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R&D Systems NSO BHtfE 1:42,120 23 9-45
Abbott HEK293 1:35,200 21 1-43
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/Cpg-ODN
Abbott HEK293 1:200,384 16 10-19
Laboratories Difco 7 a1 > k
/Ribi
Abbott HEK293 1:300.245 19 15-22
Laboratories Difco 7u A > b
/QuilA
Ooo0oo0o0o0oaoao
I I e T I I A O O R O R
ooooOobOobOO0oooooooobboboooooooobbbooooo,g pO0DO0OO
Ooo0ooooo0oooooooo0ooooooo0oboooooo0DoooooooooooooOooan
gooooooooboouoooooobooooooooDooooooooooobooOoan
ooooooo0oooooooooooofb0 oo oooob0 o oooooobooooaoao
oo0oo0oooo0ooooooo0oo0oooob oo oooob0 oo oooobooooaoao
oooooo0ooooboooooooooooooooo0oo0ooooooooooooOoan
I I I e I I I I A I A 6 o I R O R O W R
Ooo00oo0ooo0ooooooooooobfoooooooboooaaao
Ooo0oo0o0o0oaoao
I I e T I I A O O R O R
ooooooo0ooooooooo0oooob0 oo oooob0 o toooooobooooaoao
Ooo0ooooo0oooooooo0ooooooo0oboooooo0DoooooooooooooOooan
ooooooooobooooooboooo0ooooooo0oooooooooooooOoano
I I I T I I 1 I I A 6 A 0 6 R O B R O R
oo0oo0oooo0ooooooo0oo0oooob oo oooob0 oo oooobooooaoao
Ooo0ooooo0ooooboooooooooo0ooooooo0oooooooooooonOooano
I e I I I I 1 I o 6 0 A I A I A O B R O R
Oo0oooooo0oooooooo0oooob0 oo oooob0 oo oooobooooaoao
Oo0o0ooooooooooooooOoaoano
OooooOooad
ooooooo0oooooooooooofb0 oo oooob0 o oooooobooooaoao
gobooooo0oooooooo0oooob oo ooob oo ooooboboooaoao
ooooooooobooooooboooo0ooooooo0oooooooooooooOoano
I I I e I I I I A I A 6 o I R O R O W R
dodooobooooooooboboup bbb Db o obobOboOooan
gooboooodbopbb00Dbb00 bbb DD bbb oooUobbooonn
oooooOooodoao
Oo0o0ooOoao
Oo0o0O0ooOooOooao Oo0ooooooooooooooooooooooooooan
ooooooooobooooooboooo0ooooooo0oooooooooooooOoano

OoooooOoooao Ooo0ooogodgo-g

O 0Ooo0oooao

13

10

20

30

40

50



Iy s ey e e ey ey s e [ s
e e s e e e e ) ey e e s e s e R
I e e e ey e [ sy [ I |
e s e e ) e e ) ey e e s e [ e R o
Iy e
e e e e e e ) e ey s e [ s e R

Ooooooooooooooooooooooodg

Ooooooogogogooao
Ooooooooogooao
OoooooogogoQogooao
OO0 oooogogooao
OoooooogogoQogooo
OO0 oooogogooao
Ooooooogoogoooo
Oooooogogooao
Oooooooogoogooo
Oooooogogooao
Oooooooogoogooo
Ooooooogogooao
Ooooooooogooao
Ooooooogogooao
Ooooooooogoooao
Ooooooogogogooao
OO0 oooogogooao
Oooooooogoogooo
Oooooogogooao
Oooooooogoogooao
Oooooogogooao
Ooooooooogoooo
Oooooogogooao
Oooooooogoogooao
Ooooooogogogoooo
Ooooooooogooao
OoooooogogoQogooao
OO0 ooDoogogooao
OoooooogogoQogooo

Oooooooooooogogoooao
Oooooooooooogoggoooao
Oo0ooooooooooogogoooa-o
Oooooooooooogoggoooaoo
OO0 oDooog40o0ooDooggoooao
Oooooooooooogogoooao
OO0 oDooog4o0ooDoooggoooao

Ooooooooooogodg

Oo0ooooooooood

Ooooooooooogodg

Ooocoooooogogoog

Ooooooooooogodg

OoDoDoogogogogoooogod

Ooooooooooodg

Oooooooooooogogogoao

Oo0oDooogogooooogod

Oo0ooDoogogooooogogoao

Oo0ooooooooodg

Oooooooooooogogogoao

Oooooogoooooogod

Oooooooooooogogoao

Oo0ooooooooodg

Oooooooooooogogogoao

Ooooooooooogodg

Oooooooooooogogogoao

(47)

Oo0oooooooood

Ooooooooooooogoogooao

Ooooooooooogodg

Oooooooooooogogogoao

Oo0ooocooooood

OOoooooooooooogogooao

Ooooooooooogodg

Oooooooooooogogogoao

OOoocoooono xgoodg

Oooooooooooogooogoao

Oo0ooooooooodg

OooDooooooooogogogoao

OooDoogogoooogod

OO0 oDoDoogogooooog<= oo

L [ Iy |

Oooooogoooooogod

Ooo0o0o0ooQodg

Oooooooooooogogooao

OooDoooogooooogogogoao

JP 2011-501753

Oo0ooooooooodg
Ooooooooooogod
Ooo0oooooooood
Ooooooooooogodg
Oo0ooooooooood
Ooooooooooogodg
OO0 oDoogogogoooogod

Ooooooooooooogogogogoao
Oooooooooooogogogoao
Oooooooooooogogogoao
Oooooooooooogogogoao
Ooooooooooooogogogoao
Oooooooooooogogoao
OO0 OoDoDoogogooooogogoao

Ooooooooooogodg

Oooooooooooogogogoao

2011.1.13

OoDoDoogogoooogod

OO0 ooooogogog
oo oooooogogooQg
OO0 ooooogogog
oo oooooogogooQo

OO0 ooDoodgdgooooogogoao

Ooooooooooodg

Oooooooooooogogogoao

Oo0oDooogogooooogod

Oo0ooDoogogooooogogoao

Oo0ooooooooodg

Oooooooooooogogogoao

10

20

30

40



(48)

JP 2011-501753 A 2011.1.13

Ooo0o0o0oaod
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ATV REE | NysF59 K 1:10.000 TD NATYF
CAF1#14 il
1-903 0.25 1.71 1.76
1-2322 0.08 1.73 2.50
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BEES Ong/mL 50ng/mL 500ng/mL
NC 0.07 0.06 0.09
$ifk Shop 0.05 0.88 1.56
HYB211-01
L& Shop 0.05 0.64 1.42
HYB211-02
Ptk Shop 0.07 0.29 1.67
HYB211-05
1-2322 0.07 1.47 1.82
Oo0o0ooOoao
Oo0o0o0oaod
# 4
HEE S Ong/ml, 26ng/mL 250ng/ml,
HifE Shop 0.05 0.68 1.54
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Ooo0ooao
=5
NGAL mAb |TIFF—T8 k(on) k(off) Kp
M's™h (s (M)
NGAL 1-2322 1 4.68 x 10° 7.28 x 10° 1.55x 107°
NGAL 1-181 1 4.67 x 10° 8.49x 10° 1.82x 107°
NGAL 1-680 1 3.81 x 10° 854x10° | 224x10"°
NGAL 1-192 1 458 x 10° 1.07x10% | 234x10™°
NGAL 1-1886 1 3.82x 10° 121 x 107 317 x 107°
NGAL 1-821 1 5.09 x 10° 1.74 x 10™ 342x107°
NGAL 1-809 1 6.22 x 10° 2.23x 107 3.58x 107
HYB 211-01 1 2.00 x 10° 1.60x10° | 8.00x 10"
NGAL 1-1944 1 3.18 x 10° 2.82x 107 8.86x 107
NGAL 1-2194 1 430 x 10° 550 x 107 1.28 x 107
NGAL 1-1952 1 2.08 x 10° 3.69x 107 1.77 x 107
NGAL 1-2415 1 297 x 10° 1.04x 107 3.49x 107
NGAL 1-2315 1 2.13x 10° 1.06 x 107 4.96 x 10°
NGAL 1-1191 1 3.14x 10° 1.56 x 107 497 x 10°
NGAL 1-714 1 1.68 x 10° 9.12x 107 542 x 10”7
NGAL 1-1672 1 237 x 10° 1.41x 107 596 x 107
NGAL 1-2374 1 450 x 10° 0.00271 6.02x 107
NGAL 1-916 1 1.98 x 10° 1.47 x 10° 7.42 x 107
NGAL 1-1638 1 1.68 x 10° 1.31x 107 7.81x 10°
NGAL 1-904 1 1.44 x 10° 0.01241 8.64x 107
NGAL 1-362 1 228 x 10° 2.04x 107 8.96 x 107
NGAL 1-2045 1 1.43x 10° 1.97 x 107 1.38x 10°
NGAL 1-269 1 4.08 x 10° 587 x 107 1.44x 10°
NGAL 1-986 2 291 x 10° 2.44 x 107 8.40x 10
NGAL 1-902 2 2.90 x 10° 268x107% | 9.23x 107
NGAL 1-903 2 2.69x 10° 272 x 107 1.01x 10
NGAL 1-1026 2 273 x 10° 2.76 x 10™ 1.01 x 107
HYB 211-02 2 1.10 x 10° 1.30 x 10 1.18 x 10°
NGAL 1-2357 2 2.03x 10° 2.80x 107 1.38 x 10”
NGAL 1-2190 2 722 x 10° 1.10 x 10° 1.52 x 107
NGAL 1-205 2 3.92 x 10° 6.71 x 107 1.71 x 10°
NGAL 1-174 2 6.16 x 10° 1.51x10° 2.45x 10”7
NGAL 1-2080 2 1.28 x 10° 6.35x 107 4.96 x 10”
NGAL 1-2092 2 121 x 10° 6.29x 107 520 x 10”7
NGAL 1-1826 2 3.00 x 10° 6.33x 107 2.11x10°
NGAL 1-1732 3 2.35x 10° 1.77x 10" | 751x10™
NGAL 1-1427 3 1.71 x 10° 137x10% | 8.02x107°
NGAL 1-281 3 2.63x 10° 276 x 107 1.05 x 10”
NGAL 1-2302 3 2.71x 10° 2.99x 10™ 1.10 x 107
NGAL 1-2314 3 2.86x 10° 3.15x 107 1.10 x 10”
NGAL 1-1090 3 2.72x 10° 320x 107 1.18 x 107
NGAL 1-1034 3 1.94 x 10° 3.87x 107 1.99 x 107
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NGAL 1-1136 3 1.94x 10° 424 x 10™ 2.18 x 107
NGAL 1-1148 3 1.88 x 10° 418 x 107 222x 107
NGAL 1-505 3 425 x 10° 1.03 x 10° 2.42 x 10”7
NGAL 1-141 3 1.09 x 10° 0.00265 2.43x 107
NGAL 1-831 3 2.25x 10° 8.86 x 107 3.94 x 10”
NGAL 1-652 3 2.47 x 10° 9.94 x 107 4.03 x 10”7
NGAL 1-936 3 2.13x 10° 8.91x 10" 4.19x 10”
NGAL 1-1552 3 1.43 x 10° 6.04 x 107 424 x 10°
NGAL 1-280 3 2.52x 10° 1.21x 107 481x10°
NGAL 1-289 3 1.96 x 10° 9.63x 10™ 491x 10°
NGAL 1-406 3 3.15 x 10° 0.01712 543 x 10”7
NGAL 1-1947 3 1.15x 10° 6.69 x 10™ 5.84x 107
NGAL 1-2389 3 1.59 x 10° 1.06 x 107 6.70 x 10°
NGAL 1-2405 3 1.41 x 10° 957 x 107 6.77 x 107
NGAL 1-1959 3 1.99 x 10° 1.41x 10° 7.07 x 10”
NGAL 1-438 3 1.83x 10° 1.29x 107 7.09x 10”
NGAL 1-277 3 1.35x 10° 1.09x 107 8.11x 107
NGAL 1-469 3 1.30 x 10° 1.09x 10° 8.41x 107
NGAL 1-1684 3 1.37 x 10° 1.18x 107 8.57 x 107
NGAL 1-1118 3 3.99 x 10° 391 x 10° 9.80x 10°
NGAL 1-1167 3 6.29 x 10° 6.32x 107 1.01x 10°
NGAL 1-2444 3 2.32x 10° 2.64x 107 1.14x 10°
NGAL 1-1716 3 127 x 10° 1.46 x 107 1.15x 10°
NGAL 1-1733 3 4.66 x 10° 6.09 x 107 1.31x10°
HYB 211-05 3 3.00 x 10° 7.80 x 10 2.60 x 108
NGAL 1-419 3 3.15x 10° 0.01284 4.08 x 10°
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ooooao
#£10. NGAL B#('H-"N) NMR RRZ ML ORIz > THEI-BE

FI/B mADb 2322] mAb 809 [ mAb 269 | mAb 181 [ mAb 903 [ mAb 419

BE HiF

15 Lys 2 2 0 2 3 0

22 Phe 0 0 N.D. N.D 2 0

24 Asp 0 0 2 N.D. 0 0

26 Gln 0 0 2 0 0 0 L

29 Gly 0 0 N.D. 0 0 0

38 Gly 0 0 0 0 2 0

52 Tyr 0 0 0 0 N.D. 2

54 Thr 0 0 0 0 0 0

59 Lys 0 0 N.D. 0 0 2

61 Asp 3 3 0 0 0 0

64 Tyr 0 0 0 0 2 2

81 Arg 0 0 0 0 N.D. 2

84 Val 0 0 0 N.D. 1 2

86 Gly 0 0 0 0 2 1 20

93 Thr 0 0 0 0 2 2

94 Leu 0 0 0 0 2 2

95 Gly 0 0 0 0 2 2

99 Ser 0 0 0 0 3 3

107 Leu 0 0 0 0 0 N.D

109 Arg 0 0 0 N.D. N.D 0

110 Val 0 0 0 0 0 0

111 Val 2 2 0 2 N.D. N.D.

112 Ser 2 2 2 2 0 0

113 Thr 0 0 N.D. N.D. 0 0 30

115 Tyr 2 2 N.D. N.D. N.D. N.D.

116 Asn 2 2 2 2 0 0

117 Gln 3 3 3 3 3 0.11

118 His 3 3 3 2 0 0

127 Ser 0 0 0 0 0 0

135 Ile 1 1 0 N.D. N.D. N.D.

141 Thr 2 2 2 2 0 0

142 Lys 3 3 2 3 0 0

143 Glu 3 3 2 3 0 0 40

145 Thr 2 2 2 2 N.D 0

149 Lys 0 0 0 0 0 0

150 Glu 3 3 2 3 N.D 0

154 Arg 3 3 N.D. 3 N.D 0

160 Gly 0 0 0 0 N.D. 0

166 Tle 0 0 0 0 0 0
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oooobObOO0oo0oDooooooobbooooooooobboon0oan
gooooogoooboboooooboooobobooobobooobobooobboogao 50



Iy e e e e ey e e e [ e s s [y

e s e s e s ey e e ) e s R s [
I sy e R ey e ey e ) s [ Ay
e s e s ey e s ey e e e e e ) s [
I sy e ey ) [ ey R sy [y Iy o
I s e s ey ey e e ) s [

O 0Oooo

O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O O0ooo
O Oooo
O 0Ooo

O
O
O

O
O
O
O
OJ
O
OJ
O
O
O
O
O
O
O
O
O
O
OJ
O

(]
O
O
O
O
O
O
O
O
O
O
(]
O
O
O
O
O
O
O

O0Ooo0oood
OoOoooogdg

OoooooooQgooao
OoooooogogQgooao
OoooooooQgoOooao

Oooooooogooooao

O 0Oooo
O oOooo
O 0Oooo
O oOooo
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo

oo ooooogogQgooooo

O Oooo

O 0Oo0ooOoao
O Ooooo
OO oO0goo
O Ooooo
OO oOooo
O Ooo0ooo
O OooOooo
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooOoao
O Ooooo
O 0O o0ooOoo
O Ooooo
O OoOooo
O Ooooo
OO oOooo
O Ooo0ooo
O OooOooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooOoao
O Ooooo
O 0Oo0ooOoao
O Ooooo
OO oO0ooo
O Ooooo
O OoOgooo
O Ooooo
O OooOooo
O 0Ooo0ooo

OoO0oooogooOoooaoo
Oo0ooooQgoooao
OO0 oDoog4Qgoooao
Oo0ooooQogoooaoo
OO0 oDoogQgoooao
Oo0oooooOooooaoo
OOo0oooggoooao
Oo0ooooogooooaoo
Oo0oooogogQgoooao
Oo0oooogogoooaoo
Oo0oooogogQgoooao
Oo0ooooOooooaoo
Oo0oooogogogoooao
OoO0o0ooo0gooooaobo
Oo0oooogoQgoooao
OO0 ooogQgoooao
Oo0ooooOoogoooaoo
OO0 oooggoooao
Oo0ooooogogoooao
Oo0ooogQgoooao
Oo0ooooOoOooooaoo
Oo0ooooggoooao
Oo0ooooOooooaoo
Oo0oooogogQgoooao
OoO0oooogooOoooaoo
Oo0ooooQgoooao
OO0 oDoog4Qgoooao
Oo0ooooQogoooaoo
OO0 oDooggoooao
Oo0ooooogoooaoo
OOo0oooggoooao
Oo0oooooOooooaoo

O 0ooo

oo oooooogogog
OO0 ooooogogog
oo ooooogogo-g
OO0 oooooggog
oo ooooogogo-g
OO0 oooooggog
oo oooooogoQgooQg
OO0 ooooogogog
oo oooooogogo-g
OO0 ooooogogog
oo oooooogoog-g
OO0 oooooogogoog
Ooooooooogoogod
oo oooooogogog
OO0 ooooogogog
oo ooooogogog
OO0 oooooggog
oo ooooogoQgoQg
OO0 oooooggog
oo oooooogogogo-g
OO0 oooooggog
oo oooooogoogo-g
OO0 ooooogogog
Ooooooooogoogo-g
oo oooooogogog
OO0 oooooggog
oo ooooogogo-g
OO0 oooooggog
oo ooooogogog
OO0 oooooggog
oo oooooogogooQg

O Oooo

O o0ood

O 0Oooo

O 0O oo

O Oooo

O
O
O
O
O
O
O
O
O
O
O
O
O
O

O Oooo

O Oooo

O Oooo

O 0Oooo

O Oooo

O O0ooo

O Oooo

O 0ooo

O Oooo

|

[

O o0ood

O Oooo

O 0o oo

O Oooo

O Oooo

JP 2011-501753

O
O
O
O
O
O
O

O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0O oo

O
O
O
O
O

O 0Oooo

2011.1.13

O 0O oo

O 0Oooo

O Oooo

O 0Oooo

10

20

30

40

50



oo ooooOoooooooooooogodg

Ooo0oooQogooo

Oo0o0ooogoQgooao

Ooo0oooQgooo

Oo0o0oogoQgooao

Ooo0oooOoooo

Oo0ooogoQgooao
O

oo Do oo4gQgUgooooogooooogod

(65) JP 2011-501753 A 2011.1.13
0000000000000 000000000000O0000D0O0DO0o0oDoOooGOan
0000000000000 D0D000DO0DO0D0O00D0D0DO0DO0O0DO0DOo0DooDoOoQOnDn
0000000000000 D0D0000D0D000D00D00DO0DO0oDO0o0Do0ooDoOooGoOan
0000000000000 D0D0000D0D0O00DO00D0O0D0DO0o0DO0oDOooOoDoOooGOan
000O00000O00O0oo0oo0ooao
oooao
0000000000000 D0D00000D000D00D0O0D0DO0o0DO0oDoooDoOooGOan
0000000000000 000000000000000000000O00G0an
0000000000000 D0D000DO0DO0D0O00D0Oo0DO0DO00oDO0DOo0DooDOoooOnDn
0000000000000 D0D00000D000D00D0o0D0DO0oDO0o0Do0ooDoOoooOan
0000000000000 000000000000O0000D0O0DO0o0oDoOooGOan
0000000000000 000000000000000000000000a0
0000000000000 D0D00000D00000D00DO0D0o0DO0o0Do0ooDoOoGoan
0000000000000 0D0D00D0O0DO0DO0oDOooooOan
oooao
ooopopoooooo0ooooooooooofooooo0oOoo0ooo
ooo oo fPoO0o0O00O000O0O00O0OO0DOO0OO0DDODOODOODOOODOOODOO
oooao
000
£ 11
Fab AFADYT b TIFDYT7 b 7 I FOWBDIEK
(H-BOARZ b [H-BN)ARZ RV |(H-BN)R~T b L
1-809-174 51, 66, 67 (148), 110,]112, 117, 116, 135,15, 111, 114, 115,
135 138, 139 118, 141, 142, 143,
145, 150, 154
1-903-102 16, 18, 84, 93, 94,186, 95, 64, 93, 94 88, 18, 84
103, 108, 120, 121
1-419-182 66, 70, 80, 94, 84, 93|28, 93, 64, 95, 86, 94/62, 99, 59, 81, 80, 63
1-181-150 51, 110, 136, 120 117, 116 15, 111, 118, 141,
(148)* 142, 143, 145, 150,
154
1-269-161 51,55, 66, 94, 114  |118, 117 24, 26,116, 141, 142,
143, 145, 150
1-2322-455 51, 66, 110, 135, 112, 116, 117 15, 111, 114, 115,
(148)* (135, 138)* 118, 141, 142, 143,

145, 149, 150, 154

*EE O NGAL T oEBE Y —s, 7 b L AFN (BEWIC 148 12810 B T,) id,

O
O 0Ooo
O Oooo

13Cppm22.14 K& O} 1H-0.54ppm Th .

0O

0O
O 0Oooog
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Ooo
O O0ooo
O 0Ooo
O 0Oooo
O 0Ooog

ooo

oad

ooooObbOooooooooooboao
goobooooboooobobDoo
gooboooobooooobooboad

10

20

30

40

50



OoOo0oooooo0ooooo4o0oooooo00 oo oo oo oDooooooDoDoDooooDooogQgoao
e e e e e e e e s s [ o
Ooo0oooooo0ooDoooo0D oo oo oo oo oo ooDooooDoDoDooooDoooQgoao

OOoooDooogogooooogd

O
O

OO0 ooOooo4o0ooDoooo oo oDooogUooooDoDoogogooao

Oooooooooooodg
Ooooooogogogoooogod

Ooooooogogoo
Ooooooogogoao
Oooooooogogoao
OooooooQgogoo
OO0 ooooogdg
Ooooooogdg
OOo0Dooooogdg
OooooooQgdg
OOooooogdg
OooooooQgdg
Oooooogdg
OooooooQgdg
Oooooooogdg
Ooooooogodg
Oooooooxr d»

O

OooooooooooooQgoo
Oo0ooooogooooooggogoo

O 0Ooo0ooo
O Ooogooo
O 0Ooo0ooo
O 0OooOooo
I Y [ Y
O 0Ooooo
O O0Oogoao
O 0Ooooo
O Ooogoao
O 0Ooo0ooo
O Ooogoo
O 0Ooo0ooo
O Ooogooo
O 0Ooo0oono
O Ooooo
I I o

oo oooooQgooooo

oo ooooogoQgoooo

OoOooooooQgoogoao
Ooo0ooooogQgogoo
OoOooooooOgoogoao
Ooo0ooooogQgogoo
OO0 oooooggogog
Ooo0ooooogQgoo
OO0 oooooggogog
OooooooogogQgoo
OO0 oooooggogao
OooooooogoQgoo
Oo0oooooggogoo
OooooooogoQgoo

O
O

O
O

O0Ooo0o0ooao
O0Ooo0oooao

O
O

O
O

O
O

O Ooo0ooao
O Ooooo
OO oOgooao
O Ooooo
O OoOooao
O Ooooo
O OooOooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooOoao
O Ooooo
O Ooo0ooao
O Ooooo
O O oOooo
O Ooooo
O OoOgooo
O Ooooo
O Ooooo
O Ooo0ooao
O Ooooo
O Ooo0ooao
O Ooooao
O Ooo0ooao
O Ooooo
O O0OoOgoo
O Ooooo
O OoOooao
O Ooooo
O OooOooo
O 0Ooo0ooao

O
O
OJ
O
OJ
O

B g =

0DO0O00, 0
DO0O0O000
0ooooao

(66)

e R |
|
S R |

OooooooogoOgoao
oo oooogogoo
O oD oooogogog
oo oooogogoo
O oD oooogogog
oo ooooogogoo
O oo ooogogoog
Oooooooogogoo
O o0 oooogogog
OoooooooQgoogoo
OO0 oooogogoo
Oooooooogoogoo
oo oooogogoog
OO0 oooogogog
oo ooooogogoo
OO0 oooogogog
oo ooooogogoo
O oo ooogogog
oo ooooogogoo

O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooogoo

O

OoOoooooOgoadg
Ooooooogdg
OO0 oooogdg
OooooooQgdg
OOooooogdg
OooooooQgdg
OOoooooogdg
OooooooQgodg
Oooooogdg
Ooooooogodg
Oooooooogdg
Oooooooogodg
Oooooooogdg
OOo0Dooooogdg
Ooooooogdg
O0o0Doooogdg
OooooooQgdg
OOoooooggHXe

YBF g — ABS g

gooooaooan
ooocooboboao
goooooono

O
O
|
|

O Oooo
I Y o
[ |
[ O o R |
[ I |
[ o R |

><F§

Oo0oon
Oo0ooQ
Ooo0on

O
O

]

O
O

(]

JP 2011-501753

oo 0O
oo |
I e I [ O B
O 0o oo
I e I [ B B
O 0o oo
O BOg oo

o i R |

S e R |
O 0Ooooo
O Ooogoo
O 0Ooo0ooo

O
O
O
O
O
O
O

A 2011.1.13

O
O

[3]

ad
00
od

OooooooQgdg

10

20

30

40

50



s [y [ |
O 0Oogogodg
O o0ooogoodg
O 0Oogogodg
O o0ooogodg

OO0 ooDoooo0o0 oo ooo oo oDooo oo oooo
e e e s e e e e e o B
OO0 ooDoooo0 oo oDoo oo oD ooo oo oooo
OO0 Ooooo4Qo0 oo oDooo0oUooDoDoogoggogoooao
Oo0oooooo0 oo ooo o oo oDoo oo oooo
OO0 Oo0ooooOo0 oo oooOoUooDoDoogoggogoooo

O

(67)

(A g

B8 K, A UB

JP 2011-501753 A 2011.1.13

[4]

ooocooboboooooooooobobbooooooooobobobobooooooboao
oobooooooo,0o0bo0o0oboboooooDbOooboao

O

O 0Ooo0ooo
O OooQgoo

Oooooooooood
Ooooooooooodg

O
O

O
O

=12

MAb Kp (nM)

1-809-174 0.09 £ 0.02

1-903-102 12402

1-2322-101 0.06 +0.02
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JP 2011-501753 A 2011.1.13

intemational application No

PCT/US2008/080340

INV.

A. CLASSIFICATION OF SUBJECT MATTER

C07£16/18

According to Inlsmational Patent Classification {IPC) or 1o both national classification and 1PC
B. FIELDS SEARCHED i

CO7K

Minimum documentation searched (classﬁr.'aimn system followed by classification symbols)

Documentation searched other than minimum documentation to the extent thai such documents are included in the flekds searched

Elactronic data base consulted during the international search (name of data basa and, where practical, search terms used)

EPO-Internal, WPI Data, BIOSIS

C. DOCUMENTS CONSIDERED T{) BE RELEVANT

Category*

CHation of document, with Inglication, where appropriate, of the relevant passages

Relevant 1o claim No.

KJELDSEN L ET AL: "Characterization of
twe ELISAs for NGAL, a newly described
Mpocalin in human neutrophils”

JOURNAL OF TMMUNOLOGICAL METHODS, ELSEVIER

SCIENCE PUBLISHERS B.V. AMSTERDAM NL
vol. 198, no. .2,

13 November 1996 (1996 11-13), pages
155-164, XP004071802

ISSN: 0022 1759

the whole document

WO 2007/044994 A (CHILDRENS HOSP MEDICAL
CENTER [US]; UNIV COLUMBIA [US]; BARASCH
JONATH) 19 Apri1 2007 (2007—04-19)
example 1

—f—

m Further documents are listed in the continuation of Box G.

E See patent family annax.

considered to be of particular relevance

"E* sarfier document but published on or aftarihe Intemnationat

filing date

*L* document which may throw doubis on priorty ﬂalm(s) or
wihich Is cited to establish 1he publication date of anotl
citation or other special reason (as specilied)

0" document referring to an oral disclosure, use, exhibltion or
other means

*P* document published prior 1o the intamational filing date but in the art.
lator than the priority date claimed

- ecial categories of clited documents :
Se “T" later docurment published afier the International flling date

na . or priority date and not in confiict with the  application bt
A" document defining the genaral state of the an which is not cited to understand the principle ar theary underlying the

nvention

*X* documant of parficular relevance; the claimed Invention
cannot be considarad novel ar cannot be considered 1o
mvolvg an Inventive step when tha document ia taken alone

*Y* document of particular relevance; ihe claimed invention
cannot be considered to involve an inventive step when the
document |s combined with ora or more other such docy—
menis, such combination being obvicus 1o 8 person skiled

“&" document member of the same paient family

Dals of the actuat completion of the intemational saarch Date of mailing of the Intamational search report
26 February 2009 09/03/2009
Name and malling address of the ISA/ Authorized officer
European Patent Ofice, P.B. 5818 Patentlaan 2
Fax: (+31-70) 340-3076 Kalsner, Inge

Form PCTASAR210 (sacond sheet} (Aprl 2005)
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International appiication No

. . . PCT/US2008/080340
C(Continuaticn}. DOCUMENTS CONSIDERED TO BE RELEVANT
Category” | Cilation ofduu_lmem. with indication, where .;..,.' priate, of the rek T Relevent to claim No.
A . YAN LI ET AL: "The high molecular weight 1-16

urinary matrix metalloproteinase (MMP)
activity is a complex of gelatinase
B/MMP-2 and neutrophil
gelatinase-associated Tipocalin (NGAL).
Modulation of MMP-9 activity by
NGAL .MODULATION OF MMP-9 ACTIVITY BY NGAL"
JOURNAL OF BIOLOGICAL CHEMISTRY, AMERICAN
SOCIETY OF BIOLOCHEMICAL BIOLOGISTS,
. BIRMINGHAM, : US,
vol. 276, no. 40
5 October 2001 (2001 10-05), pages
37258-37265, XP002226670
ISSN: 0021-9258
A KJELDSEN L ET AL: "IDENTIFICATION OF
NEUTROPHIL GELATINASE-ASSOCIATED LIPOCALIN
AS A NOVEL MATRIX PROTEIN OF SPECIFIC
GRANULES IN HUMAN NEUTROPHILS"™
BLOOD, AMERICAN SOCIETY OF HEMATOLOGY us,
- vol. 83 no. 3,
1 February 1994 (1994-02-01), pages
799-807, XP000564968
ISSN: 0006-4971

Form PCTASA/Z10 (contimuation of sacond sheet) {Aprl 2005)
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International applicailon No.
INTERNATIONAL SEARCH REPORT PCT/US2008/08034g, .

Box No.ll  Observations where certain claims were found unsearchable (c_onlinuaiion of itemn 2 of first sheet)

Thnis intemational search report has not been established in respect of ceriain claims under Articte 17{2)(a) for the following reasons:

1. D Gla:ms Nos.:
because they relate to subject matler nnt requ|red to be searched by this Authosity namely:

2. |:| Claims Nos::

because they relate to parts of the international application that do not comply with tha prescribed req.llremen!s to such
an extent that no meaningful Innemahonal gearch can be carried out specifically:

3. I:' Claims Nog::

because they are dapendent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll.  Observations where unity of invention is lacking (Continuation of Item 3 of first shest)

This Intemational Searching Authority found muitiple inventions in this intemational application, as follows:

see additional sheet

1. D As all required additional search fees were timely pald by the applicant, this intemational search report covers alisearchabla
claims.

2. m As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees. -

a. D As only some of the required additional search fees were timsly paid by the applicant, this intemational search reportccwers
only those claims for which fees were pald, specifically claims Nos.:

4. D No required additlonal search fees were timely pald by the applicant. Consequently, thls inlemational search report is
restrictad to the invention first mentioned in the claims; it is covered by claims Nos.:

Retmark oh Protest D The additional saarch fees ware accompanied by the applicant's protest and, where applicable, the
' paymant of a protest fes.

The addltional search fees ware accompanled by the applicant's protest but the applicabls protest
foe was not paid within the time limit specified In the invitation.

D No protast accompanied the payment of additional search fees.

Form PCT/ISA/210 {continuation of first sheet (2)) (April 2005)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 71(

This International Searching Authority found multiple {groups of)
inventions in this international application, as follows:

1. claims: 1-8, 15 (compl.); 14 (part.)

an isolated antibedy that binds to a conformational epitope
comprising aa residues 112, 118 and 147 of NGAL protein (SEQ
ID NO: 1) and which is deposited under the ATCC accession
number PTA-8024; and which has a heavy chain and a light
chain variable region with the secuences shown in SEQ ID NO:
7 and 11, respectively; an immunodiagnostic reagent
comprising the antibody

2. ¢laims: 9-13, 16 (compl.); 14 (part.)

as above, but with respect to an antibody with the deposit
numer PTA-8026 having heavy and 1ight chain variable region
sequences as shown in SEQ ID NO: 17 and 21
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