0002] AR BA¥S K FH 1697 s B e (4L G AT v

[0003]  RHEHTS &

[0004]  JiE I B AEA KR T, NORRAE KR 25, B IR B4 KA T -1 (IGF-1) Ffig &
ZFEAKE T -1T(IGF-11) (Klapper, 2, (1983)Endocrinpl. 112 :2215 i Rinderknecht,
%, (1978)Febs. Lett. 89 :283) o X £e4: K PR Pl ik SR M IE 5 /A KE 7 -1 210k
(IGF1R 8% TGFR1) Wy 3L [F 52 14 45 & (Sepp—Lorenzino, (1998)Breast Cancer Research
and Treatment 47 :235), Ifi % €0 K5 /Jf 83 41 fo 75 P9 1070 22 4l o 2R R R ¥R A 2 47 244E
(Macaulay, (1992)Br. J. Cancer 65 :311). IGFs 5 IGF1R [{IAH B 4E ] T8 it ik o 52 4k 1 g
RN B, MBS Z /& Butler, 2%, (1998) Comparative Biochemistry and
Physiology 121 :19) . IGFIR —H &, Bt ik KB fe b 40 M py BEAR , T I0S 41 i (5 5
fE RS . IXPhAZ AR 1 F R T 50 08 40 M AR KA s 2 A 7R . (R, $H] TGFIR
ROV P A2 YA T BTV N 2E SR R JHAth, 186 A= M 9 1) — oy 4B FR9B 4 7 15 o

[0005]  EKItL, % 1677 BT 208, 4] TGF IR BT 2 I o X TR s iR
i, BT - IGFIR B A 7% ARSIk O A0 LA T —TGFIR Fiifk (Z W WO 03/100008 ;
WO 2002/53596 ;WO 04/71529 ;W003/106621 ;US2003/235582 ;WO 04/83248 ;WO 03/59951 ;
WO 04/87756 B WO 2005/16970) o AR - iE 50118 HoAh /N7 TGFIR FPI5H.

[0006] U AT CUAN IR TGF LR PRIFI AT H 9697 s TR S Ly e , {H AE AA - 7548
7 B VAT BRI e Ath f R f5) QAo 22 40 B PRE B PAVIRE AR SOV IR 8T A BB TR R /N L
FEIE IR TT 4 A s T

[0007] & FHAkIA

[0008] A% B IE It (AR VR T BRI 22 e hE Ty i B R ARV T BB R SO A
Jeq  AE EUR IR | PRJRE AR £ 4 R R Mk e PN LAt ) ) LR 7 TR 73 H R IGF AR 917
il S e A ke TR 2

[0009] AU BHIRAIL T —Fi H TV 97 BUIB 52 V6T & B A hE IR 75 1%, B B 2@ i ik B
JSCA 22 40 IR R SUVL A S A ELARDT IR i TR TR e R /N ) Lo, R0 It YR 7 A =
[F—Fh a2 P IGFIR FIHIFI S AWA GV T2 i0T7 #F o E— DT 4, IGFIR H)H]
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o "D o

[R5 S P fE— LT &b, Piid e s

[0010]  (a) fU5 SEQ ID NO :2 F%E 20—128 A7 2 LR i 4% 1] 4% [X A4 SEQ 1D NO 10
B 12 (155 20-137 AL R ERE AR X 5 (b) £5 SEQID NO :4 [155 20-128 AL ZE IR I
RN AR X AL SEQ ID NO 10 BY 12 [R5 20-137 ALz MR IMEFE R X ; (¢) A7 SEQ
ID NO :6 155 20-128 f Z BRI e n] A2 X AL SEQ 1D NO =10 BK 12 [958 20-137 41
AR ERET]AEIX 5 (d) 12 SEQ ID NO :8 [ 20128 o7 2 J5= % 1) 2 B m] A% [X A 25
SEQ ID NO:10 BY 12 ({5 20-137 {7 2 FE IR I\ B BE Rl AL X 5 BAE 0 T 41 (9 AT 2Ltk IGFIR
FPHFR), 45, 76 LR “IGFIR $HI5R” — 5 R B 4o 76— S 77 227, IGFLR il 57
el Z MBS PUE A IR B A SIS 4 2. AR SEETT S, BT

0
e Iy R
N,
H2N—~Pt—(‘l
CI )

4 W*i><> 1K 4 i 5 Hi}%é; [j’}m
H3N Yo
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Fo AT A0 R 5tk 500 2 ) Caelyx

- - R R

® ( G )~
H,C CH, CH, CH, 0
[ 0“'p/'f Cl
[\ N #%%M@[;jwﬁ“’ & Al 8
CH, 0% > oH NN
( )~ ( o
NHg » HCI
Ny
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( OH F ) ) e

Gl Do
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.‘l
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L -IGFIR LA IIFI EAEL) 1-20mg/ kg A BB 4] 40-1000mg/m” Yo [H P » £E—ASLHE 5 R,
IGF LR #5784 PTG 7 I FEIN 45 245 o fE— ALt 77 227, IGF LR $WfilF) 5 &4 i Hi
FEVRTT IR 2524 o AE—DSEHi T 0, PRt s TeGEEX o fE— ST =, 216
FFE AN (IJLIE) o E—DSEiiT 22, IGRLR #HI5 S HE e T B E S i « 65—
SEHE T S DU T AR A MR VIBR AR/ BTSRRI

[o011]  REIFIR

[0012] AR BHALHE H ¥R 77 ST S i K 4L & W R0 T3 v, BT Ji i 0 4% e oo 448 400 8T
RESUVL AR « 4 B8 Hr 988 < iy TR R/ JLJehE o Pl ad b it A TGF IR #5549 4t —1GFIR i
VT BB e o U] S EBSMMAL 2 ¥6 57 I NP A0 27 Va7 ) an 76 S B 1) (R A T —
P HURAL BT RIS 245 24

[0013]  IGFIR #PHI5

[0014]  ORTE“IGFIR #PHI5H)” B “ IGFIR FE5HiH)” S AFE L IGFIR Kk Bk g:i & (ks
IGF-1 1 / 8% IGF-2 £5& ) B yE T (an B BRI ME ) ST Al AE s 2 (AN ik
GEEA KN T ) DLRBRCOAE BN R (Bt N BB ) B K75
AR R ZIGTT F BUEE V78l 2 N B IR —IRS—1 KP4 5, Prids g
R —TRS—1 7K P BRAR AL R AT m I (i AR AR ) IR AE VRER AN / BRI PR AR 1C 2%
fiE R/ BT R B IR hE (e 22 0 TR A SOV L 1A 968 A4 B4R 00790 B TR R 8/ L e )
eyt I P ek B T

[0015]  FEACK BT — A S5 77 58 7, AR AR A% & B 1K 7 32 vp m] it T B8 1 TGFLR 1)
il A AT e e 1 45 B AR B B AR 7 -1 248 (40 TGFIR) 143 B Bt Ak s dt fi Jm
gia B (g fEpUiE (s N R EDUER ) 2 LA SR R I PULAR . Fab $T
AR B F(ab), itk Be . Bv Hiik A B (o VH 8% VL) | 885 By B A Be . dsFy Bk B,
NIEAL U ik A DUAR ST R B B4R ), ) W% #% T Burtrum %% CancerResearch 63 :
8912-8921(2003) ;2 [ & F] Hii FR2834990, FR2834991 Il FR2834900 LA & PCT HiiE /> JF
5 WO 03/100008 ;WO 03/59951 ;W004/71529 ;WO 03/106621 ;WO 04,/83248 ;WO 04/87756,
WO 05/16970 ;F1 WO 02/53596 AT — i (R — Pk s PR 255 B .

[0016]  7EAN & B — AN St 77 22, ZEARIE A% % B 7 v A it A T AR 35 16 TGE LR )51
AL S AR 19D12/15H12 8% —C\DE B F AR 19D12/15H12 FBE —A 58 B 143 B 1
PR SRR R -1 524k (IGFIR) Fufk. 1EA K B — AN SEil 7 2, TEARYE A BH 1)
JriEF A TR ) TGF IR SR Ky e 1t 45 & TGFIR 143 B i i, HoAL 7 19D12/15H12
BB -C.DE BLF A1/ 8% 19D12/15H12 E4% -A 5L B f— P EREZ A oAb E X (CDRs) (1
I 3 AN 8E CDRs LLAJITA Y 3 N EHE CDRs) .

[0017] AR IFELHAFE N LR Z R/ R, TR T REFERERES
ko S22k PRI F1RE R CDRso R F AL RHIZEX.,

[0018]  m A Brak /DA 5 Ko

[0019] &R 19D12/15H12 #%% -C(SEQ ID NO :1)

[0020]

ATG TCG CCA TCA CAA CTC ATT GGG TTIT CTG CTG CTC TGG GTT CCA GCC TCC

[0021]  age 6T GAA ATT GTG CTG ACT CAG AGC CCA GAC TCT CTG TCT GTG ACT CCA

..............

8
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[0022] GGC GAG AGA GTC ACC ATC ACC TGC CGG _GCC AGT CAG AGC ATT GGT AGT AGC
[0023] TTA CAC TGG TAC CAG CAG AAA CCA GGT CAG TCT CCA AAG CTT CTC ATC AAG
[0024] TAT GCA TCC CAG TCC CTC TCA GGG GTC CCC TCG AGG TTC AGT GGC AGT GGA
[0025] TCT GGG ACA GAT TTC ACC CTC ACC ATC AGT AGC CTC GAG GCT GAA GAT GCT
[0026] GCA GCG TAT TAC TGT CAT CAG AGT AGT CGT TTA CCT CAC ACT TTC GGC CAA
[0027] GGG ACC AAG GTG GAG ATC AAA CGT ACG

[0028]  (SEQ ID NO :2)

[0029]

M. .S . P.S.Q. L. L. .6 F L L L W._V_ . B..A..S
[oo30] ®_GE I V L T Q S P D SL SV TP
[0031] G E R V T I T CRA S QS T G S S
[0032] L H W Y Q Q KP GQSPKTLTLTIEK
[0033] Y A S Q S L S GV PSREFSGSG
[0034] S G T D F T L T I S S L EAETDA
[o035] A A Y Y C H Q S SRLPHTTFG Q
[0036] G T K V E I K R T
[0037] &Ml 19D12/15H12 &:4%% -D (SEQ 1D NO :3)
[0038]

ATG@ TCG CCA TCA CAA CTC ATT GGG TTIT CTG CTG CTC TGG GTT CCA GCC TCC

..............................................................................................................................

[0039]  ags.ger GAA ATT GTG CTG ACT CAG AGC CCA GAC TCT CTG TCT GTG ACT CCA
[0040]  GGC GAG AGA GTC ACC ATC ACC TGC CGG GCC AGT CAG AGC ATT GGT AGT AGC
[0041]  TTA CAC TGG TAC CAG CAG AAA CCA GGT CAG TCT CCA AAG CTT CTC ATC AAG
[0042]  TAT GCA TCC CAG TCC CTC TCA GGG GTC CCC TCG AGG TTC AGT GGC AGT GGA
[0043]  TCT GGG ACA GAT TTC ACC CTC ACC ATC AGT AGC CTC GAG GCT GAA GAT TTC
[0044]  GCA GTG TAT TAC TGT CAT CAG AGT AGT CGT TTA CCT CAC ACT TTC GGC CAA
[0045] GGG ACC AAG GTG GAG ATC AAA CGT ACG

[0046] (SEQ ID NO :4)

[0047]

M S P S .9 L I G E._ L. L L. W YV P _A_S
[oo48] ®_GE I V L T Q S P D SL SV TP
[004] G E R V T I T C R A S QS T G S S
[oos0] L H W Y Q Q KP GQSPKTLTLTIEK
[0051]] Y A S @ S L S GV PSREFESGSG
[00521 S G T D F T L T 1 S SLEATETDFEF
[0053] A V Y Y C H Q S S RLPHTTFG Q
[0054] G T K V E I K R T
[0055]  {&Hfifk) 19D12/15H12 %% -E (SEQ ID NO :5)
[0056]

...............................................................................................................................

[0057]  ase ger GAA ATT GTG CTG ACT CAG AGC CCA GGT ACC CTG TCT GTG TCT CCA
9
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[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]

[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]

[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]

[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]

[0093]

GGC GAG AGA GCC ACC CTC TCC TGC CGG GCC AGT CAG AGC ATT GGT AGT AGC
TTA CAC TGG TAC CAG CAG AAA CCA GGT CAG GCT CCA AGG CTT CTC ATC AAG
TAT GCA TCC CAG TCC CTC TCA GGG ATC CCC GAT AGG TTC AGT GGC AGT GGA

TCT GGG ACA GAT TTC ACC CTC ACC ATC AGT AGA CTG GAG CCT GAA GAT GCT
GCA GCG TAT TAC TGT CAT CAG AGT AGT CGT TTA CCT CAC ACT TTC GGC CAA
GGG ACC AAG GTG GAG ATC AAA CGT ACA
(SEQ 1D NO :6)

rvo TaQsS?PGTL SV SP

R..G
G ERATTL S
L HWYQQK
Y A S QS L S
S GTDTFT L
AAY Y C H.Q
G T KV E T K

B4 19D12/15H12 4%

=~ v U O |=

- =" O = |»n

T O =" T D

— O ™ = |\

—= U o |-

e T I [ R R o> Bl v Bl

5

= |vn H = & =

-F (SEQ ID NO :7)

o m @ |

S O v = [\

o = O =

----------

GGC GAG AGA GCC ACC CTC TCC TGC CGG GCC AGT CAG AGC ATT GGT AGT AGC
TTA CAC TGG TAC CAG CAG AAA CCA GGT CAG GCT CCA AGG CTT CTC ATC AAG
TAT GCA TCC CAG TCC CTC TCA GGG ATC CCC GAT AGG TTC AGT GGC AGT GGA

TCT GGG ACA GAT TTC ACC CTC ACC ATC AGT AGA CTG GAG CCT GAA GAT TTC
GCA GTG TAT TAC TGT CAT CAG AGT AGT CGT TTA CCT CAC ACT TTC GGC CAA
GGG ACC AAG GTG GAG ATC AAA CGT ACA
(SEQ 1D NO :8)

G ERATILSCRASQ@S T G S S
L HWYQQ K P G QAP RTILTILTIK
Y A S Q@ S L S GTIT PDRFZSGSG
S ¢ TDF TULTTIT SRULEPEDTF
AV Y Y CHQS S RLPHTTF G Q
G T KV E T K RT

&1 19D12/15H12 BE4% —A (SEQ ID NO :9)

cag 16t GAG GTT CAG CTG GTG CAG TCT GGG GGA GGC TTG GTA AAG CCT GGG

10
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[0094] GGG TCC CTG AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TTC AGT AGC TTT
[0095] GCT ATG CAC TGG GTT CGC CAG GCT CCA GGA AAA GGT CTG GAG TGG ATA TCA
[0096] GTT ATT GAT ACT CGT GGT GCC ACA TAC TAT GCA GAC TCC GTG AAG GGC CGA
[0097] TTC ACC ATC TCC AGA GAC AAT GCC AAG AAC TCC TTG TAT CTT CAA ATG AAC
[0098] AGC CTG AGA GCC GAG GAC ACT GCT GTG TAT TAC TGT GCA AGA CTG GGG AAC
[0099] TTC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GTC TCC
[0100]  TCA

[0101]  (SEQ ID NO :10)

[0102]

[0103]  Gln cysGlu Val Gln Leu Val Gln Ser Gly Gly Gly Leu Val Lys Pro Gly
[0104] Gly Ser Leu Arg Leu Ser cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
[0105] Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile Ser
[0106] Val Tle Asp Thr Arg Gly Ala Thr Tyr Tyr Ala Asp Ser Val Lys Gly Arg
[0107] Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln Met Asn
[0108] Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Leu Gly Asn
[0109] Phe Tyr Tyr Gly Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser
[0110] Ser

[o111]  {&4fif 19D12/15H12 E4% -B(SEQ 1D NO :11)

[0112]

......................................................................................

[0113]  cag_reT GAG GTT CAG CTG GTG CAG TCT GGG GGA GGC TTG GTA CAG CCC GGG
[0114] GGG TCC CTG AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TTC AGT AGC TTT
[0115]  GCT ATG CAC TGG GTT CGC CAG GCT CCA GGA AAA GGT CTG GAG TGG ATA TCA
[0116] GTT ATT GAT ACT CGT GGT GCC ACA TAC TAT GCA GAC TCC GTG AAG GGC CGA
[0117] TTC ACC ATC TCC AGA GAC AAT GCC AAG AAC TCC TTG TAT CTT CAA ATG AAC
[0118] AGC CTG AGA GCC GAG GAC ACT GCT GTG TAT TAC TGT GCA AGA CTIG GGG AAC
[0119] TTC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GTC TCC
[0120]  TCA

[0121]  (SEQ ID NO:12)

[0122]

[0123] @ln cys Glu Val Gln Leu Val Gln Ser Gly Gly Gly Leu Val Gln Pro Gly
[0124] Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
[0125] Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile Ser
[0126] Val Ile Asp Thr Arg Gly Ala Thr Tyr Tyr Ala Asp Ser Val Lys Gly Arg
[0127] Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln Met Asn
[0128] Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Leu Gly Asn

[0129] Phe Tyr Tvr Gly Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser
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[0130] Ser

[0131] A & nl e EHbIE R CMV J5 3+ 1% 15H12/19D12 %5 F 8 8 1) iUk T 2003 4F 5
H 21 H AR AR SE E 8 B8 20 e 0y (ATCC) ;10801University Boulevard ;Manassas,
Virginia 20110-2209. JFUR AR 4 FRFN ATCC FpEdn 5 51 T an R

[0132]  CMV J3&) ¥ —15H12/19D12 LCC(k )-

[0133]  fRIEAFK :“15H12/19D12LCC(k ) 7 ;

[0134]  ATCC 1%y 4n 5 :PTA-5217

[0135]  CMV j33h 1 —15H12/19D12LCD (x ) -

[0136]  fRIEAFK :“15H12/19D12LCD (k) 7 ;

[0137]  ATCC 1%y % 5 :PTA-5218

[0138]  CMV j3& —15H12/19D12LCE (x ) -

[0139]  fRIEAFK :“15H12/19D12LCE (x ) 7 ;

[0140]  ATCC 1%y % 5 :PTA-5219

[0141]  CMV j33 —15H12/19D12LCF (x ) -

[0142]  fR¥EAFK :“15H12/19D12LCF (x ) 7 ;

[0143]  ATCC 1%y 45 :PTA-5220

[0144]  CMV j33h 1 —15H12/19D12HCA (v 4) -

[0145]  fR¥EAFR :“15H12/19D12HCA (v 4) 7

[0146]  ATCC 1Ry 4n 5 :PTA-5214

[0147]  CMV J33h —15H12/19D12HCB (v 4) -

[0148]  fRIEAFK :“15H12/19D12HCB (v 4) ”

[0149]  ATCC £y 4w s :PTA-5215

[0150]  CMV 33 ¥ —15H12/19D12HCA (¥ 1) -

[0151] R4 FK :“15H12/19D12HCA (v 1) 7 ;

[0152]  ATCC 1%y 45 :PTA-5216

[0153]  — H 2T & F, B A7 5 245 ATCC 0 (1 Tk IR BTG BR s 2. AR A
FEAL & -IGFIR Btk M TR g5 & F B niE A G (WA fE 8 8 1 ) » Prik
PU-TGFIR Pk R BT IR &5 6 7 BUA B LA AL T ATCC £ 14T Ji A FORE 1) 88 5 R 2K 2
HREFEA / BERE B A B

[0154]  fE— Ay Eh, “Re M7 456 N TGRIR IIPTIARRI45 & A2y 10°M 8k 10 M 8§
BRI Kd s sk AEAR B — N2 7 9, B L Biacore U2V E 4 1. 28X 10"M
SRR Kd, s A T KinExA J5E A E 920 2. 05X 1072 skFEAK Kdo 765 — A58
TFEF, e 455 N IGFIR Wt AHb M 5 A IGFIR 5 mA S HALE A4 5.
[0155]  FEACK B — AL 77 S, AR AR A% A BH K 7 32 vh i A T i 35 19 IGF LR 06l
FVEL B AT 4 T 2 AR ) o BRI 5 WO 2002/53596 HFE A e BR 3 1 AR AT / s S I BR AR
HERE, X Bt ANEAN S filn, /52— SEi7 &0, P& S-HE A 4T Wo
2002/53596 F1 (] SEQ IDNOs :2.6.10.14.18.22.47 1 51 (K Z FEWE 741 (1 A m] AR X / 8,
S EAS)TW0 2002/53596 H I SEQ 1D NOs :4.8.12, 164202445 F1 49 (K IR 5 51 (1)
BERENAR X o AE—NSEHET A, HUARBE AL A WO 2002/53596 LA 2. 12. 152,13, 2 5
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2.14.353. 1.1 ;4. 9.2 F1 4. 17. 3 [EERER / 85 HE,

[0156]  FEAS & B — AN STl 7 227, 2RI A% Wi 7 v Re it FH T S8 1 IGF LR F0iki)
FVEL AT AR 47 1 A O s B3 5 WO 2003/59951 H G Fe ie B ER (A e B AN / sl d R 2R
HERE, AR IF A MERISH . B, 78— AT 9, Sk B & &A%k 8 51T Wo
2003/59951 H1[#] SEQ IDNOs :54.61 Fll 65 {12 ZLMR) 75 [ RERT A2 X/ B&H 1k A4 T
W02003/59951 F1(#] SEQ ID NOs :69.75.79 il 83 [¥1 % JE M /7 41 (1) B W] A5 [X o

[0157]  FEAR B — AN S0 7 S, ZE AR A% A BH K 5 32 b et T A8 5 16 TGFLR 1P
AL A AT AT 5 T 25 A [ 18 B3 B 5 WO 2004/83248 H (1) H 38 R BR [(1 R REFN / BR G giE
BRoE A ERE, KA ANMEA S, B, fE— S0y &, biiA & &A1k B 5
T WO 2004/83248 1 [f] SEQ IDNOs :109.111.113.115.117.119.121,123,125,127.129,
131.133.135.137.139. 141 F1 143 [ R )7 ) B FEv] A2 XM/ B & 1k B 41 T WO
2004/83248 &[] SEQ ID NOs :108.110.112.114.116.118.120.122.124,126.128.130.
132,134.136.138.140 1 142 W2 LR F A EREW] AR IX o 78— &9, Pkt &
& WO 2004/83248 1 (1] PINT-6A1 ;PINT-7A2 ;PINT-7A4 ;PINT-7A5 ;PINT-7A6 ;PINT-8AL ;
PINT-9A2 ;PINT-11A1 ;PINT-11A2 ;PINT-11A3 ;PINT-11A4 ;PINT-11A5 ;PINT-11A7 ;
PINT-12A1 ;PINT-12A2 ;PINT-12A3 ;PINT-12A4 F11 PINT-12A5 HIHEERT / Bl 5.

[0158]  FEAN & B — AN SETl 7 S8, 2RI A% % Wi 7 v Re it FH T 38 1) TGF LR F0iH)
FELEATAT 41 T A A I E BR HE S WO 2003/106621 HH ¥ BREE (AR HERT / sl s Bk &R
HEEE, KUt AEN S flin, /2 — A SEli7 &0, P & a1 A 5T Wo
2003/106621 H1f] SEQ ID NOs :8-12.58-69.82-86.90.94.96 98 [{) 2 FE 4 /771 [ % B m] A%
X/ 8 A A1 B AT WO 2003/106621 1) SEQ 1D NOs :7.13.70-81.87.88.92 {2 FE R
JPANE R AR X o

[0159]  TEA KR B Iy — AN S 7 S b, 7R AR A% 2 B 1) J7 v ob e it FH T 58 % 1 TGF LR 417
HFAL B AT 2 T 2 A6 1 18 B B A 5 WO 2004/87756 T (1) f i BR AR (1 R RE RN / BR F pE
PR EERE, A SCIEWIEANE NS, B, 75— AL &b, Ptk & 8351 Wo
2004/87756 H1[1) SEQ TDNO :2 WIZ IR TN BEn] 22 X F / 8E A 41+ WO 2004/87756
H SEQ 1D NO 1 [T HI I ERE AR X .

[0160]  7EAC B — A5 7 S, 7R AR A% A BH K 5 32 b et T 28 & 1 TGFLR 1)
I F AL B TR0 51 A A5 1 [ B3 B S 5 WO 2005/16970 A [ e 358 BR 25 1 Be B Fl / 8K Hh o
REAER, K2 XN ENSH, fln, £ — AL 7 29, itk s 54650 T
WO 2005/16970 H1[¥] SEQ IDNO :6 B 10 [ 2 /R 741 M A2 BER] AR X M / 808 41) T WO
2005/16970 F1(¥] SEQ ID NO :2 (K2 IEEE 741 (K T HET] A5 [X o

[0161]  ZEA KR BHI— AN T E A, AR WP -IGFIR Fiksk KPR & 5 BE &S
AL AW R A R E O ERE AR -

[0162] 1 grlggawrsl rlscaasgft fsdyymswir gapgkglewv syisssgstr

[0163] 51 dyadsvkgrf tisrdnakns lylgmnslra edtavyycvr dgvettfyyy
[0164] 101 yygmdvwgqg ttvtvssast kgpsviplap csrstsesta algclvkdyf
[0165] 151 pepvtvswns galtsgvhtf psca

[0166]  (SEQ ID NO:13)
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[0167] 1 vqllesgggl vagpggslrls ctasgftfss yamnwvrqap gkglewvsai
[0168] 51 sgsggttfya dsvkgrftis rdnsrttlyl gmnslraedt avyycakdlg
[0169] 101 wsdsyyyyyg mdvwgggttv tvss

[0170]  (SEQ ID NO:14)

[0171] 1 gpglvkpset 1sltctvsgg sisnyywswi rgpagkglew igriytsgsp
[0172] 51 nynpslksrv tmsvdtskng fslklnsvta adtavyycav tifgwiifd
[0173] 101 ywgggtlvtv ss

[0174]  (SEQ ID NO:15)

[0175] 1 evgllesggg lvgpggslrl scaasgftfs syamswvrga pgkglewvsa
[0176] 51 isgsggityy adsvkgrfti srdnskntly lgmnslraed tavyycakdl
[0177] 101 gygdfyyyyy gmdvwgqgtt vtvss

[0178]  (SEQ ID NO :16)

[0179] 1 pglvkpsetl sltctvsggs issyywswir gppgkglewi gyiyysgstn
[0180] 51 ynpslksrvt isvdtskngf slklssvtaa dtavyycart ysssfyyygm
[0181] 101 dvwgggttvt vss

[0182]  (SEQ ID NO:17)

[0183] 1 evgllesggg lvapggslrl scaasgftfs syamswvrga pgkglewvsg
[0184] b1 itgsggstyy adsvkgrfti srdnskntly lgmnslraed tavyycakdp
[0185] 101 gttvimswfd pwgggtlvtv ss

[0186]  (SEQ ID NO:18)

[0187]  FEA AWK — AN SEME T S0, AN KWL ~TGF IR PR PR &5 & F BL &
A1k BT R RR A I S e BREE VR BE R AR X

[0188] 1 asvgdrvtft crasqdirrd lgwyqagkpgk apkrliyaas rlgsgvpsrf
[0189] 51 sgsgsgteft 1tisslgped fatyyclghn nyprtfgggt eveiirtvaa
[0190] 101 psvfifppsd eqlksgtasv vcllnnfypr eakvgw

[0191]  (SEQ ID NO:19)

[0192] 1 digmtqgfpss lsasvgdrvt itcrasqgir ndlgwyqgkp gkapkrliya
[0193] 51 asrlhrgvps rfsgsgsgte ftltisslgp edfatyyclg hnsypesfgq
[0194] 101 gtkleik

[0195]  (SEQ ID NO :20)

[0196] 1 sslsasvgdr vtftcrasqd irrdlgwyqq kpgkapkrli yaasrlgsgv
[0197] 51 psrfsgsgsg teftltissl gpedfatyyc lghnnyprtf gqgteveiir
[0198]  (SEQ ID NO:21)

[0199] 1 digmtgspss lsasvgdrvt itcrasqgir sdlgwfqgkp gkapkrliya
[0200] 51 asklhrgvps rfsgsgsgte ftltisrlgp edfatyyclg hnsypltfgg
[0201] 101 gtkveik

[0202]  (SEQ ID NO :22)

[0203] 1 gdrvtitcra sgsistflnw yqgkpgkapk llihvasslq ggvpsrfsgs
[0204] 51 gsgtdftlti sslgpedfat yycqgsynap ltfgggtkve ik
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[0205]  (SEQ ID NO :23)

[0206] 1 ratlscrasq svrgrylawy qgkpggaprl liygassrat gipdrfsgsg
[0207] 51 sgtdftltis rlepedfavf ycqqygsspr tfgggtkvei k

[0208]  (SEQ ID NO :24)

[0209]  {EA K B —ASSEHE 77 27, P - TG IR B & e BRET (1 A2 B L s Ll s i B,
CEPBRADE S 81 ) VBRI, 35 2 BRI 74

[0210] 1 mdmrvpaqgll gllllwfpga rcdigmtgsp sslsasvgdr vtitcrasqag
[0211] 51 irndlgwyqq kpgkapkrli vaasslgsgv psrfsgsesg teftltissl
[0212] 101 gpedfatyyc lghnsypwtf gggtkveikr tvaapsvfif ppsdeqlksg
[0213] 151 tasvvellnn fypreakvgw kvdnalgsgn sgesvtegds kdstyslsst
[0214] 201 1tlskadyek hkvyacevth gglsspvtks fnrgec ;

[0215]  (SEQ ID NO :25)

[0216] 1 mdmrvpaqll gllllwfpga rcdigmtgsp sslsasvgdr vtftcrasqd
[0217] 51 irrdlgwyaq kpgkapkrli vaasrlasgv psrfsgsesg teftltissl
[0218] 101 gpedfatyyc lghnnyprtf gggteveiir tvaapsvfif ppsdeqlksg
[0219] 151 tasvvcllnn fypreakvgw kvdnalgsgn sgesvteqgds kdstyslsst
[0220] 201 1tlskadyek hkvyacevth gglsspvtks fnrgec ;

[0221]  (SEQ ID NO :26)

[0222] 1 mdmrvpaqll gllllwfpga rcdigmtgsp sslsasvgdr vtitcrasgg
[0223] b1 irndlgwyagq kpgkapkrli yvaasslgsgv psrfsgsgsg teftltissl
[0224] 101 gpedfatyyc lghnsypytf gggtkleikr tvaapsvfif ppsdeqlksg
[0225] 151 tasvvellnn fypreakvgw kvdnalgsgn sgesvteqgds kdstyslsst
[0226] 201 1tlskadyek hkvyacevth gglsspvtks fnrgec ;

[0227]  (SEQ ID NO :27)

[0228] &k

[0229] 1 mdmrvpaqgll gllllwfpga rcdigmtgfp sslsasvgdr vtitcrasag
[0230] 51 irndlgwygq kpgkapkrli vaasrlhrgy psrfsgsesg teftltissl
[0231] 101 gpedfatyvyvce laghnsypesf gagtkleikr tvaapsvfif ppsdeqlksg
[0232] 151 tasvvellnn fypreakvgw kvdnalgsgn sgesvtegds kdstyslsst
[0233] 201 1tlskadyek hkvyacevth gglsspvtks fnrgec

[0234]  (SEQ ID NO :28) . FEAMIHY—ASEitifr S, 155 7510 SEQ 1D NOs :25-28

1% 1-22 MR IR . AEASK I — ST S, B ] 22 O R RIER N EAK B
(K—ANSEE 5 5, CDRs DG RLAR / AP HET I EAR BT — A Sty S, AR
DL -IGFIR FUARBCHPTR &5 5 fr BLE & i Bk i — s 4> CORs (41 3 M2 5% CDRS)

TEAR R B — AN SE U7 22 v, P —1GFIR P & S i ik a1 B i ot i B

[0235]

(RIS S P41 ) B R AR, S R 75 -

[0236]
[0237]
[0238]

1 mefglswvfl vaiikgvgcg vglvesgggl vkpggslrls caasgftfsd

51 yymswirgap gkglewvsyi sssgstiyya dsvkgrftis rdnaknslyl

101 gmnslraedt avyycarvlr flewllyyvy yvygmdvwgqg ttvtvssast
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[0239] 151 kgpsvfplap csrstsesta algclvkdyf pepvtvswns galtsgvhtf
[0240] 201 pavlgssgly slssvvtvps snfgtqtytc nvdhkpsntk vdktverkecce
[0241] 251 vecppcpapp vagpsvlilfp pkpkdtlmis rtpevtcvvv dvshedpevg
[0242] 301 fnwyvdgvev hnaktkpree gfnstfrvvs vltvvhgdwl ngkeykckvs
[0243] 351 nkglpapiek tisktkggpr epqvytlpps reemtkngvs ltclvkgfyp
[0244] 401 sdiavewesn ggpennyktt ppmldsdgsf flyskltvdk srwqgggnvfs
[0245] 451 csvmhealhn hytgkslsls pgk;

[0246]  (SEQ ID NO :29)

[0247] 1 mefglswvfl vaiikgvqcgq aglvesgggl vkpggslrls caasgftfsd
[0248] 51 yymswirgap gkglewvsyi sssgstrdva dsvkerftis rdnaknslyl
[0249] 101 gmnslraedt avyycvrdgv ettfyvyyyvg mdvwgagttv tvssastkgp
[0250] 151 svfplapcsr stsestaalg clvkdyfpep vtvswnsgal tsgvhtfpav
[0251] 201 lgssglysls svvtvpssnf gtqtytcnvd hkpsntkvdk tverkccvec
[0252] 251 ppcpappvag psvilfppkp kdtlmisrtp evtcvvvdvs hedpevgfnw
[0253] 301 yvdgvevhna ktkpreeqfn stfrvvsvlt vvhgdwlngk eykckvsnkg
[0254] 351 lpapiektis ktkggprepq vytlppsree mtkngvslte lvkgfypsdi
[0255] 401 avewesnggp ennykttppm ldsdgsffly skltvdksrw gggnvfscsv
[0256] 451 mhealhnhyt gkslslspgk ;

[0257]  (SEQ ID NO :30)

[0258] 1 mefglswlfl vailkgvqgce vgllesgggl vapggslrls caasgftfss
[0259] b1 yamswvrgap gkglewvsai sgsggstyva dsvkgrftis rdnskntlyl
[0260] 101 gmnslraedt avyycakgys sgwyyyyyyg mdvwgggttv tvssastkgp
[0261] 151 svfplapcsr stsestaalg clvkdyfpep vtvswnsgal tsgvhtfpav
[0262] 201 lgssglysls svvtvpssnf gtqtytenvd hkpsntkvdk tverkccvec
[0263] 251 ppcpappvag psvfilfppkp kdtlmisrtp evtcvvvdvs hedpevqfnw
[0264] 301 yvdgvevhna ktkpreeqfn stfrvvsvlt vvhgdwlngk eykckvsnkg
[0265] 351 lpapiektis ktkggprepq vytlppsree mtkngvslte lvkgfypsdi
[0266] 401 avewesnggp ennykttppm ldsdgsffly skltvdksrw gggnvfscsv
[0267] 451 mhealhnhyt gkslslspgk ;

[0268]  (SEQ ID NO:31)

[0269] Bk

[0270] 1 mefglswlfl vailkgvgce vagllesgggl vapggslrls ctasgftfss
[0271] 51 yamnwvrgap gkglewvsal sgsgegttfva dsvkerftis rdnsrttlyl
[0272] 101 gmnslraedt avyycakdlg wsdsyyvyvg mdvwgagttv tvssastkgp
[0273] 151 svfplapcsr stsestaalg clvkdyfpep vtvswnsgal tsgvhtfpav
[0274] 201 lgssglysls svvtvpssnf gtqtytcnvd hkpsntkvdk tverkcecvec
[0275] 251 ppcpappvag psvflfppkp kdtlmisrtp evtcvvvdvs hedpevgfnw
[0276] 301 yvdgvevhna ktkpreeqfn stfrvvsvlt vvhgdwlngk eykckvsnkg
[0277] 351 lpapiektis ktkggprepq vytlppsree mtknqvslte 1vkgfypsdi

16



CON 101222926 B OB B 13/58 B

[0278] 401 avewesnggp ennykttppm ldsdgsffly skltvdksrw gggnvfscsv
[0279] 451 mhealhnhyt gkslslspgk
[0280]  (SEQ ID NO:32). fEAKBHE)—ASLidy %rh, 159 7400 SEQ 1D NOs :29-32

[R5 1-19 T2 BEMR o FEAN R B IR — AN St 7 28, G T AR XA R RIZR IR 7EAC K BH 1)
— AT P, AR BT -IGRIR Jrik sk PR &5 & B & i BTk i — A s 2 A
CDRs (T 3 AN#%8E CDRS) .

[0281]  FEA K BHI— A0 T7 S, B -IGFIR LA & 431 5 &4 SEQID NOs :13-184F
— RS IERR P4 () BB ] AR X X K& SEQ 1D NOs :19-24 1F— S FE /R 7 41 (1) 4 B v]
IR FEARR BB — A0 T7 79, Bt —IGFIR a5 554 SEQ 1D NOs :29 B( 30 f£—
()28 IR 1) () BB AT AR X X 5 SEQ 1D NOs 125 BY 26 T — I 2 518 e 41 ) i i
FERAZIX o FEA R B — N SE 7 20, $L -IGF IR Jiii 3 58 SEQID NOs :31 8% 32 {F-
—HRFER 74 () BB ] AR X X H 5 SEQ TDNOs 127 B 28 41— IR FE R 3 41 1) Rl i
FERAZX o

[0282] EARKRAM — LGS, KRB -1IGFIR biikak Pt a4 & F B &
2.12. 1fx R Rk 3 4% (SEQ ID NO :33) BUSE A BB AR X (7R A K B A — A 5z
77 2, 1 SRS P RIZ R sIEA R B — AN SEHE T 2, CDRs AR / RHA T HEF

)

[0283] 1 mefglswvfl vaiikgvgcq vglvesgggl vkpggslrls caasgftfsd
[0284] 51 yymswirqgap gkglewvsyi sssgstrdya dsvkgrftis rdnaknslyl
[0285] 101 gmnslraedt avyycardgv ettfyyyyyg mdvwgqgttv tvssastkgp
[0286] 151 svfplapcsr stsestaalg clvkdytpep vtvswnsgal tsgvhtfpav
[0287] 201 lgssglysls svvtvpssnf gtqtytenvd hkpsntkvdk tverkccvec
[0288] 251 ppcpappvag psvilfppkp kdtlmisrtp evtcvvvdvs hedpevgfnw
[0289] 301 yvdgvevhna ktkpreeqfn stfrvvsvlt vvhqdwlngk eykckvsnkg
[0290] 351 lpapiektis ktkggprepq vytlppsree mtkngvslte lvkgfypsdi
[0291] 401 avewesnggp ennykttppm ldsdgsffly skltvdksrw gggnvfscsv
[0292] 451 mhealhnhyt gkslslspgk

[0203]  7EA KR BH I — AN St 7 &, AR BB —IGFIR PLik s L Hi R 25 & f Betl

2.12. 1fx (SEQ TD NO :33) [ 20-470 A7 & IEMR .

[0204]  {EAR R WIH]—ASEHET7 ZEZp, AR WP -IGFIR JLik s Pt 2 &5 5 f Brt &
2. 12. 1Fx [ A Bk B (S RE T AR X (SEQ 1D NO :33 [1956 20-144 472 25/ sSEQ 1D NO :
34) :

[0295] q vglvesgggl vkpggslrls caasgftfsd yymswirqgap gkglewvsyi sssgstrdya
[0296] dsvkgrfris rdnaknslyl gmnslraedt avyycardgv ettfyyyyyg mdvwgggttv tvss
[0207]  {EAR R WIH]—ASEHETT ZEh, AR WP -IGFIR JLik s Bt i &5 & Bt &

2.12. 1fx M IEIRE AFHE (SEQ D NO :35) sl BEsi 28 X ({EA K B — > SE il
TR R sEAK I — A2 21, CDRs A HLAR / RHATHET )

[0298]
[0299]

1 mdmrvpagll gllllwfpga rcdigmtgsp sslsasvgdr vtitcrasqd

51 irrdlgwyqq kpgkapkrli yaasrlqsgv psrfsgsgsg teftltissl
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[0300] 101 gpedfatyyc lghnnyprtf gqgtkveikr tvaapsvfif ppsdeqlksg
[0301] 151 tasvvellnn fypreakvgw kvdnalgsgn sgesvteqgds kdstyslsst
[0302] 201 1tlskadyek hkvyacevth gglsspvtks fnrgec

[0303]  7E A< WY Ry — A Sl 75 22, AR W BT —IGRIR PiAA s L HUR &5 &
2.12. 1fx (SEQ ID NO :35) {155 23-236 frZA5E02 .

[0304]  FEA WY I — A LT 2=, AR P -IGFIR Tk s Pt Jn g5 & v Br &
2. 12, Lfx (R e Bk R R BE T AR X (SEQ 1D NO =35 fI5F 23-130 /725 /R 5SEQ 1D NO :
36) :

[0305] digmtgsp sslsasvgdr vtitcrasqd irrdlgwyqq kpgkapkrli yaasrlgsgv

Bty

psrfsgsgsg

[0306] teftltissl gpedfatyyc lghnnyprtf gggtkveikr

[0307]  FEAK B —ANSEHl 77 22, $1 —IGF IR Sk s PR 456 1 B & sl A5 8L
Hi 2. 12. 1fx (SEQ ID NO :35) 155 23-236 £ 2 BRZH f 11 S 3 Bk B 11 BE A E AL 55 B
2.12. 1£x (SEQ 1D NO :33) [R5 20470 SRR Ar 4 el o 2 K 2 11 B AR 20 Ao

[0308]  {EAK B — AN 77 ZE b, P -IGF IR ik sl LT R 456 Bra & B ATk 1
—ABRZAS 2. 12. 1fxCDRs (U1 3 4 42%5% CDRs M1 / 8k 3 D TEEHE CDRs) o

[0309]  TEA A BH (1) — A5 77 b, AR I HL - IGFIR frik s L hi i g & Bt & A
YEALHY 7CLO S e R AR BE R AR X A8 (version) L (SEQID NO :37) :

[0310] 1 dvvmtgspls Ipvtpgepas iscrssqsiv hsngntylgw ylgkpggspg

[0311] 51 lliykvsnrl ygvpdrfsgs gsgtdftlki srveaedvgv yycfqgshvp

[0312] 101 wtfgggtkve ik

[0313]  EA KW — ALt 77 S b, AR W HIPL ~TGF IR STk s Hi R 45 & v Befn s A
PRALIK TC10 fe e TRk a A B AR X ;22 2 (SEQ 1D NO :38) -

[0314] 1 divmtgspls lpvtpgepas iscrssqgsiv hsngntylgw ylgkpgaspag

[0315] 51 1liykvsnrl ygvpdrfsgs gsgtdftlki srveaedvgv yycfqgshvp

[0316] 101 wtfgggtkve ik

[0317]  {EA K B () — A5 77 2 b, AR B HL - IGFIR Prik sl Hhi i gh & B & A
YEALIT 7CLO SR EE A ERE R AR X A8 A 1(SEQ 1D NO :39) -

[0318] 1 gvglgesgpg lvkpsetlsl tctvsgysit ggylwnwirg ppgkglewmg

[0319] 51 yisydgtnny kpslkdriti srdtskngfs lklssvtaad tavyycaryg

[0320] 101 rvffdywgqg tlvtvss

[0321]  FEAK B — A SEHl 77 22 mh, AR M BIPT -IGFIR PiA s T n g & B & A
YEALHT 7CLO SR EE A AR AR X A48 A 2(SEQ 1D NO :40) -

[0322] 1 gvglgesgpg lvkpsetlsl tctvsgysit ggylwnwirg ppgkglewig

[0323] 51 yisydgtnny kpslkdrvti srdtsknqfs lklssvtaad tavyycaryg

[0324] 101 rvffdywgqg tlvtvss

[0325]  FEAK B —ASEHl 75 %P, AR B BIPT -IGFIR PiA st n g & B & A
YEALHY TCLO Ho ek A R n] AR X A48 3(SEQ 1D NO :41) -

[0326] 1 gvglgesgpg lvkpsetlsl tctvsgysis ggylwnwirg ppgkglewig
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[0327] 51 yisydgtnny kpslkdrvti svdtskngfs lklssvtaad tavyycaryg

[0328] 101 rvffdywgqg tlvtvss

[0320]  FEACK B — A9t 7 S, AR IRIPT —IGFIR Pkl Hpt i 45 & Fr Befu & AL2
e A ERER] A2 [X (SEQ 1D NO :42) -

[0330] 1 evglvgsgae vkkpgssvkv sckasggtfs syaiswvrqga pggglewmgg

[0331] 51 iipifgtany agkfqgrvti tadkststay melsslrsed tavyycarap

[0332] 101 lrflewstqd hyyyyymdvw gkgttvtvss

[0333]  FEAKR B — AL 77 S, AR IHIPT -TGFIR Pk sk bt R 456 f Bel & A12
B R R R A2 X (SEQ 1D NO :43) -

[0334] 1 sseltgdpav svalgqgtvri tcqgdslrsy vaswyqgkpg gapvlviygk

[0335] 51 nnrpsgipdr fsgsssgnta sltitgaqae deadyycnsr dnsdnrlifg

[0336] 101 ggtkltvls

[0337] &k
[0338]  (SEQ ID NO:105) :
[0339] 1 sseltgdpav svalggtvri tcqgdslrsy yvatwyqgkpg gapilviyge

[0340] 51 nkrpsgipdr fsgsssgnta sltitgaqae deadyycksr dgsgghlvfg

[0341] 101 ggtkltvlg

[0342]  FEAKR IR — AL T =, AR HT -IGFIR TR s PR &5 & B & 1A
FBEERE I EFE R 42X (SEQ 1D NO :44) -

[0343] 1 evglvgsggg lvhpggslrl scagsgftfr nyamywvrga pgkglewvsa

[0344] 51 igsgggtyya dsvkgrftis rdnaknslyl gmnslraedm avyycarapn

[0345] 101 wgsdafdiwg ggtmvtvss

[0346]  ARIEHBELHE—AERZ AR 5L R30, S30 N31, S31. Y94, H94, D104, E104.,
[0347]  fEAR IR —ASERETT 2P, AR B HIHT -IGF IR HiiA s L PR 454 h B 1A
TR E AR B AZ X (SEQ 1D NO :45) .

[0348] 1 digmtgspss lsasvgdrvt itcrasqgis swlawyqgkp ekapksliya

[0349] 51 asslgsgvps rfsgsgsgtd ftltisslgp edfatyycqq ynsypptfgp

[0350] 101 gtkvdik

[0351] TR — ok Z AN 58435 (P96, 196, P100, Q100 R103. K103, V104, 1104,
D105, E105,

[0352]  TEA B — A5 7 S b, AR BB - IGFIR Jifk s L pi g & Br i & i
FEPUik (fv)8A1(SEQ TD NO :46) :

[0353] 1 evqlvgsgae vkkpgeslti sckegpgynff nywigwvrgm pgkglewmgi

[0354] 51 iyptdsdtry spsfqgqvti svdksistay lgwsslkasd tamyycarsi

[0355] 101 rycpggreys gyygmdvwgg gtmvtvssgg ggsggggsgg ggsseltqdp

[0356] 151 avsvalgqtv ritcqgdslr syyaswyqgk pggapvlviy gknnrpsgip

[0357] 201 drfsgsssgn tasltitgaq aedeadyycn srdssgnhvv fgggtkltvl

[0358] 251 g

[0359]  {EAK M — 5l 7 S b, AR BT -TGF IR STk s pilngh & v Befw &
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FEPUAR (Fv)9A2 (SEQ ID NO :47) :

[0360] 1 gvglvgsgae vrkpgasvkv scktsgytfr nydinwvrqga pgqglewmgr

[0361] 51 isghygntdh agkfqgrftm tkdtststay melrsltfdd tavyycarsq

[0362] 101 wnvdywgrgt lvtvssgggg sgegggsggegg salnfmltgp hsvsespgkt

[0363] 151 vtisctrssg siasnyvagwy qqrpgssptt vifednrrps gvpdrfsgsi

[0364] 201 dtssnsaslt isglktedea dyycqsfdst nlvvfggegtk vtvlg

[0365]  {EA A& B (1) — A58 77 &b, AR BT - IGFIR Jrfk sk HptJr 4 & B & g
BEPUIR (fv) 11A4 (SEQ 1D NO :48) :

[0366] 1 evqllesggg lvgpggslrl scaasgftfs syamswvrga pgkglewvsa

[0367] b1 isgsggstyy adsvkgrfti srdnskntly lgmnslraed tavyycassp

[0368] 101 yssrwysfdp wgggtmvtvs sggggsgggg sggggsalsy eltgppsvsvy

[0369] 151 spgqtatitc sgddlgnkyv swyqgkpggs pvlviyqdtk rpsgiperfs

[0370] 201 gsnsgniatl tisgtgavde adyycqvwdt gtvvfgggtk 1tvlg

[0371]  FEAK B — A SEHE 75 2P, AR W1 -TGFIR PRSI Hi R &5 & Fr Be &
FEPUR (fv) 7TA4 (SEQ 1D NO :49) :

[0372] 1 evglvgsgae vkkpgeslti sckgsgynff nywigwvrgm pgkdlewmgi

[0373] 51 iyptdsdtry spsfqgqvti svdksistay lgqwsslkasd tamyycarsi

[0374] 101 rycpggreys gyygmdvwgq gtmvtvssgg gssggggsgg ggsseltqdp

[0375] 151 avsvalgqtv ritcrgdslr nyyaswyqgk pggapvlviy gknnrpsgip

[0376] 201 drfsgsssgn tasltitgaq aedeadyycn srdssgnhmv fgggtkltvl

[0377] 251 g

[0378]  {EA IR — ALl U7 S b, AR BRI ~IGFIR BTk sl B JR 45 & v B &
BEPLAR (fv) 11A1(SEO 1D NO :50) :

[0379] 1 evglvesggg vvgpgrslrl scaasgftfs dfamhwvrqi pgkglewlsg

[0380] 51 lrhdgstayy agsvkgrfti srdnsrntvy lgmnslraed tatyycvtgs

[0381] 101 gssgphafpv wgkgtlvtvs sggggsggge sggggsalsy vltgppsasg

[0382] 151 tpggrvtisc sgsnsnigty tvnwfqqlpg tapklliysn nqrpsgvpdr

[0383] 201 fsgsksgtsa slaisglgse deadyycaaw ddslngpvfg ggtkvtvlg

[0384]  TEA B — A5 7 &b, AR P - IGFIR Jifk s L pi g & B & i
BEpuik (fv) TA6 (SEQ 1D NO :51)

[0385] 1 evglvgsgae vkkpgeslti sckgsgynff nywigwvrgm pgkglewmgi

[0386] 51 iyptdsdtry spsfqgqvti svdksistay lgwsslkasd tamyycarsi

[0387] 101 rycpggrecys gyygmdvwgq gtlvtvssgg ggsggggsgg ggsseltqdp

[0388] 151 avsvalgqtv ritcqgdslr syytnwfqgk pggapllvvy aknkrpsgip

[0389] 201 drfsgsssgn tasltitgaq aedeadyycn srdssgnhvv fgggtkltvl

[0390] 251 g

[0301]  {fEACR B H)—ANSEHE 7 S AR BT -TGF IR Bk sl HptJm g5 1 B (anfe iz

R R R ) B @R W B AN REX (CDR)
sywmh (SEQ ID NO :52) ;

[0392]
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[0393] einpsngrtnynekfkr (SEQ ID NO :53) ;

[0394]  grpdyygsskwyfdv (SEQ ID NO :54) ;

[0395] rssgsivhsnvntyle (SEQ ID NO :55) ;

[0396]  kvsnrfs(SEQ ID NO :56) ;I

[0397]  fqgshvppt (SEQ ID NO :57),

[0398]  {EA A W — ALl 77 Z& P, AR W HIPT ~TIGF IR HT ks G 45 & v Bt & ik
H T ) S e iRk R AR

[0399] 1 gvglvgsgae vvkpgasvkl sckasgytft sywmhwvkqr pggglewige
[0400] 51 inpsngrtny ngkfqggkatl tvdkssstay mglssltsed savyyfargr
[0401] 101 pdyygsskwy fdvwgggttv tvs

[0402]  (SEQ ID NO :58) ;

[0403] 1 gvgfaggsgae lvkpgasvkl sckasgytft sylmhwikqr pgrglewigr
[0404] 51 idpnnvvtkf nekfkskatl tvdkpsstay melssltsed savyycarya
[0405] 101 ycrpmdywgq gttvtvss

[0406]  (SEQ ID NO :59) ;

[0407] 1 gvglggsgae lvkpgasvkl sckasgytft sywmhwvkqr pggglewige
[0408] 51 inpsngrtny nekfkrkatl tvdkssstay mglssltsed savyyfargr
[0409] 101 pdyygsskwy fdvwgagttv tvs

[0410]  (SEQ ID NO :60) ;

[0411] 1 gvglggsgae Imkpgasvki sckatgytfs sfwiewvkqr pghglewige
[0412] 51 ilpgsggthy nekfkgkatf tadkssntay mqlssltsed savyycargh
[0413] 101 syyfydgdyw gqgtsvtvss

[0414]  (SEQ ID NO :61) ;

[0415] 1 qvglqggpgsv lvrpgasvkl sckasgytft sswihwakqr pggglewige
[0416] 51 ihpnsgntny nekfkgkatl tvdtssstay vdlssltsed savyycarwr
[0417] 101 ygspyyfdyw gggttltvss

[0418]  (SEQ ID NO:62) ;

[0419] 1 gvaglqggpgae lvkpgasvkl sckasgytft sywmhwvkqr pgrglewigr
[0420] 51 idpnsggtky nekfkskatl tvdkpsstay mglssltsed savyycaryd
[0421] 101 yygssyfdyw gqgttltvss

[0422]  (SEQ ID NO :63) ;

[0423] 1 gvglvgsgae vvkpgasvkl sckasgytft sywmhwvkqr pggglewige
[0424] 51 inpsngrtny ngkfqggkatl tvdkssstay mglssltsed savyyfargr
[0425] 101 pdyygsskwy fdvwgggttv tvs

[0426]  (SEQ ID NO :64) ;

[0427] 1 gvglggsgae lvkpgasvkl sckasgytft sywmhwvkqr pggglewige
[0428] 51 inpsngrtny nekfkrkatl tvdkssstay mglssltsed savyyfargr
[0429] 101 pdyygsskwy fdvwgagttv tvss

[0430]  (SEQ ID NO :65) ;
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[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]
[0462]
[0463]
[0464]
[0465]
[0466]
[0467]
[0468]
[0469]

1 gvglvgsgae
51 inpsngrtny
101 pdyygsskwy
(SEQ 1D NO :66)

1 gvglggsgae
51 idpnsggtky
101 yygssyfdyw
(SEQ ID NO :67)

1 qiqlqgsgpe
51 iypgsgntky
101 kfamdywgqg
(SEQ ID NO :68)

1 gvglggsgae
51 inpsngrtny
101 pdyygsskwy
(SEQ ID NO :69)

1 qiglggsgpe
51 idpgsgntky
101 ttyyyamdyw

(SEQ ID NO :70) ;

1 vglggsgael
51 lpgsgstnyh
101 dfdgwgqggtt
(SEQ ID NO :71)

1 gvgllesgae
51 ilpgsggthy
101 syyfydgdyw
(SEQ ID NO :72)

vvkpgasvkl
ngkfqgkatl
fdvwgqgttv
1vkpgasvkl
nekfkskatl
gqgttvtvss
lvrpgasvki
nekfkgkat]
tsvtvss
lvkpgasvkl
nekfkrkatl
fdvwgagttv
lvkpgasvki
nekfkgkatl
gggtsvtvsa
mkpgasvkis
erfkgkatft
Itvss

s A
Imkpgasvki
nekfkgkatf
ggqgtsvtvss

s

sckasgytft
tvdkssstay

tvss

sckasgytft
tvdkpsstay

sckasgytft
tvdtssstay

sckasgytft
tvdkssstay

tvss
sckasgytft

tvdtssstay

ckasgytfsd

adtssstaym

sckatgytfs
tadkssntay

sywmhwvkqr

mglssltsed

sywmhwvkqr
mglssltsed

dyyihwvkqr
mqlssltsed

sywmhwvkqr

mglssltsed

dyyinwmkgk
mglssltsed

ywiewvkqrp

glnsltseds

sfwiewvkqr

mqglssltsed

A/ Bk H R e R R PR R AR X

1 dvlmtgipvs
51 lliykvsnrf
101 ftfgsgtkle
(SEQ ID NO :73)

1 dvlmtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ ID NO :74)

1 dvlmtgtpls
51 lliykvsnrf

lpvslgdgas
sgvpdrfsgs
ikr

lpvslgdpas
sgvpdrfsgs
ikr

lpvslgdpas
sgvpdrfsgs

iscrssqiiv
gsgtdftlki

iscrssqsiv
gagtdftlri

iscrssqgsiv
gagtdftlri

22

hnngntylew

srveaedlgv

hsnvntylew

srveaedlgi

hsnvntylew

srveaedlgi

pgaglewige
savyyfargr

pgrglewigr

savyycaryd

pgeglewigw

savyfcargg

pgaglewige
savyyfargr

pgaglewigw
tavyfcarek

ghglewigei
gvyyclhgny

pghglewige

savyycargh

ylakpgaspg
yycfagshvp

ylgkpggspk
yycfagshvp

ylgkpggspr
yycfqggshvp
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[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
[0480]
[0481]
[0482]
[0483]
[0484]
[0485]
[0486]
[0487]
[0488]
[0489]
[0490]
[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]
[0498]
[0499]
[0500]
[0501]
[0502]
[0503]
[0504]
[0505]
[0506]
[0507]
[0508]

101 ptfgggtkle

(SEQ ID NO :75) ;

1 dvlimtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ 1D NO :76)
1 dvlmtgtpls
51 1liykvsnrf
101 ptfgggtkle
(SEQ ID NO :77)
1 dvlmtgtpls
51 1liykvsnrf
101 xtfgggtkle
(SEQ ID NO :78)
1 dvvmtgtpls
51 1liykvsnrf
101 ptfgggtkle
(SEQ ID NO :79)
1 dvvmtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ 1D NO :80)
1 dvlmtgtpls
51 1liykvsnrf
101 ptfgggtkle
(SEQ ID NO :81)
1 dvlmtgipvs
51 lliykvsnrf
101 ftfgsgtkle
(SEQ ID NO :82)
1 dvlimtgtpls
51 lliykvsnrf
101 rtfgggtkle
(SEQ ID NO :83)
1 dvlmtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ ID NO :84)
1 dvvmtgtpls

ikr
lpvslgdpas
sgvpdrfsgs
ikr
lpvslgdpas
sgvpdrfsgs
ikr
lpvslgdgas
sgvpdrfsgs
ikr
lpvslgdpas
sgvpdrfsgs
ikr
lpvslgdpas
sgvpdrfsgs
ikr
Ipvslgdpas
sgvpdrfsgs
ikr
lpvslgdgas
sgvpdrfsgs
ikr
lpvslgdgas
sgvpdrfsgs
ikr
lpvslgdgas
sgvpdrfsgs
ikr

lpvslgdpas

iscrssqgsiv
gagtdftlri

iscrssqsiv
gagtdftlri

iscrssqgxiv
gsgtdftlki

iscrssqsiv
gagtdftlri

iscrssqgsiv
gagtdftlri

iscrssqgsiv
gagtdftlri

iscrssqiiv
gsgtdftlki

iscrfsqsiv
gsgtdftlki

iscrssqsiv
gsgtdftlri

iscrssqgsiv
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hsnvntylew

srveaedlgi

hsnvntylew

srveaedlgi

hsngntylew

srveaedlgv

hsnvntylew

srveaedlgi

hsnvntylew

srveaedlgi

hsnvntylew

srveaedlgi

hnngntylew

srveaedlgv

hsngntylew

srveaedlgv

hsnvntylew

srveaedlgi

hsnvntylew

ylgkpggspk
yycfqgshvp

ylgkpgaspr
yycfggshvp

ylgkpggspk
yycfagshvp

ylgkpggspk
yycfqagshvp

ylgkpggspr
yycfqggshvp

ylakpggspr
yycfqgshvp

ylagkpgagspg
yycfagshvp

ylgksggspk
yycfagshvp

ylgkpggspk
yycfagshvp

ylagkpggspk
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[0509]
[0510]
[0511]
[0512]
[0513]
[0514]
[0515]
[0516]
[0517]
[0518]
[0519]
[0520]
[0521]
[0522]
[0523]
[0524]
[0525]
[0526]
[0527]
[0528]
[0529]
[0530]
[0531]
[0532]
[0533]
[0534]
[0535]
[0536]
[0537]
[0538]
[0539]
[0540]
[0541]
[0542]
[0543]
[0544]
[0545]
[0546]
[0547]

51 lliykvsnrf
101 ptfgggtkle

(SEQ ID NO :85) ;

1 elvmtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ ID NO :86)

1 dvlmtgtpls
51 1liykvsnrf
101 ptfgggtkle
(SEQ ID NO :87)

1 dvvmtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ ID NO :88)

1 dvlmtgtpvs
51 1liykisnrf
101 rtfgggtkle
(SEQ ID NO :89)

1 dvlmtgtpls
51 lliykvsnrf
101 ftfgsgtkle
(SEQ 1D NO :90)

1 dieltqgtpls
51 1liykvsnrf
101 ytfgggtkle
(SEQ ID NO :91)

1 dvlmtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ ID NO :92)

1 dvvmtgtpls
51 lliykvsnrf
101 ptfgggtkle
(SEQ ID NO :93)

1 dvlmtgtpls
51 1liykvsnrf
101 ptfgggtkle
(SEQ ID NO :94)

sgvpdrfsgs
ikr
Ipvslgdgas
sgvpdrfsgs
ikr
lpvslgdpas
sgvpdrfsgs
ikr
lpvslgdpas
sgvpdrfsgs
ikr
lsvslgdgas
sgvpdrfsgs
ikr
lpvslgdgas
sgvpdrfsgs
ikr
Ipvslgdgas
sgvpdrfsgs
ikr
lpvslgdgas
sgvpdrfsgs
ikr
lpvslgdpas
sgvpdrfsgs
ikr
lpvslgdgas
sgvpdrfsgs
ikr

s

gagtdftlri

iscrssqtiv
gsgtdftlki

iscrssqsiv
gagtdftlri

iscrssqsiv
gagtdftlri

iscrssqsiv
gsgtdftlki

isckssqgsiv
gsgtdftlki

iscrssqgsiv
gsgtdftlki

iscrssqsiv
gsgtdftlri

iscrssqsiv
gagtdftlri

iscrssqgsiv
gsgtdftlri
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srveaedlgi

hsngdtyldw

srveaedlgv

hsnvntylew

srveaedlgi

hsnvntylew

srveaedlgi

hstgntylew

srveaedlgv

hssgntyfew

srveaedlgv

hsngntylew

srveaedlgv

hsnvntylew

srveaedlgi

hsnvntylew

srveaedlgi

hsnvntylew

srveaedlgi

yycfqgshvp

flgkpggspk
yycfqgshvp

ylgkpggspk
yycfagshvp

ylgkpggspr
yycfagshvp

ylakpggspk
yycfqgashap

ylakpggspk
yycfqgship

ylagkpggspk
yycfagshvp

ylgkpggspk
yycfagshvp

ylgkpggspr
yycfagshvp

ylgkpggspk
yycfqgshvp
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[0548] 1 dvvmtgtpls Ipvslgdpas iscrssqsiv hsnvntylew ylgkpggspk

[0549] 51 lliykvsnrf sgvpdrfsgs gagtdftlri srveaedlgi yycfqgshvp

[0550] 101 ptfgggtkle ikr

[0551]  (SEQ ID NO :95) ;

[0552] 1 dvlmtgtpls lpvslgdgas iscrsnqtil lsdgdtylew ylgkpggspk

[0553] 51 1liykvsnrf sgvpdrfsgs gsgtdftlki srveaedlgv yycfqggshvp

[0554] 101 ptfgggtkle ikr

[0555]  (SEQ ID NO :96) ;

[0556] 1 dvlimtgtpls Ipvslgdgas iscrssqtiv hsngntylew ylgkpggspk

[0557] 51 1liykvtnrf sgvpdrfsgs gsgtdftlki srveaedlgv yycfqggthap

[0558] 101 ytfgggtkle ikr

[0559]  (SEQ ID NO :97) ;A

[0560] 1 dvlmtgtpls Ipvslgdgas iscrssqgsiv hsngntylew ylgkpggspk

[0561] 51 lliysissrf sgvpdrfsgs gsgtdftlki srvqaedlgv yycfqgshvp

[0562] 101 ytfgggtkle ikr

[0563]  (SEQ ID NO:98)

[0564] A< BH A BBl A 456 3 mp it A G PR i 4 B P 38 DX A Ay e e Bk i 9 4L DX 95 1
PUBE I 2R KB 732K -1 (IGFR) HitiA T IBF B 7. AE— DSy &, R A X 5
k BEEEDGER. £ DT ED, mERAAERXYE v v2, v38 v 4 BEEERERE.
FEA I IR SE T 7 G20 s ARG 21 AR AT S e 3R A R R] AR X ] 5 A IR 1R E X 3%z .
[0565] 1k, A B Ve Bl AL AR AT AT B AR Bt 4R v B i ok sl o v Bt & A58
i Chothia 2§, J. Mol. Biol. 186 :651-663 (1985) ;Novotny #H Haber, Proc. Natl. Acad. Sci.
USA 82 :4592-4596 (1985) Bk Kabat, E. A. %%, Sequences of Proteins of Immunological
Interest, National Institutes ofHealth, Bethesda, Md. , (1987)) = it #1) fRIATAR] J7 v %
SE WILE LG T 9 AT S B 3R B 1 0 B Bl A JE BR B 9 FEBE A — B Z 1> CDRs (3 AN 42%E CDRs
A/ B3 ANERE CDRs) FT/ BIAZEIX .

[0566] 1A B it — AN STt 77 2, A8 s AR TE “ B ve B pTAR” i N —BFRE A L [A] 5t
FIHTA T BTG BRI B, BIER 1A A BE R AR R AL IR AR 2 4, B8 BERFDUAA ) B — BT
RERARFI o BR TL BT A R e B, DB X B — B PR AT 5o B S BB AR LT
TrE AT RE IR I AL AC IR Al MBS IR B B AR BN S A e e BR R A TS . BT C
sk ” R T HUAAE R —REEE A LR BRI TR P R — 53 R T AN RRRE O i MRy
TEITER YU BRI, ARYE A W B A A G # S B B 4K ) ] Kohler, 5%, (1975)
Nature 256 :495 15 SEHIR 2 ST IRVE )45

[0567]  fEA B —ASEHETT &, 2 DU R — iy — Rl 2 A LA AHE [ R BT ik
— i\ RS T AERBUR. — R E 2 e DU LA A R P
R A B R 40 JAFAE T, AR — Bk R b AR . 2 e PUAIE R BT
GG R o

[0568]  fEAJ B ) —A> S 7 5 70, XU S M sl BE B2 — Fb BT P AS R ) T
/ BEBEXS TP AN R ) S5 A A R BN TR AP A . XU S ME B R st i 22 b 07 25 4%, 49
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FEAAT R A B Fab' S HE. 2L Songsivilai, 28, (1990)Clin. Exp. Immunol. 79 :
315-321, Kostelny, %%, (1992) ] Immunol. 148 :1547-1553, A, SUR: SEHUART B A
“XUPLIAR” (Holliger,ZE, (1993) PNAS USA 90 :6444-6448) 8i“ Janusins” (Traunecker, Z¢,
(1991) EMBO J. 10 :3655-3659 Fl Traunecker, &, (1992) Int. J. Cancer Suppl. 7 :51-52)
[0569]  7EAS K BHI— A5 Ty Serb, RE <8 ANPUAR” fa— P S N sk B iR
FF AR . WERTE /N B /) B4 B BlCR YR T/ B4 B i A9 b o= A, e NBUiR v 5
ANERIHERE . [RIFEHE, “/NERPUAR” 58— P& /D R AR BRE B PP Pk .

[0570]  ARBIERE “HkEPUR”, — M-S 52k A8 5 — M ASEEADF Cln/h LS .
Fo AR BUARR ClnfEE X ) G BUR G AR B 2Z X S HTA . X Eegiikn] H T
FEAE NPT TGFIR f 8k BOE M

[0571]  “HBE Fv” B “sFv” Juik v BCEAPUAR) vy FTV, X, HAiX 8 DL 46 Z Ik TR
KA. — BRI T, sFy 2 K76 vy fLV, Xz [dE— 20 &0 2 KBk, 1% 2 Ik Sk Be At sFy
TERPTR &5 & T R B o it O T A BB AR R (UL S. £ H)'5 5, 476, 786 ;
5, 132,405 F1 4, 946, 778) REIE & FH T 7= 2EHL ~1GF1R- Fr S ME B8P IR, X sPv K%k S
DL Pluckthun in The Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg Fl
Moore % . Springer—Verlag, N. Y. , pp. 269-315(1994) .

[0572]  FEAR I —ANSEHE T Srh, “ RS E i Fy B 1 “dsFv” fa 5 A 1l —
BOERER ERE NI AR (V) FUERBERT AR X (V) I RskE A .

[0573]  FEA & WG N I PLAR PR 456 BOd A 45 m] i i 440 a0 8 22 R TG By 1)
P A1 F (ab) , FrBte Fab v Ba] i i 491 4 hat S5 i Bl SR 5k S ZIE IR F (ab) , K™
Az Fab Jy BRI 0t 5 Vy-Cy BEIEHN V-C Bk, F (ab), v BUZE I A —aip s
RUGEBRIPIA Fab B, F(ab), 4> T Fab #7048 W Mre A T2 2 [0 [ F, X645
[0574] F, FrBse vV, 8V, X

[0575] Mk T A 1E 2 X (2 2R 1R P41, Bk EE v LAy A AR, 2/0A T
KRB PEERE A 1gA. gD, IgE. IgG Fl IgM, Hrp LW — 0 W ([FFIEL ), 4n
TgG—1. TgG-2. T1gG—3 Fil 1gG—4 ;TgA—1 I TgA-2. WIfE M TS, [ETIXFE R PR s HHt
JR G5 A BEA TR N AR BHTE R

[0576] AR BHIMHL —IGF IR FLARIET] 540228 3 46 o A2 4 LT LLE RS9
U AR R B T R o AL I RGN P R Ay AR IR TT B AN
EEW. EENESYWEREAR TR L (PEG) ( 41HF 2kDa.5kDa, 10kDa. 12kDa-.
20kDa. 30kDa B 40kDa 43+ &[] PEG) ] M A B IR H 4 B (mPEG) » Lee, %5, (1999)
(Bioconj. Chem. 10 :973-981) #% #& T PEG 4% & W %85 U 7K. Wen, Z¢, (2001) (Bioconj.
Chem. 12 :545-553) #Fs T HEHA RSB EER ( W LE = L (DTPA)) 1
PEG 28 A Bk

[0577] AR BT HL AR RN R B BOE TT 284 A, B 4 **Te Y In 2PV T H
BT 100 PNV BFL PSP T To P Ra, PCo . PFe . "Se L PPEBu, CUL 01 VP At PP pb L T'Se ' pd
“*Th Al “K.""Gd.*Mn.*Tr I *Fe,

[0578] AU BHEIPLARBUR Y Boid n] 5 5t sl 7 ROEHR 0SS, A5 586 B an s +
BEY 96 E LR P R AT A R R e AL R R R O N R
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B AR R S R PEEE R TR L TG R VBRI AR L T K bR I O IR
WY WE MEARIC  BRIEARIC 1Y BE 3h AR i R BB AR 10 K BE RO PR I0 . 2, 3— S0k |
LR/ PUEYRED . Bl AR E R H H .

[0579] LA FIHL 4K F BOIL m] 55 40 Mo 75 35 B8 7 485, 9] G 1 e o 25 S IR B A O v
(Pseudomonas aeruginosa) MR A . EMERAB MHETHFEA AR IHERST R
ARE. a- )\BERE MM (Aleurites fordii) AL EY (WIRHR ) AT EEA.
Phytoiacca americana %[ PAPT. PAPTT F1 PAP-S.75)I\ (momordica charantia) $H]4)«
EREEEHREEE (saponaria officinalis) #MHIY. £ E E (mitogellin) /&
PRI Z (restrictocin) EY& RHKIHHE R

[0580] W] LA FH AR i) A 4518k 0 0 () 7 A A R I BLAR 77 F 5 S A 5, B
Hunter, 2%, (1962)Nature 144 :945 ;David, 2%, (1974)Biochemistry 13 :1014 ;Pain, %%,
(1981) J. Immunol. Meth. 40 :219 ;1 Nygren, J., (1982)Histochem. and Cytochem. 30 :407
PR IR L7, TG URRI 722 I, ARSTEON AR 7 &

[ose1] & A Kk W W — A S W 7 F P, IGFIR # H A

Ay
6 %
kVN N NH
V.
(PC“ %
2 B M S - 5 7 7 0 9 8 HN 57
HOB
o]
)
AEW-541 TH o 3 Lo 1R R vE T

( A 3
IR A SO A 88 i EE AR 1 DA TR Ao 2 40 TS PRk g BOAE AR/ ) LR AiE 1) 5 V7%
AR K I E N
[0582]  {EAI B — ST S, IGFIR AR5 T WO 03/48133 rf {AFAT—Fhms
WERTAEM, Bl I & A% 5 A
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NN

[0582] m;(\ ,RiR. S I S5 S0 03607 5 L L A 4 A 0T
L

RTINS T/ LRI 9 77 V9 N A R B TR

[0584]  {EAK B — A7 % b, IGFIR FHIFHIES) T WO 03/35614 Hh -4 —Fii

SRBEEH G, LA S 0L -

r®
| o
[0585] N
Y Ny

T X LSRR VG T SRS RSSOV AR A BT i A

TE A 22 A0 PR TR IR A AR /) ) LJRBIE (O 5 VAT ANAS R T R N
[0586]  {EA KR — NSt %, TGFIR #0572 411 WO 03/35615 H HYAEf — ik
BRI 7], ) A 5 A% D S5 A

n‘*\of’ N CRn SR,
f0587] Lﬁj/ N VO A 5 S

RG
R R
TRGUVLIA R 2k A0 ST T88 B ADJRR Bt 20 40 O RR T B A AT/ LT AE IR 7 ¥ A AR

BEREAs I
[0588]  {EAK B —ASEHETT S, IGFIR Afil5R251 T WO 03/35616 H {ATA—Fh s
BRI 7], B B 5 A S R
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o}
]
N
)VN WO ) o S HE A LR SRR RSV PR S AR L

R0~ S A0 SR TR MR A AT /I ) Wi P 7 VR o A AR B B LA o
[0590]  FEA KB —ANSEE 5 571, TGFIR #HIFEF T WO 03/35619 FPRIATAT — i
ZBR B, ] It 5 oL S5 -
(R
(\?\ /ﬁ, z){\

G
[0591] w N N \V/( " R

Hﬂ
R R?

TR TT BT RSO IR P88 4 T AR 307980 i TR R A 2 40 B8 TR M (Tl /s ) LI RE 1
TEENA R BTG

[0592]  7F A J& B I — AN 55 i 77 4, IGFIR #1 ) 57 J2 & #0 #) 21 VEGF-2R. Kit.
FLT3 A1 / 8% PDGFR ) £ ¥ ri 3 B #0051, 41 40, SU-11248 ( U1 sunitinib malate) BX
Bay43-9006 (sorafenib) . I i i H X LNl )6 7 8% Fp i SOV PRI « 4 - 48Hi0 08 o TN
J6 ~ LA 22 240 R T e BSUATAT /0N ) LI PR 7 V08 N A R BB R Y o

[0593]  TEAR B — ANt 77 S rh, TGFLIR #DI5RZ 41 T WO 03/24967 v RIEA]—Fi ik
EW, BSOS

I o e A X e R 6 7 ST RSO A R 4k H e A

T B PR A 2R A LR BRI BRAT AR/ ) LB RE F) T VR T A A R BT LA o
[0595]  {EA K B — 4‘?&’}3@7‘5%*, IGF IR #HIFFAZ41 T- WO 04/30625 HHIEAT—FifL
EW, B S R0 S

[0596] ,qx-té‘ﬂ” I PSS S L) V7 S5 T 0L AP e A1

N Ii‘]%.?\Eli%‘ﬁliéééﬂﬁlﬂ’@%.?\Hﬁ%%#ﬁ?@i@ﬁd\)L%E‘EEE‘J?‘??%%)\Z!KE BEREAEE I
[0507]  (EAKRHIN— ST 5, TGFIR WIS T WO 04/30627 H AR —Ffifl
é‘%%ﬁﬂﬁﬂ’@/\ﬁ DG

Iy
R 8
[0598] I?:/ Q‘Ra JE Ik it P 32K 46 R 500 v T BT A SO A R 4 G
o 8 ?

R
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TR BF TRVJRE A 20 40 M TRg R IR ed BT ART /S ) LI iE ) 7 VTR AN R BHYERELY o
[0599]  FEAKAHI— /1\5?)3’@7‘:7;%* IGF1R PRHIFFAZ 5] F WO 00/35455 HA[RIATA—Fhi 4%
T = iR, 1§Uﬁﬂﬁ/\1‘7'b‘

105003 * )k g TRTBECAH R A B,
i

Y H ORI R AR L A 22 A T \Hﬁ@%ﬁ?@i(ﬂﬂdvL%EE‘J?‘?%%?\Z&E SEREAEE I
[0601]  EARBHET—ANSERETT S, IGF IR FPHIFRIE 4 T WO 03/27246 H AT —Ff k.
M FH X LRI I T BRI B SOUL AR B U8 8 < R PALJRE o 2 40 TS | P ik e
SR /N UJREAE [ 3 78 AN R HIVE R

[oeo2] fE A K B W — A % i 5 % b, IGFIR # Hl 2

O D\/“ 8¢ PCT Hi i 2 JT 5 W002/92599 i Jif 41 #& 4T

4= G —5- 2KIE —T- N T3 - mb g I (2, 3-d] WERERTAEY) . T il i A e RV ¥ s
Br RSO PR IS 2 EE ORI B PRI IR A 0 4 R  JR e LA AT DS ) LR () T VA VR N AR
RGN .
[0603]  HLfAR)™/E
[0604] AT 3d & IR J7 v ] T30k B SR AR 2 e 1 K A4 LA ) TGF IR, H2E H
Z it FLah W £ /s B A A B R SR NS5 & e FEBLAR (mAbs) o XY
T A IX A IR B v B DA R B R R IR BT WL T 4 Stites, 5% (4 )BASIC AND CLINICAL
IMMUNOLOGY ( %8 4 kit ) Lange Medical Publications, Los Altos, CA X H b HII &%
S #k sHarlow i1 Lane (1988) ANTIBODIES :ALABORATORY MANUAL CSHPress ;Goding (1986)
MONOCLONAL ANTIBODIES :PRINCIPLESAND PRACTICE (%8 2hi)Academic Press,New York,
NY. R, RT3l i 2 AR U AR N T2 GBI ARG S s B Ptk . AR, ok B F A
ST IR G (1) B0 1 R A e E S I8 IR G e A MR S A LU BR TR AL . 23 D Kohler Al
Milstein (1976)Eur. J. Immunol. 6 :511-519. J& PR MEFEAL )25 3% T v 45 A BB 55 fim ot
PRI B e 5 23 e AL, BRALA AR TR AN 77 . 2 0 Doy e, 55 (YnfH, 1994 Fl g S 1
Fi] ) CELL ANDTISSUE CULTURE :LABORATORY PROCEDURES, John Wiley andSons, New York,
07 226 7 AR R R R B B S R A S R ) BT A4 B E B T PR LA 40 B A v
W, I AT I 22 iR AR v I R 4 B 7 A IR R e B TR ) 7 i, RSV S B HESH )
T8 BN . 80, R4 Huse, 5 (1989) Science 246 :1275-1281 Fr M () B 5K
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771, Wk fik A B 48 DNA SO 7 & b B v B Ak s L 455 B DNA JP 41

[0605] L Ath 3 5 R 52 A AL HE 71 0 B A4 s SR AL B A4 P B FE PR SCE . 2 WL Huse 5%,
Science 246 :1275-1281(1989) ;i Ward %%, Nature 341 :544-546 (1989) . A& HIIZ Ik
FHUAT] A B AR, AR R A BRIk 8, 2 IR ml @ L0y
s AR AR R S R AR DIRR I . ©ANZ FIFRIC RIS HAR, I 2R
FISCRR P 24008 o 5 PR B FE RO TEAZ 25 B A Sl R 5~ S5 260 7 A
KOG G ROR SE . LA B bR B A UL S. RS 3, 817, 837 53, 850, 752 ;5
3,939, 3 50 33,996, 345 ;4, 277, 437 34, 275, 149 F 4, 366, 241. [FFE, °A] = 4= T 41 % 5 Bk
H=H,Z W Cabilly U.S. EH)5 4, 816, 567 ; F1 Queen 2§ (1989) Proc. Nat’ 1 Acad. Sci.
USA86 :10029-10033 ; B 7EHE LR/ B P ) 45, 22 W, Mendez %% (1997) NatureGenetics 15 :
146-156. 52 LA I NSRRI BRI 75 5 R AU A B B e 2 WL T it i 285
Queen 2511 U.S. £ RS 5,530, 101, K2 Winter 21 U. S. B H] 5 5, 225, 539, i K 45
Boss 5[ U. S. A5 4, 816, 397, I R CETE I IF AMEAN S,

[o606]  WT FHAE A fE 32 FH T 4% BH B SRk (I L3040 40 i 52 2 A sl A0 o JA i s FF
FE 2 Ml 3015 [ 25 H A B S5 T 0 (ATCC) [ JE PR IERE AV 40 i 2R o X b4 i 2R 045,
JUH R E A R EPE (CHO) 41 M. NSO, SP2 4l . Hela 41 . 46 B (BHK) 20 g . 46 & 4
g (COS) « AJTF4m s 4n it ( i1 Hep G2) « A549 20 . 3T3 4 HE . HEK-293 41 o i £ Fh HoAth 21
Mo AR I 40 A RS A /N B ORI 2 AR SR R A . B
WIS 40 i 2R EAT R R A KT, B A R 40 i AR o LA R A5 A 40 i R 8 B e 4
i Z2 80 1 ST 40 i P A B 470 40 S 40 B A0 B AR A B R EL B A . Y A R IR A RS
R PUR G55 H o0 I B R/ s PR &5 &8 S A IS e 40 b, i
B 7908 T 40 M 2 LAAE TS 3240 M b SRk B pR S AR ok b2 DK oA 23 s B 7 32 4 BT AR K
(10355 F 3 Hh ) — BEI TSR = AR B Ak

[0607] W] FHARAE ) & A A4l Tk NS FR B BIebi R . S Ak, nIA A 2 50 2 ARG
A& LA (B LA ) FEA AR R PR IE . i, TERE S A R
& R R R IE R G (GS R ) M THmRERFHFB. 1% G6S RATTe TR %
5 0 216 846.0 256 055 F1 0 323 997 LUK KK EF) HiE5 89303964. 4 K4 ok
HarHNET.

[0608] {1 W] BRIt AN 7] (1) 40 o 28 B ik DRI B A 4R 3k I B AR ARz st 22 ) 25 B AN [R] R 2k
1o SR, PTA LRI ER AL AL R 73 7 S b5 B P A, BB 3 A I 3R AR I 2 1R e A I DL A S 2
AR —E5, SHUERIREREA LK,

[0609] AR IIALEEIR T 7

[o610] AR BIMERIE & T &8 58S 7 FI 4 A B AR B TGRLR 50511
HEw, U SGE I S8 2167 ) CIngi s i gy 7 s bR ) 54611
TGF LR #HIFRFH TG T7 B Ah 20 40 Mo J8g | 24 48009 B AR BRSO IS /D> ) Lo i ok e
(K771 BAMRAR A= 167 VA S AT 5 & I i A AT 20 A2 B S B KR 73 491 4, Herp
TBIT RN AR B B T BT i R 521697 8 R B R B4 M R AR 236 T R S AT P e
AEEIB YT R o DUREIRTT R AR AT 190 G0t 5 i 3 o P it FH K1 52 967 B e R s IR RV T
Flo
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06111 7 A K B B — A Ll 7 £, #8448 7 5 & & m £ (VP-16;

H H
HO- A SN o RNy R = . .
: j’__ AT TGR IR M50 T8 1 X e 2 50 ¥A T 7 Sl PR
Ho” N Vo7

Fs

RESUL AR 2 H- G S0 68 DR RS 2 440 R TR Bt A T /s JLJRIE (R T VR TR A AR K
I I

[0612]  (EA B — A Sy S, 1R 06 T 45 75 A

(
() TGFIR #4510 3t FH X 28 2550677 s P R SV L DA 83 o B0 48 1 TR e 2
A0 M TR e AT AR /N ) LRI I VAT A AR e Y
[0613] fEARKYHK — Dt FxP, &ET HELIAMKUS T HHIFS

R

: /’N =
U. S. 2004/0209878A 1L A BT i #& AR FTAL G4 ( ﬁu@@RTYm REMZOGH ) X

N,
T

) AL$E Caelyx B¢ Doxil ( £h1e 2 2 bt B F Ak v 5t

CHg )

L ®
7] ;0rtho Biotech Products L.P ;Raritan,NJ) 541 IGFIR 3#)7. Doxil ® HE 4T
STEALTH ®@ JIR AR A i 2 2 LL 2, iZ AR A i N- (BRI — 483658 £ % 2000) —1,2- —
il BE L —sn— H M ZE —3- B IR SRR (MPEG-DSPE) ;5 &L IM K S BR#EAE (HSPC) F
HE S T 20 Al o 30 I il FH I A 2450 YR T B ST AR SUL DAV R o EE O H9RE B AR Rl AP 22 4T i
Jod SR e AT AR /N J U E 1) 7 VAR N AR I BTG L Y o
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f;i
Huy\ﬂf
e
[0614]  FEAKR IR —ANS2hE &P, 120t T 55 - S -5 FURE iy 4
kit ’rj
£ ' H
( o1 H )

I TGR IR A7 o I8 il X L8 2455706 97 s B At SOL A 98 Ak HE AT B PAVJRE i o
22 0 IR S R AR fT /S JLEAE I T R TR AR INE T A o

f0615] AL IS5 S, B T AR ( ~J=L/\f,,/~; ) ¢
by A \: —(
o ‘i/%" £
E ) IGFIR HPIF . 8k it I Lo 25 0 va 7 8 7 b R s UL AL 98 o4 B4R 30 98 i TAL IR s A
25 2 O Rg  Ji Bip g s ATART /N ) LIRS RE ) 7 VAT NS R BH G FEL Y

N
[o616]  FEAR KB — ALl m B, 124t T 58 i i l\/ ] IRREND
N

e
( );

CDK 1 1 551 451] 4111 ZK-304709. Seliciclib(R-roscovitine) AT 4]
DS
u A

7

H
no/\yf\‘o/ ! ?
N i
1) MEK 1) 1) 571 %1 40 PD0325901 & ﬁ]\ AZD-6244 ;15 fih
i ; /- 1
( ' )

GG - WA -5 R N-LOREESE ) Bt 1- HF ) 5B L- &R N-[4-[2- (2- &4k 4,
T- & A - IH- e IE (2, 3-d] MENE -5 2k ) £k ] KRB - ZHEh-BKIREGY
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O GOy Na*

N *7Hs0
( H
B2 i 2E A -BK

CO;;" Na*

7 N\

REY) G 1 TGFIR M5 o il XL 255006 7 sl PP A SOV 8 4 AR
AR  FS Ao 0 20 MRS  FBR Ao A AT /N J LT IE R T VTR AR RIS A

[0617]  (EAE W — AN SEiti 5 s b, 1B T 5 E W (

%, J. Am. Chem. Soc. 93 (16) :4074-4075(1971) Beisler %, J. Med. Chem. 14(11) :

1116~ 1117(1962))36@4’%5F§(<J—C m@ fkJg Camptosar 4
“CHCrly

: ®
K] ;Pharmacia& Upjohn Co. ;Kalamazoo, MI) 454 1) TGFIR $H5) . 18 o8 ji A 1 26 24551
Y67 BT R SO IR I8 4 - 8 S i PR A 8 A B g T et B AT AT /s ) LR E 1
TEEANAR KGN .
[o618]  7E A& & B [y — A SE i 7 &, %&T'?FOLFOXQ/\AEIT (B® P

u] "{/ - - - HN F ..
Fl 41 5 0 R W N T wox W m
/ 0 \0 »'//’L

( H 8 h )

L“: q/nr)( B ) (Chaouche %, Am. J. Clin. Oncol. 23 (3)
0

(, 0“ “OH

288-289 (2000) ; :de Gramont %, J. Clin. Oncol 18 (16) :2938-2947 (2000)) £54(#) IGF1R
PP o 18It FH X 2 245 50) 36 77 B IR R S0 PR IRE Ak B ORI R 1 TAVIRE RS 0 A R il
I BRATART /N ) LI shE 19 7 V29 N A BRI R Y

[o619] 7 A K BB — A S 7 F b, e it 75 bLME BR A B W
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AN
gJohe%
HsCo = CH, (fib 55 & 25 5 8 iy Nolvadex B H AstraZeneca
®
OCHQCHQN
CH,COOH
Pharmaceuticals LP ;Wilmington,DE) Bk Q g} y | 20 ) ( MR
- O—C—~COO0

I
oH \ CHaCOOH
Cchs

FEEs K 2E sVE N Fareston ® & H Shire US, Inc ;Florence, KY) 4541 IGFIR Fkl5). 8@
iok it FH K 28 2550365 77 BB 1 SOV R 98 4 B8 508 - PAVIRG o 4 40 g R s B
TN LEEIE R 7 VR 78 NS R BT R Y o

[0620] EZIKEEU%E/J*/\“‘E@IT iR T 5 5 & OB AW R ) a0

(Bl B i M (anastrazole) ; /E A Arimidex £ g
C

HsC
HgC’%/ ®
CH3 O

AstraZeneca Pharmaceuticals LP ;Wilmington, DE) . 2

CHa
(K 75 2 H; £ 4 Aromasin ® £ [ PharmaciaCorporation ;Kalamazoo, MI) B{
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N
73

(k M ™5 {E & Femara £ H Novartis
=

|

NC X CN ®

Pharmaceuticals Corporation ;East Hanover, NJ) &5-& 1) IGFIR $H7 . 8 o8 jil FHix &b
RGBT R SOV TR I8 A EL ARS8 i TR JRE S 22 A e T Tt s AE T /DS ) L i
(1) 7578 NA R G A o

[0621]  7E A< & B %) — A SE i 7 &, R4 T 5 ME 5= ) 0 DES( 4 HE By ) .

CH
X OH

O“ (M — ®= ; /E b Estrol £ H WarnerChilcott,
HO ®

Inc. ;Rockaway, NJ) 8i4:E & ZE ({EN Premarin ® & H WyethPharmaceuticals Inc. ;
Philadelphia,PA) &5G [ IGFLIR FPIF]. 18 i FH K L8 24505 77 BB B SO R 9 - 4 -
GRHUTIRE B PALIRS AR 20 4 LIRS R R IR BXAE AT /0N ) LR IR 7 VR TR AN R BT R o

[0622]  TEA R B —ANSE i 77 S, S48 T S0 A A e A HE IR BT (Avastin™
Genentech ;San Francisco, CA) . $it ~VEGFR-2 $ii 1A IMC-1C11. H: fih VEGFR #J ] 7] 45

1//r fF 7] — Ff %) F W02004,/13145 ( 41

41 :CHIR-258
)s

L N A R 2 s Sy )~ W02004/09542 (G AL Rz D g L
RFK—
RI
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W02004,/09601 ( 41 45, & #% 0 45 #4 5 , ). W02004/01059 ( 4 44, 45 4%
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)~ W002/32861 ( 1 49 &5 1% 0 &5 1 51X ZJI\:":@ A7) B4 T W003/88900 ( 1l
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B B AT J/I%{'C) 3 400 60 53— (5 P 3 0k DR 8 7 36 ) —
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R
Wk 1- % fii ;Vatalanib L PTK/ZK ;CPG-79787 ;7ZK-222584) .
7
e
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o H\
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'/\— Y
AG-013736 FIVEGF trap (AVE-0005) ( —Fh£54 VEGF 521k
2=
. X
( );

LA 2 73 Bl EE Sz K ) 456 TGFLIR S50 o 3l i A X 28 2550 v 77 sl Bl i a0l
PAJRE kU STRE 1 DAVJRE L R 0 4 RS TR e AT /N LR RE Y 7 V259 N AR R B Y [
P

[0623]  fE A K BB — A Sl 7 &b, 1R 4 T 5 LHRHCAE 51 1K (A ) R - 8
WP ) W Bh ) B 41 [D-Ser Bu t)6, Azgly 10] K B MR # (£ -Glu-His-Trp
-Ser-Tyr-D-Ser (But) ~Leu-Arg-Pro-Azgly-NH, B 1 &b [C.oHgN,s0,, ¢ (C,H,0,)
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m rn

Lo x = 1-2.4] °"‘(_})Lh ‘.%&l|%”¢ﬁ' (D\UJ!TI’EM», (B R X & i

s VE N Zoladex ® & H AstraZeneca UK Limited ;Macclesfield, England)

H n \“Nﬂ "
’&‘éﬁ 3 (B TR 7o TN B MK s 4E 4 Eligard  # H

/ NH on CH;
CHCOH
N ®

Py
Sanofi-Synthelabo Inc. ;New York,NY) & 2wy oluﬁvuu, "
N, o F oo '&
@l’—'lj“f L “ﬁ\g

Fii e F AR s7E N Trelstar ® £ H Pharmacia Company, Kalamazoo, MI) £5-4 1) IGFIR #])
i) o 0 A it FH A A8 2 5096 7 B DT A SOV AR AR B UREIT R B R S R 2 40 R T iR
St AT /S ) LI E 1) 7 VT N AR R BB LY
[0624] 7E A & B B — A~ S 7 F o, T 5 2 &2 A F oW

H,C

CH,
( P %40 s4E K Provera %5 H Pharmacia &Upjohn Co. ;

(BN ;17-((1-FH O HE)

Kalamazoo, MI) .

) A —4- K =3, 20— i 5) M s A 25 5 I TGE IR SIS o i i X £ 2
FG T IR RSO IR 8 24 B AR 008 1 DA PR e 2 A g P g BSAE AT /) ) L e )
THEBANA R INEE A .
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[0625] A< i W B — /> S Jli 7 S b, R I T L e 9 M E IS 52 1R T 7R (SERM) 451

S 9

;[ZD cr-

(CF ¥ 45 /E N Evista & HELi Lilly and

0
\ ®

Company ;Indianapolis, IN) 454 ) IGF IR $HIF o 18 1o it FH 18 45 24557106 77 sl SR ik s L Al
Jo Yk EL AR08 TR TR A R A B RE TR AT AR /N ) LI ) T VT NAS R BHE LY o
[0626]  fEAKBH—NSLitE 7 i, =40 T S EHEART -

NH = C =G =CHs ~ 80, F
1
CH.
[0627] | I (b8 p% /% CASODEX 4 B AstraZeneca
N ®
F
F

F
Pharmaceuticals LP ;Wilmington, DE) ; 0 0 ( fthy fz ;2— H
H 0

el

3
e -N-[4-fif2E -3 (=3 4k ) 2R3 ] INIERZ s/E N Eulexin ® 5 H Schering Corporation ;

Kenilworth, NJ) ; FaC N/W\NH (JR K45 /5% Nilandron 4 [
)'_"——'—CHQ;
o)

CHs

AventisPharmaceuticals Inc. ;Kansas City, MO) DL &

(b2 {40 Megace ® 45 H Bristol-Myers Squibb) IHTHERE 25454 1K IGF1R #04H]
) o T8 b il FH I e 25535 97 SO AR SN A8 4 EE AR TR B TR R Bl A 22 4 BB T s
ST /N ) LS (0 7 VE VR N AR K B L Y

[0628]  7E A K BH [ — AN Sl 77 &, 3845 T 5 — Bl sk £ B4 Bt BGF 52 14 8 HER2 T
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& 30 R, B E A R T CP-724714 L;J:@/\/\‘NJ\/“\ ;
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TAK-165 \=/ O/\C
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HK1-272 0S1-774
H X
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( L] ) : ( AL \/\O Z HCl

erlotinib, Hidalgo %, J.Clin.Oncol. 19(13) :3267-3279(2001)),

J:I"“@‘F
Lapatanib yg N e o

BN 2"

%% %}

( ;

CancerTherapeutics 1:85-94(2001) ;N-{3- & —4-[(3- | = H H*K ) & ] =
Fe b -6-[6-({[2-( At ) 42 ] &I} I ) -2- BRIk J-4— W ek iz sPCT HR i 5
W099/35146) , Canertinib (CI-1033 ;

[0629] ”NI‘“ | ey Erlichman 2§, Cancer Res.61(2) :739-48(2001) ;
T Vg N{i

»

Smaill 2%, J.Med. Chem. 43(7) :1380-97 (2000)), ABX-EGF #1714 (Abgenix, Inc—Freemont,
CA ;Yang %%, Cancer Res. 59 (6) :1236-43(1999) ;YangZ%,Crit Rev Oncol Hematol. 38(1) :
17-23(2001)), erbitux(U.S. & F] 5 6, 217, 866 ;IMC-C225, Vi % £ 8 Hi ;Imclone ;New

0
q HN ¢l
York, NY), EKB-569 \ria"\»f" mm“ Wissner %%, J.Med. Chem. 46 (1) -
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GW2016 ;Rusnak %, Molecular

>



CON 101222926 B OB B 37/58 i

49-63(2003)) , PKI-166 | CGP-75166) , GW-572016, {F{1]
\\ NH

i
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Ft ~EGFR HUAR LA AT HL ~HER2 HUAR S5 5 11 TGF1R 7] o Lﬂﬁ%ﬁﬂﬁﬂﬁﬁiﬁ%
RESUVL IR 988 « 2 -GN 08 e TR JRE o o 20 40 R MR s B AT /N J LI RE ) T VR TR N AR R

WVE A
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B

[0630] fEALHIM — A SR, BET S

(lonafarnib ;Sarasar' ;Schering—Plough ;Kenilworth, NJ) 454 1) IGFIR $+#5 . 1E%
— ANt B, R T 5 TGRIR #PF gl & i — M2 B LR FPT $H15) -

[0631] T8 o X 2 25 5 vh

fi{i
T

N

L »X

T BT A SOV PR 88 A FE AR ST 7 TR ol Ao 2 40 ML TR JBR A i BIOAE AR /s J Lo A 1 7
EARRINEFE N .
[o632] I fii BE # & 6 L IGFIR 0 &1 F 45 & M FPT 40 & 57 & 45

CN

o

BMS—-214662 Hunt %%, J.Med. Chem. 43 (20) :3587-95 (2000) ;Dancey

N\ NH g

& Curr. Pharm. Des. 8 :2259-2267 (2002) sR)-7T- 5 & -2,3,4,5- 0 A -1-(1H- BE
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M —4— K& A JE ) -3—( 2% JE AR ) —4-(2- WE wy R RS BE ) -1H-1,4- 3 A H)) A
R155777 (tipifarnib ;Garner Z&, Drug Metab. Dispos. 30(7) :823-30(2002) ;Dancey
2, Curr. Pharm. Des. 8 :2259-2267 (2002) ; (B)—6-[ 2 % (4- & & L) (1- A1 % —1H- B§
e —5— 3 ) — FE 1-4- (3— SRS ) -1 A& -2 (1H) — MRk )

[0633]

[0634] 1EK Zarnestra™ #5211 ;Johnson & Johnson ;New Brunswick,NJ) . i i i%
6 255 v T B TR R SCOL TR  4E B 0N i TR RS R A 20 4 B Rg  BEE Aee sl AT AT /)N ) LR
SER T 1ETE AN R BHVEE N

[0635] 75 A % T [ — A S 7 % b, B0t T %""Mu”\/s, &
HO

\ .OH
X M T ) Qj/\’ vCJ/\/ (NVP-LAQS24 ;Atadja Z%, CancerResearch
HN

H ]
|
64 :689-695 (2004) ) - Cr\(\/\/\)kmrﬁ” (% — B K% R B FE B
H,C
H.C 0 (A & B’ ;Michaelis %%, Mol.Pharmacol. 65 :520-527 (2004) )
3

|
0

( Bi]

H
L e
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e M by & QR I VN OEOJJ (FK-228 ;
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N ¥
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PN ] N CHy
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(SU11248 ;Mendel %, Clin.Cancer Res.9(1) :327-37(2003)) .
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Arimidex £ H AstraZeneca Pharmaceuticals LP ;Wilmington, DE) ; KRABLIZES s £/ 1
(BCG) ¥= 1 (Garrido Z&, Cytobios. 90 (360) :47-65(1997)) ;

ifJ; —_
P TRe S QIrTLE
[0636] i?u“” (MRBE)
7?":20 L§‘>
",
llﬁ-—?-':ﬂl. ‘
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Of/ ~0 /\/’\/0 0
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HaN O
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[0639] Katz %, Clin Pharm.8(4) :255-73(1989) ; fE & Sandostatin
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LAR ® Depot #5 £ [fJ ;Novartis Pharm. Corp ;E. Hanover, NJ) ; 3 yb F| 4
0

0—C
£ 4 Eloxatin™ £ [ Sanofi-Synthelabolnc ;

New York, NY) ;NHe—CHz~CH,~G-OH ¢ SHDO (& N s E A Aredia &

POGHNa ®

H Novartis Pharmaceuticals Corporation ;Fast Hanover, NJ) ;
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HEG e
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) At COL-3+ 7 4% 7 fth BUS-275291, f1 & fi%. ¥ 52 fth T . SU5416. SU6668. EMD121974,
H 2 —12, IM862, Ifil & fih T . vitaxin. JE & & 5+ idoxyfene. B8 P {5 9E 8 =] 42, 74
K Tl Z P B A 2. diftitox. 5 AE8 JE. bortezimib. R AZ B K AZ il 12
& K B.BMS-247550( & WL # 40 Lee %%, Clin. Cancer Res. 7 :1429-1437(2001)) .
BMS-310705. Ji£t ¥ 1 55 (3- F2 48 K 35 ) \4— F2 28 K 3% pipendoxifene. ERA-923. Fif f ¥
S5 IR BE B P L AE R R SR (CP-336156) (Ml 25 TSE-424. HMR-3339. ZK186619.
¥E VA B BE. PTK787/ZK 222584 (Thomas 2%, Semin Oncol. 30 (3Suppl 6) :32-8(2003)) .
N U8 Ak Bt -VEGF $T 1k D1 f% B8 $H1. VX-745 (Haddad, Curr Opin. Investig. Drugs 2(8) :
1070-6 (2001)) « PD 184352 (Sebolt-Leopold, %% Nature Med.5 :810-816(1999)). &
7 2. CCI-779 (Sehgal %%, Med. Res. Rev. , 14 :1-22(1994) ;Elit, Curr. Opin. Investig.
Drugs 3(8) :1249-53(2002)) .LY294002,LY292223,1Y292696,1Y293684.LY293646 (V1ahos
%, J.Biol. Chem. 269(7) :5241-5248(1994)) . & 2 7 #HF 7. BAY-43-9006. (Wilhelm
2, Curr. Pharm. Des. 8 :2255-2257 (2002) ) . ZM336372., L-779,450. Lowinger %%, Curr.
Pharm Des. 8 :2269-2278 (2002) ™ 4% && [ 4 17 Raf #l) #l 71 ;flavopmdol (L86-8275/HMR
1275 ;Senderowicz, Oncogenel9 (56) :6600-6606 (2000)) B UCN-01 (7- & % + % 18 B ;
Senderowicz, Oncogene 19(56) :6600-6606 (2000)) 541 TGF1IR #MHIF . 18 1o jif F ix 48
iR BB R SO A8 A E RS0 o TR R e 0 A R L I R e BRAE T /N J LA
(KT3I ANA R G A o

[0641]  FEA K BII—ANSEH T 0, 2t T 5 — ek 2 M) TH iR T 28 S G FE B 2%
772 EGFRAVHIFIHI U. S. &H] 5, 656, 655 o ;41 T4 e 17 WA/ B 30 05 FL % 05 FEp BR Al
ZHK PR EGFR Az PDGFR #iFI1 U. S. &R 5, 646, 153 41 T4 s 1 PN EGFR [ =3 mEng
AU S. LR 5, 679, 683 1 s 51 T4 itk T FLAT 52 A4 B 2 B Ut 411 o) 3% 11 P e A mbk vy A=
P U. S. &4 5,616, 582 ;41 T8k 7 HATIE) EGFR 54 AL S 1K Fry 5§, Science
265 1093-1095(1994) (Z 0. Fry 26K 1) 50 T3 T #0#) EGFR 4% 07 2 406 — 558
A7 LI — R DT REAAE W U.S. TR 5,196, 446 T 41 T H# s T #5214 -PD166285
[¥) EGFR. PDGFR F1 FGFR Z R (#R Ay PD166285 ( %5 6-(2,6- & FKIE ) -2-(4-(2- — &
QI CHEIE) A )-8 FEE -8H- MLBE I (2,3-d) WElE —7- fi] ) 4L 591 Panek, 55,
Journal of Pharmacology and Experimental Therapeutics 283 :1433—-1444 (1997) F1{{]
E—AL B S5 E 10 TGE IR JHIF] o 10 I i FH X e 24 50036 57 sk TS5 28 SO L A 988« 44 - 48 19
B AR SRR 20 4 YR R s BRAEART /N ) LR hE () 5 VR V& NS R BTG Y o

[0642]  FEA KB — ALy i, 1t T 5 —MEkZ A E— 1 R O ZFALER R &
TEALTINR o 2a . B L A BEKRE L AT INE « 2b B AR E
AT E o 2 BL B EERRE L AR TINE an- 1 BL A BRE L
TN TIE an 3 U AR LT CRKE L AN E S TIEROEA -THE -«
SEGI TGFIR FPHIF) o 18 i il A A S8 255036 7 B B R S0V PR 9eg 4 B0 398 By PRV <
PREE G e R s AT AR /)N ) LIEEAE (R 7 V278 AN AS R B R Y o

[0643]  FEMLAE FHEIARTE “FHNER o " BT 04 G B R = G2 N 25 1) iy (R oty S
HARG REENEAWTINE -« BFREARTELA TS o« 2bEATIE o 2a,
FEHTIME a-2c. a2 TMETIME a nl (INS) JALIKIRR « TIRBEEY . EE «a
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TR AR T U.S. &H] 5 4,897, 471 H 4, 695, 623 ( JeH 2 FLSEHt] 7.8 50 9) H1HY
L BT HLEE a n3 KRR o TIRERED .

[0644] T4 % a —2a /E 4 ROFERON-A ® % [ Hoffmann-La Roche (Nutley, N. J) o

[0645] TILZE a —2b fEN INTRON-A ® & H Schering Corporation (Kenilworth, NJ) .

THE o -2b HLEHE THln U S. LR 4,530,901

[0646] THIZE « n3 & —FifEAN ALFERON N INJECTION ® £ H Hemispherx Biopharma,

Inc. (Philadelphia, PA) IRIRTILZIRED).

[0647] T2 a —nl (INS) &—F/E A WELLFERON ® £ H Glaxo—Smith—Kline (Research

Triangle Park, NC) M RIRTIMRIREY) -
[0648] H&5THIZENEAN INFERGEN ® £ H Intermune, Inc. (Brisbane, CA) »

[0649] T2 a —2c YE K BEROFOR ® £ H Boehringer IngelheimPharmaceutical, Inc.
(Ridgefield, CT) .

[0650] A4 RIRTILEZIRSWVE N SUMIFERON ® & H Sumi tomo ;Tokyo, Japan.

[0651]  {EULAEHIIATE “R L UK TR o« " BB L WEWRK TR « BE
W, ETFIME a2af a-2b HEW. MERRL - FIME o 2b L5V A PEG
12000- FHLF a -2b. fEMAT A RIREIE“12, 000 73 FEE L ZHEEHKTHIE o "M“PEG
12000-TFN a ” 40,5 125 G AR 415 16 i H1 18 5 WO 95/13090 177 v ) & B JFAE TR o —2a
8% —2b M BEA 12000 BP0 FENE O B MG KN E S . B
WHI T2 a (PEG 12000-1FN-a —2b) 1] 375 H Schering—Plough ResearchlInstitute,
Kenilworth, N. J,

[0652]  W[iHIbKF PEG BAWIERRITINE o -2b 4> FRUERILIEN ¢ 28 L&k
[¥) PEG 12000- T-#t% a —2b, W iH JREEBEKE— A PEG 12000 73 T84 H IFNa -2b 73
Il A L 2B A WRHIEAE T8 73 78 12000 FJ PEG. PEG 12000-IFN a —2b Z{4
VAT A Rk AR TS

[0653] R <4 — ® 4t B T H FE «-2b 1E N PEG-INIRON ® & H
ScheringCorporation (Kenilworth, NJ) .

[0654] 22 _TEALITILZE a —2a {E K PEGASYS ® & H Hoffmann-La Roche (Nutley,

N.J) s

[0655] W@ TINE o MEKRAKBEEREGYHISHMTINE o 6. ZFENES
Y EIHE R M B SR AEE 5 A SR I S S R W R R L m A Z TR e AT
LY UL R BAL R o AR AT T R AR RS, WA Bt AT HAEDUR )
S U SR 3R SRR B SR TG IR R O T TR A R &% . X
PR « BEVEBEYRIATHIW U.S. TF5 4,766, 106.U. S. TH|5 4,917, 888.Ek
WEFHIES 0 236 987 5L 0 593 868 B [H [n i 5 WO 95/13090 1,

[0656]1 W £F K B v 5 FH K A A8 B Tri s—HCL G5 1% b s 8 2h 9 i B PR &, — 4l / s
SN MR R I A S I, N2 A BRI RE ) CnEERE ), Buik (i A AR B iR
), B8R (toxicity agents) (W NaCl), B 57 ( Wl thimerosol. MBI A FEE ) LL &
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KPR Canrt iR B L ALEERR ) ECHIIE A T B AME I R O BTN E o 1)
AMAEY. RO FHURTINE o« AHENETRARLE2° -8CFAM. H7E2° 8C
Z AN I AR B ) 24 /I AT R I, R KRR AR E 1. 2 W UL S. TS
4,492,537 35, 762, 923 1 5, 766, 582, H 1 KA HF L W] LATIREIH K] | 22 70 B v S5 9] 4
TR T U I R I 2 0 ) TS e Bt s P TR R o AR )3 PR S e B A 5 T
TEE R S AR T I TR A TR R 4, 49 Wi m] 8453 1 Novo Nordi sk [#) NOVOLET ® Novo
Pen 8k 1] 3875 [ Schering Corporation, Kenilworth, NJ () REDIPEN ® » Ay 528 R4
FOHEAL B IR 25 A (N S B S A, AR A T S A T SRR E T R BRI RA T IR &
TG TINR o K.

[0657]  AKRBFEHISBIEAE 55—l 2 F I AbBUEA =BT (e pTIR ) 45
G AR (BREHEAESH ) 5 M okt 7454 1) IGFIR IR A 59,
JIT I b FEAEANBR Ty v w3 (FE4 Aloxi % H MG Pharma) | aprepitant (/E4
Emend # H Merck and Co. ;Rahway,NJ) . n[4l& (/E4 Benadryl ® & H Pfizer ;New York,

NY) ZASR (16K Atarax ® & H Pfizer sNew York,NY) .G (1E4 Reglan ® £
H AH Robins Co, ;Richmond, VA) .57 H7PaeE (/A Ativan ® & H Wyeth ;Madison, NJ) .
Bif 2w (1A Xanax ® 8 H Pfizer ;New York, NY) . JJRIE B2 (1E4 Haldol ® & H
Ortho-McNeil ;Raritan, NJ) VIAWRNERE (Inapsine ® ). KAKEY (1E4 Marinol ® & H
Solvay Pharmaceuticals, Inc. ;Marietta, GA) \HiZEKAA (VE A Decadron ® & H Merck
and Co. ;Rahway,NJ) . FFIEEALIKEFS (14 Medrol ® & H Pfizer ;New York,NY) A&
hriE (/Ek Compazine ® A Glaxosmithkline ;Research Triangle Park,NC) % )E a6l
(fEH Kytril ® & H Hoffmann-La Roche Inc. ;Nutley, NJ)  BIHPG[E (/EN Zofran ®
£ H Glaxosmithkline ;Research Triangle Park, NC). % $7 @) B (/E N Anzemet ® £
F Sanofi—Aventis ;New York, NY). FE 0t V5 & (/E & Navoban ® £ [ Novartis ;Fast

Hanover, NJ) .

[o658] A7 1S AL-E Wk H T W7 B 7 el — —FhpiE ik 2 vy oo WL EE

o B, A% e A 46 7k il AR 1k b 5 — P el 2 h AL 223697 50 Cande st b firik

(1)) g6 B CL AT IR 5 — el 2 P B 55 255 16 TGF IR J VG T 8T 523697 # e

(K771

[0659] AU Bk — A T — APl it A S 1 W SRR U R R ST U IR T R

STERAES G0 Rk 5 a0 F PR 8 AR AL 2367 AR/ sk 57 45 & () TGRR 1 il5707E

I BT ATAr] g B B A 20 (1) b Ao 422 400 RS o B0 BT8R SOV TR R i TR ok s B A T

N U RE R 77 o

[0660]  YRIT JTIEMILEZY

[o661] A/ B AL H5H H A& A1kt 5 84 R4k A% ¥R 97 51 45 & 1K TGF LR i3 LA f 252

RIS BRI 2 A S VST ST R SO A R 4 - U508 TRV RS s 22 4 e

AR /N LIERRE ) 7715 A8 SEAMAL IR TT 455 1K TGR IR FP R DA K 2% B8z

(IR AR 25 2 A % N A R BV BB o R At P ATl 24 22 AT 0n BT ) 60 £ 5 ¥ 1) 46 24
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WAHEY 2 W0 Gilman 25 (4% ) (1990) The Pharmacological Bases ofTherapeutics,
5 8 fit, Pergamon Press ;A. Gennaro( 4 ), Remington’ sPharmaceutical Sciences,
18 hfz, (1990), Mack Publishing Co., Easton, Pennsvlvania. ;Avis, 2%, ( %% ) (1993)
Pharmaceutical Dosage Forms ;Parenteral Medications Dekker,New York ;Lieberman,
4%, (47) (1990) Pharmaceutical Dosage Forms :Tablets Dekker,New York ;fllLieberman,
4%, (4w ) (1990) ), Pharmaceutical Dosage Forms :Disperse Svstems Dekker,New York.
[0662] AT “ Rl 42 4 MR L AE T SIS ARRH 03 ST ) R 2 40 SR o R 2 A LR A —
TR kg Ao 25 U 00 L DA A o 22 0 R ) e o G 22 40 g R HR B AE A P AT AT AL, {HLIE
HIRAEE E . B, AR WA EE 6 77 BRIRBT 52 V697 & BT A 28 BN S 1R e 22 40 o ggd
()77 V%%, AL FE Tl FH VG T A A0S AT IR H 5 B A 22 16 97 R 456 19 TGR LR #0551 5236
ST %o — P aRIKE TRK-A Pl £2 78 F7 A 1 52 44 IR R o 20 40 B e A2 B8 — A AR 1, JF 5 T H R H
1B J3—FhERIE TRK-B M4 77 Bl 1 2 AR 1) e AR 2 40 i 49 31 1 A IS Ak, 17q s B2k
T 14g Z A R OARAARTR TN . 5 PSS, Ok 1p £, N-MYC
FEFEB RN B Maris 2%, J Clin Oncol 17(7) :2264-79(1999) ;Lastowska %%, J.Clin.
Oncol. 19(12) :3080-90 (2001) .

[0663]  AiH“TaSUVL A" A4S B A SR B A IR SUDL IR o BRI, AR BB RE V6 T B8
TR 52 ¥6 7 & B 28 R S R R SO IR 1R 77 325, LG Tt FH V6 T A R AR I S 31
AL 230 7 3R 45 ) TGF IR 50 1523697 & . 040, eSOl A 98 i B A 65 - Vi 1k A
SUVLIAE /NI B RS SUL AR R 2 A BRI UL AR 3 28 R S0V L TR e 22 T B R ST TA)
o — M S, AR TERSUILIA R (ERMS) B T8 Skt IX 855 155 D BH 18 DL R T 91 IR AN SE AL
o RSCRE T B . X R RN L — R AN R SUVL IR (ARMS) BE HERAE
IR TR AR AL o, B R AECI) L B BT D AF o 1R A /MR R 4
I e 4 T pe NP A I B/ e — R &, A RERESUUL R (— MG PERE SUDL AT 98
WA ) HIRAE S AR T RS IR I, ELIE S 75 a0 33 s e A =L i X o 42 3], AR
TN, FLRFAEAE T T8 RS AR A 2 A i gg B, HLHCAEZH 2325 BB 1 2 1 I g 4 JHa A7 A
TRERREFEZEER . — &5, 2 MBSUIL AR S HILE 30-50 & &, H
A fASEE I o HE ) BOR/ANASE], R 2R 2 TR IE . ANE IR

[0664]  ARIE“H A" HLHEFTA R BRI B AR . BRI, ARk I FE V6 T BB 52 16
I7 3 BT A S B A R B PR 7 32, B I R VR T A AGE R SN AL A 1R 9T R
G55 10 TGRIR I T 523697 & o 91, =PSB B A 0065 /51 P B IR e 191 4 il 4 i
B R R 40 R PR L SGET AR A0 R R TR B TR /N R R B A I
5K 2R DAY R R v P AR T PRV s R R 190 i Ty TRV 5 DL RIS R B TR 497 ey JE 4
B PRI A B R

[0665]  AE i 7 Bl e 7 A I 2R B AR B ) FE e . PRI, AR R AL AR R
T BRI 52 ¥ T A S B R 0 ) R e 9 7 2, LA T YR 9T A AR AT M S A
(R V8TT TS5 1) TGR LR $NIR T 323697 & o 1901, =P 20 iRy ok Mo e A 5 i e .
Jet U IRV 40 e

[o666]  ARiE “32ifyr+” 8“7 WA EYR, LR L3 (RIS .
L R BN R ) DA ARIE N AE— N SEHE TS Soh, “ i T B R L
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(i 18 B EF /N, I/ T 1.1.2.3.4.5.6.7.8.9 8 10 % ) o £E—ANS2 7 =, “ 29077
B ECORET R

[0667] /N JLYEEAE” BLFEATATTAE ) LFE i R AR e ( AT 8 e i B (9 LA B g8 i
WA AR . Ewing PG AR RO, R ERR (AT AN sl aEAT A 4 ) « oo 28 5 400 T 8 00 D) B o Ao
SR NI RRE R DI AR R AR PO (A B R ) | O S PR | R R A R A
YiE TS 5 B e e S 45 T LR T SO T R AR S R M R A G
(I REYS < i 5 3 T K 23 098 ) o

[0668] AN % AT IGF IR $fil )i ml il A 1/ JL AR 2 DLV Y7 BT IGFIR A3 (1 AR S
i, 481 401 B i RS K « B NE 2 98 2 JC B AR AR AL, | T 58P0 DL P A8 AN TS A I pl ik
B AR R RO R (Grave G 2 R PEREALIE 4 5 PELLBEIRIE A A G IR IR 4% L EEE
WLIE T« B 5 592 2k AR R 4 B Bechet FG o

[0669] i FH 7 WA 24 2% b ml 4532 AR AU A s LA B FER A, ml ) 48 & (Tik e
BANRIAL SV TT 454 1) TGP LR MHIFI R 2L G4 X FEIR) 24525 b m] 4252 B IR 551 0
VN 03B 458 TG B P ] A R EDRE R A 700 9 AR G ) 97 T R B AR AR S YL R TR R
AR E OF FUHE . Ira S 2558 2% BN, BFEAR T B4 (kg
THRK A IERE A LR AR B A (g O i B IR YR RN B AR D)
.

[0670]  IfiL 5 v 55 51 M) o) £ k5 FIE 3K, A VM VR BT R TE Y i TS S S A BTR
T AR A AT LR o (A3 S ) VRN FLR VIR 7T 5 — sk 2 R TE 7
IR LT A A K R K 2B H e 2. IEAL, G0 R TR R, fR A A 2 Ak
Al 2 IR B S AR R B R pH S ) Be i R B A AR A
3], A8 G R A Wi K (L B B H RE IR TR — L Yo PR TS A RS

[0671]  {E—ANSEHt 7 &b, 70 B A2 29 il A8 I 242 bRl 42 I iR B g6 5K
B TEIR AR U AE DT B % v 7] B AT R AR IR 24 8037 1 43 BT FLAE
T A BB A T B B LAt 242 B2 (.

[0672] & K BRI T~ 35 S T SR 0 PR Y 90 259 A 280 B VA S I R K
VI R 2 R R LR S MR T BV . TE /K I T A0 25 1 20 PR A AR A SR 1 [ 5 v 2K
FRAF IR K BRI AL AR o 00200 LAFDAH B BB K LA I B T 2 ) m A 2
HH D g AR B 500 A T BT ) TS 2 B W SRR 2 T AR TR X R
IR R TR TR S R AN R 2L A AL Qe . BB IR S AL R B A0 . 2%
MR IR AT IR . PUENFIEIEMREAR . R Ry EaRE. &
VERNY BRI 5 P P 47 4 22 SR TR 35 P L T 4 RN 2R @i bl . FLAL AL FE i
80 (TWEEN-80) » 4 )& & 1 W i s B A A 45 EDTA . 252430 I8 55 F T /K IR A IO 2K
() 2 BB 2l FITR s DA R T pH T S EAL RN L SRR AT B B LR

[0673]  TE— A5t 77 S b, Tl B A5 24 R0 il 300 P A 456 4% 20 FH 0 S 1R K B, R
TEAS FH AT 5 07 58500 45 A 10 T B T8 I mT s M= 90 i 1ok R, A48 B2 T i3 5 A7
25 T FH T S ) K B VR T, AR A FH A 28 U S5 38R 256 W DG T T R (R ANV R 7 g DA KR R
FUIRM . T LR B /K I BUE K 1

[0674]  TEULIETE IE T HE A IE K BT DR R R BRI R S g2,
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o ) (0 FE 2 S5 M HC AT RS 5 ) TOF LR SRIAL ) 4 BOCETE £ 3 e,
S 18 40545 6L 5 5 240 3 T 4 6 9 8 B B0 2
LA BRI SR £ WA 2 P S R SRR TR T
AR L LRI R FERTIR I T P LR R L
KSR D P A T AR PR KRR . A0 RIS
S KARIOH LR LK, UK TR K L96 JETIAR 90 / ARSI 95 / O
FRLIESURN . L5 / LA RIS T FERIQIN B — LR U S T AR UL
LIG TR LN B LI LI IRIEFILA T R L1 LIRS T 2
— PR B TR A TR, 4/ LRI LI/ LB
W / AR TR L0 / LIGIER LR . R S B P i it
SRR T B ZERCRERA T SMA 50 ALA I I O3 AL A T 04
B T SO DL FE M RSN 1 307 R 0 TGR LR 00RO MR 77 50
RE.

fo67) T Y15 FE e s 15 A A U A I TGF LR S0 e B M S
PR PR R BT R R T AR A I k4
(AR PETERTRSL.

fo676] {5~ i 77 o1, R A 148 25 T TR A A 3k
(RVERHS . AR C A LG, BT T80 M 26 0 RIS 2 T B
[0677) A7 1, AE M S AN L 25 T UL TG LR 00BN Jy
P, H AT TR TR AL AP 2425 00 P RO 1 sk
B

fo678) /MG HE Ao MLRLERT £ (AL P AT 5 A L 2 T L A
TGR LR UL 2575 1T 8 I RTAEA, 4 B TR . ST 6 R B
W R Ao 4 80 T A 25358 T DL BT 0 4 LA
FAVATHE | LA SR TR AR B RS £ UL v
ST 4 B BRI AR R P A AR R S0 S A SR ey 2
s LA M7 R ZEFE pH B (AT AR 5 CAIPRIEA P BR R
03 B B A2 AR B T BT R e o S B L
e 0 B BV T TR T o AN T T 40— AR R 5 001
KA U5 160 TGRIR AVRIAL. VPR R TR BAEIE 2 (0 6, i A0E 4 A C R 0
.

[0679] T WA ALK I UL T G408 Y SMA 25 GO o A5 K
o1,y T R, TR LS B SR A A R e DR R e T
MR 077 i e B RS

Foes0] b 1 2k LL R ki BB 0 = SR P . — LT
PR Z SR ST IR 0 LA 280 USRI ST T A 25 A
BYACTE A7 A B BT 16 4 6 FE A S5 0 M 35 07 U645 0 1GF LR #0070
HIRI G, ARG,

fo681] A~ Hi 7 1, FE M S A L 2% T AU TG LR S0 RURC I P T
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1R 24 1 T AR B T 2, 78— AN STt 7 2, Bl A B s il i afl)s AU S B A
SN MEE R LU B, BRI BT S KGR sIEE R AR s Bhiian) s AR
51 IR S| IS 7 57 NP s | WP =R 5| Y i I 2 9 = S S M ST v s i O R A R R
BT R VR BT A R B W B BRI ML s SR S L A A2 5 4 Il
FERHFIVE R B o JETR TR EL 5 W A0k Ve K Aol R R B sl IR PR AT A A 1 R TR 1R o AR0RE )
AL AN FURE L RERE UER R b B H BB B IR A . WA AR (AR TR R
FAbhE. o fEFIALRE AT IOR B BEAT 4k 280 JE R TR SR AN I TR IR  FOKUERT - U H i
T PR YRR IR R BT R 3R o o5 R RE ) AT — i 28 A v A R /K i M FD
FC Yk, iR G s FIRE T K GEAE LKA FD A C el BT GLHE R . FL
B H Al R N 3 AR5 RS CL A 22 B 25 e KR R ) o 05 B on) A 1R N B A
1 0 SR SR R AR BB R AR PRI AL S (1) A R A 491 A AELAS B T3 ey v A /K A 1R P
figo JERRFERE 1, 2— A S i R FR IS « 25 7K (LI B0 15 2Ry R IS5 . — H I8 P ol i 1R i 1 5%
AL A RERE . (LR 2 AR R BR e 0 I« U I IR LR 4T 4 R R £ .
AR CFEA Y R I AT 4 B £ —E 4000 AR — FIREE IR AT 4E %

[o682]  FmEALZ

[0683] A< & BH [ U7 v A 4 i ] AE Gk M 5 80 A0 11 4L 22 9 9T R 45 & 19 TGFIR 1))
Fl e A &Y. A8 R, 2 F 7] BE B 4% B Physicians © DeskReference
2003 (Physicians ' Desk Reference, % 57 ik ) ;MedicalEconomics Company ;ISBN :
1563634457 ;55 57 it (November 2002) By #1| ) 28 HEHE 2555 (1) 7 i 15 B 0T FP R ek DL S AR
AR BT TS FNR IR ST 7 58, AT IXFE B 2500 25 25 F0 ) =

[0684]  Rif “VRITHME" BB A NGNE " BRIV E A (HIAnBF SN B A Bk
W) RIS TRAZR R 20T H BUE EAYEEE 2 RN AR A5 (an
TGF1R P57, 1 Widt —TIGFIR Pifh ) BB B &E, Frik AL 2 8 Be 27 S A H5 A o] W] U &
(1) L S 2 40 R 9 A VL PR JRE i AT TR R g B AT /0N J Lo PR R i R AN/
s RFRIE CanpPsig 2B ) ISR, R/ oSO Ar) R 2 1 e e 300 o sl 6 % 1 FHL AL | 9 2% i
Wro M40, fE— AL T b, AR B —TGFIR Hudk st , 2 (a) A7 SEQ ID NO :2 {5
20128 o7 28 F= e i e ] AR X AL & SEQID NO :10 B 12 K55 20-137 o7 2 5= e ) g% ]
X 5 (b) A7 SEQ ID NO :4 [H%8 20-128 A 2 FE MR W 5% T 22 OFIEL 7 SEQ 1D NO <10 BX
12 [P35 20-137 AL R ERER]AZIX 5 () 7 SEQ ID NO :6 H5 20-128 fr 2 R M5
BERTAR X AL SEQ ID NO - 10 B 12 HI55 20-137 S 2 LM ERE A A8 [X ;8] (d) 17 SEQ
ID NO :8 {55 20-128 {7 S LR Y 28k 1] 22 X FIAL 7 SEQ 1D NO 110 B 12 156 20-137 47
AL I ERE W] A2 X P B PUR S5 6 v B s BRI A AT oAt BT —IGF IR HiAg K
“CRITARGHE” Y 40— 29 1000mg/m” ( 414 50mg/m”.60mg/m”. 70mg/m’ . 80mg,/m’ 90mg/m’ |
100mg/m’ 2 200mg/m’ £ 300mg/m’\ £} 400mg/m’\ ) 500mg,/m’\ £J 600mg/m* 58X ) 700mg/m")
8% 1-20mg/kg /AT (W14 Img/ke 1A TE 4 2mg/kg 14 T 4 3mg/kg 1A 4 4mg/kg 1K & .
2 5mg/kg PRI 2 6mg/kg TR 2 Tmg/kg A £ 8mg/kg MK IE %) Img/kg AT 2] 10mg/
kg AT 2] 11mg/kg /AT 4] 12mg/kg TATE (2 13mg/kg /AT 4] 14mg/kg /AFE %) 15mg/kg
A . 2] 16mg/kg A 4y 1Tmg/kg AT .2 18mg/kg /A 2 19mg/kg A 2 20mg/kg 14
), BRIk
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[0685] W Ty 5| & o [ LASR A B U BB () e A e Y. (A7 e ) o 48 2, T LAt FH B —
I & AT — BN TR) P it LA 43 E ) & B AR s A T I 0 1 58 TR st L 45 gk
D EVIE ISR . AR R AR RS AT B v BRAT R S VERAE K25 25 7715 LA AT RE )
AL X LS IS PRI AR (R @R AT — MR AR A B ML 57 (e AR 8%
BB ) nIRE BRI . U R AR I A A 25 AL I A B ) ) TR K
L 5 it FH A 57— 3K

[0686] AN — R A IK 1 1y I AF B8 e W] 25 5 b g e IR T HH BT T 29 AR S A R
o lan, B AR B A MK T O B R VR T AR R & T A A b AR
(R A B AR BCPL IR &5 & i B, R P 1 ot i, BRI B AR, . T s e 4 il
ZARYT T RS AL T K S A5 A /N BT IR AR, SR 8 AR A BH PR B AL B R 25 08 7
BRI HAERAA R I K Na] 25 5 #45 2000 5 , ), 78 F R Erhid il X- &t
S HEILAR % (MRT) B H AW 5. w8 i ) FH G EF PET =148 >t 5 i gg oK /s FH 18 3
( Z WA, Wells 2%, Clin. Oncol. 8 :7-14(1996)) . — F& 1M 5, JI 1 PET 4714 A1 45 vE 5f
TS M N R, B [2-1C] - B, 48 J5 X AR 3 & 7R 1EAT PET 494 (Vander Borght %,
Gastroenterology 101 :794-799, 1991 ;Vander Borght Z&, J. Radiat. Appl. Instrum. Part
A,42 :103-104 (1991)) o oA ] A F (7= B 50 A 55 [°F1-FDG (18- # LA A fH ) « [1]
TUR (5-[1241] M -2" - B4R #) « [“Br]BrdUrd CIRIESURE) S [PFIFLT (37 - M4 -3’
B ) 2 [NCIFMAU (27 - 9 —5— FIJE —1- B —D— B hr AR Bl PR BEIE ) .

[0687] {31l 4, P A= B H8 Be ] JE Ik 22 A o M 0 s A 4 4 e ot S, 3 1 AH N 0 AR 4 2
75 WM R 28 40 M8 1) VAR, B, CT $94 Cunidi s K/ )« MRT 4 (anis
TR RN ) R X= S et d Canii pbdeg Ko ) cE R E RS AN A (kA
HER T ) RRRE (W'E EREREEOKE) ek A (CBC) (ks & 7T i sl H:
b S ) AR R A PRI LA By S (i 42 40 Hodeg Itogg dnic ) ) W TAS A e A B 1R
(HMA) BNA SR (VMA) 7K (R 2 4 OB A ic 4 ) 110 24 /NI R A 36 A S MIBG 414
(HHEEE T2 FRic a8 AR (metaiodobetaguanidine) s WS b HRATRT ) o
[o688] 131l 4, P AR BR R s ] T Ik 22 b vk M AR SO TR Rt B, 38 v AH R e AR 45 2
%o WINRESOUL IR 0 5 i B0 4, 4o an oRg i LR RS A L CT 44 ( ln a0 i gg K/ )« MR
FAHE Can AR K/ ) R CT 94 (Ui IEERS ) caHH (iR ) cEBEiE 42
AT (R ) JEAE S ) (W A R R ) DA 1 B ARG

[0689] {4, = AL B Be m]3d it 2 Ml A IR I A e R AR N R 25 25T B . IR
0B R 0 7 RS, 19040, 4% 28 DX BRI S IR X- S et A (ks Ayl J i) IR ZEIX K CT H
MRS A (il S M ER BT ) IR CT 14 DL AT B it A2 15 U A B L DI T 4
ZUR A B LA e A 5 A R Al )

[0690] {4, B= A e Bx m] i Ik 22 M g vk e I g e E e, R AH N AR 25 25T B . IR
O P e ) 7 ¥ 0 IR 2 DARS: 25 PhRE b ic 4 CA19-9 F1 / sl IR PR (CEA)  E B &
gy (AR A ) BB R AR s W BB AT PR R W AR (JREFIIRE (1) x— 5
R ) B RREE AR (AR x— 5K A ) R 5 g IEEE CT H4.
[0691] AR B WM I A IS 5 — Ml 2 ik 22 ¥ I7 5 456 1 IGF LR #
e RiE“H ..., 557 TR WA A B4 7wl B A T R 25 245 10 S — 454, 51
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A] EREC R R e R LA (W &) o BEAN, AR AL A AR AL T AE AR T
At 2L 3 e FH e 1) P4 B T e FH T 529697 38 400, AE 45 72 10— BB (R P 5 BL— 52 149 [R) B A (7] B
(An SRR EAR IR ) W RERRZL 5y o SEAN, B2 2 T B L AR R sk AN R iR 42 (ange Vi
K B ) M T 29097

[0692]  SLjitads]

[0693] AU BHEAEZ809 Ul AR B, FFAZ IR T b (RT3 T 1 7 VA G &R v%
ANA R BHTEE P o

[0694] S5 1 -HTAK 19D12 XA Py Arbgdg A= K i 4

[0695] N4 MMRIA M S5 IR Matrigel) (1 ¢ 1 4008 ¢ B ) —dd B2 T EPhAE TC i B i)
BN ARSIk sz i b, B NN R M S S U DL 1 2 LIRATH 5X10°
AR, AR RIS R D I BRI Llabeat FEFP . 3B 100mm” 1) KN/
S A —2H o JHRg R /N A g S 2 IR

[0696] 71 It T 41 4 S s T UK () 8 440 6 Pl 2 1% 19D12 T —IGFIR Pifk (A7 SEQ
ID NO :8 2 20-128 Ar 2 FE /R I 425 7] AZ X AL 5 SEQID NO 10 2 20-137 AL FEFR K
EREAARX ) HA T T WS KU . B 5, 28 FT I e sR Az BT AR AE A X
[R5 = A1 T RE R 8 i e AR

[0697]  HUARALIEJE B 140 T FAE bR+~ 3k 1

[0698] 3K 1. /N BEFNFIVH YT MEEE

BRE BE)
4 el % BIEF GG AR ) & 2 7% 64 R
SK-N-AS | 5x10% 5 MK 18
[0699] SK-N-MC | 5x10° 5 2 & A% 19

SK-N-FI_ | 6x10° @i + AAIK 34
SJCRH30 | 7x 10° mAt, KA 13
Hs700T | 4x10° 4w/t 55 A IR 10
[0700]  FEXXLESLEGHh, /N AR R 25 IR, DL R S IR Y (3. p. ) A B4 19D12 i
AEEIRIT R o LIRSS e DR/ B T S R IR

[0701]  FEIX LS04 A BRI Ji it A0 B2 B VAR (8 (gemzar)) HALEEMEAR T
T2,

[0702] 3K 2. 25T/ A0 T A PE A 2L

4k 3 A 25
[0703] 100 mpk, 2x/wk ip.
AR 100 mpk, 1x/wk i.p.
b4t 2 mpk, 2x/wk 1.p.
13 100 mpk, 2x/wk i.p.

[0704] mpk =Z35 / A JTHEE

[0705] wk =

[0706] T3 3 Bor T AEFT /R PUA B BRI R) & T, BT ULEE I K8 M SK-N-AS
2 o 93 0 L KT /S B R R KD

[0707] 3% 3. KbFHEXF /IS B o R b 20 40 e g A A D 52 Hie)
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03 IGFR-09 SK-N-AS A ¥4 4mjs%19D12.5 BBz J7 2L ER
R 98 F 35 Kb
n=10 (mm°)
REL -1 4 7 11
| 1gG1 * FR 140 514 852 | 2159
0.004 mg 19D12/IgG1 142 335 568 1314
0.02 mg 19D12/1gG1 137 231 307 547
0.1 mg 19D12/lgG1 135 249 321 615
0.5 mg 19D12/1gG1 123 205 273 492
[0708] 100 mpk ERA Bk i 122 257 227 111
TR AR E
R -1 4 7 11
IgG1 & B8 25 158 243 601
0.004 mg 19D12/1gG1 20 40 67 169
0.02 mg 19D12/1gG1 20 46 73 139
0.1 mg 18D12/igG1 11 32 43 92
0.5 mg 19D12/igG1 18 47 62 103
100 mpk 3B Bt 19 66 66 4
[0709] Tk 4 Bon TEEFTRMPUARSEEEFE T, il 222 P SK-N-MC Bl fh 2841

HEL R 200 L PR /1 B P TR KD o
[0710]
[0711]

R A, AR A i 22 4 R R AR KR R

Mg

04 IGFR-13 SK=N-MC (A2 4mfe@) 19D12 5 36 40% 57 BUAF 50 AR
n=10 B F 34 R (mmd)
R &K 0 2 6 9| 13] 16| 20| 23| 24
Akt B 92 153 204 | 272|358 | 436 | 551 | 665 | 865
0.004 mg 19D12 89 120 146 | 177 | 212|235 | 292 | 331 | 331
0.02 mg 19D12 97 122 151 189 | 222 | 248 | 292 | 344 | 344
0.1 mg 19D12 89 115 144 | 193 | 226 | 245 | 282 | 335 | 335
0.5 mg 19D12 83 107 133 | 1731210 234 | 264 | 317 | 317
#40%2 2 mpk 99 131 174 | 212|264 | 288 | 299 | 352 | 352
F AR AEIEE
EE | ol 2| 6| o] 13] 16] 20] 23] 24
BARST R 19 23 30 451 56| 71| 86102 102
0.004 mg 19D12 9 11 17 24| 38| 44| 52| 61| 6t
0.02 mg 19D12 11 16 22 40| 54| 66| 83107 ]107
0.1 mg 19D12 7 13 24 42| 52| 61| 70| 83| 83
0.5 mg 19D12 - 10 13 15 24| 35| 46| 59| 81| 81
#4442 2 mpk 12 22 35 51| 86| 93] 99]131] 131
[0712] N 5 Bn THEFREBUAETIE T, TR FHE A SK-N-FT J3% 00 25 410 o8 41 i
7N B8R I RS KN o
[0713] 3K 5. ALFENS/IN B A Rl 28 40 Bl e e A= K 1 52 1

[0714]
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04 IGFR-20 SK—N-FI
(RAY 22 mpe %) 19D12
77 R,
n=10 BRI K (mmd)
A 2K 0 5 8 12 15 19 22
lgG1 AT R 157 247 377 518 635 872 1181
0.02 mg 19D12 150 181 204 207 217 237 290
0.1 mg 19D12 151 164 146 154 141 154 170
1 mg 19D12 155 161 128 126 118 117 122

F AT AR E

K4k 0 5 8 12 15 19 22
lgG1 A} B8, 18 27 a4 66 106 169 ' 246
0.02 mg 19D12 17 28 37 34 44 59 .97
0.1 mg 19D12 16 22 17 30 35 46 53
1 mg 19D12 20 22 17 18 26 27 23

[0715] N4 6 S TAEFTRIITUART / BOABEBLIZR & T, BT 2 KA SJCRH30 14

2L AL 985 40 e P /) B rP  Je R/N o
[0716] 3K 6. AbFEX;/N R A RSO AR IR AR K52
[0717]

Mg

05 IGFR-01 SJCRH30

(AL AL Z) 190124

BB T AR

n=10 AFIE-FH R (mmh

X ¥ 0 4 7 11 14 18 18

H AT B 72 142 339 606 863 1118 1118

0.02 mg 19D12 74 144 337 534 714 926 926

0.1 mg 19D12 74 126 232 372 520 681 681

1 mg 19D12 75 103 183 284 442 562 562

100 mpk 4% Btk 75 125 232 347 591 733 733

1 mg 19D12 + 100 mpk

IR BB 73 91 142 234 358 484 484
FHIFERE

A 0 4 7 11 14 18 18

& ARAT B 2 10 19 47 68 08 08

0.02 mg 19D12 3 10 25 30 30 64 64

0.1 mg 19D12 2 8 6 23 32 43 43

1 mg 19D12 3 7 10 14 21 30 30

100 mpk R 4% L% 3 10 22 33 40 67 67

"1 mg 19D12 + 100 mpk

AR BEAR 3 6 15 21 35 31 31

[o718]  NR T B TAEFTRIIBUAMN / BALSAIG T R E T, Pl g2 HE A Hs700T

P Ji AR 0 B 1) /) B AR P iR
[0719] 3% 7. ALFEXT/IN A Mg Mo e A A 1 52 i

59
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CON 101222926 B OB B 56,58 T

04 IGFR-16
Hs700T (F&AR)
19D12 o f #
45T B R
. A 98 F 3
n=10 X0 (mm®)
X 4 0| 4 71 11 14| 18] 21| 26| 29| 33| 36
BARAT BE 76| 95| 109 | 144 | 200 | 263 | 288 | 380 | 443 | 529 | 631
0.1 mg 19D12 74| 86| 89| 98123 |165 187 | 272 | 335|371 | 415
0.5 mg 19D12 75| 70| 69| 71| 93 (115|137 | 239 | 249|282 | 334
1 mg 19D12 77| 80| 85| B1| 99128 | 152 | 231|280 |312| 305
[0720] 5 mpk #6444 79| 87| 96| 99100 {107 | 113|155 | 175|185 173
100 mpk 42 4% 771 86| 98[105{119 148 | 166|249 | 284 | 324 | 368
I mg19D12 +
he 78| 811 80| 79| 83| 89| 941122150177 | 201
F iR
iRE
AR¥ 0| 4 71 11| 14 18| 21 26| 29| 33| 36
& Ak 2T B8 41 7 9| 20| 80| 42| 52| 82| 99127 | 169
0.1 mg 19D12 31 9| 11] 12| 16| 22| 25| 89| 57| 68| 75
0.5 mg 19D12 3{ 6 7| 81 12| 14| 18| 43| 40| 62| 83
1 mg 19D12 4| 6] 10] 11| 17| 22| 31| 42| 54| 67| 57
5 mpk &84 41 9 9] 10| 10| 12| 14| 18] 21| 26| 25
100 mpk 4 4 4| 8| 12| 16| 19| 26! 34| 58| 60| 77| 84
1mg19D12 +
1245 5| 9 9| 9| 12| 16| 19| 22| 28| 41| 47

[0721]  SEJAs] 2 < 7E STSA-1 S RP RS AEAR IR rh B 01 PRJBE 1Bt —TGFIR 7 3%

[0722]  IXEEELPERIESL T AR BIE TGR LR HIHIFE] didt —1GF IR LAXT 9077 B & & AR
A AR

[0723] 429 7 H 3> STSA-1 B R 40 i 5 B He b 205 HEPERR /N (&R NU/NU, 2k B
Charles River, FE#S~ 6 A, FHEE~ 20 70 ) MIHEES. XT3 8 d AT sl sL4, 24
SRS AE IR A B2 100mm” (R P30 K /N, FERERR S 28 18 RIHBIEE 25, (EWF5THA IR LL&:
HUNER 0. 02mg. 0. 1 8% 0. 5mg [F157 &5 A W IR I I N 25 Tt —TGFIR Hiifk (19D12 285 F/ &
FeEACW EPrR ), HIEFERLL 100mpk (#9578 S 3L 3 IR IRIE I N 45 T 40 fusi 2
IR . R RV ST SR K S PR A IR K/, FRIE I LabCat #2757 FH HL 2511 T 250k
R . 3R 8 P RUERAIESE T ARz b B (T —TGF1R— A 1)1 PR I8 iR A= ol

[0724] XT3 9 R AN L5, TEHRN G 28 15 Kaahgdy. A H/NR 0. 04mg B 0. 1mg
1570 2 5 J PR IR I N 25 T Bt —TGFIR o fk (LCF/HCA) , 5 sk [ LA 50mpk 8% 100mpk [155)
B RIER NS TS RZ IR0 R U R VR PR AR e /s, IR
it LabCat F# /37 H L 24 W vERCES S . 3R 9 A 8 s L RE 7 — BL i TR) Py W42 21 1) i g
AR, HUESE T 40 —1GF LR— M5 I 33 AR R .

[0725] 3 8. H{ —IGF1R b Bk /INE 1988 s 1A AR

[0726]  05-1GFR-12SJSA-1
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CON 101222926 B OB B 57/58 i
[0727] 1y n=10 fEE R~ mm3

[0728]

‘ LR

A 0 3 7 10 14 17 21 24 28 31 35 38
R AT FE 08| 141] 435] 946] 1622

10.02 mg 19D12 98] 121] 197] 272] 423] 675

0.1 mg 18D12 o6{ 121] 144] 231f 378 431] 1037

0.5 mg 16D12 98] 103] 122] 115) 282 435] 690

100 mpk 55 4% B/ 98] 111} 102 59 140 172} 802 s588] 972

0.1 g 19D12 + 100 mpk IR 4% B fie 98 97| 78 29 58 70] 113] 67| 272 373] 603] 055|
0.5 mg 19D12 + 100 mpk K 4% &t 98 93 68 25 46 60| 100] 161] 242 303] 6021 952

[0729]  ~PIgbrvEiRZ

[0730]
3
|4 0 3 71 10l 14] 17l 21l 24| 28| 31| 35| 38
BT, 1 8| 29| 80| o5
0.02 mg 19D12 3 6| 28] 33| 51| 73
0.1 mg 19D712 2 4| 15| 44| 65| 65| 130
0.5 mg 19D12 2 7] 20| 80| 67] 108] 200
100 mpk 57 4% B 2 8] 14l 12l s 41l 69| 134] 194
0.1 mg 19D12 + 100 mpKIF 4% B fic 3 5] 10 71 13] 18] 28] 41| 79| 91| 175] 202
0.5 mg 19D12 + 100 MpK 31 5% i e 2 6 9 7 8] 13| 291 48] 78| 90| 165] 244

[0731] AP AR mm®

[0732] 3K 9. P ~IGF1R A4l i 55 2= A b TV 1B B A8 g (AR
[0733]  05-1GFR-21SJSA-1

[0734] F¥ n=10 M RST mm3

R
il 0 4 7 11 14(% Regression
BAhr] R 145 191} 376 714] 1158
- [0.04 mg 19D12 142] 153] 222| 308] 431
0.1 mg 19D12 145 147{ 151] 212| 251
[0735] 50 mpk 3 5% B fi 145] 198] 287 614] 908
100 mpk 3K 5k B i 149] 132] 193] 218] 285
0.04 mg 10D12 + 50 mpk 7 5% Bt /& 149] 129] 126] 109 140 6%]|
0.1 mg 19D12 + 50 mpk K55 Bt fE 146] 105 115 04 136 7%
0.04 mg 10D12 + 100 mpk 3% 5% Bl 144 76 64 46 68 53%
0.1 mg 19D12 + 100 mpk 3R 5% Bt fic 143 84 87 59 45 68%
[0736]  ~“PIbritEiRZE
X #
i 0 4 7 11 14
B 5 12 39 70| 129|
0.04 mg 19D12 6 11 26 53 92
0.1 mg 19D12 7 19 30 53 58
[0737] 50 MpK 3 5% B 4 23 49 92] 135
100 mpkK 3755 Bt 6 16 30 43 75
0.04 mg 10D12 + 50 mpk 37 5% Bt i 7 17 21 16 23
0.1 mg 19D12 + 50 mpk A% Btk 2 8 14 10 20
0.04 mg 10D12 + 100 mpk 3R &% B i 3 10 9 6 16
0.1 mg 18D12 + 100 mpk 3R 4% Bt 5 10 12 10 7

[0738] PRI AAR g mm’

[0739] Sekskskskeskeskeielelololelkekekekekekekekekekekekeokeokek

[0740] AT W HANE F AN O I BITAIA (Ry J2 SIEET Se P BR Ao S L, B T E SRR ik
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A SRR IR R A e B AT 4% BB B 10 T A AR iy 5 5 it 2 L
(Ko SXAE I SOEAETE N BT IR EESR I 2 N

[07411 24 T BT 19 H B, A B 430 rh T | AT AR 6 R0 S & R0 HR § H RSO 7 it 45 LA
Fesci Uy g8, M SHAEIF AMEN S5
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B F 5 &

CN 101222926 1/78 T1
[0001]
DZIES

<110> Schering Corporation

<120>  JATIRIT e RBAREAE R T AR A )

<130> O0OC06331lK WI

<150> 60/671,654

<151> 2005-04-15

<160> 98

<170> PatentIn 3.3 iR

<210> 1

<211> 384

<212> DNA

<213>  AIJF3

220>

<223> RhHc

<220>

<221> CD3

<222> (1) ..(384)

<400> 1

atg tcg cca tca caa ctc att ggg ttt ctg ctg ctc tgg gtt cca gcc 48

Met Ser Pro Ser Gln Leu Ile Gly Phe Leu Leu Leu Trp Val Pro Ala

1 5 10 15

tcc agg ggl gaa alt gtg ctg act cag agc cca gac tct ctg tct gtg 96

Ser Arg Gly Glu Ile Val Leu Thr Gln Ser Pro Asp Ser Leu Ser Val

20 25 30
act cca ggc gag aga gtc acc atc acc tgc cgg gcc agt cag agce att 144
Thr Pro Gly Glu Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile
35 40 45
ggt agt agc tta cac tgg tac cag cag aaa cca ggt cag tct cca aag 192
Gly Ser Ser Leu His Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys
50 55 60

ctt ctc atc aag tat gca tcc cag tce ctc tca ggg gtc ccc tecg agg 240

Leu Leu Ile Lys Tyr Ala Ser Gln Ser Leu Ser Gly Val Pro Ser Arg

65 70 75 80

ttc agt ggc agt gga tct ggg aca gat ttc acc ctc acc ate agt agc 288

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser

85 90 95
ctc gag gct gaa gat gct gca gcg tat tac tgt cat cag agt agt cgt 336
Leu Glu Ala Glu Asp Ala Ala Ala Tyr Tyr Cys His Gln Ser Ser Arg
100 105 110
tta cct cac act ttc ggc caa ggg acc aag gtg gag atc aaa cgt acg 384
Leu Pro His Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
115 120 125

[0002]
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CN 101222926 B F % =* 2/78 T

<210> 2
<211> 128
<212> PRT

<213> AIF%

<220>
<223> ERMRE

<400> 2

Met Ser Pro Ser Gln Leu Ile Gly Phe Leu Leu Leu Trp Val Pro Ala
1 5 10 15

Ser Arg Gly Glu Ile Val Leu Thr Gln Ser Pro Asp Ser Leu Ser Val
20 25 30

Thr Pro Gly Glu Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile
35 40 45

Gly Ser Ser Leu His Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys
50 55 60

Leu Leu Ile Lys Tyr Ala Ser Gln Ser Leu Ser Gly Val Pro Ser Arg
65 70 75 80

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser
85 90 95

Leu Glu Ala Glu Asp Ala Ala Ala Tyr Tyr Cys His Gln Ser Ser Arg
100 105 110

Leu Pro His Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
115 120 125

<210> 3
<211> 384
<212> DNA

<213> ANTIJF%)

<220>
<223> BE D

<220>

<221> CDSs

222> (1)..(384)

<400> 3

atg tcg cca tca caa ctc att ggg ttt ctg ctg ctc tgg gtt cca gcc 48

Met Ser Pro Ser Gln Leu Ile Gly Phe Leu Leu Leu Trp Val Pro Ala

1 5 10 15

tcc agg ggt gaa att gtg ctg act cag agc cca gac tcect ctg tet gtg 96
[0003]
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Ser Arg

act
Thr

ggt
Gly

ctt
Leu
65

ttc

Phe

ctc
Leu

tta
Leu

cca
Pro

agt
Ser
50

ctc
Leu

agt
Ser

gag
Glu

cct
Pro

<210>
<211>
<21z>
<213>

<220>
<223>

<400>

Gly Glu Ile
20

ggc gag aga
Gly Glu Arg
35

agc tta cac
Ser Leu His

atc aag tat
Ile Lys Tyr

ggc agt gga
Gly Ser Gly
85

gct gaa gat
Ala Glu Asp
100

cac act ttc
His Thr Phe
115

4
128
PRT

NTIF%1

& AR

4

Met Ser Pro Ser Gln

1

Ser

Thr

Phe

[0004]

Arg

Pro

Leu

Ser

Gly Glu Ile
20

Gly Glu Arg
35

Ser Leu His

Ile Lys Tyr

Gly Ser Gly
85

Val

gtc
Val

tgg
Trp

gca
Ala
70

tct

Ser

ttc
Phe

ggc
Gly

Leu

Val

Val

Trp

Ala

70

Ser

Leu

acc
Thr

tac
Tyr
55

tce

Ser

999
Gly

gca
Ala

caa
Gln

Ile

Leu

Thr

Tyr

55

Ser

Gly

Thr Gln Ser

atc
Ile
40

cag

Gln

cag
Gln

aca
Thr

agtg
val

999
Gly
120

Gly

Thr

Ile

40

Gln

Gln

Thr

25
acc

Thr

cag
Gln

tce
Ser

gat
Asp

tat
Tyr
105

acc
Thr

Phe

Gln

25

Thr

Gln

Ser

Asp

tgc
Cys

aaa
Lys

cte
Leu

ttc
Phe
90

tac
Tyr

aag
Lys

Leu

10

Ser

Cys

Lys

Leu

Phe
90

65

Pro

cgg
Arg

cca
Pro

tca
Ser
75

acc

Thr

tgt
Cys

gtg
Val

Leu

Pro

Arg

Pro

Ser

75

Thr

Asp

gce
Ala

ggt
Gly
60

999
Gly

ctc
Leu

cat
His

gag
Glu

Leu

Asp

Ala

Gly

60

Gly

Leu

Ser

agt
Ser
45

cag

Gln

gtc
Val

acc
Thr

cag
Gln

atc
Ile
125

Trp

Ser

Ser

45

Gln

Val

Thr

Leu
30

cag

Gln

tct
Ser

cce
Pro

atce
Ile

agt
Ser
110

aaa
Lys

Val

Leu

30

Gln

Ser

Pro

Ile

Ser

agc
Ser

cca
Pro

tcg
Ser

agt
Ser
95

agt

Ser

cgt
Arg

Pro

15

Ser

Ser

Pro

Ser

Ser
95

Val

att
Ile

aag
Lys

agg
Arg
80

agc

Ser

cgt
Arg

acg
Thr

Ala

Val

Ile

Lys

Arg

80

Ser

144

192

240

288

336

384
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Leu Glu Ala Glu Asp Phe Ala Val Tyr Tyr Cys His Gln Ser Ser Arg

Leu Pro His Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

<210>
<211>
<212>

<213>

<220>
<223>

<220>
<221>
222>

<400>
atg tcg cca tca caa ctc att ggg ttt ctg
Met Ser Pro Ser Gln Leu Ile Gly Phe Leu

1

tce
Ser

Ltct
Ser

ggt
Gly

ctt
Leu
65

ttc

Phe

ctg
Leu

tta
Leu

cca
Pro

agt
Ser
50

ctc

Leu

agt
Ser

gag
Glu

cct
Pro

<210>
<211>
<212>

<213>

<220>

[0005]

100 105

115 120

384
DNA

N3

BEE R

CDS
(1)..(384)

5

ggt gaa att gtg ctg act cag agc
Gly Glu Ile Val Leu Thr Gln Ser
2C 25

ggc gag aga gcc acc ctc tcece tgce
Gly Glu Arg Ala Thr Leu 3er Cys
35 40

agc tta cac tgg tac cag cag aaa
Ser Leu His Trp Tyr Gln Gln Lys
55

atc aag tat gca tcc cag tcc ctc
Ile Lys Tyr Ala Ser Gln Ser Leu
70

ggc agt gga tct ggg aca gat ttc
Gly Ser Gly Ser Gly Thr Asp Phe
85 90

cct gaa gat gct gca gcg tat tac
Pro Glu Asp Ala Ala Ala Tyr Tyr
100 105

cac act ttc ggc caa ggg acc aag
His Thr Phe Gly Gln Gly Thr Lys
115 120

6
128
PRT

ANTIFF3|

66

ctyg
Leu

cca
Pro

cgg
Arg

CccCa
Pro

tca
Ser
75

acc
Thr

tgt
Cys

gty
Val

ctc
Leu

ggt
Gly

gcc
Ala

ggt
Gly
60

999
Gly

ctc
Leu

cat
His

gag
Glu

125

tgg
Trp

acc
Thr

agt
Ser
45

cag
Gln

atc
Ile

acce
Thr

cag
Gln

atc
Ile
125

110

gtt
Val

ctg
Leu
30

cag
Gln

gct
Ala

cce
Pro

atc
Ile

agt
Ser
110

aaa
Lys

cca
Pro
15

tct
Ser

agc
Ser

cca
Pro

gat
Asp

agt
Ser
95

agt
Ser

cgt
Arg

gcc
Ala

gtg
Val

att
Ile

499
Arg

agg
Arg
g0

aga
Arg
cgt

Afg

aca
Thr

48

96

144

192

240

288

336

384



CN 101222926 B
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<223>

<400>

AR

6

Met Ser Pro Ser Gln Leu

1

Ser

Gly

Leu

65

Phe

Leu

Leu

Arg

Pro

Ser

50

Leu

Ser

Glu

Pro

<210>
<211>
<212>
<213>

<220>
223>

<220>
<221>
<222>

<400>
atg tcg cca tca caa ctc
Met Ser Pro Ser Gln Leu

1

tcc
Ser

tct
Ser

[0006]

agyg
Arg

cca
Pro

Gly Glu Ile Val
20

Gly Glu Arg Ala
35

Ser Leu His Trp

Ile Lys Tyr Ala
70

m
0]
[a]

Gly Ser Gly
85

Pro Glu Asp Ala
100

His Thr Phe Gly
115

384
DNA
ANIF7

BHE R

CDs
(L)..(384)

7

ggt gaa att gtg
Gly Glu Tle Val
20

ggc gag aga dcc
Gly Glu Arg Ala
35

Ile

Leu

Thr

Tyr
55

Ser

Gly

Ala

Gln

att
Ile

ctg
Leu

acc
Thr

Gly

Thr

Leu
40

Gln

Gln

Thr

Ala

Gly
120

g99
Gly

act
Thr

ctc
Leu
40

Phe

Gln
25

Ser

Gln

Ser

Asp

Tyr
105

Thr

ttt
Phe

cag
Gln
25

Ser

Leu
10

Ser

Cys

Lys

Leu

Phe
90

Tyr

Lys

ctg
Leu
10

agc
Ser

tgc
Cys

67

Leu

Pro

Arg

Pro

Ser

75

Thr

Cys

Val

ctg
Leu

cca
Pro

cg9g
Arg

Leu

Gly

Ala

Gly

Gly

Leu

His

Glu

ctc
Leu

ggt
Gly

gcc
Ala

Trp Val Pro
15

Thr Leu Ser
30

Ser Gln Ser
45

Gln Ala Pro

Ile Pro Asp

Thr Ile Ser
95

Gln Ser Ser
110

Ile Lys Arg
125

tgg gtt cca
Trp Val Pro
15

acc ctg tct
Thr Leu Ser
30

agt cag agc
Ser Gln Ser
45

Ala

Val

Ile

Arg

Arg

80

Arg

Arg

Thr

gcc
Ala

gtg
Val

att
Ile

48

96

144
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F
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ggt agt

agc tta cac

Gly Ser Ser Leu His

50
ctt ctc
Leu Leu
65
ttc agt
Phe Ser

ctg gag
Leu Glu

tta cct
Leu Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Met Ser

1

Ser Arg

Ser Pro

Gly Ser
50

Leu Leu
65

Phe Ser

Leu Glu

Leu Pro

[0007]

atc aag tat
Ile Lys Tyr

ggc agt gga
Gly Ser Gly
85
cct gaa gat
Pro Glu Asp
100
cac act ttec

His Thr Phe
115

8
128
PRT

NIF5

MR
8

Pro Ser Gln

Gly Glu Ile
20

Gly Glu Arg
35

Ser Leu His

Ile Lys Tyr

Gly Ser Gly

Pro Glu Asp

100

His Thr Phe
115

tgg
Trp

gca
Ala
70

tct
Ser

tte
Phe

ggc
Gly

Leu

Val

Ala

Trp

Ala

70

Ser

Phe

Gly

tac
Tyr
55

tcc
Ser

999
Gly

gca
Ala

caa
Gln

Ile

Leu

Thr

Tyr

55

Ser

Gly

Ala

Gln

cag
Gln

cag
Gln

aca
Thr

gtg
Val

999
Gly
120

Gly

Thr

Leu

40

Gln

Gln

Thr

Val

Gly
120

cag
Gln

tcc
Ser

gat
AsSp

tat
Tyr
105

acc
Thr

Phe

Gln

25

Ser

Gln

Ser

Asp

Tyr

105

Thr

aaa
Lys

ctc
Leu

ttc
Phe
90

tac

Tyr

aag
Lys

Leu

10

Ser

Cys

Lys

Leu

Phe

90

Tyr

Lys

68

cca
Pro

tca
Ser
75

acc
Thr

tgt
Cys

gty
Val

Leu

Pro

Arg

Pro

Ser

75

Thr

Cys

Val

ggt
Gly
60

gg99
Gly

ctc
Leu

cat
His

gag
Glu

Leu

Gly

Ala

Gly

60

Gly

Leu

His

Glu

cag
Gln

ate
Ile

acc
Thr

cag
Gln

atc
Ile
125

Trp
Thr
Ser
45

Gln
Ile
Thr

Gln

Ile
125

gct
Ala

ccc
Pro

atc
Ile

agt
Ser
110

aaa
Lys

Val

Leu

30

Gln

Ala

Pro

Ile

Ser

110

Lys

cca
Pro

gat
Asp

agt
Ser
95

agt

Ser

cgt
Arg

Pro

15

Ser

Ser

Pro

Asp

Ser

95

Ser

Arg

agg
Arg

agg
Arg
80

aga
Arg

cgt
Arg

aca
Thr

Ala

Val

Ile

Arg

Arg

80

Arg

Arg

Thr

192

240

288

336

384
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<210> 9
<211> 411
<212> DNA
<213> AILJF%
<220>
<223> EH A
<220>
<221> CDS
<222>  (1)..(411)
<400> 9
atg gag ttt ggg ctg agc tgg gtt ttc ctt gtt gct ata tta aaa ggt 48
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Ile Leu Lys Gly
1 5 10 15
gtc cag tgt gag gtt cag ctg gtg cag tct ggg gga ggc ttg gta aag 96
Val Gln Cys Glu Val Gln Leu Val Gln Ser Gly Gly Gly Leu Val Lys
20 25 30
cct ggg ggg tcc ctg aga ctc tcc tgt gca gcc tct gga ttc acc ttc 144
Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe
35 40 45
agt agc ttt gct atg cac tgg gtt cgc cag gct cca gga aaa ggt ctg 162
Ser Ser Phe Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
50 55 60
gag tgg ata tca gtt att gat act cgt ggt gcc aca tac tat gca gac 240
Glu Trp Ile Ser Val Ile Asp Thr Arg Gly Ala Thr Tyr Tyr Ala Asp
65 70 75 80
tce gtg aag ggc cga ttc acc atc tcc aga gac aat gcc aag aac tcc 288
Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser
85 90 95
ttg tat ctt caa atg aac agc ctg aga gcc gag gac act gct gtg tat 336
Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
100 105 110
tac tgt gca aga ctg ggg aac ttc tac tac ggt atg gac gtc tgg ggc 384
Tyr Cys Ala Arg Leu Gly Asn Phe Tyr Tyr Gly Met Asp Val Trp Gly
115 120 125
caa ggg acc acg gtc acc gtc tcc tca 411
Gln Gly Thr Thr Val Thr Val Ser Ser
130 135
<210> 10
<211> 137
<212> PRT
<213> A7l
<220>
<223>  GHAMERAE
<400> 10
[0008]

69
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Met Glu Phe

1

Val

Pro

Ser

Glu

65

Ser

Leu

Tyr

Gln

Gln

Gly

Ser

50

Trp

Val

Tyr

Cys

Gly
130

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
222>

<400>
atg gag ttt
Met Glu Phe

1

gtc
Val

ccc
Pro

[0009]

Cys

Gly

35

Phe

Ile

Lys

Leu

Ala

115

Thr

11
411
DNA

Gly Leu

Glu Val
20

Ser Leu

Ala Met

Ser Val

Gly Arg

85

Gln Met
100

Arg Leu

Thr VvVal

ANTIF3

#HHE B

CDS
(1) .

11

cag tgt
Gln Cys

999 999
Gly Gly

35

. (411)

ggg ctg
Gly Leu
5

gag gtt
Glu Val
20

tcc ctg
Ser Leu

Ser

Gln

Arg

His

Ile

70

Phe

Asn

Gly

Thr

agc
Ser

cag
Gln

aga
Arg

Trp

Leu

Leu

Trp

55

Asp

Thr

Ser

Asn

Val
135

tgg
Trp

ctg
Leu

ctc
Leu

Val Phe Leu

Val

Ser
40

Val

Thr

Ile

Leu

Phe
120

Ser

gtt
Val

gtg
Val

tcc
Ser
40

Gln
25

Cys

Arg

Arg

Ser

Arg
105

Tyr

Ser

tte
Phe

cag
Gln
25

Cys

10

Ser

Ala

Gln

Gly

Arg
90

Ala

Tyr

ctt
Leu
10

tct
Ser

gca
Ala

70

Val

Gly

Ala

Ala

Ala

75

Asp

Glu

Gly

gtt
Val

999
Gly

gcc
Ala

Ala

Gly

Ser

Pro

60

Thr

Asn

Asp

Met

gct
Ala

gga
Gly

tct
Ser

Ile Leu

Gly Leu
30

Gly Phe
45

Gly Lys

Tyr Tyr

Ala Lys

Thr Ala
110

Asp Val
125

ata tta
Ile Leu

ggc ttg
Gly Leu

30

gga ttc
Gly Phe
45

Lys
15

Val

Thr

Gly

Ala

Asn
95

Val

Trp

aaa
Lys
15

gta
Val

acc
Thr

Gly

Lys

Phe

Leu

Asp

Ser

Tyr

Gly

ggt
Gly

cag
Gln

ttc
Phe

48

96

144
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agt
Ser

gag
Glu
65

tcc

Ser

ttg
Leu

tac
Tyr

caa
Gln

agc
Ser
50

tgg
Trp

gtg
Val

tat
Tyr

tgt
Cys

999
Gly
130

<210>
<211>
<212>
213>

<220>
<223>

<400>

ttt
Phe

ata
Ile

aag
Lys

ctt
Leu

gca
Ala
115

acc
Thr

12
137
PRT

gct
Ala

tca
Ser

ggc
Gly

caa
Gln
100

aga

Arg

acg
Thr

A3

AR A

12

Met Glu Phe

1

Val

Pro

ser

Glu

65

Ser

Leu

[0010]

Gln

Gly

Ser

50

Trp

Val

Tyr

Cys

Gly 3

35

Phe

Ile

Lys

Leu

Gly

Glu

20

Ala

Ser

Gly

Gln
100

atg
Met

gtt
Val

cga
Arg
85

atg
Met

ctg
Leu

gtc
Val

Leu

Val

Leu

Met

Val

Arg

85

Met

cac
His

att
Ile
70

ttc
Phe

aac
Asn

999
Gly

acc
Thr

Ser

Gln

Arg

His

Ile

70

Phe

Asn

tgg
Trp

gat
Asp

acc
Thr

agc
Ser

aac
Asn

gtc
Val
135

Trp

Leu

Leu

Trp

Asp

Thr

Ser

gtt
Val

act
Thr

atc
Ile

ctg
Leu

ttc
Phe
120

tcc
Ser

val

Val

Ser

40

Val

Thr

Ile

Leu

cgc
Arg

cgt
Arg

tcc
Ser

aga
Arg
105

tac
Tyr

tca
Ser

Phe

Gln

25

Cys

Arg

Arg

Ser

Arg
105

cag
Gln

ggt
Gly

aga
Arg
90

gcec
Ala

tac
Tyr

Leu

10

Ser

Ala

Gln

Gly

Arg

90

Ala

71

gct
Ala

gcc
Ala
75

gac

Asp

gag
Glu

ggt
Gly

Val

Gly

Ala

Ala

Ala

75

Asp

Glu

cca
Pro
60

aca

Thr

aat
Asn

gac
Asp

atg
Met

Ala

Gly

Ser

Pro

60

Thr

Asn

Asp

gga
Gly

tac
Tyr

gcc
Ala

act
Thr

gac
Asp
125

Ile

Gly

Gly

45

Gly

Tyr

Ala

Thr

aaa
Lys

tat
Tyr

aag
Lys

gct
Ala
110

gtc
Val

Leu

Leu

30

Phe

Lys

Tyr

Lys

Ala
110

ggt
Gly

gca
Ala

aac
Asn
95

gtg
Val

tgg
Trp

Lys

15

Val

Thr

Gly

Ala

Val

ctg
Leu

gac
Asp
80

tcc
Ser

tat
Tyr

ggc
Gly

Gly

Gln

Phe

Leu

Asp

80

Ser

Tyr

192

240

288

336

384

411
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[0011]

Tyr Cys Ala Arg Leu Gly Asn Phe Tyr Tyr Gly Met Asp Val Trp Gly

115

120

Gln Gly Thr Thr Val Thr Val Ser Ser

130

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Gly Arg

1

Ser Gly

Pro Gly

Thr Arg
50

Asp Asn
65

Glu Asp

Phe Tyr

Val Thr

Ala Pro
130

Leu Val
145

Gly Ala

13
174
PRT

ALY

RAIREA BRI

13

Leu

Phe

Lys

35

Asp

Ala

Thr

Tyr

Val

115

Cys

Lys

Leu

Gly

Thr

20

Gly

Tyr

Lys

Ala

Tyr

100

Ser

Ser

Asp

Thr

Gln

FPhe

Leu

Ala

Asn

Val

g5

Tyr

Ser

Arg

Tyr

Ser
165

Ala

Ser

Glu

Asp

Ser

70

Tyr

Tyr

Ala

Ser

Phe

150

Gly

135

Trp

Asp

Trp

Ser

55

Leu

Tyr

Gly

Ser

Thr

135

Pro

Val

Arg Ser

Tyr Tyr
25

Val Ser

40

Val Lys

Tyr Leu

Cys Val

Met Asp

105

Thr Lys

120

Ser Glu

Glu Pro

His Thr

72

Leu

10

Met

Tyr

Gly

Gln

Arg

Val

Gly

Ser

Val

Phe
170

Arg

Ser

Ile

Arg

Met

75

Asp

Trp

Pro

Thr

Thr

155

Pro

Leu

Trp

Ser

Phe

60

Asn

Gly

Gly

Ser

Ala

140

Val

Ser

125

Ser

Ile

Ser

45

Thr

Ser

Val

Gln

Val

125

Ala

Ser

Cys

Cys

Arg

30

Ser

Ile

Leu

Glu

Gly

110

Phe

Leu

Trp

Ala

Ala

15

Gln

Gly

Ser

Arg

Thr

95

Thr

Pro

Gly

Asn

Ala

Ala

Ser

Arg

Ala

80

Thr

Thr

Leu

Cys

Ser
160
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<210> 14
<211> 124
<212> PRT
<213> AILF5
<220>
<223> SREHREAEHEATZKX
<400> 14
Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser
1 5 10 15
Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala
20 25 30
Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser
35 40 45
Ala Ile Ser Gly Ser Gly Gly Thr Thr Phe Tyr Ala Asp Ser Val Lys
50 55 60
Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Arg Thr Thr Leu Tyr Leu
65 70 75 80
Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 S0 95
Lys Asp Leu Gly Trp Ser Asp Ser Tyr Tyr Tyr Tyr Tyr Gly Met Asp
100 105 110
Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 15
<211> 112
<212> PRT
<213> ANTLF%)
<220>
<223> GREHREAEHAEX
<400> 15

[0012]

Gly Pro Gly Leu Val Lys Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr

1

Val Ser Gly Gly Ser Ile Ser Asn Tyr Tyr Trp Ser Trp Ile Arg Gln

20

5

25

73

10

30

15
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[0013]

Pro

Ser

Asp

65

Ala

Ile

Ala

Pro

50

Thr

Asp

Ile

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gly

35

Asn

Ser

Thr

Phe

le
125
PRT

Lys

Tyr

Lys

Ala

Asp
100

ANTIF5|

FIRIRE P BRI X

16

Glu Val Gln

1

Ser

Ala

Ser

Lys

65

Leu

Ala

Leu

Met

Ala

50

Gly

Gln

Lys

Val

Ser

35

Ile

Arg

Met

Asp

Trp
115

Leu

Trp

Ser

Phe

Asn

Leu

100

Gly

Gly

Asn

Asn

Val

85

Tyr

Leu

Ser

Val

Gly

Thr

Ser

B85

Gly

Gln

Leu

Pro

Gln

70

Tyr

Trp

Arg

Ser

Ile

70

Leu

Tyr

Gly

Glu Trp Ile Gly

Ser

55

Phe

Tyr

Gly

Ser

Ala

Gln

Gly

55

Ser

Arg

Gly

Thr

40

Leu Lys

Ser Leu

Cys Ala

Gln Gly
105

Ala Ser
25

Ala Pro
40

Gly Ile

Arg Asp

Ala Glu

Asp Phe

105

Thr Val
120

74

Ser

Lys

vVal

90

Thr

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Thr

Arg

Arg

Leu

75

Thr

Leu

Leu

Phe

Lys

Tyr

Ser

75

Thr

Tyr

Val

Ile

Val

60

Asn

Ile

Val

Val

Thr

Gly

Tyr

Lys

Ala

Tyr

Tyr

45

Thr

Ser

Phe

Thr

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Ser

125

Thr

Met

Val

Gly

Val
110

Pro

Ser

30

Glu

Asp

Thr

Tyr

Tyr

110

Ser

Ser

Thr

Val

95

Ser

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Gly

Gly

Val

Ala

Val

Ser

Gly

Tyr

Val

Val

Tyr

80

Cys

Met
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[0014]

<210>
<211>
<212>

<213>

<220>
<223>

<400>

17
113
PRT

ANILFF|

REREAERATEX

17

Pro Gly Leu Val

1

Ser

Pro

Thr

Thr

65

Asp

Tyr

Ser

Gly

Gly

Asn

50

Ser

Thr

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

Gly Ser
20

Lys Gly
35

Tyr Asn

Lys Asn

Ala Val

Gly Met
100

18
122
PRT

ANTIJF%)

REHRHEAEHEATLZX

18

20

Lys

Ile

Leu

Pro

Gln

Tyr

85

Asp

5

Pro

Ser

Glu

Ser

Phe

70

Tyr

Val

Ser

Ser

Trp

Leu

55

Ser

Cys

Trp

Glu Thr Leu Ser
10

Tyr Tyr Trp Ser
25

Ile Gly Tyr Ile
40

Lys Ser Arg Val

Leu Lys Leu 3Ser
75

Ala Arg Thr Tyr
90

Gly Gln Gly Thr
105

10

25

75

Leu Thr

Trp Ile

Tyr Tyr

45

Thr Ile

60

Ser Val

Ser Ser

Thr Val

Cys

Arg

Ser

Thr

Ser

Thr
110

30

Thr

15

Gln

Gly

Val

Ala

Phe

95

Val

15

Val

Pro

Ser

Asp

Ala

80

Tyr

Ser
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[0015]

Ala

Ser

Lys

65

Leu

Ala

Gly

Met

Gly

Gly

Gln

Lys

Gln

<210>
<211>
<212>

<213>

<220>
<223>

<400>

Ala

Ile

Lys

Arg

Ser

65

Asn

Thr

Ser

Arg

Arg

Phe

50

Leu

Tyr

Val

Ser

35

Ile

Arg

Met

Asp

Gly
115

19
136
PRT

ANLF3

19

Val

Arg

Leu

35

Ser

Gln

Pro

Ala

Trp

Thr

Phe

Asn

Pro

100

Thr

Gly

Asp

20

Ile

Gly

Pro

Arg

Ala
100

Val

Gly

Thr

Ser

85

Gly

Leu

Asp

Leu

Tyr

Ser

Glu

Thr

85

Pro

Arg

Ser

Ile

70

Leu

Thr

Val

GofRBR R TR A2 X

Arg

Gly

Ala

Gly

Asp

70

Phe

Gln

Gly

55

Ser

Arg

Thr

Thr

Val

Trp

Ala

Ser

55

Phe

Gly

Val

Ala

40

Gly

Arg

Ala

Val

Val
120

Thr

Tyr

Ser

40

Gly

Ala

Gln

Phe

Pro

Ser

Asp

Glu

Ser

Phe

Gln

25

Arg

Thr

Thr

Gly

Ile
105

76

Gly

Thr

Asn

Asp

Met

Ser

Thr
10

Gln

Leu

Glu

Tyr

Thr

90

Phe

Lys

Tyr

Ser

75

Thr

Ser

Cys

Lys

Gln

Phe

Tyr

75

Glu

Pro

Gly

Tyr

60

Lys

Ala

Trp

Arg

Pro

Ser

Thr

60

Cys

Val

Pro

Leu

45

Ala

Asn

Val

Phe

Ala

Gly

Gly

45

Leu

Leu

Glu

Ser

Glu

Asp

Thr

Tyr

Asp
110

Lys

30

Val

Thr

Gln

Ile

Asp
110

Trp

Ser

Leu

Tyr

Pro

Gln

15

Ala

Pro

Ile

His

Ile
95

Glu

Val

Val

Tyr

80

Cys

Trp

Asp

Pro

Ser

Ser

Asn

80

Arg

Gln
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[0016]

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

115

120

Pro Arg Glu Ala Lys Val Gln Trp

130

<210>
<211>
<212>

<213>

<220>
<223>

<400>

20
107
PRT

ATLF3

SREERE H BT AR X

20

Asp Ile Gln

1

Asp

Leu

Tyr

Ser

65

Glu

Ser

Arg

Gly

Ala

50

Gly

Asp

Phe

<210>
<211>
<212>

<213>

<220>
223>

<400>

Val

Trp

35

Ala

Ser

Phe

Gly

21
100
PRT

Met

Thr

20

Tyr

Ser

Gly

Ala

Gln
100

NI

FIEEREA R X

21

Thr

c

Ile

Gln

Arg

Thr

Thr

85

Gly

Gln

Thr

Gln

Leu

Glu

70

Tyr

Thr

135

Phe

His

55

Phe

Tyr

Lys

Pro

Arg

Pro

40

Arg

Thr

Cys

Leu

Ala

25

Gly

Gly

Leu

Leu

Glu
105

Ser

10

Ser

Lys

Val

Thr

Gln

90

Ile

125

Leu Ser Ala Ser

Gln Gly Ile Arg
30

Ala Pro Lys Arg
45

Pro Ser Arg Phe

60

Ile Ser Ser Leu

His Asn Ser Tyr

Lys

Val
15

Gly

Asn Asp

Leu

Gln

Pro
95

Ile

Gly

Pro

g0

Cys

Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Phe Thr Cys Arg

1

5

10

15

Ala Ser Gln Asp Ile Arg Arg Asp Leu Gly Trp Tyr Gln Gln Lys Pro

20

25

77

30
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[0017]

Gly Lys

Gly

Leu
65

Leu

Glu

Val
50

Ala
35

Pro

Thr Ile

Gln

Ile

<210>
<211>
<212>
<213>

<220>
<223>

<400>

His

Ile

22
107
PRT

Pro Lys

Ser Arg

Ser Ser

Asn Asn
85

Arg
100

ANTLF7)

R REA R X

22

Asp Ile Gln

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Arg

Gly

Ala

50

Gly

Asp

Phe

<216>

Val

Trp

35

Ala

Ser

Phe

Gly

23

Met Thr

Thr Ile
20

Phe Gln

Ser Lys

Gly Thr

Ala Thr

85

Gly Gly
100

Arg

Phe

Leu
70

Tyr

Gln

Thr

Gln

Leu

Glu

70

Tyr

Thr

Leu Ile Tyr Ala
40

Ser Gly Ser Gly
55

Gln Pro Glu Asp

Pro Arg Thr Phe
90

Ser Pro Ser Ser
10

Cys Arg Ala Ser
25

Lys Pro Gly Lys
40

His Arg Gly Val
55

Phe Thr Leu Thr

Tyr Cys Leu Gln
90

Lys Val Glu Ile
105

78

Ala Ser

Ser Gly

Phe Ala

75

Gly Gln

Leou

Gln

Ala

Pro

Ile

75

His

Lys

60

Ser

Gly

Pro

Ser

60

Ser

Asn

Arg Leu

45

Thr Glu

Thr Tyr

Gly Thr

Ala

Ile

Lys

45

Arg

Arg

Ser

Ser

Arg

30

Arg

Phe

Leu

Tyr

Gln

Phe

Tyr

Glu
95

Val

15

Ser

Leu

Ser

Gln

Pro
95

Ser

Thr

Cys
80

Val

Gly

Asp

Ile

Gly

Pro

30

Leu
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<211> 92

<212> PRT

<213> A3

<220>

<223> HREREARETEX

<400> 23

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

1 5 10 15

Phe Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu

20 25 30
Tle His Val Ala Ser Ser Leu Gln Gly Gly Val Pro Ser Arg Phe Ser
35 40 45

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln
50 55 60

Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr Asn Ala Pro

65 70 75 80

Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

85 90

<210> 24

<211> 91

<212> PRT

<213> ANTLJF5

<220>

<223>  SEEREFREEA X

<400> 24

Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Arg Gly Arg Tyr

1 5 10 15

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile

20 25 30
Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly
35 40 45

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro
50 55 60

Glu Asp Phe Ala Val Phe Tyr Cys Gln Gln Tyr Gly Ser Ser Pro Arg

65 70 7 80

[0018]

79
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Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
<211>
<212>

<213>

<220>
<223>

<400>
Met Asp

1

Phe Pro

Gln Gly
50

Ala Pro

Pro Ser

Ile Ser

His Asn

Lys Arg

130

Glu Gln
145

Phe Tyr

Gln Ser

[0019]

25
236
PRT

ANIF3I

85

FRREE R

25

Met Arg

Gly Ala
20

Ala Serx
35

Ile Arg

Lys Arg

Arg Phe

Ser Leu

100

Ser Tyr

115

Thr Val

Leu Lys

Pro Arg

Gly Asn
180

Val

Arg

Val

Asn

Leu

Ser

85

Gln

Ala

Ser

Glu

165

Ser

Pro

Cys

Gly

Asp

Ile

70

Gly

Pro

Trp

Ala

Gly

150

Ala

Gl

Ala

Asp

Asp

Leu

55

Tyr

Ser

Glu

Thr

Pro

135

Thr

Glu

Gln

Ile

Arg

Gly

Ala

Gly

Asp

Phe

120

Ala

Val

Ser

Leu

Gln

25

Val

Trp

Ala

Ser

Phe

105

Gly

Ser

Gln

Val
185

90

Leu

10

Met

Thr

Tyr

Gly

90

Ala

Gln

Phe

Val

Trp

170

Thr

80

Gly

Thr

Ile

Gln

Ser

75

Thr

Thr

Gly

Ile

Val

155

Lys

Glu

Leu

Gln

Thxr

Gln

60

Leu

Glu

Tyr

Thr

Phe

140

Cys

Val

Gln

Leu

Ser

Cys

45

Lys

Gln

Phe

Tyr

Lys

125

Pro

Leu

Asp

Asp

Leu

Pro

30

Arqg

Pro

Ser

Thr

Cys

110

Val

Pro

Leu

Asn

Ser
190

Leu
15

Ser

Ala ¢

Gly

Gly

Leu

95

Leu

Glu

Ser

Asn

Ala

175

Lys

Trp

Ser

Lys

Val

80

Thr

Gln

Ile

Asp

Asn
160

Asp
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[0020]

Ser

Glu

Ser
225

Thr

Lys
210

Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Tyr
195

His

Val

26
236
PRT

Ser Leu

Lys Val

Thr Lys

ANIF5

G EA R

26

Met Asp Met

1

Phe

Leu

Gln

Ala

65

Pro

Ile

His

Ile

Glu

Pro

Ser

ASp

50

Pro

Ser

Asn

Arg
130

Gln

Gly

Ala

35

Ile

Lys

Arg

Ser

Asn
115

Thr

Leu

Arg

Ala

20

Ser

Arg

Arg

Phe

Leu

100

Tyr

Val

Lys

Val

Arg

Val

Arg

Leu

Ser

85

Gln

Pro

Ala

Ser

Ser

Tyr

Ser
230

Pro

Cys

Gly

Asp

Ile

70

Gly

Pro

Arg

Ala

Gly

Ser

Ala

215

Phe

Ala

Asp

Asp

Leu

55

Tyr

Ser

Glu

Thr

Pro
135

Thr

Thr Leu Thr

200

Cys Glu Val

Asn Arg Gly

Gln

Leu

Ile Gln

25

Arg Val

40

Gly Trp

Ala Ala

Gly

AsSp

Phe
120

Ser

Phe
105

Gly

Ser Val

Ala

81

Ser

Leu

10

Met

Thr

Tyr

Ser

Gly

90

Ala

Gln

Phe

Val

Leu

Thr

Glu
235

Gly

Thr

Phe

Gln

Arg

Thr

Thr

Gly

Ile

Val

Ser Lys Ala Asp Tyr

His Gln Gly Leu Ser

220

Cys

Leu

Gln

Thr

Gln

60

Leu

Glu

Tyr

Thr

Phe
140

Cys

205

Leu

Ser

Cys

45

Lys

Gln

Phe

Tyr

Glu
125

Pro

Leu

Leu

Pro

30

Arg

Pro

Ser

Thr

Cys

110

Val

Pro

Leu

Leu

15

Ser

Ala

Gly

Gly

Leu

95

Leu

Glu

Ser

Asn

Trp

Ser

Ser

Lys

Val

80

Thr

Gln

Ile

Asp

Asn
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[0021]

145

Phe

Gln

Ser

Glu

Ser
225

Tyr

Ser

Thr

Lys

210

Pro

<210>
211>
<212>

<213>

<220>
<223>

<400>

Pro

Gly

Tyr

185

His

Val

27
236
PRT

ANILIFH]

Met Asp Met

1

Phe

Leu S

Gln

Ala

65

Pro

Ile

His

Pro

Gly
50

Pro

Ser

Asn

Gly

Ala

35

Ile

Lys

- Arg

Ser

Ser

Arg Glu

165

Asn Ser

180

Ser Leu

Lys

Val

Thr Lys

Arg

Ala

20

Ser

Arg

Arg

Phe

Leu

100

Tyr

IR H fr Bk

27

Val

Arqg

Val

Asn

Leu

Ser

85

Gln

Pro

150

Ala

Gln

Ser

Tyr

Ser
230

Pro

Cys

Gly

Asp

Ile

70

Pro

Tyr

Lys

Glu

Ser

Ala

215

Phe

Ala

Leu

55

Tyr

Ser

Glu

Thr

Val

Ser

Thr

200

Cys

Asn

Gln

Ile

Arg

40

Gly

Ala

Gly

Asp

FPhe

Gln

val

185

Leu

Glu

Arg

Leu

Gln

25

Val

Trp

Ala

Ser

Phe

105

Gly

82

Trp

170

Thr

Thr

Val

Gly

Leu

10

Met

Thr

Tyr

Ser

Gly

Ala

Gln

155

Lys

Glu

Leu

Thr

Glu
235

Gly

Thr

Ile

Gln

Ser

75

Thr

Thr

Gly

Val

Gln

Ser

His

220

Cys

Leu

Gln

Thr

Gln

60

Leu

Glu

Tyr

Thr

Asp

Asp

Lys

205

Gln

Leu

Ser

Cys

45

Lys

Gln

Phe

Tyr

Lys

Asn

Ser

190

Ala

Gly

Leu

Pro

30

Arg

Pro

Ser

Thr

Cys

110

Leu

Ala

175

Lys

Asp

Leu

Leu
15

Ser

Ala

Gly

Leu

95

Leu

Glu

160

Leu

Asp

Tyr

Ser

Trp

Ser

Ser

Lys

val

80

Thr

Gln

Ile
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[0022]

Lys Arg
130

Glu Gln
145

Phe Tyr

Gln Ser

Ser Thr

Glu Lys
210

Ser Pro

225
<210>
<211>

<212>
<213>

<220>
<223>

<400>

Met Asp
1

Phe Pro

Leu Ser

115

Thr Val Ala

Leu Lys Ser

Pro Arg Glu
165

Gly Asn Ser
180

Tyr Ser Leu
195

His Lys Val

Val Thr Lys

28
236

PRT

NTFF5

HIL KR H 5
28

Met Arg Val

Gly Ala Arg
20

Ala Ser Val
35

Gln Gly Ile Arg Asn

50

Ala Pro

Lys Arg Leu

Ala

Gly

150

Ala

Gln

Tyr

Ser

230

Pro

Cys

Gly

Asp

Ile
70

Pro

135

Thr

Lys

Glu

Ser

Ala

215

Phe

Ala

Asp

Asp

Leu

55

Tyr

120

Ser

Ala

val

Ser

Thr

200

Cys

Asn

Gln

Ile

Arg

40

Gly

Ala

Val

Ser

Gln

Val

185

Leu

Glu

Arg

Leu

Gln

25

Val

Trp

Ala

83

Phe

Val

Trp

170

Thr

Thr

Val

Gly

Leu

10

Met

Thr

Tyr

Ser

Ile

Vval

155

Lys

Glu

Leu

Thr

Glu
235

Gly

Thr

Ile

Gln

Arg
75

Phe

140

Cys

val

Gln

Ser

His

220

Cys

Leu

Gln

Thr

Gln

60

Leu

125

Pro

Leu

Asp

Asp

Lys

205

Gln

Leu

Phe

Cys

45

Lys

His

Pro

Leu

Asn

Ser

190

Ala

Gly

Leu

Pro

20

Arg

Pro

Arg

Ser

Asn

Ala

175

Lys

Leu

Leu

15

Ser

Ala

Gly

Gly

Asp

Asn

160

Leu

Asp

Tyr

Ser

Trp

Ser

Ser

Lys

Val
80
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[0023]

Pro

Ile

His

Lys

Glu

145

Phe

Gln

Ser

Glu

Ser
225

Ser

Ser

Asn

Arg

130

Gln

Tyr

Ser

Thr

Pro

<210>
<211>
<212>

<213>

<220>
<223>

<400>

Met Glu Phe

1

Arg

Ser

Ser

115

Thr

Leu

Pro

Gly

Tyr

195

His

Val

29
473
PRT

Phe

Leu

100

Tyr

Val

Lys

Arg

Asn

180

Ser

Lys

Thr

ANTFF7

Ser

85

Gln

Pro

Ala

Ser

Glu

165

Ser

Leu

Val

Lys

SRR 1 R

29

Val Gln Cys

Pro Gly Gly

35

Gly Leu

Gln Val

20

Ser Leu

Gly Ser Gly Ser

Pro Glu

Cys Ser

Ala Pro

135

Gly Thr

150

Ala Lys

Gln Glu

Ser Ser

Tyr Ala

215

Ser Phe
230

Ser Trp

Gln Leu

Arg Leu

Asp Phe

105

Phe Gly

120

Ser Val

Ala Ser

Val Gln

Ser Val

185

Thr Leu

200

Cys

Glu

Asn Arg

Val Phe

Val Glu

25

Ser Cys

40

84

Gly

90

Ala

Gln

Phe

Val

Trp

170

Thr

Thr

Val

Gly

Leu Val Ala Ile Ile Lys Gly

10

Thr

Thr

Gly

Ile

Val

155

Lys

Glu

Leu

Thr

Glu
235

Glu

Tyr

Thr

Phe

140

Cys

Val

Gln

Ser

His

220

Cys

Phe

Tyr

Lys

125

Pro

Leu

Asp

Asp

Lys

205

Gln

Thr

Cys

110

Leu

Pro

Leu

Asn

Ser

190

Ala

Gly

Leu

95

Leu

Glu

Ser

Asn

Ala

175

Lys

Asp

Leu

15

Thr

Gln

Ile

Asp

Asn

160

Leu

Asp

Tyr

Ser

Ser Gly Gly Gly Leu Val Lys

Ala Ala Ser Gly Phe Thr Phe

45

30
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[0024]

Ser

Glu

65

Asp

Ser

Tyr

Val

145

Cys

Lys

Leu

Thr

225

vVal

Pro

Pro

Val

Asp

50

Trp

Ser

Leu

Tyr

Tyr

130

Ser

Ser

Asp

Thr

Tyr

210

Gln

Asp

Ala

Lys

Val

Tyr

Vval

Val

Tyr

Cys

115

Tyr

Ser

Arg

Tyr

Ser

195

Ser

Thr

Lys

Pro

Asp

275

Asp

Tyr

Ser

Lys

Leu

100

Ala

Tyr

Ala

Phe
180

Gly

Tyr

Thr

Pro

260

Thr

Val

Met

Tyr

Gly

85

Gln

Arg

Gly

Ser

Thr

165

Pro

Val

Ser

Thr

245

Val

Leu

Ser

Ile

70

Arg

Met

Val

Met

Thr

150

Ser

Glu

His

Ser

Cys

230

Ala

Met

His

Trp

55

Ser

Phe

Asn

Leu

Asp

135

Lys

Glu

Pro

Thr

Val

215

Asn

Arg

Gly

Ile

Glu

Ile Arg

Ser Ser

Thr Ile

Ser Leu
105

Arg Phe
120

Val Trp

Gly Pro

Ser Thr

Val Thr
185

Phe Pro
200

Val Thr

Val Asp

Lys Cys

Pro Ser

265

Ser Arg

280

Asp Pro

85

Gln

Gly

Ser

90

Arg

Leu

Gly

Ser

Ala

170

Val

Ala

Val

His

Cys

250

Val

Thr

Glu

Ala

Ser

75

Arg

Ala

Glu

Gln

Val

155

Ala

Ser

Val

Pro

Lys

235

Val

Phe

Pro

Val

Pro

60

Thr

Asp

Glu

Trp

Gly

140

Phe

Leu

Trp

Leu

Ser

220

Pro

Glu

Leu

Glu

Gln

Gly

Ile

Asn

Asp

Leu

125

Thr

Pro

Gly

Asn

Gln

205

Ser

Ser

Cys

Phe

Val

285

Phe

Lys

Tyr

Ala

Thr

110

Leu

Thr

Leu

Cys

Ser

190

Ser

Asn

Asn

Pro

Pro

270

Thr

Asn

Gly

Tyr

Lys

95

Ala

Tyr

Val

Ala

Leu

175

Gly

Ser

Phe

Thr

Pro

255

Pro

Cys

Trp

Leu

Ala

80

Asn

Val

Tyr

Thr

Pro

160

Val

Ala

Gly

Gly

Lys

240

Cys

Lys

Val

Tyr



CN 101222926 B

F

¢l

=

24/78 T

[0025]

290

Val Asp
305

Gln Phe

Gln Asp

Gly Leu

Pro Arg

Thr Lys
385

Ser Asp

Tyr Lys

Tyr Ser

Phe Ser
450

Lys Ser
4565

<210>
<211>
<21z2>
<213>

<220>
<223>

<400>

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Ile Ile Lys Gly

1

Gly Val

Asn Ser

Trp Leu
340

Pro Ala
355

Glu Pro

Asn Gln

Ile Ala

Thr Thr
420

Lys Leu
435

Cys Ser

Leu Ser

30
470
PRT

ANIF5

Glu

Thr

325

Asn

Pro

Gln

Val

Val

405

Pro

Thr

Leu

RIEFRE A E

30

5

Val

310

Phe

Gly

Ile

Val

Ser

390

Glu

Pro

Met

Ser
470

295

His

Arg

Lys

Glu

Tyr

375

Leu

Trp

Met

Asp

His

455

Pro

Asn Ala

Val Val

Glu Tyr
345

Lys Thr
360

Thr Leu

Thr Cys

Glu Ser

Leu Asp

425

Lys Ser
440

Glu Ala

Gly Lys

Lys

Ser

330

Lys

Ile

Pro

Leu

Asn

410

Ser

Arg

Leu

10

Thr

315

Val

Cys

Ser

Pro

Val

395

Gly

Asp

Trp

His

300

Lys

Leu

Lys

Lys

Ser

380

Lys

Gln

Gly

Gln

Asn
460

Pro

Thr

Val

Thr

365

Arg

Gly

Pro

Ser

Gin

445

His

Arg

Val

Ser

350

Lys

Glu

Phe

Glu

Phe

4390

Gly

Tyr

Glu

Val

335

Asn

Gly

Glu

Tyr

Asn

415

Phe

Asn

Thr

15

Glu

320

His

Lys

Gln

Met

Pro

400

Asn

Leu

Val

Gln

Val Gln Cys Gln Ala Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys

86



CN 101222926 B

F

¢l

=

25/78 1T

[0026]

Pro

Ser

Glu

65

Asp

Ser

Tyr

Tyr

Ala

145

Ser

Phe

Gly

Leu

Thr

Pro

Gly

Asp

50

Trp

Leu

Tyr

Gly

130

Ser

Thr

Pro

Val

Ser
210

r Thr

Val

Val

Gly

35

Tyr

Val

Val

Tyr

Cys

115

Met

Thr

Ser

Glu

His

195

Ser

Cys

Glu

Ala

20

Ser

Tyr

Ser

Lys

Leu

100

Val

Asp

Lys

Pro

180

Thr

Val

Asn

Arg

Gly
260

Leu

Met

Tyr

Gly

Gln

Arg

Val

Gly

Ser

165

Val

Phe

Val

Val

Lys

245

Pro

Arg

Ser

Ile

70

Arg

Met

Asp

Trp

Pro

150

Thr

Thr

Pro

Thrx

Asp

230

Cys

Ser

Leu

Trp

55

Ser

Phe

Asn

Gly

Gly

135

Ala

Val

Ala

Val

215

His

Cys

val

25

Ser Cys
40

Ile Arg

Ser Ser

Thr Ile

Ser Leu

105

Val Glu

120

Gln Gly

Val Phe

Ala Leu

Ser Trp

185

Val Leu

200

Pro Ser

Lys Pro

Val Glu

Phe Leu
265

87

Ala

Gln

Gly

Ser

90

Arg

Thr

Thr

Pro

Gly

170

Asn

Gln

Ser

Cys
250

Phe

Ala

Ala

Ser

75

Arg

Ala

Thr

Thr

Leu

155

Cys

Ser

Ser

Asn

Asn

235

Pro

Pro

Ser

Pro

60

Thr

Asp

Glu

Phe

Val

140

Ala

Leu

Gly

Ser

Phe

220

Thr

Pro

Pro

Gly

Gly

Arg

Asn

Asp

Tyr

125

Thr

Pro

Val

Ala

Gly

205

Gly

Lys

Cys

Lys

30

Phe

Lys

Asp

Ala

Thr

110

Tyr

Val

Cys

Lys

Leu

190

Leu

Thr

val

Pro

Pro
270

Thr

Gly

Tyr

Lys

95

Ala

Tyr

Ser

sSer

Asp

175

Thr

Tyxr

Gln

Asp

Ala

255

Lys

Phe

Leu

Ala

80

Asn

Val

Tyr

Ser

Arg

160

Tyr

Ser

Ser

Thr

Lys

240

Pro

Asp
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[0027]

Thr

Val

vVal

305

Ser

Leu

Ala

Pro

Gln

385

Ala

Thr

Leu

Ser

Ser

465

Leu

Ser
290

Glu

Thr

Asn

Pro

Gln

370

Val

Val

Pro

Thr

Val

450

Leu

<210>
<211>
212>

<213>

<220>
<223>

Met
275

His

Val

Phe

Gly

Ile

355

Val

Glu

Pro

Val

435

Met

Ser

31
470
PRT

Ile

Glu

His

Arg

Lys

340

Glu

Tyr

Leu

Trp

Met

420

ASD

His

Pro

ANILF3

Ser

Asp

Asn

Val

325

Glu

Lys

Thr

Thr

Glu

405

Leu

Lys

Glu

Gly

FPEERE A B

Arg

Pro

Ala

310

Val

Tyr

Thr

Leu

Cys

390

Ser

Asp

Ser

Ala

Lys
470

Thr

Glu
295

Lys

Ser

Lys

Ile

Pro

375

Leu

Asn

Ser

Arg

Leu
455

Pro
280

Val

Thr

Val

Cys

Ser

360

Prc

Val

Gly

Asp

Trp

440

His

Glu

Gln

Lys

Leu

Lys

345

Lys

Ser

Lys

Gln

Gln

Asn

88

Val

Phe

Pro

Thr

330

Val

Thr

Arg

Gly

Pro

410

Ser

Gln

His

Thr

Asn

Arg

315

Val

Ser

Lys

Glu

Phe

395

Glu

Phe

Gly

Tyr

Cys

Trp
300

Glu

Val

Asn

Gly

Glu

380

Tyr

Asn

Phe

Asn

Thx
460

Val
285

Tyr

Glu

His

Lys

Gln

365

Met

Pro

Asn

Leu

Val

445

Gln

Val

Val

Gln

Gln

Gly

350

Pro

Thr

Ser

Tyr

Tyr

430

Phe

Lys

val

Asp

Phe

Asp

335

Leu

Arg

Lys

Asp

Lys

415

Ser

Ser

Ser

Asp

Gly

Asn

320

Trp

Pro

Glu

Asn

Ile

400

Thr

Lys

Cys

Leu
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[0028]

<400>

Met Glu

Val Gln

Pro Gly

Ser Ser

50

Glu Trp

65

Asp Ser

Thr Leu

Tyr Tyr

Tyr Gly

Ala Ser
145

Ser Thr

Phe Pro

Gly Val

Leu Ser

210

Tyr Thr
225

31

Phe

Cys

Gly

35

Tyr

Val

Val

Tyr

Cys

115

Met

Thr

Ser

Glu

His

195

Ser

Gly

Glu

20

Ser

Ala

Ser

Lys

Leu

100

Ala

Asp

Lys

Glu

Pro

180

Thr

Val

Asn

Leu

Val

Leu

Met

Ala

Gly

85

Gln

Lys

Val

Gly

Ser

165

Val

Phe

Val

Val

Ser

Gln

Arg

sSer

Tle

70

Arg

Met

Gly

Trp

Pro

150

Thr

Thr

Pro

Thr

Asp
230

Trp

Leu

Leu

Trp

55

Ser

Phe

Asn

Tyr

Gly

135

Ser

Ala

Val

Ala

Val

215

His

Leu

Phe

Leu Glu

25

Ser Cys

40

Val Arg

Gly Ser

Thr Ile

Ser Leu

105

Ser Ser

120

Gln Gly

Val Phe

Ala Leu

Ser Trp

185

Val Leu

200

Pro

Lys

89

Ser

Pro

Leu

10

Ser

Ala

Gln

Gly

Ser

90

Arg

Gly

Thr

Pro

Gly

170

Asn

Gln

Ser

Ser

Val

Gly

Ala

Ala

Gly

75

Arg

Ala

Trp

1hr

Leu

155

Cys

sSer

Asn

Asn
235

Ala

Gly

Ser

Pro

60

Ser

Asp

Glu

Tyr

Val

140

Ala

Leu

Gly

Ser

Phe

220

Thr

Ile

Gly

Gly

Gly

Thr

Asn

Asp

Tyr

125

Thr

Pro

Val

Ala

Gly

205

Gly

Lys

Leu

Leu

30

Phe

Lys

Tyr

Ser

Thr

110

Tyr

Val

Cys

Lys

Leu

190

Leu

Thr

Val

Lys

15

Val

Thr

Gly

Tyr

Lys

95

Ala

Tyr

Ser

Ser

Asp

175

Thr

Tyr

Gln

Asp

Gly

Gln

Phe

Leu

Ala

80

Asn

Val

Tyr

Ser

Arg

160

Tyr

Ser

Ser

Thr

Lys
240
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[0029]

Thr

Pro

Thr

Val

Val

305

Ser

Leu

Ala

Pro

Gln

385

Ala

Thr

Leu

Ser

Ser
465

Val

Val

Leu

Ser

290

Glu

Thr

Asn

Pro

Gln

370

Val

Val

Pro

Thr

Val

450

Leu

<210>

Glu

Ala

Met

275

His

Val

Phe

Gly

Ile

355

Val

Ser

Glu

Pro

Val

435

Met

Ser

32

Arg

Gly

260

Ile

Glu

His

Arg

Lys

340

Glu

Tyr

Leu

Trp

Met

420

His

Pro

Lys

245

Pro

Ser

Asp

Asn

val

325

Glu

Lys

Thr

Thr

Glu

405

Leu

Glu

Gly

Cys

Ser

Arg

Pro

Ala

310

Val

Tyr

Thr

Leu

Cys

390

Ser

Asp

Ser

Ala

Lys
470

Cys Val Glu Cys

Val

Thr

Glu

285

Lys

Ser

Lys

Ile

Pro

375

Leu

Asn

Ser

Arg

Leu
455

Phe Leu
265

Pro Glu
280

Val Gln

Thr Lys

Val Leu

Cys Lys
345

Ser Lys
360

Pro Ser

Val Lys

Gly Gln

Asp Gly

425

Trp Gln
440

His Asn

90

250

Phe

Val

Phe

Pro

Thr

330

Val

Thr

Arg

Gly

Pro

410

Ser

Gln

His

Pro

Pro

Thr

Asn

Arg

315

Val

Lys

Glu

Phe

395

Glu

Phe

Gly

Tyr

Pro

Pro

Cys

Trp

300

Glu

Val

Asn

Cys

Lys

Val

285

Tyr

Glu

His

Lys

Gly Gln

Glu

380

Tyr

Asn

Phe

Asn

Thr
460

Met

Pro

Asn

Leu

Val

445

Gln

Pro

Pro

270

Val

Val

Gln

Gln

Gly

350

Pro

Thr

Ser

Tyr

Tyr

430

Phe

Lys

Ala

255

Lys

Val

Asp

Phe

Asp

335

Arg

Lys

Asp

Lys

415

Ser

Ser

Ser

Pro

Asp

Asp

Gly

Asn

320

Trp

Pro

Glu

Asn

Ile

400

Thr

Lys

Cys

Leu
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[0030]

<211> 470
<212> PRT
<213>

<220>
<223>

<400> 32
Met Glu Phe

1

Val Gln Cys

Pro Gly Gly
35

Ser Ser Tyr
50

Glu Trp Val
65

Asp Ser Val

Thr Leu Tyr

Tyr Tyr Cys
115

Tyr Gly Met
130

Ala Ser Thr
145

Ser Thr Ser

Phe Pro Glu

Gly Val His
195

ANIFF

Gly

Glu

20

Ser

Ala

Ser

Lys

Leu

100

Ala

Asp

Lys

Glu

Pro

180

Thr

RRHREA TR

Leu

Val

Leu

Met

Ala

Gly

85

Gln

Lys

Val

Gly

Ser

165

Val

Phe

Ser

Gln

Arg

Asn

Ile

70

Arg

Asp

Trp

Pro

150

Thr

Thr

Pro

Trp

Leu

Leu

Trp

55

Ser

Phe

Asn

Leu

Gly

135

Ser

Ala

Val

Ala

Leu

Leu

Ser

40

Val

Gly

Thr

Ser

Gly

120

Gln

Val

Ala

Ser

Val
200

Phe

Glu

25

Cys

Arg

Ser

Ile

Leu

105

Trp

Gly

Phe

Leu

Trp

185

Leu

91

Leu

10

Ser

Thr

Gln

Gly

Ser

90

Arg

Ser

Thr

Pro

Gly

170

Asn

Gln

Val

Gly

Ala

Ala

Gly

75

Arg

Ala

Asp

Thr

Leu

155

Ser

Ser

Ala

Gly

Ser

Pro

60

Thr

Asp

Glu

Ser

Val

140

Ala

Leu

Gly

Ser

Ile

Gly

Gly

Gly

Thr

Asn

Asp

Tyr

125

Thr

Pro

Val

Ala

Gly
205

Leu

Leu

30

Phe

Lys

Phe

Ser

Thr

110

Tyr

Val

Cys

Lys

Leu

190

Leu

Lys

15

Val

Thr

Gly

Tyr

Arg

95

Ala

Tyr

Ser

Ser

Asp

175

Thr

Tyr

Gly

Gln

Phe

Leu

Ala

80

Thr

Val

Tyr

Ser

Arg

160

Tyr

Ser

Ser
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[0031]

Leu

Tyr

225

Thr

Pro

Thr

Val

val

305

Ser

Leu

Ala

Pro

Gln

385

Ala

Thr

Leu

Ser

Ser

210

Thr

Val

Val

Leu

Ser

290

Glu

Thr

Asn

Pro

Gln

370

Val

Val

Pro

Thr

Val
450

Ser

Cys

Glu

Ala

Met

275

His

Val

Phe

Gly

Ile

355

Val

Ser

Glu

Pro

Val

435

Met

Val

Asn

Arg

Gly

260

Ile

Glu

His

Arg

Lys

340

Glu

Tyr

Leu

Trp

Met

420

Asp

His

Val

vVal

Lys

245

Pro

Ser

Asp

Asn

Val

325

Glu

Lys

Thr

Thr

Glu
405

Leu !/

Lys

Glu

Thr

Asp

230

Cys

Ser

Arg

Pro

Ala

310

Val

Tyr

Thr

Leu

Cys

390

Ser

Ala

Val

215

His

Cys

Val

Thr

Glu

295

Lys

Ser

Lys

Pro
375

Leu

Ser

Arg

Leu
455

Pro Ser

Lys Pro

Val Glu

Phe Leu

265

Pro Glu

280

Val Gln

Thr Lys

Val Leu

Cys Lys
345

> Ser Lys

360

Pro Ser

Val Lys

Gly Gln

425

Trp Gln
440

His Asn

92

Ser

Ser

Cys

250

Phe

Val

Phe

Pro

Thr

330

Val

Thr

Arg

Gly

Pro

410

Ser

Gln

His

Asn

Asn

235

Pro

Pro

Thr

Asn

Arg

315

Val

Lys

Glu

Phe

395

Glu

Phe

Gly

Tyr

Phe

220

Thr

Pro

Pro

Cys

Trp

300

Glu

Val

Asn

Gly

Glu

380

Tyr

Asn

Phe

Asn

Thr
460

Gly

Lys

Cys

Lys

Val

285

Tyr

Glu

His

Lys

Gln

365

Met

Pro

Asn

Leu

Val

445

Gln

Thr

Val

Pro

Pro

270

Val

Val

Gln

Gln

Gly

350

Pro

Thr

Ser

Tyr

Tyr

430

Phe

Lys

Gln

Asp

Ala

255

Lys

Val

Asp

Phe

Asp

335

Leu

Arg

Lys

Asp

Lys

415

Ser

Ser

Thr

Lys

240

Pro

Asp

Asp

Gly

Asn

320

Trp

Pro

Glu

Asn

Ile

400

Thr

Lys

Cys

Leu
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Ser Leu Ser Pro Gly Lys

465

<210>
<211>
<212>
<213>

<220>
<223>

<400>

33
470
PRT

ANLFF3)

470

2.12.1 fx MRBHREHEE

33

Met Glu Phe

1

Val

Pro

Ser

Glu

65

Asp

Ser

Tyr

Tyr

Ala

145

Ser

Phe

Gln

Gly

Asp

50

Trp

Ser

Leu

Tyr

Gly

130

Ser

Thr

Pro

Cys

Gly

35

Tyr

Val

Val

Tyr

Cys

115

Met

Thr

Ser

Glu

Gly

Gln

20

Ser

Tyr

Ser

Lys

Leu
100

Ala

Asp

Lys

Glu

Pro

Leu

Val

Leu

Met

Tyr

Gly

85

Gln

Axrg

Val

Gly

Ser

1eé5

Val

Ser

Gln

Arg

Ser

Ile

70

Arg

Met

Asp

Trp

Pro

150

Thr

Thr

Trp

Leu

Leu

Trp

Ser

Phe

Asn

Gly

Gly

135

Ser

Ala

Val

Val

Val

Ser

40

Ile

Ser

Thr

Ser

Val
120

Gln

Ala

Ser

Phe

Glu

25

Cys

Arg

Ile

Leu
105

Glu

Gly

Phe

Leu

Trp

93

Leu
10

Ser

Ala

Gln

Gly

sSer

90

Arg

Thr

Thr

Pro

~

uly
170

Asn

Val

Gly

Ala

Ala

Ser

75

Axrg

Ala

Thr

Thr

Leu

155

Cys

Ser

Ala

Gly

Ser

Pro

60

Thr

Asp

Glu

Phe

Val

140

Ala

Leu

Gly

Ile

Gly

Gly

45

Gly

Arg

Asn

Asp

Tyr

125

Thr

Pro

Val

Ala

Ile

Leu

30

Phe

Lys

Asp

Ala

Thr
110

Tyr

Val

Cys

Lys

Leu

Lys Gly
15

Val Lys

Thr Phe

Gly Leu

Tyr Ala
80

Lys Asn
95

Ala Val

Tyr Tyr

Ser Ser

Ser Arg
160

Asp Tyr
175

Thr Ser
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[0033]

Gly

Leu

Tyr

225

Thr

Pro

Thr

Val

Val

305

Ser

Leu

Ala

Pro

Gln

385

Ala

Thr

vVal

Ser

210

Thr

Val

Val

Leu

Ser

290

Glu

Thr

Asn

Pro

Gln

370

Val

Val

Pro

His

195

Ser

Cys

Glu

Ala

Met

275

His

Val

Phe

Gly

Ile

355

Val

Ser

Glu

Pro

180

Thr

Val

Asn

Arg

Gly

260

Ile

Glu

His

Arg

Lys

340

Glu

Tyr

Leu

Trp

Met
420

Phe

Val

Val

Lvs

245

Pro

Ser

Asp

Asn

Val

325

Glu

Thr

Thr

Glu

405

Leu

Pro

Thr

Asp

230

Cys

Ser

Arg

Pro

Ala

310

Val

Tyr

Thr

Leu

Cys

390

Ser

Asp

Ala

Val

215

His

Cys

Val

Thr

Glu

295

Lys

Ser

Lys

Ile

Pro

375

Leu

Asn

Ser

185

Val Leu

200

Pro

Ser

Lys Pro

Val Glu

Phe Leu
265

Pro Glu

280

Val Gln

Thr Lys

Val Leu

Cys Lys
345

Ser Lys

360

Pro Ser

Val Lys

Gly Gln

Asp Gly

94

425

Gln

Ser

Ser

Cys

250

Phe

Val

Phe

Pro

Thr

330

Val

Thr

Arg

Gly

Pro

410

Ser

Ser

Asn

Asn

235

Pro

Pro

Thr

Asn

Arg

315

Val

Ser

Lys

Glu

Phe

395

Glu

Phe

Ser

Phe

220

Thr

Pro

Pro

Cys

Trp

300

Glu

Val

Asn

Gly

Glu

380

Tyr

Asn

Phe

Gly

205

Gly

Lys

Cys

Lys

Val

285

Tyr

Glu

His

Gln

365

Met

Pro

Asn

Leu

190

Leu

Thr

Val

Pro

Pro

270

Val

Val

Gln

Gln

Gly

350

Pro

Thr

Ser

Tyr

Tyr
430

Tyr

Gln

Asp

Ala

255

Lys

Val

Asp

Phe

Asp

335

Leu

Arg

Lys

Asp

Lys

415

Ser

Ser

Thr

Lys

240

Pro

Asp

Asp

Asn

320

Trp

Pro

Glu

Asn

Ile

400

Thr

Lys
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[0034]

Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys

435 440 445

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu

450

455 460

Ser Leu Ser Pro Gly Lys

465

<210>
<211>
<212>

<213>

Tyr

Lys

65

Leu

Ala

Asp

Val

Leu

Met

Tyr

50

Gly

Gln

Arg

val

<210>
<211>
212>
<213>

<220>
<223>

470

34
125
PRT

ANLF5

2.12.1 fx PN SIEER R A TR RX
34

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

Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr
20 25 30

Ser Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

Ile Ser Ser Ser Gly Ser Thr Arg Asp Tyr Ala Asp Ser Val
55 60

Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
70 7 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Asp Gly Val Glu Thr Thr Phe Tyr Tyr Tyr Tyr Tyr Gly Met
100 105 110

Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125

35
236
PRT

NILFF3)

2.12.1 fx MHRRERE AR

95
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[0035]

<400>

35

Met Asp Met

1

Phe

Leu

Gln

Ala

65

Pro

Ile

His

Lys

Glu

145

Phe

Gln

Ser

Glu

Ser
225

Pro

Ser

Asp

Pro

Sexr

Ser

Asn

Arg

130

Gln

Tyr

Ser

Thr

Lys

210

Pro

Gly

Ala

35

Ile

Lys

Arg

Ser

Asn

115

Thr

Leu

Pro

Gly

Tyr

195

His

Val

Arg

Ala

20

Ser

Arg

Arg

Phe

Leu

100

Tyx

Val

Arg

Asn

180

Ser

Lys

Thr

Val

Arg

Val

Arg

Leu

Ser

85

Gln

Pro

Ala

Ser

Glu

165

Ser

Leu

Val

Lys

Pro

Cys

Gly

Ile

70

Gly

Pro

Arg

Ala

Gly

150

Ala

Gln

Ser

Tyr

Ser
230

Ala

Asp

Asp

Leu

Tyr

Ser

Glu

Thr

Pro

135

Thr

Lys

Glu

Ser

Ala

215

Phe

Gln

Ile

Arg

Gly

Ala

Gly

Asp

Phe

120

Ser

Ala

Val

Thr
200

Cys

Asn

Leu

Gln

25

Val

Trp

Ala

Ser

Phe

105

Gly

Val

Ser

Gln

Val

185

Leu

Glu

Arg

96

Leu

10

Met

Thr

Tyr

Ser

Gly

50

Ala

Gln

Phe

Val

Trp

170

Thr

Thr

Val

Gly

Gly

Thr

Ile

Gln

Arg

75

Thr

Thr

Gly

Ile

Val

155

Lys

Glu

Leu

Thr

Glu
235

Leu

Gln

Thr

Gln

60

Leu

Glu

Tyr

Thr

Phe

140

Cys

Val

Gln

Ser

His

220

Cys

Leu

Ser

Cys

45

Lys

Gln

Phe

Tyr

Lys

125

Pro

Leu

Asp

Asp

Lys

205

Gln

Leu

Pro

30

Arg

Pro

Ser

Thr

Cys

110

Val

Pro

Leu

Asn

Ser

190

Ala

Gly

Leu

15

Ser

Ala

Gly

Gly

Leu

95

Leu

Glu

Ser

Asn

Ala

175

Lys

Asp

Leu

Trp

Ser

Ser

Lys

Val

80

Thr

Gln

Ile

Asp

Asn

160

Leu

Asp

Tyr

Ser
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[0036]

2.12.1 f£x BB R ERE QR RE AT R X

Thr

Ile

Gln

Arg

Thr

Thr

85

Gly

Gln

Thr

Gln

Leu

Glu

70

Tyr

Thr

ser

Cys

Lys

Gln

55

Phe

Tyr

Lys

Pro Ser

Arg Ala
25

Pro Gly
40

Ser Gly
Thr Leu

Cys Leu

Val Glu
1C5

Ser

10

Ser

Lys

Val

Thr

Gln

90

Ile

NBEALRY 7c10 RBRE AR AT AR

<210> 36
<211> 108
<212> ERT
<213> ANIFFFI
<220>
<223>
<400> 36
Asp Ile Gln Met
1
Asp Arg Val Thr
20
Leu Gly Trp Tyr
35
Tyr Ala Ala Ser
50
Ser Gly Ser Gly
65
Glu Asp Phe Ala
Thr Phe Gly Gln
100
<210> 37
<211> 112
<212> PRT
<213> NTF%)
<220>
<223>
R
<400> 37

Asp Val Val Met Thr Gln Ser Pro

1

Glu Pro Ala Ser Ile Ser Cys Arg

Asn Gly Asn Thr Tyr Leu Gln Trp

35

20

5

25

40

97

10

Leu

Gln

Ala

Pro

His

Lys

Ser

Asp

Pro

Ser

Asn

Arg

Ala

Ile

Lys

Arg

Ser

Asn

45

Ser

Arg

Arg

Phe

Leu

Tyr

Leu Ser Leu Pro Val Thr

Ser Ser Gln Ser Ile Val

30

Tyr Leu Gln Lys Pro Gly

Val

15

Arg

Leu

Ser

Gln

Pro
95

Pro Gly

15

His Ser

Gln Ser

Gly

Asp

Ile

Gly

Pro

80

Arg
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[0037]

Pro Gln Leu

50

Asp Arg Phe

65

Ser Arg Val

Leu

Ser

Glu

Ile Tyr Lys Val Ser Asn

Gly Ser Gly Ser

70

55

Ala Glu Asp Val

85

Trp Thr Phe Gly

Gly Thr

Gly Val
90

Gln Gly
105

NEE) 7c10 S sk AiaE a2 X

Ser His Val Pro
100
<210> 38
<211> 112
<212> PRT
<213> ANIFF3)
<220>
<223>
BRL2
<400> 38
Asp Ile Val Met
1
Glu Pro Ala Ser
20
Asn Gly Asn Thr
35
Pro Gln Leu Leu
50
Asp Arg Phe Ser
65
Ser Arg Val Glu
Ser His Val Pro
100
<210> 39
<211> 117
<212> PRT
<213> ATF%
<220>

Thr

Ile

Tyr

Ile

Gly

Ala

85

Trp

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Ser

Cys

Gln

Lys

55

Gly

Asp

Phe

Pro

Arg

Trp

40

Val

Ser

Val

Gly

Leu Ser
10

Ser Ser

25

Tyr Leu

Ser Asn

Gly Thr

Gly Val

Gln Gly
105

98

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Thr

Leu

60

Phe

Tyr

Lys

Pro

Ser

Lys

Leu

60

Phe

Tyr

Lys

Tyr

Thr

Cys

Val

Val

Ile

Pro

45

Tyr

Thr

Val

Gly

Leu

Phe

Glu
110

Thr

Val

30

Gly

Gly

Leu

Phe

Glu
110

Val

Lys

Gln

95

Ile

Pro

15

His

Gln

Val

Lys

Gln

95

Ile

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys



CN 101222926 B

F

¢l

=

37/78 1L

[0038]

<223>

YU

<400>

NFEALE] TC10 SRfarkE HERE AT AR

39

Gln Val Gln

1

Thr

Tyr

Met

Lys

65

Leu

Ala

Val

Leu

Leu

Gly

50

Asp

Lys

Arg

Thr

<210>
<211>
<21z>
<213>

<220>
<223>

R 2

<400>

Gln

1

Thr

Tyr

Ile

Val Gln

Leu Ser

Leu Trp

Gly Tyt

50

Ser

Trp
35

Tyr

Arg

Leu

Tyr

val

115

40
117
PRT

Leu

Leu

20

Asn

Ile

Ile

Ser

Gly

10GC

Ser

NLIT3

Gln

Thr

Trp

Thr

Arg

Ser

Glu

Ile

Tyr

Ile
70

r Val

Val

Ser

Thr

Arg

Asp

55

Ser

Thr

Phe

Gly Pro

Val Ser
25

Gln Pro
40

Gly Thr

Arg Asp

Ala Ala

Phe Asp
105

Gly Leu Val

10

Gly Tyr Ser

Pro Gly Lys

Asn Asn Tyr

60

Thr Ser Lys

Asp Thr Ala

Tyr Trp Gly

NEALH) 7C10 ek B H ERE A

40

35

Leu

Leu
20

Asn

Ile ¢

Gln

Thr

Tre

Glu

Cys

Ile

Tyr

Ser

Thr

Arg

Asp
55

Gly Pro

Val Ser
25

Gln Pro
40

Gly Thr

99

Gly Leu Vval
10

Gly Tyr Ser

Pro Gly Lys

Asn Asn Tyr
60

Lys

Ile

Gly

45

Lys

Asn

Val

Gln

Lys

Ile

Gly

45

Lys

Pro

Thr

30

Leu

Pro

Gln

Tyr

Gly
110

Pro

Thr

30

Leu

Pro

Ser

15

Gly

Glu

Ser

Phe

Tyr

95

Thr

Ser

15

Gly

Glu

Ser

Glu

Gly

Trp

Leu

Ser

80

Cys

Leu

Glu

Gly

Trp

TI.eu
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[0039]

Lys Asp Arg Val Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Ser

65

70

75

80

Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys

Ala Arg Tyr Gly Arg Val Phe Phe Asp Tyr Trp Gly Gln Gly Thr Leu

85

100 105

Val Thr Val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

115

41
117
PRT

NIF3)

NTEAHT 7c10 SREERE A B TEX;
AR 3

41

Gln Val Gln Leu Gln Glu Ser Gly Pro

1

Thr Leu Ser Leu Thr Cys Thr Val Ser

20 25

Tyr Leu Trp Asn Trp Ile Arg Gln Pro

35 40

Ile Gly Tyr Ile Ser Tyr Asp Gly Thr

50

55

Lys Asp Arg Val Thr Ile Ser Val Asp

65

70

Leu Lys Leu Ser Ser Val Thr Ala Ala

85

Ala Arg Tyr Gly Arg Val Phe Phe Asp

100 105

Val Thr Val Ser Ser

115

100

90

Gly

10

Gly

Pro

Asn

Thr

Asp

90

Tyr

Leu

Tyr

Gly

Asn

Ser

75

Thr

Trp

Val

Ser

Lys

Tyr

Lys

Ala

Gly

Lys

Ile

Gly

45

Lys

Asn

Val

Gln

110

Pro

Ser

30

Leu

Pro

Gln

Tyr

Gly
110

95

Ser

15

Gly

Glu

Ser

Phe

Tyr

95

Thr

Glu

Gly

Trp

Leu

Ser

80

Cys

Leu
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[0040]

<210>
<211>
<212>
<213>

<220>
<223>

<400>

42
130
PRT

ANLFF

42

Glu Val Gln

1

Ser

Ala

Gly

Gln

65

Met

Ala

Tyr

Ser

Val

Ile

Gly

50

Gly

Glu

Arg

Tyr

Ser
130

<210>
<211>
<212>

<213>

<220>
<223>

<400>

Ser Ser Glu Leu Thr Gln Asp Pro Ala Val Ser Val Ala Leu Gly Gln

1

Thr Val Arxg Ile Thr Cys Gln Gly Asp Ser Leu Arg Ser Tyr Tyr Ala

Lys

Ser

35

Ile

Arg

Leu

Ala

Tyr

118

43
109
PRT

Leu

Val

20

Trp

Ile

Val

ser

Pro

100

Tyr

ANLFEZ

al2 BREREERREA ALK

43

20

Val

Ser

val

Pro

Thr

sSer

85

Leu

Met

5

Gln

Arg

Ile

Ile

70

Leu

Arg

Asp

Al2 RBEIREOEHEANZX

Ser

Lys

Gln

Phe

55

Thr

Arg

Phe

Val

Gly Ala Glu Val Lys Lys
10

Ala Ser Gly Gly Thr Phe
25

Ala Pro Gly Gln Gly Leu
40 45

Gly Thr Ala Asn Tyr Ala
60

Ala Asp Lys Ser Thr Ser
75

Ser Glu Asp Thr Ala Val
90

Leu Glu Trp Ser Thr Gln
105

Trp Gly Lys Gly Thr Thr
120 125

10

25

101

Pro

Ser

30

Gln

Thr

Tyr

Asp

110

Val

30

Gly

15

Ser

Trp

Lys

Ala

Tyr

95

His

Thr

15

Ser

Tyr

Met

Phe

Tyr

80

Tyr

Val
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[0041]

Ser Trp Tyr
35

Gly Lys Asn
50

Ser Ser Gly
65

Asp Glu Ala

Leu Ile Phe

<210> 44
<211> 119
<212> PRT

Gln

Asn

Asn

Asp

Gly
100

<213> AJITEY

<220>
<223>

<220>

Gln

Arg

Thr

Tyr

85

Gly

<221> MISC FEATURE

<222>

<400> 44
Glu Val Gln
1

Ser Leu Arg

Ala Met Tyr
35

Ser Ala Ile
50

Gly Arg Phe

Gln Met Asn

Leu

Leu

20

Trp

Gly

Thr

Ser

(1) ..(119)
<223> TAJREMYZEAE: R30, S30, N31,

Val

Ser

Val

Ser

Ile

Leu
85

Lys

Pro

Ala

70

Tyr

Gly

Gln

Cys

Arg

Gly

Ser

70

Arg

Pro

Ser

55

Ser

Cys

Thr

1A REREAEGEAARX

Ser

Ala

Gln

Gly

Arg

Ala

Gly Gln

40

Gly Ile

Leu Thr

Asn Ser

Lys Leu
105

Gly Gly

Gly Ser

25

Ala Pro

40

Gly Thr

Asp Asn

Glu Asp

102

s31,

Ala

Pro

Ile

Arg

Thr

Gly

10

Gly

Gly

Tyr

Ala

Met
90

Yo4,

Pro

Asp

Thr

75

Asp

Val

Leu

Phe

Lys

Tyr

Lys

75

Ala

Val

Arg

Gly

Asn

Leu

HO4,

Val

Thr

Gly

Ala

60

Asn

Val

Leu

45

Phe

Ala

Ser

Ser

D104,

His

Phe

Leu

45

Asp

Ser

Tyr

Val

Ser

Gln

Asp

Ile Tyr

Gly Ser

Ala Glu
80

Asn Arg
95

E104.

Pro

Arg

30

Glu

Ser

Leu

Tyr

Gly Gly
15

Asn Tyr

Trp Val

val Lys

Tyr Leu

80

Cys Ala
95
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[0042]

Arg Ala Pro Asn Trp Gly Ser Asp Ala Phe Asp Ile Trp Gly Gln Gly
110

100 105
Thr Met Val Thr Val Ser Ser
115
<210> 45
<211> 107
<212> PRT
<213> ANTIFFI
<220>
<223> 1A SEHREAREATZER
<220>
<221> MISC_FEATURE
<222> (1)..(107)
<223> A[BERIRA: P96, 196, P100, Q100,
D105, EL105
<400> 45
Asp [le Gln Met Thr Gln Ser Pro Ser Ser
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser
20 25
Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys
35 40
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val
50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln
85 90
Thr Phe Gly Pro Gly Thr Lys Val Asp Ile
100 105
<210> 46
<211> 251
<21z2> PRT
<213>  ANILFFI
<220>
<223> HBHE fv eal

103

R103,

Leu

Gln

Ala

Pro

Ile

75

Tyr

Lys

K103,

Ser

Gly

Pro

Ser

60

Ser

Asn

Ala

Ile

Lys

45

Arg

Ser

Ser

V104,

Ser

Ser

30

Ser

Phe

Leu

Tyr

L104,

Val

15

Ser

Leu

Ser

Gln

Pro
95

Gly

Trp

Ile

Gly

Pro

80

Pro
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[0043]

<400>

Glu

Ser

Trp

Gly

Gln

65

Leu

Ala

Tyr

Gly

Glu

145

Arg

Tyr

Asn

Ala
225

Val

Leu

Ile

Ile

50

Gly

Gin

Arg S

Gly

Gly

130

Leu

Ile

Gln

Asn

Asn

210

Asp

46

Gln

Thr

Gly

35

Ile

Gln

Trp

Met

115

Gly

Thr

Thr

Gln

rg
195

Thr

Leu

Ile

20

Trp

Tyr

Val

Ser

Ile
100

Asp

Gly

Lys

180

Pro

Ala

Tyr

val

Ser

Val

Pro

Thr

Ser

85

Arg

val

Ser

Asp

Gln

165

Pro

Ser

Ser

Cys

Gln

Cys

Arg

Thr

Tle

70

Leu

Tyr

Trp

Gly

Pro

150

Gly

Gly

Gly

Leu

Asn
230

Ser

Lys

Gln

Asp

55

Ser

Lys

Cys

Gly

Gly

135

Ala

Asp

Gln

Ile

Thr

215

Ser

Gly

Gly

Met

40

Ser

Val

Ala

Pro

Gln

120

Gly

Val

Ser

Ala

Pro

200

Ile

Arg

Ala

Pro

25

Pro

Asp

Asp

Ser

Gly

105

Gly

Gly

Ser

Leu

Pro

185

Asp

Thr

Asp

104

Glu

10

Gly

Gly

Thr

Lys

Asp

Gly

Thr

Ser

Val

Arg

170

Val

Arg

Gly

Ser

Val

Tyr

Lys

Arg

Ser

75

Thr

Arg

Met

Gly

Ala

155

Ser

Leu

Phe

Ala

Ser
235

Lys

Asn

Gly

Tyr

60

Ile

Ala

Cys

Val

Gly

140

Leu

Tyr

Val

Ser

Gln

220

Gly

Lys

Phe

Leu

45

Ser

Ser

Met

Tyr

Thr

125

Gly

Gly

Tyr

Ile

Gly

205

Ala

Asn

Pro

Phe

30

Glu

Pro

Thr

Tyr

Ser

110

Val

Gly

Gln

Ala

Tyr

190

Ser

Glu

His

Gly

15

Asn

Trp

Ser

Ala

95

Gly

Ser

sSer

Thr

Ser

175

Gly

Ser

Asp

Val

Glu

Tyr

Met

Phe

Tyr

80

Cys

Tyr

Ser

Ser

Val

160

Trp

Lys

Ser

Glu

Val
240



CN 101222926 B

F

¢l

=

43/78 1T

[0044]

Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gln

1

Ser

Asp

Gly

Gln

€5

Met

Ala

Thr

Gly

Glu

145

Ser

Ser

Val

Val

Ile

Arg

50

Gly

Glu

Arg

Val

Gly
130

Ile

Pro

47
245
PRT

AT 751

245

BEE fv 9A2

47

Gln

Asn

35

Ile

Arg

Leu

Ser

Ser
115

Ser

Pro

Ala

Thr

Leu

Val

20

Trp

Ser

Phe

Arg

Gln

100

Ser

Ala

Gly

Ser

Thr
180

Vval

Ser

Val

Gly

Thr

Ser

85

Trp

Gly

Leu

Lys

Asn

165

Val

Gln

Cys

Arg

His

Met

70

Leu

Asn

Gly

Asn

Thr

150

Tyr

Ile

Ser

Lys

Gln

Tyr

55

Thr

Thr

Val

Gly

Phe

135

Val

val

Phe

Gly Ala

Thr Ser

25

Ala Pro

40

Gly Asn

Lys Asp

Phe Asp

Asp Tyr

105

Gly Ser

120

Met Leu

Thr Ile

Gln Trp

Glu Asp
185

105

250

Glu

10

Gly

Gly

Thr

Thr

Asp

20

Trp

Gly

Thr

Ser

Tyr
170

Val

Tyr

Gln

Asp

Ser

75

Thr

Gly

Gly

Gln

Cys

155

Gln

Arg

Arg

Thr

Gly

His

60

Thr

Ala

Arg

Gly

Pro

140

Thr

Gln

Arg

Lys

Phe

Leu

45

Ala

Ser

Val

Gly

Gly
125

His

Arg

Arg

Pro

Pro

Arg

30

Glu

Gln

Thr

Tyr

Thr

110

Ser

Ser

Ser

Pro

Ser
190

Gly

15

Asn

Trp

Lys

Ala

Tyr

85

Leu

Gly

Val

Ser

Gly

175

Gly

Ala

Tyr

Met

Phe

Tyr

g0

Cys

Val

Gly

Ser

Gly
160

Ser

Val
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[0045]

Pro Asp Arg Phe Ser
195
Leu Thr Ile Ser Gly
210

Gln Ser Phe Asp Ser

225

Val Thr Val Leu Gly
245

<210> 48

<211> 245

<212> PRT

<213>  ANTF3

<220>

<223> HEE fv 11n4

<400> 438

Glu Val Gln

1

Ser

Ala

Ser

Lys

65

Leu

Ala

Gly

Leu

Met

Ala

50

Gly

Gln

Ser

Gly
130

Arg

Ser

Ile

Arg

Met

Ser

Thr

115

Ser

Leu

Leu

20

Trp

Ser

Phe

Asn

Pro

100

Met

Gly

Ser

Val

Gly

Thr

Ser

85

Tyr

Val

Gly

Gly Ser Ile Asp Thr
- 200

Leu Lys Thr Glu Asp
215

Thr Asn Leu Val Val

230

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Thr

Gly

Ala

Gln

Gly

55

Ser

Arg

Ser

Val

Gly
135

Gly

Ala

Ala

40

Gly

Arg

Ala

Arg

Ser

120

Ser

Gly

Pro

Ser

Asp

Glu

Trp

105

Ser

Ala

106

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Gly

Leu

Ser

Glu

Phe
235

Leu

Phe

Lys

Ser

75

Thr

Ser

Gly

Ser

Ser Asn Ser Ala Ser

205

Ala Asp Tyr Tyr Cys

220

Gly Gly Gly Thr Lys

Val

Thr

Gly

Tyr

60

Lys

Ala

Phe

Gly

Tyr
140

Gln

Phe

Leu

45

Ala

Asn

Val

Asp

Gly

125

Glu

Pro

Ser

30

Glu

Asp

Thr

Tyr

Pro

110

Ser

Leu

Gly

Ser

Trp

Ser

Leu

Tyr

95

Trp

Gly

Thr

240

Gly

Tyr

Val

Vval

Tyr

80

Cys

Gly

Gly

Gln
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[0046]

Pro Pro
145

Ser Val Ser

Ser Gly Asp Asp Leu

165

Pro Gly Gln Ser Pro

Ser Gly

Thr Leu
210

Cys Gln
225

Leu Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu Val
1

Ser Leu

Trp Ile

Gly Ile
50

180

Jle Pro Glu
185

Thr Ile Ser

Val Trp Asp

Val Leu Gly
245

49
251
PRT

NI TEH

HRE fv 7A4
49

Gln Leu Val

Thr Ile Ser
20

Gly Trp Val
35

Ile Tyr Pro

Gln Gly Gln Val Thr

65

Leu Gln Trp Ser Ser

85

val

150

Gly

Val

Arg

Gly

Thr
230

Gln

Cys

Arg

Thr

Ile

70

Leu

Ser Pro Gly Gln

Asn

Leu

Phe

Thr

215

Gly

Ser

Lys

Gln

Asp

55

Ser

Lys

Lys

Val

Ser

200

Gln

Thr

Gly

Gly

Met

40

Ser

Val

Ala

Tyr

Ile

185

Gly

Ala

Val

Ala

Ser

25

Pro

Asp

Asp

Ser

107

Val

170

Tyr

Ser

Val

Val

Glu

10

Gly

Gly

Thr

Lys

Asp
90

Thr

155

Ser

Gln

Asn

Asp

Phe
235

Val

Tyr

Lys

Arg

Ser

75

Thr

Ala

Trp

Asp

Ser

Glu

220

Gly

Lys

Asn

Asp

Tyr

Ile

Ala

Thr

Tyr

Thr

Gly

205

Ala

Gly

Lys

Phe

Leu

45

Ser

Ser

Met

Ile

Gln

Lys

190

Asn

Asp

Gly

Pro

Phe

30

Glu

Pro

Thr

Tyr

Thr Cys
160

Gln Lys
175

Arg Pro

Ile Ala

Tyr Tyr

Thr Lys
240

Gly Glu
15

Asn Tyr

Trp Met

Ser Phe

Ala Tyr

80

Tyr Cys
95
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[0047]

Ala

Tyr

Gly

Glu

145

Arg

Tyr

Asn

Gly

Ala

225

Phe

Arg

Gly

Gly

130

Leu

Ile

Gln

Asn

Asn
210

Asp

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu Val Gln Leu Val Glu Ser Gly

1

Ser Leu Arg Leu Ser Cys Ala Ala

Ala Met His Trp Val Arg Gln Ile Pro

Ser Ile
100

Met Asp

115

Gly Ser

Thr Gln

Thr Cys

Gln Lys
180

Arg Pro
195

Thr Ala

Tyr Tyr

Gly Gly

50
249
PRT
ANIFH

Arg

Val

Ser

Arg

165

Pro

Ser

Ser

Cys

Thr
245

HAE fv 11al

50

20

5

Tyr

Trp

Gly

Pro

150

Gly

Gly

Gly

Leu

Asn

230

Lys

Cys Pro

Gly Gln

120

Gly Gly
135

Ala Val

Asp Ser

Gln Ala

Ile Pro

200

Thr Ile
215

Ser Arg

Leu Thr

Gly Gly
105

Gly Thr

Gly Ser

Ser Val

Leu Arg
170

Pro Val
185

Asp Arg

Thr Gly

AsSp Ser

Val Leu
250

Gly Gly Val Val Gln

10

Ser Gly Phe Thr Phe

25

108

Arg

Met

Gly

Ala

155

Asn

Leu

Phe

Ala

Ser

235

Gly

Cys

Val

Gly
140

Leu

Tyr

Val

Ser

Gln

220

Gly

Gly Lys Gly Leu

Tyr Ser
110

Thr Val

125

Gly Gly

Gly Gln

Tyr Ala

Ile Tyr

190

Gly Ser
205

Ala Glu

Asn His

30

Gly

Ser

Ser

Thr

Ser

175

Gly

Ser

Asp

Met

15

Tyr

Ser

Ser

Val

160

Trp

Lys

Ser

Glu

Val
240

Pro Gly Arg

Ser Asp Phe

Glu Trp Leu
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[0048]

Ser

Lys

65

Leu

Val

Lys

Gly

Pro

145

Ser

Gln

Arg

Ser

Tyr

225

Gly

Gly

Gly

Gln

Thr

Gly

Gly

130

Pro

Gly

Leu

Pro

Ala

210

Tyr

Gly

<210>
<211>
<212>
<Z213>

<220>

35

Leu

Arg

Met

Gly

Thr

115

Ser

Ser

Ser

Pro

Ser

195

Ser

Cys

Thr

51
251
PRT

Arg

Phe

Asn

Ser

100

Leu

Gly

Ala

Asn

Gly

180

Gly

Leu

Ala

NI

His

Thr

Ser
85

Gly

Val

Gly

Ser

165

Thr

Val

Ala

Ala

Val
245

Asp

Ile

70

Leu

Ser

Thr

Gly

Gly

150

Asn

Ala

Pro

Ile

Trp

230

Thr

Gly
55

Ser

Arg

Ser

Val

Gly

135

Thr

Lle

Pro

Asp

Ser

215

Asp

Val

40

Ser Thr

Arg Asp

Ala Glu

Gly Pro
105

Ser Ser

120

Ser Ala

Pro Gly

Gly Thr

Lys Leu

185

Arg Phe

200

Gly Leu

Asp Ser

Leu Gly

109

Ala

Asn

His

Gly

Gln

I'yr

170

Leu

Ser

Gln

Leu

Tyr

Ser

75

Thr

Ala

Gly

Ser

Arg

155

Thr

Ile

Gly

Ser

Asn
235

Tyr
60

Arg

Ala

Phe

Gly

Tyr

140

Val

Val

Tyr

Ser

Glu

220

Gly

45

Ala

Asn

Thr

Pro

Gly S

125

Val

Thr

Asn

Ser

Lys

205

Asp

Pro

Gly

Thr

Tyr

Val

110

Leu

Ile

Trp

Asn

190

Ser

Glu

Val

Ser

Val

Tyr
95

Trp

Gly

Thr

Ser

Phe

175

Asn

~

Gly

Ala

Phe

Val

Tyr

80

Cys

Gly

Gly

Gin

Cys

le0

Gln

Gln

Thr

Asp

Gly
240
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[0049]

<223>

<400>

51

Glu Val Gln

1

Ser

Trp

Gly

Gln

€5

Leu

Ala

Tyr

Gly

Glu

145

Arg

Phe

Asn

Gly

Ala
225

Leu

Ile

Ile

50

Gly

Gln

Arg

Gly

Gly

130

Ile

Gln

Lys

Asn

210

Asp

Thr

Gly

35

Ile

Gln

Trp

Ser

Met

115

Gly

Thr

Thr

Gln

Arg

195

Thr

Tyr

Leu

Ile
20

Trp

Ser

Ile

100

Asp

Gly

Gln

Lys

180

Pro

Ala

Tyr

BEE fv 7A6

Val

Ser

Val

Pro

Thr

Arg

Val

Ser

Asp

Gln

165

Pro

Ser

Ser

Cys

Gln

Cys

Arg

Thr

Ile

70

Leu

Tyxr

Trp

Gly

Pro

150

Gly

Gly

Gly

Leu

Asn
230

Ser

Lys

Gln

Asp

=4
o

Ser

Lys

Cys

Gly

Gly

135

Ala

Asp

Gln

Ile

Thr

215

Ser

Gly Ala

Gly Ser
25

Met Pro
40

Ser Asp

Val Asp

Ala Ser

Pro Gly

105

Gln Gly
120

Gly Gly

Val Ser

Ser Leu

Ala Pro

185

Pro Asp
200

Ile Thr

Arg Asp

110

Glu

10

Gly

Gly

Thr

Lys

Asp

Gly

Thr

Ser

Val

Arg

170

Leu

Arg

Gly

Val

Tyr

Lys

Arg

Ser

75

Thr

Arg

Leu

Gly

Ala

155

Ser

Leu

Phe

Ala

Ser
235

Lys

Asn

Gly

Tyr

60

Ile

Ala

Cys

Val

Gly

140

Leu

Tyr

Val

Ser

Gln

220

Gly

Lys

Phe

Leu

45

Ser

Ser

Met

Tyr

Thr

125

Gly

Gly

Val

Gly

205

Ala

Asn

Pro

Phe

30

Glu

Pro

Thr

Tyr

Sexr

110

Val

Gly

Gln

Thr

Tyr

190

Ser

His

Gly

15

Asn

Trp

Ser

Ala

Tyr

95

Gly

Ser

Thr

Asn

175

Ala

Ser

Asp

Val

Glu

Tyr

Met

Phe

Tyr

80

Cys

Tyr

Ser

Ser

Val

160

Trp

Lys

Ser

Glu

Val
240



CN 101222926 B

ool %

49/78 71

[0050]

Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

<210>
<211>
<212>

<213>

<220>
<223>

<400>

245 250

52
5
PRT

AIF5

CDR

52

Ser Tyr Trp Met His

1

e

<210>
<211>
<212>

<213>

<220>
<223>

<400>

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

1

Arg

<210>
<211>
<212>

<213>

<220>
223>

<400>

5

53
17
PRT

ANIJFH
CDR

53

5 10 15

54
15
PRT

ANIFF

CDR

54

Gly Arg Pro Asp Tyr Tyr Gly Ser Ser Lys Trp Tyr Phe Asp Val

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

55
16
PRT

ANTIF3

CDR

55

111
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[0051]

Arg Ser Ser Gln Ser Ile Val His Ser Asn Val Asn Thr Tyr Leu Glu

1

<210> 56
<211> 7
<212> PRT
<213>
<220>

<223> CDR

<400> 56

ANTLFF3

5

Lys Val Ser Asn Arg Phe Ser

1

<21C6> 57
<211> 9
<212> PRT
<213> NI
<220>

<223> CDR
<400> 57

5

Phe Gln Gly Ser His Val Pro Pro Thr

1 5

<210> 58

<211> 123

<212> PRT

213> ATLF7

<220>

<223> HREHREABEHENERX

<400> 58

Gln Val Gln Leu Val Gln

1 5

Ser Val Lys Leu Ser Cys

20

Trp Met His Trp Val Lys
35

Gly Glu Ile Asn Pro Ser

50
Gln Gly Lys Ala Thr Leu
65 70

Ser

Lys

Gln

Asn

55

Thr

Gly Ala

Ala Ser
25

Arg Pro
40

Gly Arg

Val Asp

112

10

Glu

10

Gly

Gly

Thr

Lys

Val

Tyr

Gln

Asn

Ser
75

Val

Thr

Gly

Tyr

©0

Ser

Lys

Phe

Leu

45

Asn

sSer

Pro

Thr

30

Glu

Gln

Thr

15

Gly

15

Ser

Trp

Lys

Ala

Ala

Tyr

Ile

Phe

Tyr
80
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[0052]

Met Gln Leu Ser

Ala Arg Gly Arg
100

Val Trp Gly Gln

115
<210> 59
<211> 118
<212> PRT

<213> ANTF¥

<220>

Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Phe

85

Pro Asp Tyr Tyr Gly

Gly Thr Thr Vval Thr

105

120

<223> WRBIEREOEREA TN

<400> 59
Gln Val Gln Phe

1

Ser Val Lys Leu
20

Leu Met His Trp

35

Gly Arg Ile Asp
50

Lys Ser Lys Ala

Met Glu Leu Ser

Ala Arg Tyr Ala
100

Thr Vval Thr Val
115

<21C> 60

<211> 123

<212> PRT

<213> ANLFF

<220>

Ile

Pro

Thr

Ser

85

Tyr

Ser

Gln Ser Gl

Cys Lys Al

Lys Gln Ar

40

Asn Asn Va
55

y Ala

a Ser

25

g Pro

1 Val

Leu Thr Val Asp

70

Leu Thr Ser Glu

Cys Arg Pro Met

Ser

<223> HIKEREEERTRX

113

90 95

Ser Ser Lys Trp Tyr Phe Asp
110

Val Ser

Glu Leu Val Lys Pro Gly Ala
10 15

Gly Tyr Thr Phe Thr Ser Tyr
30

Gly Arg Gly Leu Glu Trp Ile

45

Thr Lys Phe Asn Glu Lys Phe
&0

Lys Pro Ser Ser Thr Ala Tyr
75 80

Asp Ser Ala Val Tyr Tyr Cys
90 55

Asp Tyr Trp Gly Gln Gly Thr
110
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[0053]

<400>

60

Gln Val Gln

1

Ser

Trp

Gly

Lys

65

Met

Ala

Val

Val

Met

Glu

50

Arg

Gln

Arg

Trp

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gln

1

Ser

Trp

Gly

Lys

Val

vVal

Ile

Glu

50

Gly

Lys

His
35

Ile

Lys

Leu

Gly

Gly

115

6l
120
PRT

Leu

Leu

20

Trp

Asn

Ala

Ser S

Arg
100

Ala

ANZT73

IR FHAT R X

61l

Gln

Lys

Glu

35

Ile

Lys

Leu

Ile

20

Trp

Leu

Ala

Gln

Ser

Val

Pro

Thr

Pro

Gly

Gln

Ser

Val

Pro

Thr

Gln

Cys

Lys

Ser

Leu

70

Leu

Asp

Thr

Gln

Cys

Lys

Phe

Ser

Lys

Gln

Asn

55

Thr

Thr

Tyr

Thr

Ser

Lys

Gln

Ser

Thr

Gly Ala

Ala Ser

25

Arg Pro

Gly Arg

Val Asp

Ser Glu

Tyr Gly

105

Val Thr
120

Gly Ala

Ala Thr
25

Arg Pro
40

Gly Gly

Ala Asp

114

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Ser

Val

Glu

10

Gly

Gly

Thr

Lys

Leu

Tyr

Gln

Asn

Ser

75

Ser

Ser

Leu

Tyr

His

His

Ser

Val

Thr

Gly

Tyr

60

Ser

Ala

Lys

Met

Thr

Gly

Tyr

60

Ser

Lys

Phe

Leu

45

Asn

Ser

Val

Trp

Lys

Phe

Leu

45

Asn

Asn

Pro

Thr

30

Glu

Glu

Thr

Tyr
110

Pro

Ser

30

Glu

Glu

Thr

Gly Ala
15

Ser Tyr

Trp Ile

Lys Phe

Ala Tyr

80

Tyr Phe
95

Phe Asp

Gly Ala

15

Ser Phe

Trp Ile

Lys Phe

Ala Tyr
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65 70 75 80
Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys

85 90 95
Ala Arg Gly His Ser Tyr Tyr Phe Tyr Asp Gly Asp Tyr Trp Gly Gln
100 105 110
Gly Thr Ser Val Thr Val Ser Ser
115 120
<210> 62
<211> 1290
<212> PRT
<213>  ANTIJF3|
<220>
<223> REFREATETRX
<400> 62
Gln Val Gln Leu Gln Gln Pro Gly Ser Val Leu Val Arg Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Ser
20 25 30
Trp Ile His Trp Ala Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
Gly Clu Ile His Pro Asn Ser Gly Asn Thr Asn Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Val Asp Thr Ser Ser Ser Thr Ala Tyr
65 70 75 80
Val Asp Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Trp Arg Tyr Gly Ser Pro Tyr Tyr Phe Asp Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Leu Thr Val Ser Ser
115 120
<210> 63
<21i> 120
<212> PRT
<213> ATJFZ

[0054]

115
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<220>
<223> REREOEHEAIRX
<400> 63
Gln Val Gln Leu Gln Gln Pro Gly Ala Glu Leu Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Trp Met His Trp Val Lys Gln Arg Pro Gly Arg Gly Leu Glu Trp Ile
35 40 45
Gly Arg Ile Asp Pro Asn Ser Gly Gly Thr Lys Tyr Asn Glu Lys Phe
50 55 60
Lys Ser Lys Ala Thr Leu Thr Val Asp Lys Pro Ser Ser Thr Ala Tyr
65 70 75 80
Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Tyr Asp Tyr Tyr Gly Ser Ser Tyr Phe Asp Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Leu Thr Val Ser Ser
115 120
<210> 54
<211> 123
<212> PRT
<213>  ALF%|
<220>
<223> GRENEABRHIEX
<400> €4
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
Gly Glu Ile Asn Pro Ser Asn Gly Arg Thr Asn Tyr Asn Gln Lys Phe

[0055]

50

55

116

€0
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[0056]

Gln Gly Lys Ala

65

Met Gln Leu Ser

Ala Arg

Val

Trp

<210>
<211>
<212>

<213>

<220>
<223>

<400>

Gln

1

Ser

Trp

Gly

Lys

65

Met

Ala

Val

Val

Val

Met

Glu

50

Arg

Gln

Arg

Trp

<z210>
<Z11>

Gly Arg
100

Gly Gln
115

65
124
PRT

ANLF3

FIEREH BT RX

65

Gln Leu

Lys Leu
20

His Trp
35

Ile Asn

Lys Ala

Leu Ser

Gly Arg

100

Gly Ala

115

124

Thr

Ser

85

Pro

Gly

Gln

Ser

Val

Pro

Thr

Ser

85

Pro

Gly

Leu Thr Val Asp

70

Leu Thr Ser

Asp Tyr Tyr

Thr Thr

Gln

Cys

Lys

Ser

Leu

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Thr

Tyr

Thr

Val
120

Gly

Ala

Arg

40

Gly

Val

Ser

Tyr

Val
120

Glu

Gly

105

Thr

Ala

Ser

25

Pro

Arg

Asp

Glu

Gly

105

Thr

117

Lys

Asp

90

Ser

Val

Glu

10

Gly

Gly

Thr

Lys

Asp

Q0

Ser

Val

Ser

75

Ser

Ser

Ser

Leu

Tyr

Gln

Asn

Ser

75

Ser

Ser

Ser

Ser Ser Thr Ala Tyr

80

Ala Val Tyr Tyr Phe

Lys Trp

Val

Thr

Gly

Tyr

60

Ser

Ala

Lys

Ser

Phe

Leu

45

Asn

Ser

Val

Trp

95

Tyr Phe Asp
110

Pro Gly Ala

Thr Ser Tyr
30

Glu Trp Ile

Glu Lys Phe

Thr Ala Tyr
80

Tyr Tyr Phe
95

Tyr Phe Asp
110
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[0057]

<212>
<213>

<220>
<223>

<400>

Gln Val
1

Ser Val

Trp Met

Gly Glu
50

Gln Gly
65

Met Gln

Ala Arg

Val Trp

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gln Val Gln

1

PRT

ANIFF5

SR ERER A R AR X

66

Gln

Lys

His

Ile

Lys

Leu

Gly

Gly

115

67
120
PRT

Leu

Leu

20

Trp

Ala

Ser S

Arg
100

Gln

ANIF5

REREAERMARKX

67

Ser Val Lys

Trp Met His

35

Val

Ser

Val

Pro

Thr

Pro

Gln

Cys

Lys

Ser

Leu

70

Leu

Asp

Thr

Ser

Lys

Gln

Thr

Thr

Tyr

Thr

Leu Gln Gln Ser

5

Leu Ser Cys Lys

20

Trp Val Lys Gln

Gly

Ala

Arg

40

Gly

Val

Ser

Tyr

Val
120

Gly

Ala

Arg

Ala Glu
10

Ser Gly
25

Pro Gly

Arg Thr

Asp Lys

90

Gly Ser
105

Thr Val

Val

Tyr

Gln

Asn

Ser

75

Ser

Ser

Val

Thr

Gly

Tyr

60

Ser

Ala

Lys

Ser

Lys

Phe

Leu

45

Asn

Ser

Val

Trp

Ala Glu Leu Val Lys

10

Ser Gly Tyr Thr Phe

25

Pro Gly Arg Gly Leu

118

45

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Pro

Thr

30

Glu Trp Ile

Gly

15

Ser

Trp

Lys

Ala

Tyr

95

Phe

Gly Ala

15

Ser Tyr

Ala

Tyr

Ile

Phe

Tyr

80

Phe

Asp
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[0058]

Gly Arg
50

Lys Ser
65

Met Gln

Ala Arg

Gly Thr

<210>
<211>
<212>
<213>

<220>

<223> HEEREAERTAEX

<400>

Gln Ile

Ser Val

Tyr Ile

Gly Trp

50

Lys Gly

65

Met Gln

Ala Arg

Val Thr

Ile

Lys

Leu

Tyr

Thr

115

68
117
PRT

Asp

Ala

Ser

Asp

100

Val

NIFH

68

Gln

Lys

His

35

Ile

Lys

Leu

Gly

Val
115

Leu

Ile S

20

Trp

Tyr

Ala

Ser

Gly

100

Ser

Pro

Thr

Ser

85

Tyr

Thr

Pro

Thr

Ser

85

Lys

Ser

Asn

Leu

70

Leu

Tyr

Val

Gln

Cys

Lys

Gly

Leu

70

Leu

Phe

Ser

55

Thr

Thr

Gly

Ser

Ser

Lys

Gln

Ser

55

Thr

Thr

Ala

Gly Gly Thr

Val Asp Lys

Ser Glu Asp

Ser Ser Tyr
105

Ser
120

Gly Pro Glu
10

Ala Ser Gly

Arg Pro Gly
40

Gly Asn Thr

Val Asp Thr

Ser Glu Asp
90

Met Asp Tyr
105

119

Lys

Pro

75

Ser

Phe

Leu

Tyr

Glu

Lys

Ser

75

Ser

Trp

Tyr

60

Ser

Ala

Asp

Val

Thr

Gly

Tyr

60

Ser

Ala

Gly

Asn

Ser

Val

Tyr

Arg

Phe

Leu

45

Ser

Val

Gln

Glu

Thr

Tyr

Trp
110

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly
110

Lys Phe

Ala Tyr
80

Tyr Cys
95

Gly Gln

Gly Ala
15

Asp Tyr

Trp Ile

Lys Phe

Ala Tyr
80

Phe Cys
95

Thr Ser
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[0059]

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gln

1

Ser

Trp

Gly

Lys
65

Met

Ala

Val

Val

Val

Met

Glu

50

Arg

Gln

Arg

Trp

<210>
<211>
<212>
<213>

<220>
<223>

<400>

69
124
PRT

NI

FFRE O EHEARX

69

Gln

Lys

His

35

Tle

Lys

Leu

Gly

Gly
118

70
120
PRT

Leu

Leu

20

Trp

Asn

Ala

Ser

Arg
100

Ala

ANIJFF|

R ER A EHERRIX

70

Gln Ile Gln

1

Ser Val Lys

Tyr Ile Asn

Leu Gln Gln Ser Gly

Ile Ser Cys Lys Ala

20

Trp Met Lys Gln Lys

Gln

Ser

Val

Pro

Thr

Ser
85

Pro

Gly

5

Gln

Cys

Lys

Leu
70

Leu

Asp

Thr

ser

Lys

Gln

Asn

55

Thr

Thr

Tyr

Thr

Gly Ala

Ala Ser
25

Arg Pro
40

Gly Arg

Val Asp

Ser Glu

Tyr Gly

105

Val Thr
120

25

120

Pro

Glu

10

Gly

Gly

Thr

Lys

Ser

Val

Leu

Tyr

Gln

Asn

Ser

Ser

Ser

Val

Thr

Gly

Tyr

60

Ser

Ala

Lys

Ser

Lys

Phe

Leu

45

Asn

Ser

Val

Trp

Glu Leu Val Lys

10

Ser Gly lyr Thr Phe

Pro Gly
15

Thr Ser
30

Glu Trp

Glu Lys

Thr Ala

Tyr Tyr

95

Tyr Phe
110

Pro Gly Ala

15

Thr Asp Tyr

30

Ala

Tyr

Ile

Phe

Tyr
80

Phe

Asp

Pro Gly Gln Gly Leu Glu Trp Ile
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[0060]

Gly Trp

50

35

Ile

Lys Gly Lys

65

Met Gln Leu

Ala Arg

Cly

Thr

<z10>
<211>
<212>
<213>

<220>
<223>

<400>

Val

Val

Ile

Glu

Gly

65

Gln

His

Gln

Lys

Glu

Lys

Leu

Gly

Glu

Ser
115

71
115
PRT

Asp Pro Gly

Ala

Ser

Lys

100

Val

NIF3

R ERE AR AR X

71

Leu

Ile

Trp

35

Leu

Ala

Asn

Asn

Gln

Ser

20

Val

Pro

Thr

Ser

Tyr

100

Thr

Ser

85

Thr

Thr

Gln

Cys

Lys

Gly

Phe

Leu

85

Asp

Leu

70

Leu

Thr

Val

Ser

Lys

Gln

Ser

Thr

70

Thr

Phe

40

Ser Gly Asn Thr Lys

55

Thrx

Tyr
60

45

Asn

Val Asp Thr Ser Ser Ser

75

Thr Ser Glu Asp Thr Ala

Tyr

Ser

Gly

Ala

Arg

Gly

55

Ala

Ser

Asp

Tyr Tyr
105

Ala
120

Ala Glu

Ser Gly

25

Pro Gly

40

Ser Thr

Asp Thr

Glu Asp

Gly Trp

121

90

Ala Met

Leu Met
10

Tyr Thr

His Gly

Asn Tyr

Ser Ser
75

Ser Gly
90

Gly Gln

Asp

Lys

Phe

Leu

His

60

Ser

Val

Gly

Val

Tyr

Pro

Ser

Glu

45

Glu

Thr

Tyr

Thr

Glu

Thr

Tyr

Trp
110

Gly

Asp

30

Trp

Arg

Ala

Tyr

Thr

110

Lys

Ala

Phe

95

Gly

Ala

15

Tyr

Ile

Phe

Tyr

Cys

95

Leu

Phe

Tyr

80

Cys

Gln

Ser

Trp

Gly

Lys

Met

80

Leu

Thr
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Val Ser Ser
115
<210> 72
<211> 120
<212> PRT
<213> ANIF3I
<220>
<223> HRAEFREQEMAEX
<400> 72
Gln Val Gln Leu Leu Glu Ser Gly Ala Glu Leu Met Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Ile Ser Cys Lys Ala Thr Gly Tyr Thr Phe Ser Ser Phe
20 25 30
Trp Ile Glu Trp Val Lys Gln Arg Pro Gly His Gly Leu Glu Trp Ile
35 40 45
Gly Glu Ile Leu Pro Gly Ser Gly Gly Thr His Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Lys Ala Thr Phe Thr Ala Asp Lys Ser Ser Asn Thr Ala Tyr
€5 70 75 80
Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly His Ser Tyr Tyr Phe Tyr Asp Gly Asp Tyr Trp Gly Gln
100 105 110
Gly Thr Ser Val Thr Val Ser Ser
115 120
<210> 73
<211> 113
<212> PRT
<213> ANTFF
<220>
<223>  HERREARREZEX
<400> 73

[0061]

Asp Val Leu Met Thr Gln Ile Pro Val Ser Leu Pro Val Ser Leu Gly

1

5

122

10

15
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[0062]

Asp

Asn

Pro

Asp

65

Ser

Ser

Arg

Gln

Gly

Gln

50

Arg

Arg

His

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ala

Asn

35

Leu

Phe

Val

Val

74
113
PRT
ANTIFF3|

74

Asp Val Leu

1

Asp

Asn

Pro

Asp
65

Ser

Pro

Val

Lys
50

Arg

Arg

Ala

Asn

35

Leu

Phe

Val

Ser

20

Thr

Leu

Ser

Glu

Pro
100

Met

Ser

20

Thr

Leu

Ser

Glu

Ile

Tyr

Ile

Gly

Ala

85

Phe

Thr

Ile

Tyr

Ile

Gly

Ala
85

Ser

Leu

Tyr

Ser

70

Glu

Thr

AR E AT AT AR X

Gln

Ser

Leu

Tyr

Ser
70

Cys

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys
55

Gly

AsSp

Arg

Trp

40

Val

Ser

Leu

Gly

Pro

Arg

Trp

Val

Ala

Leu

Ser Ser

25

Tyr Leu

Ser Asn

Gly Thr

Gly

Ser Gly

105

Leu

Ser

25

Tyr

Ser

Gly

Gly

123

Val
90

Ser

Leu

Asn

Thr

Ile
90

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Ile

Lys

Phe

60

Phe

Tyr

Pro

Ser

Lys

Phe
60

Phe

Tyr

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Cys

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Phe

His

Gln

Val

Lys

Gln

95

Ile

Leu

15

His

Gln

Val

Arg

Gln
95

Asn

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile
80

Gly



CN 101222926 B

F

¢l

=

62/78 1T

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp Val

1

Asp Pro

Asn Val

Pro Arg
50

Asp Arg

Ser Arg

Ser His

Arg

<210>
<211>
<212>

<213>

<220>
<223>

<400>
[0063]

100
75

113

PRT

ANTF5)
GEKREARMTARRK
75

Leu Met Thr Gln

Ala Ser Ile Ser

20

Asn Thr Tyr Leu
35

Leu Leu Ile Tyr

Phe Ser Gly Ser
70

Val Glu Ala Glu
85

Val Pro Pro Thr
100

76

113

PRT

NTIFF

T ERE R FRERT R X
76

Thr

Cys

Glu

Asp

Phe

Pro

Arg

Trp
40

s Val

Ala

Leu

Gly

105

Leu

Ser

Tyr

Ser

Gly

Gly

Gly
105

Ser
10

Ser

Leu

Asn

Thr

Tle

30

Gly

124

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Pro
45

Thr

Cys

Leu

110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu
15

His

Gln

Val

Arg

Gln

95

Ile

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys
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[0064]

Asp

1

Asp

Asn

Pro

Asp

Ser

Ser

Arg

Val

Pro

Val

Lys

50

Arg

Arg

His

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Leu

Ala

Asn

35

Leu

Phe

Val

Val

77
113
PRT

Met

Ser

20

Thr

Leu

Ser

Glu

Pro
100

ANIF3

G ERER 1 Fe AT 2R X

77

Asp Val Leu

1

Asp

Pro

Asn Val

Pro Arg

Asp Arg

50

Ala

Asn

35

Leu

Phe

Met

Ser

20

Thr

Leu

Ser

Thr

Ile

Tyr

Ile

Gly

Ala

85

Pro

Thr

Ile

Tyr

Ile

Gly

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Gln

Ser

Leu

Tyr

Ser
70

Thr Pro Leu

Cys

Glu

Lys

Gly

Asp

Phe

Thr

Cys

Glu

Lys

55

Gly

Arg

Trp

Val

Ala

Leu

Gly

Pro

Arg

Trp

40

Val

Ala

Ser

25

Tyr

Ser

Gly

Gly

Cly
105

Leu

Ser

25

Tyr

Gly

125

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Cly

Ser

10

Ser

Leu

Asn

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp
75

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

00

Phe

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

Leu

15

His

Gln

Val

Arg

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile
80
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[0065]

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys Phe Gln Gly

85

90

95

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

Arg

<210>
<211>
<212>
<213>

<220>

<223

>

<220>
<221>
222>
<223>

<220>
<221>
222>

<223>

<400>

78
113
PRT

100

ANTFF|

R E AR A RX

misc feature
(28)..(28)
Kaa M AT RARTFITIIRER

misc_ feature
(101)..(101)

Xaa A AR R R R

78

Asp Val Leu

1

Asp

Pro

Asp

65

Ser

Ser

Arg

Gln

Gly

Lys

50

Arg

Arg

His

Ala

Asn

35

Leu

Phe

Val

Val

Met

Ser

20

Thyx

Leu

Ser

Glu

Pro
160

Thr

Ile

Tyr

Ile

Gly

Ala

35

Xaa

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Cys

Lys

55

Gly

Asp

Phe

105

Pro Leu

Arg Ser

Trp Tyr

40

Val Ser

Ser Gly

Leu Gly

Gly Gly
105

126

Ser

10

Ser

Leu

Asn

Thr

Val

90

Gly

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pr

Xa

Ly

Ph
60

Phe

Tyr

(o]

a

(S

[&]

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

110

Val

30

Gly

Gly

Leu

Phe

Clu
110

Leu
15

His

Val

Lys

Gln

95

Ile

Gly

Pro

Ile
80

Lys
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<210> 79
<211> 113
<212> PRT
<213> AIF%
<220>
<223> GREBEHREAREETEX
<400> 79
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15
Asp Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30
Asn Val Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr Leu Arg Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys Phe Gln Gly
85 S0 95
Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110
Arg
<210> 80
<211> 113
<212> PRT
<213>  ATLJF5
<220>
<223> REHREEBRHEAZX
<400> 80

[0066]

Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1

Asp Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser

20

5

25

127

10

30

15
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[0067]

Asn Val

Pro

Asp

65

Ser

Ser

Arg

Arg
50

Arg

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asn

35

Leu

Phe

Val

Val

81
113
PRT

Thr

Leu

Ser

Pro
100

NI

PR P R a) A2 X

g1

Asp Val Leu

1

Asp

Asn

Pro

Asp

65

Ser

Pro

vVal

Arg

50

Arg

Arg

Ala

Asn

35

Leu

Phe

Val

Val

Met

Thr

Leu

Ser

Glu

Pro
10C

Tyr

Ile

Gly

Ala

85

Pro

Thr

Ile

Tyr

Ile

Gly

Pro

Leu

Tyr

Ser

70

Glu

Thr

Gln

Ser

Leu

Tyr

Ser

70

Thr

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Trp Tyr Leu

40

Val Ser Asn

Ala Gly Thr

Leu Gly Ile

Gly Gly
105

Pro Leu

Arg Ser

Trp Tyr

40

Val Ser

Ala Gly

Leu Gly

Gly Gly
105

128

Gly

Ser
10

Ser

Leu

Asn

Thr

Ile

90

Gly

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Gly

Gly

Leu

Phe

Glu
110

Ser

Val
30

Gly

Gly

Leu

Phe

Glu
110

Gln

Val

Arg

Gln

95

Ile

Leu
15

His

Gln

Val

Arg

Gln

95

Ile

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys
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[0068]

Arg

<210>
<211>
<212>

<213>

<220>
<223>

<400>

Asp Val
1

Asp Gln

Asn Gly

Pro Gln
50

Asp Arg
65

- Ser Arg

Ser His

Arg

<210>
<211>
<212>

<213>

<220>
<223>

<400>

82
113
PRT

ANTLFF|
SRR R AR AT ARX
82

Leu Met Thr Gln Ile Pro Val Ser Leu Pro Val Ser Leu Gly

Ala Ser Ile Ser Cys Arg Ser Ser Gln Ile Ile Val His Asn
20 25 30

Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
55 60
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
70 75 80
Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95
Val Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105 110
83
113
PRT
NIFHI
TR R A R AT R X
83

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1

5 10 15

129
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[0069]

Asp

Gln

Ala

Asn Gly Asn

Pro

Asp

65

Ser

Ser

Arg

Lys

50

Arg

Arg

His

<210>
<211>
<z2l2>
<213>

<220>
<223>

<400>

35

Leu

Phe

Val

Val

84
113
PRT

Ser

20

Thr

Leu

Ser

Pro
100

NN 2]

Go Bk R B TR X

84

ASp Val Leu

Asn

Pro

Gln

Val

Lys

50

Arg

Ala

Asn

35

Leu

Phe

Val

Met

Ser

20

Thr

Leu

Ser

Glu

Ile

Tyr

Ile

Gly

Ala

85

Arg

Thr

Ile

Tyr

Ile

Gly

Ala
85

Ser

Leu

Tyr

Ser

70

Glu

Thr

Gln

Ser

Leu

Tyr

Ser

70

Glu

Cys Arg Phe

Glu

Lys

55

Gly

AsSp

Phe

Thr

Cys

Glu

Lys

55

Gly

Asp

Trp

40

Val

Ser

Leu

Gly

Pro

Arg

Trp

40

Val

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Leu

Ser

25

Tyr

Ser

Gly

Gly

130

Ser

Leu

Asn

Thr

Val

90

Gly

Ser

10

Ser

Leu

Asn

Thr

Ile
90

Gln

Gln

Arg

Asp

75

Tyxr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Tyr

Ile

Ser

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Cys

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Phe

His

Gln

Val

Lys

Gln

95

Ile

Leu

15

His

Gln

Val

Arg

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile

80

Gly
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[0070]

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp Val

1

Asp Pro

Asn Val

Pro Lys
50

Asp Arg

Ser Arg

Ser His

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu Leu Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

100

85
113
PRT

ANLFF
REREARRETRX

85

Val Met Thr Gln

Ala Ser Ile Ser
20

Asn Thr Tyr Leu
35

Leu Leu Ile Tyr

Phe Ser Gly Ser
70

Val Glu Ala Glu
85

Val Pro Pro Thr
100

86
113
PRT

ANTJF%

RERERA R RX

86

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Pro

Arg

Trp

40

Val

Ala

Leu

Gly

105

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

131

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Gly

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pro

Ser

Lys

Phe

60

Phe

Tyr

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu

15

His

Gln

Val

Arg

Gln
95

Ile

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys
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[0071]

1

Asp

Asn

Pro

Asp

65

Ser

Ser

Arg

Gln

Gly

Lys

50

Arg

Arg

His

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ala

Asp

Leu

Phe

Val

Val

87
113
PRT

Ser

20

Thr

Leu

Ser

Glu

Pro

100

ALY

FBERE H AT AR X

87

Asp Val Leu

1

Asp

Asn

Pro

Asp
65

Prc

Val

Lys
50

Arg

Ala

Asn

35

Leu

Phe

Met

Ser

20

Thr

Leu

Ser

Ile

Tyr

Ile

Gly

Ala

85

Pro

Thr

Ile

Tyr

Ile

Gly

Ser

Leu

Tyr

Ser

70

Glu

Thr

Gln

Leu

Tyr

Ser
70

Cys

Asp

Lys

55

Gly

ASD

Phe

Thr

Cys

Glu

Lys
55

Gly

Arg Ser
25

Trp Phe

40

Val Ser

Ser Gly

Leu Gly

Gly CGly

105

Pro Leu

Arg Ser
25

Trp Tyr
40

Val Ser

Ala Gly

132

10

Ser

Leu

Asn

Thr

Val

90

Gly

Ser

10

Ser

Leu

Asn

Thr

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp
75

Thr

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe
60

Phe

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Val

30

Gly

Gly

Leu

Phe

Glu

110

Ser

Val

30

Gly

Gly

Leu

15

His

Gln

Val

Lys

Gln

95

Ile

Leu

15

His

Gln

Val

Arg

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile
80
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[0072]

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys Phe Gln Gly

85

90

95

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp Val

1

Asp Pro

Asn Val

Pro Arg
50

Asp Arg
65

Ser Arg

Ser His

Arg

<210>
<211>
<212>

<213>

<220>
<223>

88
113
PRT

100

ANTLFFI

FRERE O RHET X

88

Val

Ala

Asn

35

Leu

Phe

Val

Val

89
113
PRT

Met

Ser

-
L

Thr

Leu

Ser

Glu

Pro
100

ANIF3I

R EA R AKX

Thr

Tyr

Ile

Gly

Ala

85

Pro

Gln

Ser

Leu

Ser
70

Glu

Thr

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

105

Pro Leu

Arg Ser

25

Trp Tyr

40

Val Ser

Ala Gly

Leu Gly

Gly Gly
105

133

Ser

10

Ser

Leu

Asn

Thr

Ile
90

Leu

Gln

G1ln

Axg

Asp

75

Tyr

Thr

Pro

oer

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Pro

45

Thr

Cys

Leu

110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys



CN 101222926 B

F

5

72/78 1T

[0073]

<400> 89

Asp

1

Asp

Thr

Pro

Asp

65

Ser

Ser

Arg

Val Leu

Gln Ala

Gly Asn

35

Lys Leu

50

Arg Phe

Arg Val

His Ala

<210> S0
<211> 113
<212> PRT

<213>

<220>

<223>

<400> 90

Asp

1

Asp

Ser

Pro

Asp

Val Leu

Gln Ala

Gly Asn
35

Lys Leu
50

Arg Phe

Met

Ser

20

Thr

Leu

Ser

Glu

Pro
100

ANTLIF5

Met

Ser

20

Thr

Leu

Ser

Thr

Ile

Tyr

Ile

Gly

Ala

85

Arg

Thr

Ile

Ile

Gly

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

RERE B ARX

Gln

Ser

Phe

Tyr

Ser

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Pro Val Ser
10

Arg Ser Ser
25

Trp Tyr Leu

Ile Ser Asn

Ser Gly Thr

Leu Gly Vval

90

Gly Gly Gly
105

Pro Leu Ser
10

Lys Ser Ser

Trp Tyr Leu

40

Val Ser Asn

Ser Gly Thr

134

Leu

Gln

Gln

Arg

Asp

75

Tyt

Thr

Leu

Gln

Gln

Arg

Asp

Ser

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro
45

Thr

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Val

30

Gly

Gly

Leu

Leu

15

His

Gln

Val

Lys

Gln

95

Ile

Gln

Val

Lys

Gly

Ser

Ser

Pro

Ile

80

Ala

Lys

Gly

Ser

Ser

Pro

Ile



CN 101222926 B

F

5

73/78 1T

[0074]

65

70

75

80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly

85

90

95

Ser His Ile Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp Ile

Asp Gln

Asn Gly

Pro Lys

50

Asp Arg

Ser Arg

Ser His

Arg

<210>
<211>
<212>
<213>

100

91

113

PRT

ANTF5)

G (TR BERT AR

91

Glu Leu Thr Gln

5

Ala Ser Ile Ser
20

Asn Thr Tyr Leu

35

Leu Leu Ile Tyr

Phe Ser Gly Ser

70
Val Glu Ala Glu
85

Val Pro Tyr Thr
100

92

113

PRT

ANTIF7

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

105

Pro Leu Ser Leu
10

Arg Ser Ser Gln
25

Trp Tyr Leu Gln
40

Val Ser Asn Arg

Ser Gly Thr Asp
75

Leu Gly Val Tyr
%0

Gly Gly Gly Thr
105

135

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Ser

Thr

Cys

Leu

110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu
15

His

Gln

Val

Lys

Gln

95

Ile

Gly

Ser

Scr

Pro

Ile

80

Gly

Lys
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[0075]

<220>
<223>

<400>

RIEERE A RBERTRX

92

Asp Val Leu

1

Asp

Asn

Pro

Asp

65

Ser

Ser

Arg

Gln

Val

Lys

Arg

Arg

His

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ala

Asn

35

Leu

Phe

Val

Val

93
113
PRT

Met Thr

Ser Ile
20

Thr Tyr

Leu Ile

Ser Gly

Glu Ala

85

Pro Pro
100

ALY

FTRERE R BER A X

93

Asp Val Val

1

Asp

Pro

Asn Val

Pro Arg

50

Ala

Asn

Leu

Met Thr
5

Ser Ile
20

Thr Tyr

Leu Ile

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Gln

Ser

Tyr

Thr

Cys

Glu

Lys

Gly

Asp

Phe

Thr

Cys

Glu

Lys
55

Pro Leu

Arg Ser
25

Trp Tyr

40

Val Ser

Ser Gly

Leu Gly

Gly Gly
105

Pro Leu

Arg Ser

Trp Tyr

40

Val Ser

136

Ser Leu
10

Ser Gln

Leu Gln

Asn Arg

Thr Asp

75

Ile Tyr
Q0

Gly Thr

Ser Leu

10

Ser Gln

Leu Gln

Asn Arg

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Val

Ile

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Ser Leu
15

Val His
30

Gly Gln

Gly Val

Leu Arg

Phe Gln
95

Glu Ile
110

Ser Leu
15

Val His
30

Gly Gln

Gly Val

Gly

Ser

Ser

Pro

Ile

80

Lys

Gly

Ser

Ser

Pro
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[0076]

Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr

65

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu
105

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp Val

1

Asp Gln

Asn Val

Pro Lys

50

Asp Arxg

65

Ser Arg

Ser His

Arg

<210>
<211>

100
54
113
PRT
ANTFH

TR R RX

94

Leu

Ala

Asn

2

Leu

Phe

Val

Val

95
113

Met

Ser

20

Thr

Leu

Ser

Glu

Pro
100

85

Thr

Ile

Tyr

Ile

Gly

Ala

85

Pro

70

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Pro Leu

Arg
25

Trp Ty
40

Val

Ser Gly

Leu Gly

Gly Gly

10

137

Ser

r

Ser

J

90

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Gly

75

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Leu Arg Ile

Phe Gln Gly

95

80

Glu Ile Lys

110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

Gly

Ser

Ser

Proc

Ile

80

Gly

Lys
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<212> PRT
<213> AIFFY
<220>
<223> HREHREARBETEX
<400> 95
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15
Asp Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30
Asn Val Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr Leu Arg Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys Phe Gln Gly
85 90 95
Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110
Arg
<210> 96
<211> 1113
<212> PRT
<213> ANIF%
<220>
<223>  HREIREAREARX
<400> 96

[0077]

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val

1

Asp Gln Ala Ser Ile Ser Cys Arg Ser Asn Gln Thr Ile

Asp Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro

35

20

5

25

40

138

10

45

Ser Leu Gly
15

Leu Leu Ser
30

Gly Gln Ser
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[0078]

Pro Lys Leu
50

Asp Arg Phe
65

Ser Arg Val

Ser His Val

Arg

<210> 97

<211> 113
<212> PRT
<213>

<220>
<223>

<400> 97
Asp Val Leu

1

Asp Gln Ala

Asn Gly Asn
35

Pro Lys Leu
50

Asp Arg Phe

65

Ser Arg Val

Thr His Ala

Arg

Leu

Ser

Glu

Pro
100

NLF%Y

Met

Ser

20

Thr

Leu

Ser

Glu

Pro
100

Ile

Gly

Ala

85

Pro

Thr

Ile

Tyr

Ile

Gly

Ala

85

Tyr

Tyr

Ser

70

Glu

Thr

A ERERRREATAEX

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Lys Val Ser Asn

55

Gly Ser

Asp Leu

Phe Gly

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Pro

Arg

Trp

40

Val

Ser

Leu

Gly

Gly Thr

Gly Val

Gly Gly

105

Leu

Ser

25

Tyr

Thr

Gly

Gly

Gly
105

139

90

Ser

10

Ser

Leu

Asn

Thr

Val

90

Gly

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

Tyr

Thr

Phe Ser

60

Phe Thr

Tyr Cys

Lys Leu

Pro

Thr

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Val

Lys

Gln

95

Ile

Leu
15

His

Gln

Val

Lys

Gln

95

Ile

Pro

Ile

80

Gly

Lys

Ser

Ser

Pro

Ile

80

Gly

Lys
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<210> 98
<211> 113
<212> PRT
<213> AIFF|
<220>
<223> HEREARENZX
<400> 98
Asp Val Leu Met Thr Gln Thr Pro Leu 3Ser Leu Pro Val Ser Leu Gly
1 5 10 15
Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30
Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Lys Leu Leu Ile Tyr Ser Ile Ser Ser Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Gln Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95
Ser His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110
Arg

140



