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7 [l 7 L — XOFFELWEES L—
Ser Gly, Ala, Ser, Thr, Pro Thr, Ser

Arg Asn, Lvs, Gln, Arg, His Arg, Lys, His

Leu Phe, Ile, Val, Leu, Met [le, Val, Leu, Met
Pro Gly, Ala, Ser, Thr, Pro Pro

Thr Gly, Ala, Ser, Thr, Pro Thr, Ser

Ala Gly, Thr, Pro, Ala, Ser Gly, Ala

Val Met, Phe, Ile, Leu, Val Met, Ile, Val, Leu
Gly Ala, Thr, Pro, Ser, Gly Gly, Ala

Ile Phe, Ile, Val, Leu, Met [le, Val, Leu, Met
Phe Trp, Phe, Tyr Tyr, Phe

Tyr Trp, Phe, Tyr Phe, Tyr

Cvs Ser, Thr, Cvs Cys

His Asn, Lvs, Gln, Arg, His Arg, Lys, His

Gln Glu, Asn, Asp, Gln Asn, Gln

Asn Glu, Asn, Asp, Gln Asn, Gln

Lvs Asn, Lvs, Gln, Arg, His Arg, Lys, His

Asp Glu, Asn, Asp, Gln Asp, Glu

Glu Glu, Asn, Asp, Gln Asp, Glu

Met Phe, Ile, Val, Leu, Met [le, Val, Leu, Met
Trp Trp, Phe, Tvr Trp
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vs, D-Cys
Arg D-Arg, Lvs, D-Lys, RE-Arg, D-RFE-Arg, Met, Ile, D-.Met, D-I
le, Orn, D-Orn
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Pro D-Pro, L-1-F7 Y U ¥ u—4-J1 LR g, D-F7-i L-1-A %%/ 1
V4B vk R
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D-Val
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= =71l w, Bpa, D-Bpa
Tyr D-Tyr, Phe, D-Phe, L-Dopa, His, D-His
Cvs D-Cys, 5—Me—Cys, Met, D-Met, Thr, D-Thr
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A B (5-3)
INSP142-936F CCCTGGGCCAAAACTAGAAAA
(Bl 7 % 51 162)
INSP142-1044R AAGAGAAGGACATGTGGTGCTG
(B 7 %50 163)
hGAPDH-F CCACCCATGGCAAATTCC
(fid 51 3 = 1 164)
hGAPDH-R GATGGGATTTCCATTGATGACA
(Bd 51| & = 165)
A > ko > -hGAPDH-F CCTAGTCCCAGGGCTTTGATT
(A5 &5 :166)
A > ko »~hGAPDH-R CTGTGCTCCCACTCCTGATTT
(B 7 % = 167)
OooooOooad
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4= 5 Ct Ct § Ct FHIE S # GAPDH (=100) = st 4 %
L& 4 hGAPDH hINSP142 FH it
ST6HM 20. 56 34.02 ~13. 46 11268, 44 0.01
STTL i 21. 236 34.10 -12.74 6841. 04 0.01
S78% g 19. 93 32. 53 -12. 60 6186. 90 0.02
STINT i 22.79 33. 77 -10. 98 2019. 80 0.05
S0t 22.92 33. 00 -10. 09 1086. 14 0.09
SS1HE B 21.81 33. 82 -12. 01 4124, 49 0.02
S82F K i 17. 74 33. 86 -16.12 71220. 26 0. 00
583/ I8 21. 65 34. 50 -12.85 7383. 04 0.01
S84 [k 21.71 34. 74 -13.04 8393. 17 0.01
S8 Hig i 21.01 32. 63 -11. 62 3147. 52 0.03
S86 T 21. 56 32. 58 -11. 03 2083. 80 0.05
S89F fE 20. 13 34. 60 -14. 47 22693. 63 0. 00
S9OTEES 24.27 36. 00 -11.73 3306. 74 0.03
SO1FE RS 21. 50 33. 64 -12.14 4513. 40 0.02
S9280 B 23. 24 33. 83 -10. 59 1541, 37 0.06
S93A 7 R 20. 88 33,33 -12. 45 5575. 94 0.02
SO4%5 B 21. 88 31. 24 -9, 36 654, 84 0.15
SYBFE g 24. 39 34. 08 -9, 70 828. 87 0.12
S113 N 23. 26 33. 45 -10. 19 1164, 10 0. 09
ST199L & 21.52 35. 58 ~14. 06 17020. 67 0.01
S120H 21. 66 32.61 -10. 95 1978. 24 0.05
S122HR 22.16 33.32 -11. 16 2280, 29 0.04
S147REBE 21. 46 34. 08 -12.62 6295, 04 0.02
gooo0O00o0ono
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10

20

ot ot GAPD{H
HaAE hGAPDH | hinspraz| Ot | HERfER {;3}%933;
Exi{E
$76 i 21,31 33.81 -12.50 5789.68 0.02
sta0 RN 19,73 3272 -12.98 8088.64 0.01
S7710 22.60 35.60 | -13.00 8181.72 0.01
S143 BB IR 19.89 34.15 | -14.26 | 1958068 0.01
s78 iR 20.94 33.37 -12.43 5512,82 0.02
S121 f5 17 e 20.41 34.04 -13.63 12673.55 0.01
S130 M E SRNA 22,79 3398 | -11.20 2347.74 0.04
$135 B iEE 20.57 33.27 -12.70 6667.30 0.01
s79 T 2385 32.73 -8.88 470.18 o.21
S142 it 'R AP 21.08 33.72 | -12.64 6374.85 0.02
S127 REIF 2 RNA 24.39 34.07 -9.67 B816.10 0.12
S13 BT 22.99 35.29 -12.30 5057.32 0.02
S136 fHiEim 19.24 34,12 -14.88 30182.81 0.00
580 B 23.65 33.42 -9.76 868.58 012
5144 {52 At 19.29 32.75 -13.45 11203.00 0.01
S128 PREIHLSRNA 21.14 36.92 -15,78 56206.04 0.00
S132 5@ aF fifi 18.13 33.36 | -15.23 | 38387.17 0.00
S137 HIEH 2272 34.21 -11.50 2894.56 0.03
S84 JR R 22.24 34.84 ~12.60 6229.86 0.02
5141 RIR NS 22.06 32.09 -10.93 1947.28 0.05
$120 R 2 RNA 23.62 | 33.82 | -10.20 1174.15 0.09
S133 B FF AR 20.99 33.30 12,32 5104.76 0.03
SHT bR A-FAUTFLA 17.56 33.41 -15.85 | 5909531 0.00
000000
OOORT-PCR(TagMan)D D D 0 OO DODODODODODODODODODODODODODODODD INSP1420 O O
o | o e
ﬁ?ﬁﬁ&tﬁﬁﬁiﬁ*}ﬁ')jlb hGAPDH | hINSP142 Set *ﬁﬁ%ﬁ ?‘TT%
HEE
587 B i 23.63 33.33 -9.70 831.14 0.12
ses & KiR 22.77 3336 | -10.59 1538.53 0.07
S1157=F% 22.95 35,11 12,16 4585.12 0.02
$116 B & 21.94 3462 | -12.68 6546.78 0.02
S1238.08 25.03 3620 | 1147 2302.46 0.04
S125 T 23.48 34.11 -10.52 1578.89 0.06
s1451 0/ SH 23.28 | 3523 | -11.95 | 3965.59 0.03
s146 5 iR 20.35 35.40 -15.0% 33879.59 0.00
S1sa i E 22.50 33,78 -11.17 2296.39 0.04
5149 BRIE 22.55 35,87 -13.32 10218.47 0.01
S150 I 21.03 3487 | -13.85 | 14750.27 0.01
S75 ke Bk 25_36 a7.12 11.76 3466.37 0.03
S54ME 2217 3402 | -11.86 3709.47 0.03
5153 {IBRHDMEC 24,32 34.27 5,96 993,65 0.10
S157 Bl B HDMEC 24.36 61 [ -10.27 1237.64 0.08
S155 4AEIHACEC 21,61 34.44 -12.83 7302.87 0.01
5158 BB HACEC 20.94 34.05 | -13.11 886115 0.01
S11 RA2 22,78 34.43 -11.65 3204.93 0.03
S12 RA3 21.45 34.59 -13.15 9058.87 0.01
513 0Al 26,13 39,9 .13.26 9782 50 0.01
519 OA4 21.73 34.27 -12.47 5688.33 0.02
000000
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GAPDH

Ct Ct =100

RIS nonpoH | nnspraz| 0ot | s | GO

Ha{E
St AGIs1aEIE STl 21.53 34.72 «13.18 9258,32 001
52 Howard Ab 2123 33.97 12,74 6B44.32 0.01
$3 Clark N 20.59 35.30 -14.71 26795.20 .00
S4 NF1 20.69 34,13 -13.44 11132.82 D.01
S5 NF2 22.05 33.96 -11.91 3843.39 0.03
$6 SScN2 19.93 34,16 -14.23 19207.12 0,01
$7 5§CA2 19.11 33.27 14.16 18280.43 0.01
S15 LN1 20.23 33.88 -13.66 1292386 0.01
S16 Labi 17,60 34.36 16,76 | 110689.17 0,00
517 LN14 20.96 34.26 -13.29 10048.88 0.01
$18 LA13 19.11 33.88 A4.77 27965.97 0.00
$9 NHDF2 23.84 34.10 -10.26 1230.13 0.08
510 NMDF3 2458 33.75 ~10.17 1148.35 0.09
§55 JEHC 20.53 34.16 -13.63 12655.39 0.01
$56 HT 1080 10.81 34.96 .15.15 36287.57 0.00
S57 MRC-5 20.31 35.68 -15.37 42276.07 0.00
s152 #iiIMob 21.68 34.18 | -12.50 5775.85 0.02
$155 i M #AMob 20.44 34.57 -14.13 17932.97 0.01
5156 Hi B #EIMob 19.60 34.06 -14.45 22429.61 0,00
S20 Kt ER72F/ A+ 2246 | 3557 | -13.10 8800.61 0.01
S Ke MY S5F /S 4 22.98 34,30 41.41 2728.24 0.04

goooobooo

OOORT-PCR(Tagvan)J OO0 O DO OCOOOOODOOCNSODODODOODOOOOODOD

O O 0O INSP1420 O O

S

Ct ct =100}z

T fE R U R R hGAPDH | ninspraz| Oct | BEE | Nprw

Hxt B
S30 THP-1 BiXk/ 907~ 19.42 32.52 «13.10 8772.67 0.01
535 KU812 §F1E 3Bk 18.91 32.55 -13.54 12735.76 0.01
$37 KUB12 /PMA 20,29 36.16 -15,87 59778.10 0.00
$43 Jurkat 19,54 32,78 -13.24 9648.25 0.01
558 PBMC1 21.68 33.98 «12.30 5052.75 D.02
559 R TR 23.97 33.84 +9.88 940.48 .11
561 PEMC2.2 22,12 33.56 .11.44 2787.63 0.04
597 SK-N-AS 18,94 33.72 -13.78 14049.51 0.01
§98 TE6T1 H T 7L1-22 19.76 33.76 -14.00 16356.00 0.01
§99 KELLY 18,07 32.83 «14.76 27723.88 0.00
S100 U-373 MG 19,55 32.78 -13.24 9648.51 0.01
5101 U-87 MG 20,86 33.50 .12.64 6365.99 0.02
S102 TORG 18.61 33.69 ~15.08 23577.36 0.00
5103 BE(2)-C 19,21 33.21 «14.00 16387.20 o.M
8104 CCF-STGG1 20,19 32.81 «12.62 6274.56 0.02
5105 TEE671 20.50 34.11 -13.60 12448.79 Q.01
S106 A172 19,71 33.12 -13.42 10928.99 0.01
5107 132N1 16,15 33.29 4,44 18035.48 0.01
5108 SK-PN-DW 19.97 33.28 -13.31 10145.36 0,01
538 MOLT-4 24.90 33.77 «3.86 465.96 0.21
S41 EQL-3 23.69 33.13 «3.49 718.73 4.14
544 EOL-3+IL2 24,08 34.34 -10.27 1232,74 0.08

gooooad
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000
o o GAP?H
1BDFL~h hGAPDH | hinsp1a2| St THRE (i;‘%%
BHE
NA 24.43 33.67 .9.25 607.54 0.16
N2 22.86 32.88 | -10.03 1042.30 0.10
N4 22.08 32.05 | -11.97 4001.87 0.02
N5 23.15 32.65 -9.50 723.01 0.14
N9 22.73 32.10 -9.37 662.65 0.15 10
N10 23.38 32.67 -9.29 626.27 0.16
cD2 22.25 3341 | -11.16 2295.06 0.04
CD3 21.30 31.92 | -10.62 1575.62 0.06
CD4 21.40 31.66 | -10.26 1222.40 0.08
CD5 24.04 32.88 .8.85 46018 0.22
CD6 23.46 32.31 _8.85 460.46 0.22
CDB 2212 3319 | -11.07 2148.23 0.05
CDs 24.74 33.33 .8.58 383.93 0.26
CD10 23.18 3411 | -10.93 1950.65 0.05
cD13 24.11 32.82 8.72 420,26 0.24
CD16 24.35 32.77 842 342.90 0.29
CD17 25.58 33.02 7.44 174.20 0.57 20
cD18 22.88 37.35 | -14.47 | 22720.95 0.00
CD19 23.33 33.35 | -10.02 1038.70 0.10
CD20 24.12 34.57 | -10.45 1399.73 0.07
CD22 22.04 3210 | -10.05 1061.10 0.09
N1 23.60 3378 | -10.18 1160.09 0.09
N13 22.86 3348 | -10.62 1577.89 0.06
N26 23.48 3552 | -12.04 4211.20 0.02
N27 23.86 34.92 | -11.06 213333 0.05
N29 24.61 35.11 -10.50 1449.35 0.07
N30 22.56 32.01 9.45 697.17 0.14
CD4 bis 22.91 31.80 -8.89 475.04 0.21
CD6 bis 23.04 32.46 -9.42 683.91 0.15
cD23 261 32.42 -7.31 158.27 0.63 30
CD24 22.72 3353 | -10.81 1792.74 0.06
CD25 23.50 31.90 -8.40 336.65 0.30
CD26 23.18 32.30 912 557.16 0.18
CD27 24.58 32.56 7.98 252,07 0.40
CD28 2315 32.50 935 654.35 0.15
ucii 23.39 32.69 -8.30 630.54 0.16
uc12 22.61 3370 | -11.09 2184.24 0.05
uc13 22.96 32.15 -9.19 584.33 017
ucia 23.09 31.27 8.18 290,95 0.34
UC16 23.10 32.85 -9.75 861.54 0.12
UCts 24.78 33.02 -8.24 302.49 0.33
uci9 22.74 32.58 .9.84 918.60 0.11 40
000000
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o o GAPDH
i hGAPDH |ninspraz| O ot | EHH (;:;%9);;
HxHE
#1  A28721022 2103 | 3284 | -11.81 | 359311 0.03
#16  A2872103-1 2486 | 3395 | 909 | 54494 0.18
#28  A2872023-1 2250 | 8502 | -1251 | 684232 | 002
#36  A2872026-1 2483 | 3376 | -8.94 | 48055 0.20
#39  A2872025-1 2443 | 3288 | -BA4 | 347.88 0.29
#59 E13289723 2460 | 3326 | 866 | 40374 0.25
#60 E1328972-2 2221 | 3291 | -1070 | 165802 | 0.06
#61 E1329004 2460 | 3337 | 877 | 43550 0.23
#63 E13289733 2293 | 9391 | -1097 | 201118 | 0.5
#64 E1329003-2 2081 | 31.87 | -11.06 | 213578 | 005
#66 E1326974-4 21.77 | 3342 | 1165 | 322467 | 003
#68 E1328975.3 2459 | 3255 | -7.96 | 249.05 0.40
#60 E1326975-4 2359 | 3357 | 997 | 100576 | 0.10
#70  E1329006-1 2227 | 3300 | -1073 | 169373 | 006
#72  E13289764 23538 | 3271 | 916 | 57389 0.17
#73  E1329005-1 2380 | 3350 | 970 | 830.24 0.12
#74 E1328977-2 2417 | 3297 | 879 | 443566 0.23
#75  E1328977-3 2290 | 3288 | 998 | 101036 | 0.10
#77 E1348a11-3 2353 | 3247 | 895 | 49301 0.20
#78 E1348411-2 2164 | 3412 | 1248 | 571681 0.02
#79 E1348411-1 2183 | 3120 | 045 | 70155 0.14
#80 Ei1348414.2 2267 | 8217 | 948 | 72085 0.14
#81 E1348414-1 2212 | 3254 | -1042 | 137476 | 0.07
#82 E1348446-1 23.42 31.68 -8.23 299.96 0.33
#83 E1348415:3 2095 | 3219 | -11.24 | 241257 | 004
#84 E1348415-2 21.77 32.86 -11.09 2181.45 0.05
#85 E1348442-1 2100 | 3295 | 1195 | 226541 0.04
#86 E13434163 2500 | 3331 | 831 | 317.58 0.31
#88  E1348445-1 2370 | 3327 | 957 | 760.60 0.13
#91 E1317749-2 24.53 31.94 -7.41 170.59 0.59
#95 E13177192 2494 | 3212 | 718 | 14545 0.69
#96 E1317719-3 2169 | 3174 | -1005 | 1059.76 | 0.09
#97 E13177512 2325 | 33.13 | 988 | 04338 0.1
#98 E1317723-2 2409 | 3540 | -11.32 | 255043 | 0.4
#99 E13177233 2210 | 3231 | -1021 | 118653 | 008
#101 E1317716.2 2026 | 3263 | -12.38 | 531287 | 0.2
#102 E1317718-3 2252 | 3342 | -1089 | 189979 | 0.05
#103 E1317750-2 2382 | 3243 | 861 | 39029 0.26
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INSP1410 O O OO O

<110> ARES TRADING S_A.

<120> VWFA and/or ANT_IG domain containing proteins

<130> P0O38568WO0

<160> 167

<170> SegWin99, version 1.02

<210> 1
<211> 248
<212> DNA
<213> O ad
<400> 1

atggggagcc atgagtccct ggggccctac ttcctggtct tcctgectgct gctgctgett 60
cctccaccgc tttttagagc aggaagcctt cggtaccatg gacctgactg gagaatattt 120
caccgcctgg ccctgggctc caggagagcc caccaccacc atggcccagg atggaggcag 180
cactggcgcc aggggcaagc aggtcacaga tgccagggct catttgacct ctacttcatc 240

ttggacaa

<210>
<211>
<212>
<213>
<400>
Met Gly
1

Leu Leu

His Gly

Arg Ala
50

Gly GIn
65

Leu Asp

<210>

83
PRT
OO0

Ser His Glu
5

Leu Leu Pro
20

Pro Asp Trp
35

Ala Gly His

Lys

3

Ser

Pro

Arg

His

Arg
70

Leu

Pro

Gly
55

Cys

Gly

Leu

Phe

40

Pro

GIn

Pro

Phe

25

His

Gly

Gly

Tyr

10

Arg

Arg

Trp

Ser

Phe

Ala

Leu

Arg

Phe
75

Leu

Gly

Ala

GIn

60

Asp

Val

Ser

Leu

45

His

Leu

Phe

Leu

30

Gly

Trp

Tyr

Leu

15

Arg

Ser

Arg

Phe

Leu

Tyr

Arg

GlIn

Ile
80

248

30

40

50
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<211> 72
<212> DNA
<213> 00O
<400> 3

gtctggcagc gtgaacaata actggattga cctttatatg tgggtggagg aaacagtggc
gaggttccaa ag

<210> 4

<211> 24

<212> PRT

<213> OO0

<400> 4

Ser Gly Ser Val Asn Asn Asn Trp Ile Asp Leu Tyr Met Trp Val Glu
1 5 10 15

Glu Thr Val Ala Arg Phe GIn Ser

20
<210> 5
<211> 72
<212> DNA
<213> O ad
<400> 5

cccaaatatt cggatgtgct tcatcaccta ctccacagac ggccagactg tcttgccact
cacctcagac aa

<210> 6
<211> 24
<212> PRT

<213> N

<400> 6
Pro Asn Ile Arg Met Cys Phe Ile Thr Tyr Ser Thr Asp Gly GIn Thr
1 5 10 15

Val Leu Pro Leu Thr Ser Asp Lys

20
<210> 7
<211> 82
<212> DNA
<213> 00O
<400> 7

gaatagaata aaaaacggtc ttgaccaact tcagaaaatt gtgcctgacg gtcacacatt
catgcaggca ggatttagaa ag

60
72

72

60
82
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(71) JP 2008-517616 A 2008.5.29

<210> 8

<211> 27

<212> PRT

<213> 00

<400> 8

Asn Arg lle Lys Asn Gly Leu Asp GIn Leu GIn Lys Ile Val Pro Asp
1 5 10 15

Gly His Thr Phe Met GIn Ala Gly Phe Arg Lys

20 25
<210> 9
<211> 34
<212> DNA

<213> N

<400> 9
gcaattcaac agatcgaaag tttcaactcc ggaa

<210> 10

<211> 12

<212> PRT

<213> 00

<400> 10

Ala Ile GIn GIn Ile Glu Ser Phe Asn Ser Gly Asn
1 5 10

<210> 11

<211> 77

<212> DNA

<213> N

<400> 11
acaaggttcc cagcatgatt attgctatga ctgatggaga actggtggca catgcatttc
aggacactct cagagaa

<210> 12

<211> 25

<212> PRT

<213> o0

<400> 12

Lys Val Pro Ser Met lle lle Ala Met Thr Asp Gly Glu Leu Val Ala
1 5 10 15

His Ala Phe GIn Asp Thr Leu Arg Glu
20 25

34

77
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<210> 13

<211> 69

<212> DNA

<213> o0

<400> 13

gctcaaaagg ctcggaaact gggggccaac gtttacaccc tgggtgtggc tgattataat 60
ctggaccag 69
<210> 14 10
<211> 23

<212> PRT

<213> 0oad

<400> 14

Ala GIn Lys Ala Arg Lys Leu Gly Ala Asn Val Tyr Thr Leu Gly Val

1 5 10 15

Ala Asp Tyr Asn Leu Asp GIn

20 20
<210> 15
<211> 81
<212> DNA
<213> 00
<400> 15
ataacagcaa ttgcagacag ccctggccac gtgtttgcag tggagaatgg cttcaaggcc 60
ctgagaagca ccattgatgc c 81

30

<210> 16
<211> 27
<212> PRT
<213> 00
<400> 16
Ile Thr Ala 1le Ala Asp Ser Pro Gly His Val Phe Ala Val Glu Asn
1 5 10 15
Gly Phe Lys Ala Leu Arg Ser Thr I1le Asp Ala 40

20 25
<210> 17
<211> 61
<212> DNA

<213> 0O

<400> 17
ctcacgtcaa aggtctgtct tgatgtgaca tcggtggagc cttcctctga gtgtgtagga 60
g 61 50



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

<400>
Leu Thr
1

Glu Cys
<210>
<211>
<212>

<213>

<400>

aaccctacca tgtggttatt catggaaatg gctttcagaa tctaaagaaa cgggatgaag

(73) JP 2008-517616 A 2008.5.29

18
21
PRT
oo

18
Ser Lys Val Cys Leu Asp Val Thr Ser Val Glu Pro Ser Ser
5 10 15

vVal Gly Glu
20

19
99
DNA
ud

19

ttatttgcag atttatcttc aatgaaagca ctatcattg

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

<400>
Pro Tyr

1

Arg Asp

Gly

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

<400>

20
33
PRT
OO0

20
His val Val Ile His Gly Asn Gly Phe GIn Asn Leu Lys Lys
5 10 15

Glu Val lle Cys Arg Phe Ile Phe Asn Glu Ser Thr l1le lle
20 25 30

21
26
DNA
ud

21

ggagtactct attgaagtca gcttga

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

22
7
PRT
oo

60
99

26
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<400> 22

Ser Thr Leu Leu Lys Ser Ala

1

<210> 23

<211> 921
<212> DNA
<213> oo

<400> 23
atggggagce
cctccaccgc
caccgcctgg
cactggcgcc
ttggacaagt
acagtggcga
ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
actctattga

<210> 24

<211> 306
<212> PRT
<213> 00

<400> 24
Met Gly Ser
1

Leu

Leu Leu

His Gly Pro

35

Arg Ala His
50

Gly GIn Ala
65

Leu Asp Lys

5

atgagtccct
tttttagagce
ccctgggctc
aggggcaagc
ctggcagcgt
ggttccaaag
tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
agtcagcttg

ggggccctac
aggaagcctt
caggagagcc
aggtcacaga
gaacaataac
cccaaatatt
cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt
a

His Glu Ser Leu Gly

Leu Pro Pro Pro Leu

20

Asp Trp Arg

Ile Phe
40

His His His Gly Pro

55

Gly His Arg Cys GIn

70

Ser Gly Ser Val

85

Asn

(74)

ttcctggtct
cggtaccatg
caccaccacc
tgccagggcet
tggattgacc
cggatgtgct
aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg

Pro Tyr Phe
10

Phe Arg Ala
25

His Arg Leu

Gly Trp Arg

Gly Ser Phe
75

Asn Asn Trp
90

tcctgetgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta
taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat

Leu Val Phe

Gly Ser Leu

30

Ala Leu Gly
45

GIn His Trp
60

Asp Leu Tyr

Ile Asp Leu

JP 2008-517616 A 2008.5.29

gctgctgcett
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac
tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgggagt

Leu Leu
15

Arg Tyr

Ser Arg

Arg GIn

Phe lIle

80

Tyr Met
95

60

120
180
240
300
360
420
480
540
600
660
720
780
840
900
921
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20

30

40

50



Trp Val

Cys Phe

Ser Asp

130

Val Pro
145

GIn GIn

Ile Ala

Leu Arg

Leu Gly

210

Ser Pro
225

Ser Thr

Val Glu

His Gly

Arg Phe

290

Ser Ala
305

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

<400>

atggggagcc atgagtccct ggggccctac ttcctggtct tcctgectget gctgctgett

Glu

Ile

115

Lys

Asp

lle

Met

Glu

195

val

Gly

lle

Pro

Asn

275

lle

25

248
DNA
oad

25

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

Asp

Ser

260

Gly

Phe

Thr

Tyr

Arg

Ser

165

Asp

GIn

Asp

Val

Ala

245

Ser

Phe

Asn

Val

Ser

Thr

150

Phe

Gly

Lys

Tyr

Phe

230

Leu

Glu

GIn

Glu

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Thr

Cys

Asn

Ser
295

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Ser

Val

Leu

280

Thr

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Lys

Gly

265

Lys

(75)

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Val

250

Glu

Lys

Ile

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly

235

Cys

Pro

Arg

Gly

Pro

Val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Leu

Tyr

Asp

Ser
300

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Asp

Glu
285

Thr

lle

110

Pro

GIn

Lys

Ser

GIn

190

val

Ile

Ala

Val

Val

270

Val

Leu

JP 2008-517616 A 2008.5.29

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Thr

255

Val

lle

Leu

Met

Thr

Ile

160

Thr

Thr

Asp

Arg

240

Ser

Cys

Lys
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cctccaccgc tttttagagc aggaagcctt cggtaccatg gacctgactg gagaatattt 120
caccgcctgg ccctgggctc caggagagcc caccaccacc atggcccagg atggaggcag 180
cactggcgcc aggggcaagc aggtcacaga tgccagggct catttgacct ctacttcatc 240

ttggacaa 248
<210> 26
<211> 83
<212> PRT
<213> o0
<400> 26
Met Gly Ser His Glu Ser Leu Gly Pro Tyr Phe Leu Val Phe Leu Leu
1 5 10 15
Leu Leu Leu Leu Pro Pro Pro Leu Phe Arg Ala Gly Ser Leu Arg Tyr
20 25 30
His Gly Pro Asp Trp Arg lle Phe His Arg Leu Ala Leu Gly Ser Arg
35 40 45
Arg Ala His His His His Gly Pro Gly Trp Arg GIn His Trp Arg GIn
50 55 60
Gly GIn Ala Gly His Arg Cys GIn Gly Ser Phe Asp Leu Tyr Phe lle
65 70 75 80
Leu Asp Lys
<210> 27
<211> 72
<212> DNA
<213> O0
<400> 27
gtctggcagc gtgaacaata actggattga cctttatatg tgggtggagg aaacagtggc 60
gaggttccaa ag 72
<210> 28
<211> 24
<212> PRT
<213> 00
<400> 28

Ser Gly Ser Val Asn Asn Asn Trp lle Asp Leu Tyr Met Trp Val Glu

1 5

Glu Thr Val Ala Arg Phe GIn Ser

20

10

15
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a7

<210> 29
<211> 72
<212> DNA
<213> HN
<400> 29

cccaaatatt cggatgtgct tcatcaccta ctccacagac ggccagactg tcttgccact

cacctcagac aa

<210> 30
<211> 24
<212> PRT
<213> 00O
<400> 30

Pro Asn Ile Arg Met Cys Phe Ile Thr Tyr Ser Thr Asp Gly GIn Thr

1 5 10

Val Leu Pro Leu Thr Ser Asp Lys

20
<210> 31
<211> 82
<212> DNA
<213> aoad
<400> 31

gaatagaata aaaaacggtc ttgaccaact tcagaaaatt gtgcctgacg gtcacacatt

catgcaggca ggatttagaa ag

<210> 32
<211> 27
<212> PRT
<213> HN
<400> 32

Asn Arg lle Lys Asn Gly Leu Asp GIn Leu GIn Lys Ile Val Pro Asp

1 5 10

Gly His Thr Phe Met GIn Ala Gly Phe Arg Lys

20 25
<210> 33
<211> 34
<212> DNA

<213> 0O

<400> 33
gcaattcaac agatcgaaag tttcaactcc ggaa

15

15
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<210>
<211>
<212>
<213>

<400>
Ala lle
1

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

<400>

(78) JP 2008-517616 A 2008.5.29

34
12
PRT
ud

34
GIn GIn 1le Glu Ser Phe Asn Ser Gly Asn
5 10

35
77
DNA
OO0

35

acaaggttcc cagcatgatt attgctatga ctgatggaga actggtggca catgcatttc
aggacactct cagagaa

<210> 36
<211> 25
<212> PRT
<213> OO0
<400> 36
Lys Val Pro Ser Met lle lle Ala Met Thr Asp Gly Glu Leu Val Ala
1 5 10 15
His Ala Phe GIn Asp Thr Leu Arg Glu
20 25
<210> 37
<211> 69
<212> DNA
<213> o0
<400> 37
gctcaaaagg ctcggaaact gggggccaac gtttacaccc tgggtgtggc tgattataat
ctggaccag
<210> 38
<211> 23
<212> PRT
<213> 00
<400> 38
Ala GIn Lys Ala Arg Lys Leu Gly Ala Asn Val Tyr Thr Leu Gly Val
1 5 10 15

Ala Asp Tyr Asn Leu Asp GIn

20

60
77

60
69
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<210>
<211>
<212>
<213>

<400>

ataacagcaa ttgcagacag ccctggccac gtgtttgcag tggagaatgg cttcaaggcc

(79) JP 2008-517616 A 2008.5.29

39
81
DNA
oo

39

ctgagaagca ccattgatgc c

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

<400>
Ile Thr
1

Gly Phe
<210>
<211>
<212>

<213>

<400>

ctcacgtcaa aggtctgtct tgatgtgaca tcggtggagc cttcctctga gtgtgtagga

g

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

<400>
Leu Thr
1

Glu Cys
<210>
<211>
<212>

<213>

<400>

aaccctacca tgtggttatt catggaaatg gctttcagaa tctaaagaaa cgggatgaag

40
27
PRT
ud

40
Ala Ile Ala Asp Ser Pro Gly His Val Phe Ala val Glu Asn
5 10 15

Lys Ala Leu Arg Ser Thr l1le Asp Ala
20 25

41
61
DNA
od

41

42
21
PRT
oo

42
Ser Lys Val Cys Leu Asp Val Thr Ser Val Glu Pro Ser Ser
5 10 15

Val Gly Glu
20

43
99
DNA
oad

43

60
81

61

60
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ttatttgcag atttatcttc aatgaaagca ctatcattg 99
<210> 44

<211> 33

<212> PRT

<213> N

<400> 44
Pro Tyr His Val Val lle His Gly Asn Gly Phe GIn Asn Leu Lys Lys
1 5 10 15

Arg Asp Glu Val lle Cys Arg Phe Ile Phe Asn Glu Ser Thr l1le lle

20 25 30
Asp
<210> 45
<211> 70
<212> DNA
<213> o0
<400> 45
atgaaaagcc aaccagtatc gacaataatt ccatgaattg ccctgggcca aaactagaaa 60
aacctggaga 70
<210> 46
<211> 23
<212> PRT
<213> oad
<400> 46
Glu Lys Pro Thr Ser lle Asp Asn Asn Ser Met Asn Cys Pro Gly Pro
1 5 10 15

Lys Leu Glu Lys Pro Gly Glu

20

<210> 47

<211> 79

<212> DNA

<213> 00

<400> 47

ggagtactct attgaagtca gcttgaacaa aggcaaaaca ttcttcaaga gcaatgtcag 60
catcaccagc accacatgt 79
<210> 48

<211> 26

<212> PRT



<213>

<400> 48

oo

(81)

JP 2008-517616 A 2008.5.29

Glu Tyr Ser Ile Glu Val Ser Leu Asn Lys Gly Lys Thr Phe Phe Lys

1

5

10

Ser Asn Val Ser lle Thr Ser Thr Thr Cys

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

49
15

<400> 49
ccttctctta

<210> 50
<211> 4
<212>
<213>

<400>
Pro Ser
1

50

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

51

<400> 51
atggggagcc
cctccaccgce
caccgcctgg
cactggcgcc
ttggacaagt
acagtggcga
ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
aagccaacca
ggagaggagt
gtcagcatca

20

DNA
OO0

agtag

PRT
ud

Leu Lys

1059
DNA
oad

atgagtccct
tttttagagc
ccctgggctc
aggggcaagce
ctggcagcgt
ggttccaaag
tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
gtatcgacaa
actctattga
ccagcaccac

ggggccctac
aggaagcctt
caggagagcc
aggtcacaga
gaacaataac
cccaaatatt
cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt
taattccatg
agtcagcttg
atgtccttct

25

ttcctggtct
cggtaccatg
caccaccacc
tgccagggct
tggattgacc
cggatgtgct
aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg
aattgccctg
aacaaaggca
cttaagtag

tcctgectgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta
taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat
ggccaaaact
aaacattctt

15

gctgctgctt
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac
tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgatgaa
agaaaaacct
caagagcaat

10

15

20

30

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1059

40

50



<210>
<211>
<212>
<213>
<400>
Met Gly
Leu Leu
His Gly
Arg Ala

50

Gly GIn
65

Leu Asp

Trp Val

Cys Phe

Ser Asp

130

Val Pro
145

GIn GIn

lle Ala

Leu Arg

Leu Gly

210

Ser Pro

52

352
PRT
oo

52

Ser

Leu

Pro

35

His

Ala

Lys

Glu

lle

115

Lys

Asp

lle

Met

Glu

195

val

Gly

His

Leu

20

Asp

His

Gly

Ser

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

His

Glu

Pro

Trp

His

Gly

85

Thr

Tyr

Arg

His

Ser

165

Asp

GIn

Asp

val

Ser

Pro

Arg

Arg

70

Ser

Val

Ser

Thr

150

Phe

Gly

Lys

Tyr

Phe

Leu

Pro

Gly

55

Cys

val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Gly

Leu

Phe

40

Pro

GIn

Asn

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Pro

Phe

25

His

Gly

Gly

Asn

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

(82)

Tyr

10

Arg

Arg

Trp

Ser

Asn

90

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Phe

Ala

Leu

Arg

Phe

75

Trp

Ser

Thr

Asp

Gly

155

Lys

His

Gly

lle

Gly

Leu

Gly

Ala

GIn

60

Asp

Pro

Val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Val

Ser

Leu

45

Leu

Asp

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Phe

Leu

30

Gly

Trp

Tyr

Leu

lle

110

Pro

GIn

Lys

Ser

GIn

190

Val

Ile

Ala
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Leu

15

Arg

Ser

Arg

Phe

Tyr

95

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Leu

Tyr

Arg

GlIn

Ile

80

Met

Met

Thr

lle

160

lle

Thr

Thr

Asp

Arg
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225

Ser Thr l1le

Val Glu Pro

His Gly Asn

275

Arg Phe Ile
290

Ile Asp Asn
305

Gly Glu Glu

Phe Lys Ser

<210> 53

<211> 248
<212> DNA
<213> oad

<400> 53
atggggagcc

caccgcctgg
cactggcgcc
ttggacaa
<210> 54
<211> 83
<212> PRT
<213> 00O
<400> 54

Asp

Ser

260

Gly

Phe

Asn

Tyr

Asn
340

Ala

245

Ser

Phe

Asn

Ser

Ser

325

Val

230

Leu

Glu

GlIn

Glu

Met

310

Ser

Thr

Cys

Asn

Ser

295

Asn

Glu

Ile

Ser

Val

Leu

280

Thr

Cys

Val

Thr

Lys

Gly

265

Lys

Ile

Pro

Ser

Ser
345

(83)

Val

250

Glu

Lys

Ile

Gly

Leu

330

Thr

235

Cys

Pro

Arg

Asp

Pro

315

Asn

Thr

atgagtccct ggggccctac ttcctggtct
cctccaccgc tttttagagc aggaagcctt cggtaccatg
ccctgggctc caggagagcc caccaccacc
aggggcaagc aggtcacaga tgccagggct

JP 2008-517616 A 2008.5.29

240

Leu Asp Val Thr Ser
255

Tyr His Vval Vval lle
270

Asp Glu Vval l1le Cys
285

Glu Lys Pro Thr Ser
300

Lys Leu Glu Lys Pro
320

Lys Gly Lys Thr Phe
335

Cys Pro Ser Leu Lys
350

tcctgetget getgetgett
gacctgactg gagaatattt
atggcccagg atggaggcag
catttgacct ctacttcatc

Met Gly Ser His Glu Ser Leu Gly Pro Tyr Phe Leu Val Phe Leu Leu

1

5

10

15

Leu Leu Leu Leu Pro Pro Pro Leu Phe Arg Ala Gly Ser Leu Arg Tyr

20

25

30

His Gly Pro Asp Trp Arg lle Phe His Arg Leu Ala Leu Gly Ser Arg

35

40

45

60

120
180
240
248
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Arg Ala His His His His Gly Pro Gly Trp Arg GIn His Trp Arg GIn
50 55 60

Gly GIn Ala Gly His Arg Cys GIn Gly Ser Phe Asp Leu Tyr Phe lle

65 70 75 80
Leu Asp Lys

<210> 55

<211> 72

<212> DNA

<213> o0

<400> 55

gtctggcagc gtgaacaata actggattga cctttatatg tgggtggagg aaacagtggc
gaggttccaa ag

<210> 56
<211> 24
<212> PRT

<213> N

<400> 56
Ser Gly Ser Val Asn Asn Asn Trp lle Asp Leu Tyr Met Trp Val Glu
1 5 10 15

Glu Thr val Ala Arg Phe GIn Ser

20
<210> 57
<211> 72
<212> DNA
<213> oo
<400> 57

cccaaatatt cggatgtgct tcatcaccta ctccacagac ggccagactg tcttgccact
cacctcagac aa

<210> 58

<211> 24

<212> PRT

<213> 00

<400> 58

Pro Asn Ile Arg Met Cys Phe Ile Thr Tyr Ser Thr Asp Gly GIn Thr
1 5 10 15

Val Leu Pro Leu Thr Ser Asp Lys

60
72

60
72

10

20

30

40

50



(85) JP 2008-517616 A 2008.5.29

20
<210> 59
<211> 82
<212> DNA
<213> 00
<400> 59
gaatagaata aaaaacggtc ttgaccaact tcagaaaatt gtgcctgacg gtcacacatt 60
catgcaggca ggatttagaa ag 82
<210> 60
<211> 27
<212> PRT
<213> 00
<400> 60
Asn Arg lIle Lys Asn Gly Leu Asp GIn Leu GIn Lys lle Val Pro Asp
1 5 10 15
Gly His Thr Phe Met GIn Ala Gly Phe Arg Lys
20 25
<210> 61
<211> 34
<212> DNA
<213> 00
<400> 61
gcaattcaac agatcgaaag tttcaactcc ggaa 34
<210> 62
<211> 12
<212> PRT
<213> 00
<400> 62
Ala Ile GIn GIn Ile Glu Ser Phe Asn Ser Gly Asn
1 5 10
<210> 63
<211> 77
<212> DNA
<213> 00
<400> 63

acaaggttcc cagcatgatt attgctatga ctgatggaga actggtggca catgcatttc 60
aggacactct cagagaa 77

<210>

64
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<211> 25
<212> PRT
<213> oad
<400> 64
Lys Val Pro Ser Met lle lle Ala Met Thr Asp Gly Glu Leu Val Ala
1 5 10 15
His Ala Phe GIn Asp Thr Leu Arg Glu
20 25
<210> 65
<211> 69
<212> DNA
<213> 00
<400> 65
gctcaaaagg ctcggaaact gggggccaac gtttacaccc tgggtgtggc tgattataat 60
ctggaccag 69
<210> 66
<211> 23
<212> PRT
<213> 00
<400> 66
Ala GIn Lys Ala Arg Lys Leu Gly Ala Asn Val Tyr Thr Leu Gly Val
1 5 10 15
Ala Asp Tyr Asn Leu Asp GIn
20
<210> 67
<211> 81
<212> DNA
<213> o0
<400> 67
ataacagcaa ttgcagacag ccctggccac gtgtttgcag tggagaatgg cttcaaggcc 60
ctgagaagca ccattgatgc c 81
<210> 68
<211> 27
<212> PRT
<213> 00
<400> 68

Ile Thr Ala lle Ala Asp Ser Pro Gly His Val Phe Ala Val Glu Asn

1

5 10 15
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Gly Phe Lys Ala Leu Arg Ser Thr Ile Asp Ala

20 25
<210> 69
<211> 61
<212> DNA
<213> HN
<400> 69
ctcacgtcaa aggtctgtct tgatgtgaca tcggtggagc cttcctctga gtgtgtagga 60 10
g 61
<210> 70
<211> 21
<212> PRT
<213> N
<400> 70
Leu Thr Ser Lys Val Cys Leu Asp Val Thr Ser Val Glu Pro Ser Ser
1 5 10 15 20

Glu Cys Vval Gly Glu

20
<210> 71
<211> 99
<212> DNA
<213> Ooad
<400> 71 30
aaccctacca tgtggttatt catggaaatg gctttcagaa tctaaagaaa cgggatgaag 60
ttatttgcag atttatcttc aatgaaagca ctatcattg 99
<210> 72
<211> 33
<212> PRT
<213> 0ad
<400> 72
Pro Tyr His Val Val lle His Gly Asn Gly Phe GIn Asn Leu Lys Lys 40
1 5 10 15

Arg Asp Glu Val 1le Cys Arg Phe Ile Phe Asn Glu Ser Thr l1le lle
20 25 30

Asp

<210> 73
<211> 70 50
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<212> DNA

<213> o0

<400> 73

atgaaaagcc aaccagtatc gacaataatt ccatgaattg ccctgggcca aaactagaaa
aacctggaga

<210> 74

<211> 23

<212> PRT

<213> o0

<400> 74

Glu Lys Pro Thr Ser lle Asp Asn Asn Ser Met Asn Cys Pro Gly Pro
1 5 10 15

Lys Leu Glu Lys Pro Gly Glu

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

<400>

20

75
79
DNA
OO0

75

ggagtactct attgaagtca gcttgaacaa aggcaaaaca ttcttcaaga gcaatgtcag
catcaccagc accacatgt

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

<400>
Glu Tyr
1

Ser Asn
<210>
<211>
<212>

<213>

<400>

76
26
PRT
oo

76
Ser 1le Glu Val Ser Leu Asn Lys Gly Lys Thr Phe Phe Lys
5 10 15

Val Ser Ile Thr Ser Thr Thr Cys
20 25

77
90
DNA
ud

77

ggcattttcc gcaactggct ctattttgtg ccactcctgc tgcttgtgcc actgctgctg
tgttgtgtct ggcggctgtg ccgcaagcag

<210>

78

60
70

60
79

60
90
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<211>
<212>
<213>

<400>

Gly lle

Pro Leu

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

<400>

(89) JP 2008-517616 A 2008.5.29

30
PRT
oad

78
Phe Arg Asn Trp Leu Tyr Phe Val Pro Leu Leu Leu Leu Val
5 10 15

Leu Leu Cys Cys Val Trp Arg Leu Cys Arg Lys GIn
20 25 30

79
39
DNA
oo

79

actgtcaagg agccaccacc tgtgcagaag ccagaaaag

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

<400>
Thr Vval
1

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

<400>

gagccagagc aggaaaaacc accatcacca ccaccaccgc ctccgcctcc accacctcca
ctcccacctc cgcccccagc tcctgtaaac acctgcccca ctgtgattat ttgttgetgt

80
13
PRT
OO0

80
Lys Glu Pro Pro Pro Val GIn Lys Pro Glu Lys
5 10

81

156
DNA
oo

81

ggatgccaag gagtgggcgg gatgagaagg atagag

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

<400>

Glu Pro Glu GIn Glu Lys Pro Pro Ser Pro Pro Pro Pro Pro Pro Pro

1

Pro Pro Pro Pro Leu Pro Pro Pro Pro Pro Ala Pro Val Asn Thr Cys

82
52
PRT
oo
82

5 10 15

20 25 30

39

60
120
156
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Pro Thr val Ile Ile Cys Cys Cys Gly Cys GIn Gly Vval Gly Gly Met
35 40 45

Arg Arg l1le Glu

50
<210> 83
<211> 81
<212> DNA
<213> N
<400> 83

ggcaatctgg ataccttttg tgacctctct cacgcaagct gccaccaggt gccatggatg
tgttgtcaga gcagggacca g

<210> 84
<211> 27
<212> PRT

<213> 0O

<400> 84
Gly Asn Leu Asp Thr Phe Cys Asp Leu Ser His Ala Ser Cys His GIn
1 5 10 15

Val Pro Trp Met Cys Cys GIn Ser Arg Asp GIn

20 25
<210> 85
<211> 140
<212> DNA
<213> HN
<400> 85

gggaggtacc tcagcttagc ccttgcacag tcccaatatg cacaggctcc ctgctgccca
aggatctgct ttccacacag ccaggagtgc ctttccctac cacaggctcc ctgcagccca
aggatgtgcc tgagacacag

<210> 86

<211> 47

<212> PRT

<213> 00

<400> 86

Gly Arg Tyr Leu Ser Leu Ala Leu Ala GIn Ser GIn Tyr Ala GIn Ala
1 5 10 15

Pro Cys Cys Pro Arg lle Cys Phe Pro His Ser GIn Glu Cys Leu Ser
20 25 30

Leu Pro GIn Ala Pro Cys Ser Pro Arg Met Cys Leu Arg His Ser

60
81

60
120
140
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35 40
<210> 87
<211> 277
<212> DNA
<213> 00
<400> 87
ccgggagtgc ctcgccctca aacaggctcg
cccggagtac ttttcccaag cacagactct
ccgggagtgc ctccccctca cctgctecte
gaggcctccc tccaggatgc tgccgctgct
ccctttgtca ctccccccct cagagcccaa
<210> 88
<211> 91
<212> PRT
<213> OO0
<400> 88
Arg Glu Cys Leu Ala Leu Lys GIn
1 5
Leu Arg His Ser Pro Glu Tyr Phe
20
Pro Lys Ser Cys Leu GIn Pro Ser
35 40
Ser Ser Arg Cys Arg Leu Pro Pro
50 55
Arg Met Leu Pro Leu Leu Ser Pro
65 70
Pro Leu Ser Leu Pro Pro Ser Glu
85
<210> 89
<211> 1827
<212> DNA
<213> 00
<400> 89
atggggagcc atgagtccct ggggccctac
cctccaccgc tttttagagc aggaagcctt
caccgcctgg ccctgggctc caggagagcc
cactggcgcc aggggcaagc aggtcacaga
ttggacaagt ctggcagcgt gaacaataac
acagtggcga ggttccaaag cccaaatatt

(91)

ctgcagccca
gtgcaaccca
caggtgccgc
gtccccactg
cttctaa

Ala Arg Cys
10

Ser GIn Ala
25

Arg Glu Cys

Ala Arg Cys

Leu Leu Arg
75

Pro Asn Phe
90

ttcctggtct
cggtaccatg
caccaccacc
tgccagggcet
tggattgacc
cggatgtgct

45

aacatctgcc
aagagctgcc
ctccccccag
ctcaggcaca

Ser Pro Asn

GIn Thr Leu
30

Leu Pro Leu
45

Leu Arg Pro
60

His Thr Ala

tcectgetgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta

JP 2008-517616 A 2008.5.29

tgagacacag
ttcaacccag
ctaggtgctt
cggcagaacc

Ile Cys
15

Cys Asn

Thr Cys

Pro Ser

Glu Pro
80

gctgctgcett
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac

60

120
180
240
277

60

120
180
240
300
360
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ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
aagccaacca
ggagaggagt
gtcagcatca
ctgctgcttg
aaggagccac
ccaccaccac
aacacctgcc
aggatagagg
ccatggatgt
tcccaatatg
ctttccctac
ctcgccctca
ttttcccaag
ctccccctca
tccaggatgc
ctccccccct

<210> 90
<211>
<212>
<213>

<400> 90

Met Gly Ser

1

Leu Leu

His Gly Pro

35

Arg Ala His

50

Gly GIn Ala

65

Leu Asp

608
PRT
oad

Leu

Lys

tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
gtatcgacaa
actctattga
ccagcaccac
tgccactgct
cacctgtgca
cgcctccgec
ccactgtgat
gcaatctgga
gttgtcagag
cacaggctcc
cacaggctcc
aacaggctcg
cacagactct
cctgctcctc
tgccgetget
cagagcccaa

His Glu Se

Leu Pro Pr

20

Asp Trp Ar

His His Hi

Gly His Ar

70

Ser Gly Se
85

cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt
taattccatg
agtcagcttg
atgtggcatt
gctgtgttgt
gaagccagaa
tccaccacct
tatttgttgc
taccttttgt
cagggaccag
ctgctgccca
ctgcagccca
ctgcagccca
gtgcaaccca
caggtgccgc
gtccccactg
cttctaa

r Leu Gly
Leu

o Pro

Phe
40

g lle

s Gly Pro
55

g Cys GIn

r Val Asn

(92)

aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg
aattgccctg
aacaaaggca
ttccgcaact
gtctggcgge
aaggagccag
ccactcccac
tgtggatgcc
gacctctctc
gggaggtacc
aggatctgct
aggatgtgcc
aacatctgcc
aagagctgcc
ctccccccag
ctcaggcaca

Pro Tyr Phe
10

Phe Arg Ala
25

His Arg Leu

Gly Trp Arg

Gly Ser Phe
75

Asn Asn Trp
90

taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat
ggccaaaact
aaacattctt
ggctctattt
tgtgccgcaa
agcaggaaaa
ctccgecccc
aaggagtggg
acgcaagctg
tcagcttagc
ttccacacag
tgagacacag
tgagacacag
ttcaacccag
ctaggtgctt
cggcagaacc

Leu Val Phe

Leu
30

Gly Ser

Ala Leu
45

Gly

GIn
60

His Trp
Asp

Leu Tyr

Ile Asp Leu

JP 2008-517616 A 2008.5.29

tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgatgaa
agaaaaacct
caagagcaat
tgtgccactc
gcagactgtc
accaccatca
agctcctgta
cgggatgaga
ccaccaggtg
ccttgcacag
ccaggagtgc
ccgggagtgce
cccggagtac
ccgggagtgce
gaggcctccc
ccctttgtca

Leu Leu

15

Arg Tyr

Ser Arg

Arg GIn

Phe Ile

80

Tyr Met
95

420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1827
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20
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Trp

Cys

Ser

Val

145

GIn

Leu

Leu

Ser

225

Ser

val

Arg

Ile

305

Gly

Phe

Asn

Val

Phe

Asp

130

Pro

GIn

Ala

Arg

Gly

210

Pro

Thr

Glu

Gly

Phe

290

Asp

Glu

Lys

Trp

Glu

lle

115

Lys

Asp

1le

Met

Glu

195

Val

Gly

Pro

Asn

275

Asn

Glu

Ser

Leu
355

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

His

Asp

Ser

260

Gly

Phe

Asn

Tyr

Asn

340

Tyr

Thr

Tyr

Arg

Ser

165

Asp

GlIn

Asp

Val

Ala

245

Ser

Phe

Asn

Ser

Ser

325

Val

Phe

Val

Ser

Thr

150

Phe

Gly

Lys

Tyr

Phe

230

Leu

Glu

GIn

Glu

Met

310

Ile

Ser

Val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Thr

Cys

Asn

Ser

295

Asn

Glu

Pro

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Ser

Val

Leu

280

Thr

Cys

Val

Thr

Leu
360

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Lys

Gly

265

Lys

Pro

Ser

Ser

345

Leu

(93)

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Val

250

Glu

Lys

Ile

Gly

Leu

330

Thr

Leu

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly

235

Cys

Pro

Arg

Asp

Pro

315

Asn

Thr

Leu

Pro

val

GIn

140

Phe

val

Ala

Ala

Thr

220

Phe

Leu

Tyr

Asp

Glu

300

Lys

Lys

Cys

Val

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Asp

Glu

285

Lys

Leu

Gly

Gly

Pro
365

lle

110

Pro

GIn

Lys

Ser

GIn

190

Val

lle

Ala

Val

Val

270

Val

Pro

Glu

Lys

lle

350

Leu

JP 2008-517616 A 2008.5.29

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Thr

255

Val

Ile

Thr

Lys

Thr

335

Phe

Leu

Met

Thr

Ile

160

Ile

Thr

Thr

Asp

Arg

240

Ser

Cys

Ser

Pro

320

Phe

Arg

Leu

10

20

30

40

50



Cys Cys
370

Pro val
385

Pro Pro

Pro Ala

Cys GIn

Phe Cys
450

Cys GIn
465

Ser GIn

Ser GIn

Cys Leu

Ser Pro

530

GIn Thr
545

Leu Pro

Leu Arg

His Thr

<210>
<211>
<212>

Val

GIn

Pro

Pro

Gly

435

Asp

Ser

Tyr

Glu

Arg

515

Asn

Leu

Leu

Pro

Ala
595

91
248
DNA

Trp

Lys

Pro

Val

420

Val

Leu

Arg

Ala

Cys

500

His

Ile

Cys

Thr

Pro

580

Glu

Arg

Pro

Pro

405

Asn

Gly

Ser

Asp

GIn

485

Leu

Ser

Cys

Asn

Cys

565

Ser

Pro

Leu

Glu

390

Pro

Thr

Gly

GIn

470

Ala

Ser

Arg

Leu

Pro

550

Ser

Arg

Pro

Cys

375

Lys

Pro

Cys

Met

Ala

455

Gly

Pro

Leu

Glu

Arg

535

Lys

Ser

Met

Leu

Arg

Glu

Pro

Pro

Arg

440

Ser

Arg

Cys

Pro

Cys

520

Ser

Arg

Leu

Ser
600

Lys

Pro

Pro

Thr

425

Arg

Cys

Tyr

Cys

GIn

505

Leu

Ser

Cys

Cys

Pro

585

Leu

(94)

GIn

Glu

Pro

410

Val

Ile

Leu

Pro

490

Ala

Ala

Pro

Leu

Arg

570

Leu

Pro

Thr

GIn

395

Pro

Glu

GIn

Ser

475

Arg

Pro

Leu

Glu

GIn

555

Leu

Leu

Pro

Val
380

Glu

Leu

Gly

Val

460

Leu

Cys

Lys

Tyr

540

Pro

Pro

Ser

Ser

Lys

Lys

Pro

Cys

Asn

445

Pro

Ala

Cys

Ser

GIn

525

Phe

Ser

Pro

Pro

Glu
605

Glu

Pro

Pro

Cys

430

Leu

Trp

Leu

Phe

Pro

510

Ala

Ser

Arg

Ala

Leu

590

Pro

JP 2008-517616 A 2008.5.29

Pro

Pro

Pro

415

Cys

Asp

Met

Ala

Pro

495

Arg

Arg

GIn

Glu

Arg

575

Leu

Asn

Pro

Ser

400

Pro

Gly

Thr

Cys

GIn

480

Met

Cys

Ala

Cys

560

Cys

Arg

Phe
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<213> oo

<400> 91

atggggagcc atgagtccct ggggccctac ttcctggtct tcctgctgct gctgctgctt 60
cctccaccgc tttttagagc aggaagcctt cggtaccatg gacctgactg gagaatattt 120
caccgcctgg ccctgggctc caggagagcc caccaccacc atggcccagg atggaggcag 180
cactggcgcc aggggcaagc aggtcacaga tgccagggct catttgacct ctacttcatc 240

ttggacaa 248
<210> 92

<211> 83

<212> PRT

<213> OO

<400> 92

Met Gly Ser His Glu Ser Leu Gly Pro Tyr Phe Leu Val Phe Leu Leu

1 5 10 15

Leu Leu Leu Leu Pro Pro Pro Leu Phe Arg Ala Gly Ser Leu Arg Tyr
20 25 30

His Gly Pro Asp Trp Arg lle Phe His Arg Leu Ala Leu Gly Ser Arg
35 40 45

Arg Ala His His His His Gly Pro Gly Trp Arg GIn His Trp Arg GIn
50 55 60

Gly GIn Ala Gly His Arg Cys GIn Gly Ser Phe Asp Leu Tyr Phe lle

65 70 75 80

Leu Asp Lys

<210> 93

<211> 72

<212> DNA

<213> od

<400> 93

gtctggcagc gtgaacaata actggattga cctttatatg tgggtggagg aaacagtggc 60
gaggttccaa ag 72
<210> 94

<211> 24

<212> PRT

<213> 0O

<400> 94
Ser Gly Ser Val Asn Asn Asn Trp lle Asp Leu Tyr Met Trp Val Glu
1 5 10 15
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Glu Thr val Ala Arg Phe GIn Ser

20
<210> 95
<211> 72
<212> DNA
<213> 00O
<400> 95 10
cccaaatatt cggatgtgct tcatcaccta ctccacagac ggccagactg tcttgccact 60
cacctcagac aa 72
<210> 96
<211> 24
<212> PRT
<213> oo
<400> 96
Pro Asn lle Arg Met Cys Phe lle Thr Tyr Ser Thr Asp Gly GIn Thr 20
1 5 10 15

Val Leu Pro Leu Thr Ser Asp Lys

20
<210> 97
<211> 82
<212> DNA
<213> aad
30
<400> 97
gaatagaata aaaaacggtc ttgaccaact tcagaaaatt gtgcctgacg gtcacacatt 60
catgcaggca ggatttagaa ag 82
<210> 98
<211> 27
<212> PRT
<213> 00O
<400> 98 40
Asn Arg lle Lys Asn Gly Leu Asp GIn Leu GIn Lys Ile Val Pro Asp
1 5 10 15

Gly His Thr Phe Met GIn Ala Gly Phe Arg Lys

20 25
<210> 99
<211> 34
<212> DNA

<213> N 50
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<400> 99
gcaattcaac agatcgaaag tttcaactcc ggaa

<210> 100

<211> 12

<212> PRT

<213> o0

<400> 100

Ala Ile GIn GIn Ile Glu Ser Phe Asn Ser Gly Asn
1 5 10
<210> 101

<211> 77

<212> DNA

<213> 00

<400> 101

acaaggttcc cagcatgatt attgctatga ctgatggaga actggtggca catgcatttc
aggacactct cagagaa

<210> 102
<211> 25
<212> PRT

<213> N

<400> 102
Lys Val Pro Ser Met lle lle Ala Met Thr Asp Gly Glu Leu Val Ala
1 5 10 15

His Ala Phe GIn Asp Thr Leu Arg Glu

20 25
<210> 103
<211> 69
<212> DNA
<213> OO
<400> 103

gctcaaaagg ctcggaaact gggggccaac gtttacaccc tgggtgtggc tgattataat
ctggaccag

<210> 104
<211> 23

<212> PRT
<213> oad
<400> 104

Ala GIn Lys Ala Arg Lys Leu Gly Ala Asn Val Tyr Thr Leu Gly Vval

34
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1 5 10 15

Ala Asp Tyr Asn Leu Asp GIn

20
<210> 105
<211> 81
<212> DNA

<213> 0O

<400> 105
ataacagcaa ttgcagacag ccctggccac gtgtttgcag tggagaatgg cttcaaggcc
ctgagaagca ccattgatgc c

<210> 106

<211> 27

<212> PRT

<213> o0

<400> 106

Ile Thr Ala 1le Ala Asp Ser Pro Gly His Val Phe Ala Val Glu Asn
1 5 10 15

Gly Phe Lys Ala Leu Arg Ser Thr Ile Asp Ala

20 25
<210> 107
<211> 61
<212> DNA
<213> 00O
<400> 107

ctcacgtcaa aggtctgtct tgatgtgaca tcggtggagc cttcctctga gtgtgtagga
g

<210> 108

<211> 21

<212> PRT

<213> OO0

<400> 108

Leu Thr Ser Lys Val Cys Leu Asp Val Thr Ser Val Glu Pro Ser Ser
1 5 10 15

Glu Cys Vval Gly Glu
20

<210> 109
<211> 99
<212> DNA

60
81

60
61
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<213> 00

<400> 109

aaccctacca tgtggttatt catggaaatg gctttcagaa tctaaagaaa cgggatgaag 60
ttatttgcag atttatcttc aatgaaagca ctatcattg 99
<210> 110

<211> 33

<212> PRT

<213> 00

<400> 110

Pro Tyr His Val Val lle His Gly Asn Gly Phe GIn Asn Leu Lys Lys

1 5 10 15

Arg Asp Glu Val 1le Cys Arg Phe Ile Phe Asn Glu Ser Thr lle lle

20 25 30
Asp
<210> 111
<211> 70
<212> DNA
<213> 00
<400> 111
atgaaaagcc aaccagtatc gacaataatt ccatgaattg ccctgggcca aaactagaaa 60
aacctggaga 70
<210> 112
<211> 23
<212> PRT
<213> 00
<400> 112
Glu Lys Pro Thr Ser Ile Asp Asn Asn Ser Met Asn Cys Pro Gly Pro
1 5 10 15

Lys Leu Glu Lys Pro Gly Glu

20
<210> 113
<211> 79
<212> DNA

<213> 0O

<400> 113
ggagtactct attgaagtca gcttgaacaa aggcaaaaca ttcttcaaga gcaatgtcag 60
catcaccagc accacatgt 79
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<210> 114

<211> 26

<212> PRT

<213> OO0

<400> 114

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

Ser Asn Val Ser lle Thr Ser Thr Thr Cys

20 25

<210> 115

<211> 90

<212> DNA

<213> 00

<400> 115

ggcattttcc gcaactggct ctattttgtg ccactcctgc tgcttgtgcc actgctgctg 60
tgttgtgtct ggcggctgtg ccgcaagcag 90
<210> 116

<211> 30

<212> PRT

<213> N

<400> 116
Gly 1le Phe Arg Asn Trp Leu Tyr Phe Val Pro Leu Leu Leu Leu Val
1 5 10 15

Pro Leu Leu Leu Cys Cys Val Trp Arg Leu Cys Arg Lys GIn

20 25 30

<210> 117

<211> 39

<212> DNA

<213> OO

<400> 117

actgtcaagg agccaccacc tgtgcagaag ccagaaaag 39
<210> 118

<211> 13

<212> PRT

<213> 0O

<400> 118
Thr Val Lys Glu Pro Pro Pro Val GIn Lys Pro Glu Lys
1 5 10
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(101)

<210> 119
<211> 156
<212> DNA
<213> 00O
<400> 119

gagccagagc aggaaaaacc accatcacca ccaccaccgc ctccgcctcc accacctcca
ctcccacctc cgcccccagc tcctgtaaac acctgcccca ctgtgattat ttgttgetgt

ggatgccaag gagtgggcgg gatgagaagg atagag

<210> 120
<211> 52

<212> PRT
<213> oo
<400> 120

Glu Pro Glu GIn Glu Lys Pro Pro Ser Pro Pro Pro Pro Pro

1 5 10

Pro Pro Pro Pro Leu Pro Pro Pro Pro Pro Ala Pro Val

20 25

Asn
30

JP 2008-517616 A 2008.5.29

Pro Pro
15

Thr Cys

Pro Thr val lle Ile Cys Cys Cys Gly Cys GIn Gly Vval Gly Gly Met

35 40

Arg Arg lle Glu

50
<210> 121
<211> 81
<212> DNA

<213> N

<400> 121

ggcaatctgg ataccttttg tgacctctct cacgcaagct gccaccaggt gccatggatg

tgttgtcaga gcagggacca g

<210> 122
<211> 27

<212> PRT
<213> oo
<400> 122

45

Gly Asn Leu Asp Thr Phe Cys Asp Leu Ser His Ala Ser Cys His GIn

1 5 10

Val Pro Trp Met Cys Cys GIn Ser Arg Asp GIn
20 25

15

60
120
156

60
81
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<210> 123
<211> 486
<212> DNA
<213> o0
<400> 123
gggaggtacc tcagcttagc ccttgcacag tcccaatatg cacaggctcc ctgctgccca 60
aggatctgct ttccacacag ccaggagtgc ctttccctac cacaggctcc ctgcagccca 120
aggatgtgcc tgagacacag ccgggagtgc ctcgccctca aacaggctcg ctgcagccca 180
aacatctgcc tgagacacag ccaacacagc agggagtgcc ttgcccgcaa acaggctccc 240
tgcagcccaa ggatctgcct gagacacagc ccggagtact tttcccaagc acagactctg 300
tgcaacccaa agagctgcct tcaacccagc cgggagtgcc tccccctcac ctgctcctcc 360
aggtgccgcc tccccccagc taggtgcttg aggcctccct ccaggatgct gccgctgcetg 420
tccccactge tcaggcacac ggcagaaccc cctttgtcac tccccccctc agagcccaac 480
ttctaa 486
<210> 124
<211> 161
<212> PRT
<213> 00
<400> 124
Gly Arg Tyr Leu Ser Leu Ala Leu Ala GIn Ser GIn Tyr Ala GIn Ala
1 5 10 15
Pro Cys Cys Pro Arg lle Cys Phe Pro His Ser GIn Glu Cys Leu Ser
20 25 30
Leu Pro GIn Ala Pro Cys Ser Pro Arg Met Cys Leu Arg His Ser Arg
35 40 45
Glu Cys Leu Ala Leu Lys GIn Ala Arg Cys Ser Pro Asn lle Cys Leu
50 55 60
Arg His Ser GIn His Ser Arg Glu Cys Leu Ala Arg Lys GIn Ala Pro
65 70 75 80
Cys Ser Pro Arg lle Cys Leu Arg His Ser Pro Glu Tyr Phe Ser GIn
85 90 95
Ala GIn Thr Leu Cys Asn Pro Lys Ser Cys Leu GIn Pro Ser Arg Glu
100 105 110
Cys Leu Pro Leu Thr Cys Ser Ser Arg Cys Arg Leu Pro Pro Ala Arg
115 120 125
Cys Leu Arg Pro Pro Ser Arg Met Leu Pro Leu Leu Ser Pro Leu Leu
130 135 140
Arg His Thr Ala Glu Pro Pro Leu Ser Leu Pro Pro Ser Glu Pro Asn
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145

Phe

<210> 125
1896

<211>

150

<212> DNA
<213> od

<400> 125

atggggagcc
cctccaccgc

caccgcctgg
cactggcgcc
ttggacaagt
acagtggcga
ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
aagccaacca
ggagaggagt
gtcagcatca
ctgctgcttg
aaggagccac
ccaccaccac
aacacctgcc
aggatagagg
ccatggatgt
tcccaatatg
ctttccctac
ctcgccctca
agggagtgcc
ccggagtact
cgggagtgcc
aggcctccct
cctttgtcac

atgagtccct
tttttagagc
ccctgggcetc
aggggcaagc
ctggcagcgt
ggttccaaag
tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
gtatcgacaa
actctattga
ccagcaccac
tgccactgct
cacctgtgca
cgcctccgec
ccactgtgat
gcaatctgga
gttgtcagag
cacaggctcc
cacaggctcc
aacaggctcg
ttgcccgecaa
tttcccaagc
tcecccctcac
ccaggatgct
tccccccctc

ggggccctac
aggaagcctt
caggagagcc
aggtcacaga
gaacaataac
cccaaatatt
cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt
taattccatg
agtcagcttg
atgtggcatt
gctgtgttgt
gaagccagaa
tccaccacct
tatttgttge
taccttttgt
cagggaccag
ctgctgccca
ctgcagccca
ctgcagccca
acaggctccc
acagactctg
ctgctcctcc
gcecgetgetg
agagcccaac

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

<400>

126
631
PRT
ud

126

(103)

155

ttcctggtct
cggtaccatg
caccaccacc
tgccagggcet
tggattgacc
cggatgtgct
aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg
aattgccctg
aacaaaggca
ttccgcaact
gtctggcgge
aaggagccag
ccactcccac
tgtggatgcc
gacctctctc
gggaggtacc
aggatctgct
aggatgtgcc
aacatctgcc
tgcagcccaa
tgcaacccaa
aggtgccgcc
tccccactgce
ttctaa

tcctgectgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta
taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat
ggccaaaact
aaacattctt
ggctctattt
tgtgccgcaa
agcaggaaaa
ctccgceccce
aaggagtggg
acgcaagctg
tcagcttagc
ttccacacag
tgagacacag
tgagacacag
ggatctgcct
agagctgcct
tccccccage
tcaggcacac
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160

gctgctgctt
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac
tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgatgaa
agaaaaacct
caagagcaat
tgtgccactc
gcagactgtc
accaccatca
agctcctgta
cgggatgaga
ccaccaggtg
ccttgcacag
ccaggagtgc
ccgggagtgce
ccaacacagc
gagacacagc
tcaacccagc
taggtgcttg
ggcagaaccc

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1896
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Met

Leu

Arg

Gly

65

Leu

Trp

Cys

Ser

Val

145

GIn

Leu

Leu

Ser

225

Ser

Val

Gly

Leu

Gly

Ala

50

GIn

Asp

Val

Phe

Asp

130

Pro

GIn

Ala

Arg

Gly

210

Pro

Thr

Glu

Ser

Leu

Pro

35

His

Ala

Lys

Glu

lle

115

Lys

Asp

lle

Met

Glu

195

val

Gly

lle

Pro

His

Leu

20

Asp

His

Gly

Ser

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

His

Asp

Ser
260

Glu

Pro

Trp

His

Gly

85

Thr

Tyr

Arg

His

Ser

165

Asp

GIn

Asp

Val

Ala

245

Ser

Ser

Pro

Arg

Arg

70

Ser

Val

Ser

Thr

150

Phe

Gly

Lys

Tyr

Phe

230

Leu

Glu

Leu

Pro

Gly

55

Cys

Val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Thr

Cys

Gly

Leu

Phe

40

Pro

GIn

Asn

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Ser

Val

Pro

Phe

25

His

Gly

Gly

Asn

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Lys

Gly
265

(104)

Tyr

10

Arg

Arg

Trp

Ser

Asn

90

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Val

250

Glu

Phe

Ala

Leu

Arg

Phe

75

Trp

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly
235

Cys

Pro

Leu

Gly

Ala

GIn

60

Asp

Pro

Val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Leu

Tyr

Val

Ser

Leu

45

Leu

Asp

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Asp

Phe

Leu

30

Gly

Trp

Tyr

Leu

lle

110

Pro

GIn

Lys

Ser

GIn

190

Val

Ile

Ala

Val

Val
270
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Leu

15

Arg

Ser

Arg

Phe

Tyr

95

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Thr

255

Val

Leu

Tyr

Arg

GlIn

Ile

80

Met

Met

Thr

lle

160

lle

Thr

Thr

Asp

Arg

240

Ser

Ile
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Arg

lle

305

Gly

Phe

Asn

Cys

Pro

385

Pro

Pro

Cys

Phe

Cys

465

Ser

Ser

Cys

Ser

Gly

Phe

290

Asp

Glu

Lys

Trp

Cys

370

Val

Pro

Ala

GIn

Cys

450

GIn

GIn

GIn

Leu

Pro

Asn

275

Ile

Asn

Glu

Ser

Leu

355

val

GIn

Pro

Pro

Gly

435

Asp

Ser

Tyr

Glu

Arg

515

Asn

Gly

Phe

Asn

Tyr

Asn

340

Tyr

Trp

Lys

Pro

Val

420

Val

Leu

Arg

Ala

Cys

500

His

Ile

Phe

Asn

Ser

Ser

325

Val

Phe

Arg

Pro

Pro

405

Asn

Gly

Ser

Asp

GlIn

485

Leu

Ser

Cys

GIn

Glu

Met

310

Ser

Val

Leu

Glu

390

Pro

Thr

Gly

GIn

470

Ala

Ser

Arg

Leu

Asn

Ser

295

Asn

Glu

Pro

Cys

375

Lys

Pro

Cys

Met

Ala

455

Gly

Pro

Leu

Glu

Arg

Leu

280

Thr

Cys

Val

Thr

Leu

360

Arg

Glu

Pro

Pro

Arg

440

Ser

Arg

Cys

Pro

Cys
520

Lys

Ile

Pro

Ser

Ser

345

Leu

Lys

Pro

Pro

Thr

425

Arg

Cys

Tyr

Cys

GIn

505

Leu

Ser

(105)

Lys

Ile

Gly

Leu

330

Thr

Leu

GIn

Glu

Pro

410

Val

Ile

His

Leu

Pro

490

Ala

Ala

GIn

Arg

Asp

Pro

315

Asn

Thr

Leu

Thr

GIn

395

Pro

Glu

GIn

Ser

475

Arg

Pro

Leu

His

Asp

Glu

300

Lys

Lys

Cys

Val

val

380

Glu

Leu

Gly

Val

460

Leu

Cys

Lys

Ser

Glu

285

Lys

Leu

Gly

Gly

Pro

365

Lys

Lys

Pro

Cys

Asn

445

Pro

Ala

Cys

Ser

GIn

525

Arg

Val

Pro

Glu

Lys

lle

350

Leu

Glu

Pro

Pro

Cys

430

Leu

Trp

Leu

Phe

Pro

510

Ala

Glu
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lle

Thr

Lys

Thr

335

Phe

Leu

Pro

Pro

Pro

415

Cys

Asp

Met

Ala

Pro

495

Arg

Arg

Cys

Cys

Ser

Pro

320

Phe

Arg

Leu

Pro

Ser

400

Pro

Gly

Thr

Cys

GlIn

480

Met

Cys

Leu

10
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530

Ala Arg
545

Lys

Pro Glu Tyr

Leu GIn Pro

Leu Pro
595

Arg

Leu Ser
610

Leu

Pro Pro Ser
625

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

127
918
DNA
ud

<400> 127
atggggagcc
cctccaccgce
caccgcctgg
cactggcgcc
ttggacaagt
acagtggcga
ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
actctattga

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

128
306
PRT
oad

<400> 128

535

GIn Ala Pro Cys Ser
550

Phe Ser GIn Ala GIn

565

Ser Arg Glu Cys Leu

580

Pro Ala Arg Cys Leu

600

Pro Leu Leu Arg His

615

Glu Pro Asn Phe
630

atgagtccct
tttttagagc
ccctgggctc
aggggcaagc
ctggcagcgt
ggttccaaag
tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
agtcagct

ggggccctac
aggaagcctt
caggagagcc
aggtcacaga
gaacaataac
cccaaatatt
cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt

(106)

lle
555

Pro Arg

Thr Leu Cys
570

Pro Leu Thr
585

Arg Pro Pro

Thr Ala Glu

ttcctggtct
cggtaccatg
caccaccacc
tgccagggcet
tggattgacc
cggatgtgct
aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg

540

Cys Leu Arg

Asn Pro Lys

Cys Ser Ser
590

Ser Arg Met
605

Pro Pro Leu
620

tcctgectgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta
taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat
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His Ser
560

Ser Cys
575

Arg Cys

Leu Pro

Ser Leu

gctgctgcett
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac
tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgggagt

Met Gly Ser His Glu Ser Leu Gly Pro Tyr Phe Leu Val Phe Leu Leu

60

120
180
240
300
360
420
480
540
600
660
720
780
840
900
918
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Arg

Gly

65

Leu

Trp

Cys

Ser

Val

145

GIn

Leu

Leu

Ser

225

Ser

Val

Leu

Gly

Ala

50

GIn

Asp

Val

Phe

Asp

130

Pro

GIn

Ala

Arg

Gly

210

Pro

Thr

Glu

Leu

Pro

35

His

Ala

Lys

Glu

lle

115

Lys

Asp

1le

Met

Glu

195

Val

Gly

Pro

Leu

20

Asp

His

Gly

Ser

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

His

Asp

Ser
260

Pro

Trp

His

Gly

85

Thr

Tyr

Arg

His

Ser

165

Asp

GIn

Asp

Val

Ala

245

Ser

Pro

Arg

Arg

70

Ser

Val

Ser

Thr

150

Phe

Gly

Lys

Tyr

Phe

230

Leu

Glu

Pro

Gly

55

Cys

Val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Thr

Cys

Leu

Phe

40

Pro

GIn

Asn

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Ser

Val

Phe

25

His

Gly

Gly

Asn

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Lys

Gly
265

(107)

10

Arg

Arg

Trp

Ser

Asn

90

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Val

250

Glu

Ala

Leu

Arg

Phe

75

Trp

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly
235

Cys

Pro

Gly

Ala

GIn

60

Asp

Pro

Val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Leu

Tyr

Ser

Leu

45

His

Leu

Asp

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Asp

Leu

30

Gly

Trp

Tyr

Leu

lle

110

Pro

GIn

Lys

Ser

GIn

190

Val

lle

Ala

Val

Val
270

JP 2008-517616 A 2008.5.29

15

Arg

Ser

Arg

Phe

Tyr

95

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Thr

255

Val

Tyr

Arg

GlIn

Ile

80

Met

Met

Thr

Ile

160

Ile

Thr

Thr

Asp

Arg

240

Ser

lle

10

20

30

40

50



His Gly Asn Gly Phe GIn Asn Leu Lys Lys Arg Asp Glu Vval

275

Arg Phe
290

Ser Ala
305

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

129
936

<220>
<223>

<400> 129
atggggagcc
cctccaccgce
caccgcctgg
cactggcgcc
ttggacaagt
acagtggcga
ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
actctattga

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

130
312
PRT

<220>
<223>
<400> 130
Met Gly Ser

1

Leu Leu Leu

oo

DNA
ggoao

gooboogoao

atgagtccct
tttttagagc
ccctgggctc
aggggcaagc
ctggcagcgt
ggttccaaag
tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
agtcagctca

oooao

280

295

goooao

ggggccctac
aggaagcctt
caggagagcc
aggtcacaga
gaacaataac
cccaaatatt
cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt
ccatcaccat

(108)

INSP141

ttcctggtct
cggtaccatg
caccaccacc
tgccagggct
tggattgacc
cggatgtgct
aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg
caccat

OoOoO0OD0O0O0000INSP1I4:1

285

300

tcctgetgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta
taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat

JP 2008-517616 A 2008.5.29

Ile Cys

Ile Phe Asn Glu Ser Thr lle lle Gly Ser Thr Leu Leu Lys

gctgctgctt
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac
tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgggagt

His Glu Ser Leu Gly Pro Tyr Phe Leu Val Phe Leu Leu

5

10

15

Leu Pro Pro Pro Leu Phe Arg Ala Gly Ser Leu Arg Tyr

20

25

30

60

120
180
240
300
360
420
480
540
600
660
720
780
840
900
936

10

20

30

40

50



Arg

Gly

65

Leu

Trp

Cys

Ser

Val

145

GIn

lle

Leu

Leu

Ser

225

Ser

Val

Arg

Gly

Ala

50

GIn

Asp

Val

Phe

Asp

130

Pro

GIn

Ala

Arg

Gly

210

Pro

Thr

Glu

Gly

Phe
290

Pro

35

Ala

Lys

Glu

lle

115

Lys

Asp

Met

Glu

195

Val

Gly

Pro

Asn
275

Asp

His

Gly

Ser

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

His

Asp

Ser

260

Gly

Phe

Trp

Gly

85

Thr

Tyr

Arg

Ser

165

Asp

GIn

Asp

Val

Ala

245

Ser

Phe

Asn

Arg

Arg

70

Ser

val

Ser

Thr

150

Phe

Gly

Lys

Tyr

Phe

230

Leu

Glu

GIn

Glu

Gly

55

Cys

Val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Thr

Cys

Asn

Ser
295

Phe

40

Pro

GIn

Asn

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Ser

Val

Leu

280

Thr

His

Gly

Gly

Asn

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Lys

Gly

265

Lys

Ile

(109)

Arg

Trp

Ser

Asn

90

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Val

250

Glu

Lys

Ile

Leu

Arg

Phe

75

Trp

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly

235

Cys

Pro

Arg

Gly

Ala

GIn

60

Asp

Pro

Val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Leu

Tyr

Asp

Ser
300

Leu

45

His

Leu

Asp

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Asp

Glu
285

Thr

Gly

Trp

Tyr

Leu

Ile

110

Pro

GIn

Lys

Ser

GIn

190

Val

Ile

Ala

Val

Val

270

Val

Leu

JP 2008-517616 A 2008.5.29

Ser

Arg

Phe

Tyr

95

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Thr

255

Val

lle

Leu

Arg

GlIn

Ile

80

Met

Met

Thr

Ile

160

Thr

Thr

Asp

Arg

240

Ser

lle

Cys

Lys

10

20

30

40

50



Ser Ala His His His His His His

(110)

305 310
<210> 131
<211> 837
<212> DNA
<213> 00
<400> 131
ggaagccttc ggtaccatgg acctgactgg agaatatttc
aggagagccc accaccacca tggcccagga tggaggcagc
ggtcacagat gccagggctc atttgacctc tacttcatct
aacaataact ggattgacct ttatatgtgg gtggaggaaa
ccaaatattc ggatgtgctt catcacctac tccacagacg
acctcagaca agaatagaat aaaaaacggt cttgaccaac
ggtcacacat tcatgcaggc aggatttaga aaggcaattc
tccggaaaca aggttcccag catgattatt gctatgactg
gcatttcagg acactctcag agaagctcaa aaggctcgga
accctgggtg tggctgatta taatctggac cagataacag
cacgtgtttg cagtggagaa tggcttcaag gccctgagaa
tcaaaggtct gtcttgatgt gacatcggtg gagccttcct
taccatgtgg ttattcatgg aaatggcttt cagaatctaa
tgcagattta tcttcaatga aagcactatc attgggagta
<210> 132
<211> 279
<212> PRT
<213> o0
<400> 132
Gly Ser Leu Arg Tyr His Gly Pro Asp Trp Arg
1 5 10
Ala Leu Gly Ser Arg Arg Ala His His His His
20 25
GIn His Trp Arg GIn Gly GIn Ala Gly His Arg
35 40
Asp Leu Tyr Phe Ile Leu Asp Lys Ser Gly Ser
50 55
Ile Asp Leu Tyr Met Trp Val Glu Glu Thr Val
65 70 75
Pro Asn Ile Arg Met Cys Phe lle Thr Tyr Ser
85 90
Val Leu Pro Leu Thr Ser Asp Lys Asn Arg lle

accgcctggce
actggcgcca
tggacaagtc
cagtggcgag
gccagactgt
ttcagaaaat
aacagatcga
atggagaact
aactgggggc
caattgcaga
gcaccattga
ctgagtgtgt
agaaacggga
ctctattgaa

Phe His

Gly Pro Gly
30

Cys GIn
45

Gly

Val
60

Asn Asn

Phe

Ala Arg

Thr Asp Gly

Lys Asn Gly

JP 2008-517616 A 2008.5.29

cctgggctcc
ggggcaagca
tggcagcgtg
gttccaaagc
cttgccactc
tgtgcctgac
aagtttcaac
ggtggcacat
caacgtttac
cagccctggce
tgccctcacg
aggagaaccc
tgaagttatt
gtcagct

Arg Leu

15

Trp Arg

Ser Phe

Asn Trp

GIn Ser

80

GIn Thr
95

Leu Asp

60

120
180
240
300
360
420
480
540
600
660
720
780
837

10

20

30

40

50



(111) JP 2008-517616 A 2008.5.29

100 105 110

GIn Leu GIn Lys Ile Val Pro Asp Gly His Thr Phe Met GIn Ala Gly
115 120 125

Phe Arg Lys Ala Ile GIn GIn Ile Glu Ser Phe Asn Ser Gly Asn Lys
130 135 140

Val Pro Ser Met lle lle Ala Met Thr Asp Gly Glu Leu Val Ala His
145 150 155 160

Ala Phe GIn Asp Thr Leu Arg Glu Ala GIn Lys Ala Arg Lys Leu Gly
165 170 175

Ala Asn Val Tyr Thr Leu Gly Val Ala Asp Tyr Asn Leu Asp GIn lle
180 185 190

Thr Ala Ile Ala Asp Ser Pro Gly His Val Phe Ala Val Glu Asn Gly
195 200 205

Phe Lys Ala Leu Arg Ser Thr l1le Asp Ala Leu Thr Ser Lys Val Cys
210 215 220

Leu Asp Val Thr Ser Val Glu Pro Ser Ser Glu Cys Val Gly Glu Pro
225 230 235 240

Tyr His Val Vval lle His Gly Asn Gly Phe GIn Asn Leu Lys Lys Arg
245 250 255

Asp Glu Val lle Cys Arg Phe Ile Phe Asn Glu Ser Thr lle lle Gly
260 265 270

Ser Thr Leu Leu Lys Ser Ala

275
<210> 133
<211> 855
<212> DNA

<213> oooao

<220>
<223> O0O0O00O0000D00O0000OD INSP141

<400> 133

ggaagccttc ggtaccatgg acctgactgg agaatatttc accgcctggc cctgggctcc 60
aggagagccc accaccacca tggcccagga tggaggcagc actggcgcca ggggcaagca 120
ggtcacagat gccagggctc atttgacctc tacttcatct tggacaagtc tggcagcgtg 180
aacaataact ggattgacct ttatatgtgg gtggaggaaa cagtggcgag gttccaaagc 240
ccaaatattc ggatgtgctt catcacctac tccacagacg gccagactgt cttgccactc 300
acctcagaca agaatagaat aaaaaacggt cttgaccaac ttcagaaaat tgtgcctgac 360



ggtcacacat
tccggaaaca
gcatttcagg
accctgggtg
cacgtgtttg
tcaaaggtct
taccatgtgg
tgcagattta
catcaccatc

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

134
285
PRT

<220>
<223>

<400> 134
Gly Ser Leu
1

Ala Leu Gly

GIn His Trp

35

Asp Leu Tyr
50

Ile Asp Leu
65

Pro Asn lle

Val Leu Pro

GIn Leu GIn

115

Phe Arg
130

Lys

Val
145

Pro Ser

Ala Phe GIn

tcatgcaggc
aggttcccag
acactctcag
tggctgatta
cagtggagaa
gtcttgatgt
ttattcatgg
tcttcaatga
accat

ugagoao

aggatttaga
catgattatt
agaagctcaa
taatctggac
tggcttcaag
gacatcggtg
aaatggcttt
aagcactatc

gogooano

Arg Tyr His Gly Pro

Ser Arg Arg Ala His

20

Arg GIn Gly GIn Ala

Phe

Tyr Met Trp Val
70

Arg Met Cys Phe

85

40

Ile Leu Asp Lys

55

Glu

Leu Thr Ser Asp Lys

100

Lys

Ala

Met lle

Ile Val

Ile GIn GIn

Pro Asp
120

135

I1le Ala Met

150

Asp Thr Leu Arg Glu

(112)
aaggcaattc
gctatgactg
aaggctcgga
cagataacag
gccctgagaa
gagccttcct

cagaatctaa
attgggagta

INSP141

Asp Trp Arg

10

His His His
25

Gly His Arg

Ser Gly Ser

Glu Thr Vval

75

Thr Tyr Ser
90

Asn Arg
105

Gly His Thr

Glu Ser Phe

Thr Asp Gly

155

Ala GIn Lys

aacagatcga
atggagaact
aactgggggc
caattgcaga
gcaccattga
ctgagtgtgt
agaaacggga
ctctattgaa

Ile Phe His

Gly Pro Gly

30

Cys GIn Gly
45

Val
60

Asn Asn

Ala Arg Phe

Thr Asp Gly

Lys Asn Gly

110

Phe Met GIn
125

Asn Ser Gly
140

Glu Leu Vval

Ala Arg Lys

JP 2008-517616 A 2008.5.29

aagtttcaac
ggtggcacat
caacgtttac
cagccctggc
tgccctcacg
aggagaaccc
tgaagttatt
gtcagctcac

Arg Leu
15

Trp Arg

Ser Phe

Asn Trp

GIn Ser

80

GIn Thr
95

Leu Asp

Ala Gly

Asn Lys

Ala His

160

Leu Gly

420
480
540
600
660
720
780
840
855
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20

30

40

50



(113) JP 2008-517616 A 2008.5.29

165 170 175
Ala Asn Val Tyr Thr Leu Gly Val Ala Asp Tyr Asn Leu Asp GIn Ile

180 185 190

Phe Ala Val
205

Thr Ala 1le Ala Asp Ser Pro Gly His Val
195 200

Glu Asn Gly

Phe Lys Ala Leu Arg Ser Thr Ile Asp Ala Leu Thr Ser Lys Val
210 215 220

Cys

Leu Asp Val Thr Ser Val
225 230

Glu Pro Ser Ser Glu Cys Vval
235

Gly Glu Pro
240

Tyr His Val Val lle His Gly Asn Gly Phe GIn Asn Leu Lys Lys Arg
245 250 255

Asp Glu Val l1le Cys Arg Phe Ile Phe Asn Glu Ser Thr Ile lle Gly

260 265 270

Ser Thr Leu Leu Lys Ser Ala His His His His His His

275 280 285
<210> 135
<211> 1035
<212> DNA
<213> 00
<400> 135
atggggagcc atgagtccct ggggccctac ttcctggtct tcctgctgct gectgectgett 60
cctccaccgc tttttagagc aggaagcctt cggtaccatg gacctgactg gagaatattt 120
caccgcctgg ccctgggctc caggagagcc caccaccacc atggcccagg atggaggcag 180
cactggcgcc aggggcaagc aggtcacaga tgccagggct catttgacct ctacttcatc 240
ttggacaagt ctggcagcgt gaacaataac tggattgacc tttatatgtg ggtggaggaa 300
acagtggcga ggttccaaag cccaaatatt cggatgtgct tcatcaccta ctccacagac 360
ggccagactg tcttgccact cacctcagac aagaatagaa taaaaaacgg tcttgaccaa 420
cttcagaaaa ttgtgcctga cggtcacaca ttcatgcagg caggatttag aaaggcaatt 480
caacagatcg aaagtttcaa ctccggaaac aaggttccca gcatgattat tgctatgact 540
gatggagaac tggtggcaca tgcatttcag gacactctca gagaagctca aaaggctcgg 600
aaactggggg ccaacgttta caccctgggt gtggctgatt ataatctgga ccagataaca 660
gcaattgcag acagccctgg ccacgtgttt gcagtggaga atggcttcaa ggccctgaga 720
agcaccattg atgccctcac gtcaaaggtc tgtcttgatg tgacatcggt ggaggcttcc 780
tctgagtgtg taggagaacc ctaccatgtg gttattcatg gaaatggctt tcagaatcta 840
aagaaacggg atgaagttat ttgcagattt atcttcaatg aaagcactat cattgatgaa 900
aagccaacca gtatcgacaa taattccatg aattgccctg ggccaaaact agaaaaacct 960
ggagaggagt actctattga agtcagcttg aacaaaggca aaacattctt caagagcaat 1020
gtcagcatca ccagc 1035
<210> 136
<211> 345

30

40

50



<212>
<213>

<400>

Met

Leu

Arg

Gly

65

Leu

Trp

Cys

Ser

Val

145

GIn

lle

Leu

Leu

Ser

225

Ser

Gly

Leu

Gly

Ala

50

GIn

Asp

Val

Phe

Asp

130

Pro

GIn

Ala

Arg

Gly

210

Pro

Thr

PRT
OO0

136

Ser

Leu

Pro

35

His

Ala

Lys

Glu

lle

115

Lys

Asp

Ile

Met

Glu

195

Val

Gly

Ile

His

Leu

20

Asp

His

Gly

Ser

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

His

Asp

Glu

Pro

Trp

His

Gly

85

Thr

Tyr

Arg

His

Ser

165

Asp

GlIn

Asp

val

Ala

Ser

Pro

Arg

Arg

70

Ser

val

Ser

Thr

150

Phe

Gly

Lys

Tyr

Phe

230

Leu

Leu

Pro

Gly

55

Cys

Val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Thr

Gly

Leu

Phe

40

Pro

GIn

Asn

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Ser

Pro

Phe

25

His

Gly

Gly

Asn

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Lys

(114)

Tyr

10

Arg

Arg

Trp

Ser

Asn

90

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Val

Phe

Ala

Leu

Arg

Phe

75

Trp

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly
235

Cys

Leu

Gly

Ala

GIn

60

Asp

Pro

Val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Leu

Val

Ser

Leu

45

Leu

Asp

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Asp

Phe

Leu

30

Gly

Trp

Tyr

Leu

Ile

110

Pro

GIn

Lys

Ser

GIn

190

Val

lle

Ala

Val

JP 2008-517616 A 2008.5.29

Leu

15

Arg

Ser

Arg

Phe

Tyr

95

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Thr

Leu

Tyr

Arg

GlIn

Ile

80

Met

Met

Thr

Ile

160

lle

Thr

Thr

Asp

Arg

240

Ser

10

20

30

40

50



Val Glu Ala

Asn
275

Gly

Phe
290

Arg Ile

lle
305

Asp Asn

Gly Glu Glu

Phe Lys Ser

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

137
105
DNA
ud

<400> 137
atggggagcc
cctccaccgce
caccgcctgg
cactggcgcc
ttggacaagt
acagtggcga
ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
aagccaacca
ggagaggagt
gtcagcatca

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

138
352
PRT
oo

245

Ser Ser

260

Gly Phe

Phe

Asn

Asn Ser

Glu

GIn

Glu

Met

Cys Vval

Leu
280

Asn

Ser Thr

295

Asn Cys

310

Ser
325

Tyr

Asn Val

340

6

atgagtccct
tttttagagc
ccctgggctc
aggggcaagc
ctggcagcgt
ggttccaaag
tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
gtatcgacaa
actctattga
ccagcaccac

Ser

Glu Vval

Ile Thr

ggggccctac
aggaagcctt
caggagagcc
aggtcacaga
gaacaataac
cccaaatatt
cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt
taattccatg
agtcagcttg
atgtggcatt

(115)

250

Gly Glu Pro

265
Lys

Lys Arg

Ile 1le Asp

Pro
315

Pro Gly

Leu Asn

330

Ser

Ser
345

ttcctggtct
cggtaccatg
caccaccacc
tgccagggcet
tggattgacc
cggatgtgct
aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg
aattgccctg
aacaaaggca
ttcege

Val
270

Tyr

Glu Vval

285

Asp

Glu
300

Lys Pro

Lys Leu Glu

Lys Gly Lys

tcctgectgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta
taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat
ggccaaaact
aaacattctt

JP 2008-517616 A 2008.5.29

255

vVal lle
Cys
Thr

Ser

Pro
320

Lys

Thr
335

Phe

gctgctgcett
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac
tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgatgaa
agaaaaacct
caagagcaat
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20

60
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720
780
840
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960
1020
1056
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<400>

Met

Leu

Arg

Gly

65

Leu

Trp

Cys

Ser

Val

145

GIn

lle

Leu

Leu

Ser

225

Ser

Val

Gly

Leu

Gly

Ala

50

GIn

Asp

val

Phe

Asp

130

Pro

GIn

Ala

Arg

Gly

210

Pro

Thr

Glu

138
Ser His

Leu Leu
20

Pro Asp
35

His His

Ala Gly

Lys Ser

Glu Glu

100

Ile Thr

115

Lys Asn

Asp Gly

Ile Glu

Met Thr

180

Glu Ala

195

Val Ala

Gly His

Ile Asp

Pro Ser

Glu

Pro

Trp

Gly

85

Thr

Tyr

Arg

His

Ser

165

Asp

GlIn

Asp

Val

Ala

245

Ser

Ser

Pro

Arg

Arg

70

Ser

val

Ser

Ile

Thr

150

Phe

Gly

Lys

Tyr

Phe

230

Leu

Glu

Leu

Pro

Gly

55

Cys

Val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Thr

Cys

Gly

Leu

Phe

40

Pro

GIn

Asn

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

Ser

Val

Pro

Phe

25

His

Gly

Gly

Asn

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Lys

Gly

(116)

Tyr

10

Arg

Arg

Trp

Ser

Asn

90

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Val

250

Glu

Phe

Ala

Leu

Arg

Phe

75

Trp

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly
235

Cys

Pro

Leu

Gly

Ala

GIn

60

Asp

Pro

val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Leu

Tyr

Val

Ser

Leu

45

Leu

Asp

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Asp

Phe

Leu

30

Gly

Trp

Tyr

Leu

Ile

110

Pro

GIn

Lys

Ser

GIn

190

vVal

lle

Ala

val

Val

JP 2008-517616 A 2008.5.29

Leu

15

Arg

Ser

Arg

Phe

Tyr

95

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Thr

255

Val

Leu

Tyr

Arg

GlIn

lle

80

Met

Met

Thr

Ile

Ile

160

Ile

Thr

Thr

Asp

Arg

240

Ser

Ile
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Gly Asn

275

Phe
290

Arg

lle
305

Asp Asn

Gly Glu Glu

Phe Lys Ser

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

139
107
DNA

<220>
<223>

<400> 139
atggggagce
cctccaccgce
caccgcctgg
cactggcgcc
ttggacaagt
acagtggcga
ggccagactg
cttcagaaaa
caacagatcg
gatggagaac
aaactggggg
gcaattgcag
agcaccattg
tctgagtgtg
aagaaacggg
aagccaacca
ggagaggagt
gtcagcatca

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

140
358
PRT
OO0

260

Gly Phe

Phe

Asn

Asn Ser

GIn

Glu

Met

Leu
280

Asn

Ser Thr

295

Asn Cys

310

Ser
325

Tyr

Asn Val

340

4

oooao

ooooDDbD0Oano

atgagtccct
tttttagagc
ccctgggctc
aggggcaagc
ctggcagcgt
ggttccaaag
tcttgccact
ttgtgcctga
aaagtttcaa
tggtggcaca
ccaacgttta
acagccctgg
atgccctcac
taggagaacc
atgaagttat
gtatcgacaa
actctattga
ccagcaccac

o

Ser

Glu Vval

Ile Thr

ooooao

ggggccctac
aggaagcctt
caggagagcc
aggtcacaga
gaacaataac
cccaaatatt
cacctcagac
cggtcacaca
ctccggaaac
tgcatttcag
caccctgggt
ccacgtgttt
gtcaaaggtc
ctaccatgtg
ttgcagattt
taattccatg
agtcagcttg
atgtggcatt

(117)

265

Lys Lys Arg

Ile Ile Asp

Pro
315

Pro Gly

Leu Asn

330

Ser

Ser Thr Thr

345

INSP143

ttcctggtct
cggtaccatg
caccaccacc
tgccagggcet
tggattgacc
cggatgtgct
aagaatagaa
ttcatgcagg
aaggttccca
gacactctca
gtggctgatt
gcagtggaga
tgtcttgatg
gttattcatg
atcttcaatg
aattgccctg
aacaaaggca
ttccgecacc

270

Glu
285

Asp val

Glu
300

Lys Pro

Lys Leu Glu

Lys Gly Lys

lle
350

Cys Gly

tcctgetgcet
gacctgactg
atggcccagg
catttgacct
tttatatgtg
tcatcaccta
taaaaaacgg
caggatttag
gcatgattat
gagaagctca
ataatctgga
atggcttcaa
tgacatcggt
gaaatggctt
aaagcactat
ggccaaaact
aaacattctt
atcaccatca

JP 2008-517616 A 2008.5.29

Ile Cys

Thr

Ser

Pro
320

Lys

Thr
335

Phe

Phe Arg

gctgctgcett
gagaatattt
atggaggcag
ctacttcatc
ggtggaggaa
ctccacagac
tcttgaccaa
aaaggcaatt
tgctatgact
aaaggctcgg
ccagataaca
ggccctgaga
ggagccttcc
tcagaatcta
cattgatgaa
agaaaaacct
caagagcaat
ccat
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20

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1074
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40
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<220>
<223>

<400>

Met

Leu

Arg

Gly

65

Leu

Trp

Cys

Ser

Val

145

GIn

lle

Leu

Leu

Ser
225

Gly

Leu

Gly

Ala

50

GIn

Asp

Val

Phe

Asp

130

Pro

GIn

Ala

Arg

Gly

210

Pro

oad

140

Ser

Leu

Pro

35

His

Ala

Lys

Glu

Ile

115

Lys

Asp

lle

Met

Glu

195

Val

Gly

oad

His

Leu

20

Asp

His

Gly

Ser

Glu

100

Thr

Asn

Gly

Glu

Thr

180

Ala

Ala

His

Glu

Pro

Trp

His

Gly

85

Thr

Tyr

Arg

His

Ser

165

Asp

GlIn

Asp

Val

Ser

Pro

Arg

Arg

70

Ser

Val

Ser

Ile

Thr

150

Phe

Gly

Lys

Tyr

Phe
230

Leu

Pro

Gly

55

Cys

Val

Ala

Thr

Lys

135

Phe

Asn

Glu

Ala

Asn

215

Ala

Gly

Leu

Phe

40

Pro

GIn

Asn

Arg

Asp

120

Asn

Met

Ser

Leu

Arg

200

Leu

Val

(118)

INSP143

Pro

Phe

25

His

Gly

Gly

Asn

Phe

105

Gly

Gly

GIn

Gly

Val

185

Lys

Asp

Glu

Tyr

10

Arg

Arg

Trp

Ser

Asn

90

GIn

GIn

Leu

Ala

Asn

170

Ala

Leu

GIn

Asn

Phe

Ala

Leu

Arg

Phe

75

Trp

Ser

Thr

Asp

Gly

155

Lys

His

Gly

Gly
235

Leu

Gly

Ala

GIn

60

Asp

Pro

Val

GIn

140

Phe

Val

Ala

Ala

Thr

220

Phe

Val

Ser

Leu

45

Leu

Asp

Asn

Leu

125

Leu

Arg

Pro

Phe

Asn

205

Ala

Lys

Phe

Leu

30

Gly

Trp

Tyr

Leu

lle

110

Pro

GIn

Lys

Ser

GIn

190

Val

lle

Ala
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Leu

15

Arg

Ser

Arg

Phe

Tyr

95

Arg

Leu

Lys

Ala

Met

175

Asp

Tyr

Ala

Leu

Leu

Tyr

Arg

GlIn

Ile

80

Met

Met

Thr

Ile

lle

160

Ile

Thr

Thr

Asp

Arg
240

10

20

30

40

50



Ser Thr lle

Val Glu Pro

His Gly Asn
275

Arg Phe Ile

290

Ile Asp Asn
305

Gly Glu Glu

Phe Lys Ser

355

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

141
975

<400> 141
ggaagccttc
aggagagccc
ggtcacagat
aacaataact
ccaaatattc
acctcagaca
ggtcacacat
tccggaaaca
gcatttcagg
accctgggtg
cacgtgtttg
tcaaaggtct
taccatgtgg
tgcagattta
aattccatga
gtcagcttga
tgtggcattt

<210>
<211>

142
325

Asp Ala Leu Thr Ser

245

Ser Ser Glu Cys Val

260

Gly Phe GIn Asn Leu

280

Phe Asn Glu Ser Thr

295

Asn Ser Met Asn Cys
310

Tyr Ser
325

Asn Val
340

Ser

Ile Glu Vval

Ile Thr

His His His

DNA
oo

ggtaccatgg
accaccacca
gccagggctc
ggattgacct
ggatgtgctt
agaatagaat
tcatgcaggc
aggttcccag
acactctcag
tggctgatta
cagtggagaa
gtcttgatgt
ttattcatgg
tcttcaatga
attgccctgg
acaaaggcaa
tccge

acctgactgg
tggcccagga
atttgacctc
ttatatgtgg
catcacctac
aaaaaacggt
aggatttaga
catgattatt
agaagctcaa
taatctggac
tggcttcaag
gacatcggtg
aaatggcttt
aagcactatc
gccaaaacta
aacattcttc

(119)

Lys Val Cys
250

Gly Glu Pro
265

Lys Lys Arg

Ile 1le Asp

Pro Gly Pro
315

Ser Leu Asn
330

Ser Thr Thr
345

agaatatttc
tggaggcagc
tacttcatct
gtggaggaaa
tccacagacg
cttgaccaac
aaggcaattc
gctatgactg
aaggctcgga
Cagataacag
gccctgagaa
gagccttcct
cagaatctaa
attgatgaaa
gaaaaacctg
aagagcaatg

Leu Asp Val

Tyr His Val

270

Asp Glu Val
285

Glu
300

Lys Pro

Lys Leu Glu

Lys Gly Lys

lle
350

Cys Gly

accgcctggce
actggcgcca
tggacaagtc
cagtggcgag
gccagactgt
ttcagaaaat
aacagatcga
atggagaact
aactgggggc
caattgcaga
gcaccattga
ctgagtgtgt
agaaacggga
agccaaccag
gagaggagta
tcagcatcac
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Thr Ser
255

val lle

Ile Cys

Thr Ser

Lys Pro
320

Thr Phe
335

Phe Arg

cctgggctcc

ggggcaagca
tggcagcgtg
gttccaaagc
cttgccactc
tgtgcctgac
aagtttcaac
ggtggcacat
caacgtttac
cagccctggce
tgccctcacg
aggagaaccc
tgaagttatt
tatcgacaat
ctctattgaa
cagcaccaca

60

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
975
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<212>
<213>

<400>

Gly

Ala

GIn

Asp

lle

65

Pro

Val

GIn

Phe

Val

145

Ala

Ala

Thr

Phe

Leu

225

Tyr

Ser

Leu

His

Leu

50

Asp

Asn

Leu

Leu

Arg

130

Pro

Phe

Asn

Ala

Lys

210

Asp

PRT
OO0

142

Leu

Gly

Trp

35

Tyr

Leu

1le

Pro

GIn

115

Lys

Ser

GIn

Val

lle

195

Ala

val

val

Arg

Ser

20

Arg

Phe

Tyr

Arg

Leu

100

Lys

Ala

Met

Asp

Tyr

180

Ala

Leu

Thr

val

Tyr

Arg

GlIn

Met

Met

85

Thr

Ile

Ile

Ile

Thr

165

Thr

Asp

Arg

Ser

Arg

Gly

Leu

Trp

70

Cys

Ser

Val

GlIn

Ile

150

Leu

Leu

Ser

Ser

val

230

His

Gly

Ala

GIn

Asp

55

Val

Phe

Asp

Pro

GIn

135

Ala

Arg

Gly

Pro

Thr

215

Glu

Gly

Pro

His

Ala

40

Lys

Glu

Lys

Asp

120

Met

Glu

Val

Gly

200

Pro

Asn

Asp

His

25

Gly

Ser

Glu

Thr

Asn

105

Gly

Glu

Thr

Ala

Ala

185

Asp

Ser

Gly

(120)

Trp

10

His

His

Gly

Thr

Tyr

90

Arg

His

Ser

Asp

GIn

170

Asp

Val

Ala

Ser

Phe

Arg

His

Arg

Ser

Val

75

Ser

Thr

Phe

Gly

155

Lys

Tyr

Phe

Leu

Glu

235

GIn

Gly

Cys

vVal

60

Ala

Thr

Lys

Phe

Asn

140

Glu

Ala

Asn

Ala

Thr

220

Cys

Asn

Phe

Pro

GIn

45

Asn

Arg

Asp

Asn

Met

125

Ser

Leu

Arg

Leu

Val

205

Ser

Val

Leu

Gly

30

Gly

Asn

Phe

Gly

Gly

110

GIn

Gly

Val

Lys

Asp

190

Glu

Lys

Gly

Lys
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Arg

15

Trp

Ser

Asn

GIn

GIn

95

Leu

Ala

Asn

Ala

Leu

175

GIn

Asn

Val

Glu

Lys

Leu

Arg

Phe

Trp

Ser

80

Thr

Asp

Gly

Lys

His

160

Gly

lle

Gly

Cys

Pro

240

Arg

10

20

30

40
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Asp Glu Val

Glu Lys Pro

275

Lys Leu Glu
290

Lys Gly Lys
305

Cys Gly

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

143
993

<220>
<223>

<400> 143
ggaagccttc
aggagagccc
ggtcacagat
aacaataact
ccaaatattc
acctcagaca
ggtcacacat
tccggaaaca
gcatttcagg
accctgggtg
cacgtgtttg
tcaaaggtct
taccatgtgg
tgcagattta
aattccatga
gtcagcttga
tgtggcattt

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

144
331
PRT

<220>

245

(121)

250

Ile Cys Arg Phe lle Phe Asn Glu

260

Thr Ser

280

265

Ile Asp Asn Asn Ser Met

Lys Pro Gly Glu Glu Tyr Ser lle

295

Thr Phe Phe Lys Ser Asn Val Ser
310

Phe Arg
325

DNA
uggogao

uggoboodd

ggtaccatgg
accaccacca
gccagggctc
ggattgacct
ggatgtgctt
agaatagaat
tcatgcaggc
aggttcccag
acactctcag
tggctgatta
cagtggagaa
gtcttgatgt
ttattcatgg
tcttcaatga
attgccctgg
acaaaggcaa
tccgccacca

uggogao

ggooano

acctgactgg
tggcccagga
atttgacctc
ttatatgtgg
catcacctac
aaaaaacggt
aggatttaga
catgattatt
agaagctcaa
taatctggac
tggcttcaag
gacatcggtg
aaatggcttt
aagcactatc
gccaaaacta
aacattcttc
tcaccatcac

315

O O INSP143

agaatatttc
tggaggcage
tacttcatct
gtggaggaaa
tccacagacg
cttgaccaac
aaggcaattc
gctatgactg
aaggctcgga
cagataacag
gccctgagaa
gagccttcct
cagaatctaa
attgatgaaa
gaaaaacctg
aagagcaatg
cat

Ile
270

Ser Thr

Asn Cys Pro

285

Glu Vval
300

Ser

Ile Thr Ser

accgcctggce
actggcgcca
tggacaagtc
cagtggcgag
gccagactgt
ttcagaaaat
aacagatcga
atggagaact
aactgggggc
caattgcaga
gcaccattga
ctgagtgtgt
agaaacggga
agccaaccag
gagaggagta
tcagcatcac

JP 2008-517616 A 2008.5.29

255

Ile Asp

Gly Pro

Leu Asn

Thr Thr
320

cctgggctcc

ggggcaagca
tggcagcgtg
gttccaaagc
cttgccactc
tgtgcctgac
aagtttcaac
ggtggcacat
caacgtttac
cagccctggce
tgccctcacg
aggagaaccc
tgaagttatt
tatcgacaat
ctctattgaa
cagcaccaca

60

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
993
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<223>

<400>

Gly

Ala

GIn

Asp

Ile

65

Pro

Val

GIn

Phe

val

145

Ala

Ala

Thr

Phe

Leu

225

Tyr

Ser

Leu

His

Leu

50

Asp

Asn

Leu

Leu

Arg

130

Pro

Phe

Asn

Ala

Lys

210

Asp

oo

144

Leu

Gly

Trp

35

Tyr

Leu

lle

Pro

GIn

115

Lys

Ser

GIn

Val

Ile

195

Ala

Val

Val

oo

Arg

Ser

20

Arg

Phe

Tyr

Arg

Leu

100

Lys

Ala

Met

Asp

Tyr

180

Ala

Leu

Thr

Val

Tyr

Arg

GIn

Ile

Met

Met

85

Thr

Ile

Ile

Thr

165

Thr

Asp

Arg

Ser

Ile
245

His

Arg

Gly

Leu

Trp

70

Cys

Ser

Val

GIn

Ile

150

Leu

Leu

Ser

Ser

Val
230

Gly

Ala

GIn

Asp

55

Val

Phe

Asp

Pro

GIn

135

Ala

Arg

Gly

Pro

Thr

215

Glu

Gly

Pro

Ala
40

Lys

Glu

Lys

Asp

120

Met

Glu

Val

Gly

200

Ile

Pro

Asn

Asp

His

25

Gly

Ser

Glu

Thr

Asn

105

Gly

Glu

Thr

Ala

Ala

185

Asp

Ser

Gly

(122)

INSP143

Trp

10

His

His

Gly

Thr

Tyr

90

Arg

His

Ser

Asp

GIn

170

Asp

Val

Ala

Ser

Phe
250

Arg

Arg

Ser

val

75

Ser

Thr

Phe

Gly

155

Lys

Tyr

Phe

Leu

Glu

235

GIn

Gly

Cys

val

60

Ala

Thr

Lys

Phe

Asn

140

Glu

Ala

Asn

Ala

Thr

220

Cys

Asn

Phe

Pro

GIn

45

Asn

Arg

Asp

Asn

Met

125

Ser

Leu

Arg

Leu

Val

205

Ser

Val

Leu

Gly

30

Gly

Asn

Phe

Gly

Gly

110

GIn

Gly

Val

Lys

Asp

190

Glu

Lys

Gly

Lys
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Arg

15

Trp

Ser

Asn

GIn

GIn

95

Leu

Ala

Asn

Ala

Leu

175

GIn

Asn

Val

Glu

Lys
255

Leu

Arg

Phe

Trp

Ser

80

Thr

Asp

Gly

Lys

His

160

Gly

Gly

Cys

Pro

240

Arg
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50



Asp Glu Val

Glu Lys Pro
275

Lys Leu Glu
290

Lys Gly Lys
305

Cys Gly lle

<210> 145
<211> 516
<212> DNA
<213> oad

<400> 145
tttgacctct

Ile Cys Arg Phe lle

260

Thr Ser Ile Asp Asn

280

Lys Pro Gly Glu Glu

295

Thr Phe Phe Lys Ser
310

Phe Arg His His His

325

acttcatctt

tatatgtggg tggaggaaac

atcacctact

ccacagacgg

aaaaacggtc ttgaccaact

ggatttagaa
atgattattg
gaagctcaaa
aatctggacc
ggcttcaagg

<210> 146
<211> 172
<212> PRT
<213> 0O

<400> 146
Phe Asp Leu
1

Trp 1le Asp
Ser Pro Asn

35

Thr Val Leu
50

aggcaattca
ctatgactga
aggctcggaa
agataacagc
ccctgagaag

ggacaagtct
agtggcgagg
ccagactgtc
tcagaaaatt
acagatcgaa
tggagaactg
actgggggcc
aattgcagac
caccattgat

(123)

Phe Asn Glu
265

Asn Ser Met

Tyr Ser lle

Asn Val Ser

His His His
330

ggcagcgtga
ttccaaagcc
ttgccactca
gtgcctgacg
agtttcaact
gtggcacatg
aacgtttaca
agccctggcec
gccctce

Tyr Phe Ile Leu Asp Lys Ser Gly

5

10

Leu Tyr Met Trp Val Glu Glu Thr
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Figure 5: INSP141, INSP142, INSP143 R Uf INSP144 2—R I ¥ YL DTS4 Ak Figure 6: INSP141, INSP142, INSP143, INSP144 0) ORF DT 34 Ak
Faaty DI FINRTFE
INSP141 MGSEESLGPY FLVFLLLLLL PPPLFRAGSL RYHGPDWRIF HRLALGSRRA
N§PIA1- 0622 CLONEDINSP141 MGSHESLGPY FLVFLLLLLL PPPLFRAGSL RYHGPDWRIF HRLALGSRRA
ﬁ INSP142 MGSHESLGPY FLVFLLLLLL PPPLFRAGSL RYHGPDWRIF HRLALGSRRA
B CLONEDINSP142 MGSHESLGPY FLVFLLLLLL PPPLFRAGSL RYHGPDWRIF HRLALGSRRA
[l 'p“g. I INSP143 MGSHESLGPY FLVFLLLLLL PPPLFRAGSL RYHGPDWRIF HRLALGSRRA
h L1 3 _EXNE 1} f 1] | = CLONEDINSP143 MGSHESLGPY FLVFLLLLLL PPPLFRAGSL RYHGPDWRIF HRLALGSRRA
) INSP144 MGSHESLGPY FLVFLLLLLL PPPLFRAGSL RYHGPDWRIF HRLALGSRRA
INSP143- 60822
" DO O T I AN B 1 INSP141 HHHHGPGWRQ HWRQGQAGHR CQGSFDLYFI LDKSGSVNNN WIDLYMWVEE
HH CLONEDINSP141 HHHHGPGWRQ HWRQGQAGHR CQGSFDLYFI LDKSGSVNNN WIDLYMWVEE
INSP144-€0T23 INSP142 HHHHGPGWRQ HWRQGQAGHR CQGSFDLYFI LDKSGSVNNN WIDLYMWVEE
IO T B (O Ax CLONEDINSP142 HHHHGPGWRQ HWRQGOAGHR CQGSFDLYFI LDKSGSVNNN WIDLYMWVEE
173 INSP143 HHHHGPGWRQ HWRQGOAGHR CQGSFDLYFI LDKSGSVNNN WIDLYMWVEE
H.\ CLONEDINSP143 HHHHGPGWRQ HWRQGQAGHR CQGSFDLYFI LDKSGSVNNN WIDLYMWVEE
n INSP144 HHHHGPGWRQ HWRQGQAGHR CQGSFDLYFI LDKSGSVNNN WIDLYMWVEE
<
I INSP141 TVARFQSPNI RMCFITYSTD GQTVLPLTSD KNRIKNGLDQ LQKIVPDGHT
"5 CLONEDINSP141 TVARFQSPNI RMCFITYSTD GQTVLPLTSD KNRIKNGLDQ LQKIVPDGHT
1\ I %mﬂﬁ% ‘ | INSP142 TVARFQSPNI RMCFITYSTD GOTVLPLTSD KNRIKNGLDQ LOKIVPDGHT
B CLONEDINSP142 TVARFQSPNI RMCFITYSTD GQTVLPLTSD KNRIKNGLDQ LOKIVPDGHT
INSP143 TVARFQSPNI RMCFITYSTD GQTVLPLTSD KNRIKNGLDQ LQKIVPDGHT
CLONEDINSP143 TVARFQSPNI RMCFITYSTD GQTVLPLTSD KNRIKNGLDQ LOKIVPDGHT
INSP144 TVARFQSPNI RMCFITYSTD GQTVLPLTSD KNRIKNGLDQ LQKIVPDGHT
I
\, L = A, INSP141 FMQAGFRKAI QQIESFNSGN KVPSMIIAMT DGELVAHAFQ DTLREAQKAR
e IE?RW1774/27$§ CLONEDINSP141 FMQAGFRKAI QQIESFNSGN KVPSMIIAMT DGELVAHAFQ DTLREAQKAR
INSP142 FMOAGFRKAI QQIESFNSGN KVPSMIIAMT DGELVAHAFQ DTLREAQKAR
CLONEDINSFP142 FMQAGFRKAL QOQIESFNSGN KVPSMIIAMT DGELVAHAFQ DTLREAQKAR
INSP143 FMQAGFRKAI QQIESFNSGN KVPSMIIAMT DGELVAHAFQ DTLREAQKAR
CLONEDINSP143 FMQAGFRKAI QQIESFNSGN KVPSMIIAMT DGELVAHAFQ DTLREAQKAR
INSP144 FMQAGFRKAT QOIESFNSGN KVPSMIIAMT DGELVAHAFQ DTLREAQKAR
INSP141 KLGANVYTLG VADYNLDQIT AIADSPGHVF AVENGFKALR STIDALTSKV
CLONEDINSP141 KLGANVYTLG VADYNLDQIT ATADSPGHVF AVENGFKALR STIDALTSKV
INSP142 KLGANVYTLG VADYNLDOIT AIADSPGHVF AVENGFKALR STIDALTSKV
CLONEDINSF142 KLGANVYTLG VADYNLDQIT AIADSPGHVF AVENGFKALR STIDALTSKV
INSP143 KLGANVYTLG VADYNLDOIT AIADSPGHVF AVENGFKALR STIDALTSKV
CLONEDINSP143 KLGANVYTLG VADYNLDQIT AIADSPGHVF AVENGFKALR STIDALTSKV
INSP144 KLGANVYTLG VADYNLDOIT ATADSEGHVF AVENGFKALR STIDALTSKV
INSP141 CLDVTSVEPS SECVGEPYHV VIHGNGFQNL KKRDEVICRF IFNESTIIGS
CLONEDINSP141 CLDVTSVEPS SECVGEPYHV VIHGNGFQONL KKRDEVICRF IFNESTIIGS
INSP142 CLDVTSVEPS SECVGEPYHV VIHGNGFQNL KKRDEVICRF IFNESTIIDE
CLONEDINSF142 CLDVTSVEAS SECVGEPYHV VIHGNGFQNL KKRDEVICRF IFNESTIIDE
INSP143 CLDVTSVEPS SECVGEPYHV VIHGNGFQONL KKRDEVICRF IFNESTTIDE
CLONEDINSP143 CLDVTSVEPS SECVGEPYHV VIHGNGFQNL KKRDEVICRF IFNESTIIDE
INSP144 CLDVTSVEPS SECVGEPYHV VIHGNGFONL KKRDEVICRF IFNESTIIDE
INSP141 TLLKSA
CLONEDINSP141 TLLKSA
INSP142 KPTSIDNNSM NCPGPKLEKP GEEYSIEVSL NKGKTFFKSN VSITSTTCPS
CLONEDINSP142 KPTSIDNNSM NCPGPKLEKP GEEYSIEVSL NKGKTFFKSN VSITS.
INSP143 KPTSIDNNSM NCPGPKLEKP GEEYSIEVSL NKGKTFFKSN VSITSTTCGI
CLONEDINSP143 KPTSIDNNSM NCPGPKLEKP GEEYSIEVSL NKGKTFFKSN VSITSTTCGI
INSP144 KPTSIDNNSM NCPGPKLEKP GEEYSIEVSL NKGKTFFKSN VSITSTTCGI
INSP142 LK.
INSP143 FRNWLYFVPL LLLVPLLLCC VWRLCRKQTV KEPPPVQKPE KEPEQEKPPS
CLONEDINSP143 F
INSP144 FRNWLYFVPL LLLVPLLLCC VWRLCRKQTV KEPPPVQKPE KEPEQEKPPS
BEERATY |
INSP143 PPPPPPPPPP PLPFPPPAPV NTCPTVIICC CGCQGVGGMR RIEGNLDTFC
INSP144 PPPPPPPPPP PLPPPPPAPV NTCPTVIICC CGCQGVGGMR RIEGNLDTFC
INSP143 DLSHASCHQV PWMCCQSRDQ GRYLSLALAQ SQYAQAPCCP RICFPHSQEC Figure 7: NSP141, INSP142, INSP143, INSP144 QD XL AFRF7SA AN
INSP144 DLSHASCHQV PWMCCQSRDQ GRYLSLALAQ SQYAQAPCCP RICFPHSQEC
INSP143 LSLPQAPCSP RMCLRHSREC LALKQARCSP
INSP144 LSLPQAPCSP RMCLRHSREC LALKQARCSP NICLRHSQHS RECLARKQAP INSP143 gect tgagg
INSP144 tgtgctcagec toggg
INSP143 HS PEYFSQAQTL CNPKSCLQPS RECLPLTCSS RCRLPPARCL INSP142 tgtgctcagcctote
INSP144 CSPRICLRHS PEYFSQAQTL CNPKSCLQPS RECLPLTCSS RCRLPPARCL INSP141 tgtge ctgggecet:
INSP143 RPPSRMLPLL SPLLRHTAEP PLSLPPSEPN F
INSP144 RPPSRMLPLL SPLLRHTAEP PLSLPPSEPN F STFIILRTFER
INSP143 TGAGTCCCT TACTTCCTGGTCTTCC T
INSP144 TGAGTCCCTGGGGCCC TTCCTGCTGCT
INSP142 TGAGTCCCTGGGGC TTCCTGGTCTTCCTGCTGET
INSP141 cagcca CATGAGTCCCTGGGGCCCTACTTCCTGGTCTTCCTGCTGCT
> >
INSP141-CP1 INSP141-AP1
INSP143 TTCCTCCACCGCTTTT AGGAAGCCTTCGGTACCATGGACCTGACTG
INSP144 [GCTGCTGCTTCCTCCACCGCTTTT AGGAAGCCTTCGGTAC CTGACTG

INSP142 |GCTGCTGCTTCCTCCACCGCTTTT AGG. CTTCGGTACCATGGACCTGACTG
INSP141 [GCTGCTGCTTCCTCCACCGCTTTTTAGAGCAGGAAGCCTTCGGTACCATGGACCTGACTG

INSP143 GAGA TT C TGGCCCTGGGCTCL '‘CACCACCACCATGGCCCAGG
INSP144 GAGAI T TGGGCTCC ‘CCACCACCACCATGGCCCAGG
INSP142 GAGA TTCACC T TCC CCACCACCACCATGGCCCAGG
INSP141 GAGAATATTTCACCGCCTGGCCC! ‘CCACCACC, 'TGGCCCAGG
INSP143 GCC AGCAGGTC. T GGG( TTGACCT
INSP144 \CTGGCGC AGCAGGTCACAGATGCCA CATTTGACCT
INSP142 AT TGGC AR 'CACAGATGCCAGGGCTCATTTGACCT
INSP141 A ACTGGCGCC) AAGCAGGTCACAGATGCCAGGGCTCATTTGACCT

INSP143 CTACTTCATCTTGGACAAGTCTGGCAGCGTGAACAATAACTGGATTGACCTTTATATGTG

INSP144 CTACTTCATCTTGGACAAGTCTGGC TGAACAATAAC TGACCTTTATATGTG
INSP142 CTACTTCATCTTGGACAAGTCTGGCAGCGTGAACAATAACTGGATTGACCTTTATATGTG
INSP141 CTACTTCATCTTGGACAAGTCT ACAATAAC TGACCTT

INSP143 GGTGGAGGAAACAGTGGCGAGGTTCCAAAGCCCAAATATTCGGATGTGCTTCATCACCTA
INSP144 GGTGGAGGAAACAGTGGCGAGGTTCCAAAGCCCAAATATTCGGATGTGCTTCATCACCTA
INSP142 GGTGGAGGAAACAGTGGCGAGGTTCCAAAGCCCAAATATTCGGATGTGCTTCATCACCTA
INSP141 GGTGGAGGAAACAGTGGCGAGGTTCCAAAGCCCAAATATTCGGATGTGCTTCATCACCTA

INSP143 CTCCACAGACGGCCAGACTGTCTTGCCACTCACCTCAGACAAGAATAGAATAAAAAACGG
INSP144 CTCCACAGACGGCCAGACTGTCTTGCCACTCACCTCAGACAAGAATAGAATAAAAAACGG
INSP142 CTCCACAGACGGCCAGACTGTCTTGCCACTCACCTCAGACAAGAATAGAATAAAAAACGG
INSP141 CTCCACAGACGGCCAGACTGTCTTGCCACTCACCTCAGACAAGAATAGAATAAAARACGG

INSP143 TCTTGACCAACTTCAGAAAATTGTGCCTGACGGTCACACATTCATGCAGGCAGGATTTAG
INSP144 TCTTGACCAACTTCAGAAAATTGTGCCTGACGGTCACACATTCAT TTAC

INSP142 TCTTGACCAACTTCAGAAAATTGTGCCTGACGGTCACACATTCATGCAGGCAGGATTTAG
INSP141 TCTTGACCAACTTCAGAAAATTGTGCCTGACGGTCACACATT AGGATTTAG
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INSP143 AAAGGCAATTCAACAGATCGAAAGTTTCAACTCCGGAAACAAGGTTCCCAGCATGATTAT (Figure 7 Cont. )
INSP144 AAAGGCAATTCAACAGATCGARAGTTTCAACTCCGGAAACAAGGTTCCCAGCATGATTAT
TE T
INSP142 AAAGGCAATTCAACAGATCGAAAGTTTCAACTCCGGAAACAAGGTTCCCAGCATGATTAT INSP143-AP1 Eﬁﬁ}*ﬂ{/ ‘_-’——-INSPHILCP:Q

INSP141 AAAGGCAATTCAACAGATCGAAAGTTTCAACTCCGGAAACAAGGTTCCCAGCATGATTAT INSP143 ---GGCATTTTCCOUAACTGGCTCTATT TS TGCCACTCCTGCTGCTTGTGCCACTGCTG

INSP144 ---GGCATTTTCCGURACTGGCTCTATTTTGTGCCACTCCTGCTGCT TGPGCCACTGCTS

B e B DL e T e o e e

INSP143 TGCTATG ACATGCATT ACTCT AGCTCA
INSP144 TGCTATGAC TGGTGGCACA' 'TCAGGACACTCTCAGAGARGCTCA
INSP142 A ACATGCATT ACTCTCAGAGAAGCTCA

INSP143-CP4
INSP143 [CTGTGTTGTGTCTGCCEGCTGTGLCGCHNAGCAGACTETCAAGGAGCCACCACCTGTGCAG
INSP144 CT”TGTTGTGTCTC(‘CGGCTGTG(‘CGCI {AGCAGACTGTCAAGGAGCCACCACCTGTGCAG

TEETTEE FERFEFFRR R AN S M AR A A b Aok bk Sk Ak Ak 3k bk kb kb ke

INSP141 TGCTATGACTGATGGAGAACTGGTGGCACATGCATTTCAGGACACTCTCAGAGAAGCTCA

INSP143 AAAGGCTCGGAAACTGGGGGCCAACGTTTACACCCTGGGTGTGGCTGATTATAATCTGGA

AAA( 'GGAAAM 'TGATTATAATCTGGA
INSP144 AAAGGCTC CTGGEGGCCAACGTTTACACCCTGOGTGTGGCTC INSP143 RAGCCAGARAAGGAGCCAGAGCAGGAARAACCACCATCACCACCACCACCECCTCCGECT

A 'CA. CCC T T A

INSP142 AAAGGCTC ACGTTTACA CATTATAATCTCO! INSP144 ARGCCAGAAARGGAGCCAGAGCAGGARAAACCACCATCACCACCACCACCECCTCCEICT

INSP141 AAAGGC AA( CAACGTTTACACC TATAATCTGGA RO PSPPI

INSP143-CP3 TNSP143 CCACCACCTCCACTCCCACCTCCGCCCCCAGCTCCTETAARCACCTGCCCCACTETGATT

_ INSP143CP3 N o

INSP144 CCACCACCTCCACTCCCACCTCCGCCCCCAGCTCCTETARACACCTGCCCCACTETGATT

INSP143 CCAGATAACAGCAATTGCAGACAGCCCTGGCCAC T TTCAA R L S L T L T T
INSP144 CCAGATAACAGCAATTGCAGACAGCCCTGGCCACGTGTTT TTCAA

n
INSP142 CCAGATAACAGCAATIGCAGACAGCCCTGGCCACGTGTTTGCAGTGEAG TCAA INSP143 ATTTGTTGCTETEGATS CCARGEAGTGGECGGGATGAGAAGEATAGAGGGCARTCTGGAT

INSP141 CCAGATAACAGCAATTGCAGACAGCCCTGGCCACGTGTTTGCAGTGGAGAATGGCTTCAA

INSP144 ATTTGTTHCTGTGGATGCCAAGGAGT G GGATGAGAAGGATAGAGGGCAATCTGGAT
B R R R T N U

INSP143 GGCCCTGAGAAGCA CCTCACGTCAAAGGTCTGTCTTGATGTGACATCGGT ) - N -
INSP143 ACCTTTTGTGACCTCTCTCACGCARGCTGCCACCAGGTGCCATGGATGTGTTETCAGAGS
T
INSP144 GGCCCTGAGMGCACC”TG”GCCCTCACGTCNGGTCTGTCWG”GTGACATCGG INSP14¢ ACCTTTTGTGACCTCTCTCACGCAAGCTGCCACCAGGTGCCATGGATGTGTTGTCAGAGT
INSP142 GGCCCTGAGAAGCACC CCTCACGTCAAAGGTCIGTCT B R R R R L
INSP141 GGCCCTGAGAAGCACCA’l‘TGATGCCCTCACGTCAMGGTCTGTCTTGATGTGACATCGGT

INSP143 AGGGACCAGGGGAGGTACCTCAGCTTAGCCCTTGCACAGTCCCAATATGCACAGECTCCC
INSP144 AGGGACCAGGGGAGGTACCTCAGCTTAGCCCTTGCACAGTCCCAATATGUACAGGCTCCE

INSP143 GGAGCCTTCCTCTGAGTGT ACCCTACCATGTGGTTATTCATGGAA rT [P S SRS SO Sy
INSP144 GGAGCCTTCCTCTGAGTGT ACCCTACCATGTGGTTATTCAT TT
INSP142 GGAGCCTTCCT ACCCTACC: cm{;mmwc::csm:gggg INSP143 TGCTGCCCAAGGATCTGCTTTCCACACAGCCAGGAGTGCCTTTCCCTACCACAGGCTCCC
INSP141 GGAGCCTTCCT CCTACCATGTGGTTATTCATGGAAA: INSP144 TGCTGCCCAAGGATCTGCTTTCCACACAGCCAGGAGTGCCTTTCCCTACCACAGECTCCC
AR AR R KR KRR A AR AR AR AR IAE RS EAKA AL AT AT T
INSP143 TCAGAATCTAARGAAA TATT: TATCTTCMTGAMGC‘E:; INSP143 TGCAGCCCAAGGATGTE CCTGAGACACAGCCGEGAGTECCTCECCCTCARACAGGCTCGE
INSP144 TCAGAATCTAAAGAAA TAT CITCAATGARAGCA! INSP144 TGCAGCCCARGGATGTGCCTGAGRCACAGCC TGCCTCGCCCTCARRCAGGCTCEC
INSP142 TCAGAATCTAAAGAAACK 'GAAGTTATT' TTCAATGAAAGCACTAT ARk kR R kR kK kAR Ak R KRR R AR AR R ARk Rk kAR Rk
INSP141 TCAGAATCTAAAGAAAC TATTT TATCTTCAATGARAGCACTAT

INSP143 TGCAGCCCAAACAT-—~ -

INSP141-AP2 INSPL4d TGCAG CLAAALA'ICFGCLTG GACACAGCCAACACAGCE, CTPGCCCECARA
Bk kA

INSP143 CATTGATGAAAAGCCAACCAGTATCGACAATAATTCCATGAATTGCCCTGGGCCAAAACT

INSP144 CATTGATGAAAAGCCAACCAGTATCGACAATAATTCCATGAATTGCCCTGGGCCAARACT TNSPLA3 e e e CTGCCTGAGACACAGCCCGGAGTACT T T CCCARGCA
INSP142 CATTGATGAAAAGCCAACCAGTATCGACAATAATTCCATGARTTGCCCTGEGGCCAAAACT INSP144 CAGGCTCCCTGCAGCCCARGGATCTGCCTGRAGACACAGCCCGGAGTACTTTTCCCARGCA
INSPL41 CATTG= = -m - == mmmmmm= = = == oo oo oo o oo B e
P

INSP143 CAGACTCTGTGCAACCCARAGAGCTGCCTTCAACCCAGCCEGEAGTGUCTCCCCCTCACS
INSP143 AGAAAAACCTGGAGAGGAGTACTCTATTGAAGTCAGCTTGAACAAAGGCAAAACATTCIT INSP144 CAGACTCTGTGCRACCCAARGAGCTGCCTTCAACCCAGCCGRGAGTGCCTCCCCCTCACT
INSP144 AGAAAAACCTGGAGAGGAGTACTCTATTGAAGTCAGCTTGAACAAAGGCAAAACATTCTT B R R R L R L T

INSP142 AGAAAAACCTGGAGAGGAGTACTCTATTGAAGTCAGCTTGAACAAAGGCAAAACATICTT
INSP141 ------mmmmmom oo GGAGTACTCTATTGAAGICAGCTtga INSP143 TECTCCTCCAGGTGCCE CCTCCCCCCAGCTAGGTGCTTGAGGCCTCCCPCCAGGATGCTG
TNSP144 TGCTCCTCCAGETGLCG COTCCCCCCAGCTAGGTECTTGAGGCCTCCCTCCAGGATGCTG
INSP141-AP2 P S OISR ST

INSP143-AP1

INSP143 CCGCTGCTETCCCCACT GCTCAGGCACACGGCAGAACCCCCTTTGTCACTCCCCCCCTCA
INSP144 CCGCTGCTGTCCCCACT GCTCAGGCACACGGCAGAACCCCCTTTGTCACTCCCCCCCTCA

P N T T o

INSP143 CAAGAGCAATGTCAGCATCACCAGCACCACATGT-
INSP144 CAAGAGCAATGTCAGCATCACCAGCACCACATGT-
INSP142 CAAGAGCAATGTCAGCATCACCAGCACCACATGTCCTTCTCTTAAGtag

INSP143 GRGCCCAACTTCtaa
INSP141-CP2 INSP144 GAGCCCAARCTTCtaa

TR TT———

Ooo0oOoao Ooo0oao
Figure 9: INSP141, INSP142, INSP143, INSP144, TMEM8 R Uf CMG2 DR WWFA BT
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Imernational Application No. PCT/GB2005 /004191

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

Continuation of Box II.1
Claims Nos.: 2,7-12 (completely),1,3-6, 13-61 (partially)

-Present claims 25, 27-30 relate to compounds defined by reference to a
desirable characteristic or property, namely binding to or modulating
the level of expression or activity of the so—called "INSP141 excn 1
poliypeptide™ of SEQ ID NO: 2. These claims however do not give any
structural or essential characteristics of sald compounds.

The claims cover all compounds having this characteristic or property,
whereas the application provides support within the meaning of Article 6
PCT and disclosure within the meaning of Article 5 PCT for only a very
Timited number of such compounds. In the present case, the claims so
lack support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible. Independeni of
the above reasoning, the claims also lack c¢larity (Article 6 PCT). An
attempt is made to define the compounds by reference to a result to be
achieved. Again, this lack of clarity in the present case is such as to
render a meaningful search over the whole of the ciaimed scope
impossible. Consequently, the search has been carried out for those
parts of the claims which appear to be clear, supported and disclosed,
namely those parts relating to respectively "INSP141 exon 1 polypeptide”
antibodies and "INSP142 polypeptide™ antibodies as ligand (see e.g. page
34 Tines 30- page 36, line 19) and respectively "INSP141 éxon 1
polypeptide® sense or antisense oligonucleotides and "INSP141 exon 1
polypeptide” sense or antisense oligonucleotidesas hybridizing compound
(see page 37, lines 9-32).

-Although claims 47-49 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need noi be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
pelicy when acting as an International Preliminary Examining Authority 1s
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EP0, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led te the Article 17(2) declaration be
overcame.
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International applicafion No,

INTERNATIONAL SEARCH REPORT PCT/GB2005/004191

Box )l Observations whera certain claims were found unsearchable (Continuation of item 2 of first sheet)

This International Search Repor! has not been estabiished in respect of certain claima under Article 1 7(2){&) for the foltowing reasons:

1. Claims Nos.: - — —
beilanl.‘l?se torfey relate to suh%afc? m;'nzer r(ao%?er;“ i!e%ttg l];; s)eh}cﬁgd bsy’miél guﬂ('?olﬂw(, aanr;t:y.] ally)

Although claims 47-49 are directed to a method of treaiment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/compesition.

2, D Claims Nos.:

because thay ralats o paris of the International Application that do not comply with the prescribed requirements to such
an extent that no meaningful imetmational Search can be carried oul, speciiically;

see FURTHER INFORMATION sheet PCT/ISA/210

8. D Claims Nos.:
bacaues they are dependent claims and are not drafted in accordance with the sacond and third sentences of Rule 8.4(a).

Box IH Qbservations where unity of invention s lacking (Continuation of item 3 of first sheet)

This International Searching Authorlty found multlple Inventione Tn this intemational application, as follows;

see additional sheet

1. D As all required additional search fees were timely paid by the epplicant, this intemational Search Report covers all
soarchable claims.

2, D As all searchable claims could be seatched without effort justitying an additiona) fee, this Authority dil not invite payment
of any additional foe,

3. E] As only some of the required additional search faes were timely paid by the applicant, this Intemational Search Report
covers only those clalms for which fees were paid, spacifically clatme Nos.:

1,3,4-6,13-61{all partially)

4, l:l Ne requited additionsl saarch fees were Bmely pald by the appilcant. Coneaquently, this Iniernational Search Report is
resirictad in the invention first menfioned in the ciaime; ttis covered by claims Nos.:

Remark on Protest ’I] The addltional search foes were accompanied by the applicant's protest,

D Neo pratest sccompanied the payment of additional search fees.

Farm PCTAGA/210 (confinuation of first sheet (2)) {(January 2004)
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intemational Appiication No. PGT/GB2005 /004191

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 21()

This International Searching Authority found muitiple (groups of)
inventiens in this internationa® application, as follows:

Invention 1: Claim 1, 3, 13-61 (all partially)

Polypeptide having the aminc acid sequence as shown in SEQ
ID NO: 2 enceded by a nucieic acid molecule comprising the
nucleic acid sequence as shown in SEQ ID NO: 1. Fusion
protein comprising said polypeptide. Vector comprising the
nucleic acid moiecule. Host cell transformed with the
vector. Antibody which binds to the polypeptide. lse in
method of diagnosis and therapeutical treatment.

Inventions 2-75: Claims 1-61{all partially)

As invention 1 wherein the amino acid sequence of the
polypeptide is as shown in respectively SEQ ID WO: 2 to 150
encoded by a nucleic acid sequence as shown in SEQ ID NO: 1
to 149.




INTERNATIONAL SEARCH REPORT

Informaticn on patant fandly members

(146)

JP 2008-517616 A 2008.5.29

International application Ne

PCT/GB2005/004191
Patent docurnant Publicztion Patant tamily Puhblication
cited in search report date member(s) data
¥0 03033515 A 24-04-2003  NONE
EP 1293569 A 19-03-2003  NONE
W0 0210217 A2 07-02-2002 AU 8306201 A 13-02-2002
CA 2416732 Al 07-02-2002
EP 1307557 A2 07-05~-2003
JP 2004527210 T — 09-09-2004
US 2003144193 Al 31-07-2003 US 2003134786 Al 17-07-2003
WO 2004092804 A D4-11-2004  NONE

Form PCT/18A/210 {petent tamily annex} [Aprll 2005)
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