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FIG. 9
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FIG. 10

SEC-HPLC % HMW
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% HMW

(8]

S = 0w
s
sM [
ST 3
SMT [

s =
sM =
S —
SMT =1

) —
SV —
ST [——
SMT [——

SMT |

S: 20 mM succinate pH 6.0

SM: succinate + 10 mM methionine
ST. succinate +0.01% PS80
SMT: succinate + met + PS80
Concentration 14 mg/mL
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FIG. 11A
pH Study of I9G, Antibody 5°C 6 Weeks
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FIG. 11B
pH Study of IgG,Antibody 40°C 6 Weeks
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Formulation
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Buffer: 10 mM histidine, 150 mM NaCl

B+PS: 10 mM histidine, 150 mm NaCl, 0.01% PS80

B+Met: 10 mM histidine, 150 mm NaCl, 10 mM methionine

B+Met+PS: 10 mM histidine, 150 mm NaCl, 10 mM methionine, 0.01% PS80
Concentration 1 mg/mL
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<110>

<120>

<130>

<150>
<151>

WO 2006/083689

<160> 2

<170>

<210> 1

<211>
<212>
<213>

<220>

<223>

<400> 1

Asp
1
Glu
Asp
Pro
Asp
65
Ser
Thr
Arg
Gln
Tyr
145
Ser
Thr
Lys

Pro

Val
Pro
Gly
Gln
50

Arg
Arg
His
Thr
Leu
130
Pro
Gly
Tyr
His

Val
210

<210> 2
<211> 448
<212> PRT
<213> Artificial Sequence

LUIsT,
WARNE,
KANTOR,

219
PRT
Artificial Sequence

Val
Ala
Lys
35

Arg
Phe
Val
Phe
Val
115
Lys
Arg
Asn
Ser
Lys

195
Thr

Donna

Nicholas W.
Angela

ELN-046

60/648631
2005-01-28

Synthetic

Met
Ser
20

Thr
Leu
Ser
Glu
Pro
100
Ala
Ser
Glu
Ser
Leu
180
Val

Lys

Construct

Thr
5
Ile
Tyr
Ile
Gly
Ala
85
Arg
Ala
Gly
Ala
Gln
165
Ser

Tyr

Ser

Gln
Ser
Leu
Tyr
Ser
70

Glu
Thr
Pro
Thr
Lys
150
Glu
Ser

Ala

Phe

Ser
Cys
Asn
Leu
55

Gly
Asp
Phe
Ser
Ala
135
Val
Ser
Thr
Cys

Asn
215

Pro
Lys
Trp
40

Val
Ser
Val
Gly
Val
120
Ser
Gln
Val
Leu
Glu

200
Arg

SEQUENCE LISTING

Leu
Ser
25

Leu
Ser
Gly
Gly
Gln
105
Phe
Val
Trp
Thr
Thr
185
Val

Gly

ANTI A BETA ANTIBODY FORMULATION

FastSEQ for Windows Version 4.0

Ser
10

Ser
Lieu
Lys
Thr
Val
90

Gly
Ile

Val

Glu
170
Leu
Thr

Glu

1/28

Leu
Gln
Gln
Leu
Asp
75

Tyr
Thr
Phe
Cys
Val
155
Gln
Ser
His

Cys

Pro
Ser
Lys
Asp
60

Phe
Tyr
Lys
Pro
Leu
140
Asp
Asp
Lys

Gln

Val
Leu
Pro
45

Ser
Thr
Cys
Val
Pro
125
Leu

Asn

Ser

Ala

Gly
205

Thr
Leu
30

Gly
Gly
Leu
Trp
Glu
110
Ser
Asn
Ala
Lys
Asp

190
Leu

Pro
15

Asp
Gln
Val
Lys
Gln
95

Ile
Asp
Asn
Leu
Asp
175
Tyr

Ser

PCT/US2006/002837

Gly
Ser
Ser
Pro
Ile
80

Gly
Lys
Glu
Phe
Gln
160
Ser

Glu

Ser
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<220>
<223> Synthetic Construct

<400> 2
Glu Val Gln

1
Ser

Gly
Ala
Lys
65

Leu
Val
Thr
Pro
Gly
145
Asn
Gln
Ser
Ser
Thr
225
Ser
Arg
Pro
Ala
Val
305
Tyr
Thr
Leu
Cys
Ser
385
Asp

Ser

Ala

Leu
Met
Ser
50

Gly
Gln
Arg
Leu
Leu
130
Cys
Ser
Ser
Ser
Asn
210
His
Val
Thr
Glu
Lys
290
Ser
Lys
Ile
Pro
Leu
370
Asn
Ser

Arg

Leu

Arg
Ser
35

Ile
Arg
Met
Tyr
Val
115
Ala
Leu
Gly
Ser
Leu
195
Thr
Thr
Phe
Pro
Val
275
Thr
Val
Cys
Ser
Pro
355
Val
Gly
Asp
Trp

His
435

Leu
Leu
20

Trp
Arg
Phe
Asn
Asp
100
Thr
Pro
Val
Ala
Gly
180
Gly
Lys
Cys
Leu
Glu
260
Lys
Lys
Leu
Lys
Lys
340
Ser
Lys
Gln
Gly
Gln

420
Asn

Leu Glu
5
Ser Cys

Val Arg
Ser Gly

Thr Ile
70

Ser Leu

85

His Tyr

Val Ser
Ser Ser

Lys Asp
150

Leu Thr

165

Leu Tyr

Thr Gln
Val Asp
Pro Pro

230

Phe Pro
245

Val Thr

Phe Asn
Pro Arg

Thr Val
310

Val Ser

325

Ala Lys

Arg Glu

Gly Phe

Pro Glu
390

Ser Phe

405

Gln Gly

His Tyrx

Ser
Ala
Gln
Gly
55

Ser
Arg
Ser
Ser
Lys
135
Tyr
Sexr
Ser
Thr
Lys
215
Cys
Pro
Cys
Trp
Glu
295
Leu
Asn
Gly
Glu
Tyr
375
Asn
Phe

Asn

Thr

Gly
Ala
Ala
40

Gly
Arg
Ala
Gly
Ala
120
Ser
Phe
Gly
Leu
Tyr
200
Lys
Pro
Lys
Val
Tyr
280
Glu
His
Lys
Gln
Met
360
Pro
Asn
Leu

vVal

Gln
440

Gly
Ser
25

Pro
Arg
Asp
Glu
Ser
105
Ser
Thr
Pro

Val

Ser

185"

Ile
Val
Ala
Pro
Val
265
Val
Gln
Gln
Ala
Pro
345
Thr
Ser
Tyr
Tyr
Phe

425
Lys

Gly
Gly
Gly
Thr
Asn
Asp
90

Ser
Thr
Ser
Glu
His
170
Ser
Cys
Glu
Pro
Lys
250
Val
Asp
Tyr
Asp
Leu
330
Arg
Lys
Asp
Lys
Ser
410

Ser

Ser

2/28

Leu
Phe
Lys
Tyr
Ser
75

Thr
Asp
Lys
Gly
Pro
155
Thr
Val
Asn
Pro
Glu
235
Asp
Asp
Gly
Asn
Trp
315
Pro
Glu
Asn
Ile
Thr
395
Lys
Cys

Leu

val
Thr
Gly
Tyr
60

Lys
Ala
Tyr
Gly
Gly
140
Val
Phe
Val
Val
Lys
220
Leu
Thr
Val
Val
Ser
300
Leu
Ala
Pro
Gln
Ala
380
Thr
Leu

Ser

Ser

Gln
Phe
Leu
45

Ser
Asn
Val
Trp
Pro
125
Thr
Thr
Pro
Thr
Asn
205
Ser
Leu
Leu
Ser
Glu
285
Thr
Asn
Pro
Gln
Val
365
Val
Pro
Thr
Val

Leu
445

Pro
Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Ser
Ala
Val
Ala
Val
190
His
Cys
Gly
Met
His
270
Val
Tyr
Gly
Ile
Val
350
Ser
Glu
Pro
Val
Met

430
Sexr

Gly
15

Asn
Trp
Asn
Leu
Tyr
95

Gln
Val
Ala
Ser
Val
175
Pro
Lys
Asp
Gly
Ile
255
Glu
His
Arg
Lys
Glu
335
Tyr
Leu
Trp
Val
Asp
415
His

Pro

PCT/US2006/002837

Gly
Tyr
Val
Val
Tyr
80

Cys
Gly
Phe
Leu
Trp
160
Leu
Ser
Pro
Lys
Pro
240
Ser
Asp
Asn
Val
Glu
320
Lys
Thr
Thr
Glu
Leu
400
Lys
Glu

Gly
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<210> SEQ ID NO B
<211> LENGTH: 113
<212> TYPE: PRT

<213> ORGANISM: Artificial seguence

<220> FEATURE:

<223> OTHER INFORMATION: humanized antibody

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (1)..(1)

<223> OTHER INFORMATION: Xaa=Asp or Tyr

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (7)..(7)

<223> OTHER INFORMATION: Xaa=Ser or Thr

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (10)..{10)
<223> OTHER INFORMATION: Xaa=Ser or Thr

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (15)..(15) .
<223> OTHER INFORMATION: Xaa=Leu, Ile, or Val

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (50)..(50)
<223> OTHER INFORMATION: Xaa=Arg or

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (88)..(88)
<223> OTHER INFORMATION: Xaa=Val or

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE
<2225 LOCATION: (109)..(109)

<223> OTHER INFORMATION: Xaa=mval or

<400> SEQUENCE: "}

Xaa Val val Met Thr Gln
1 5

Gln Pro Ala Ser Ile Ser
20

Asp Gly Lys Thr Tyr Leu
35
Pro Xaa Arg Leu Ile Tyr
50

Asp Arg Phe Ser Gly Ser
65 70

Ser Arg Val Glu Ala Glu
85

Thr His Phe Pro Arg Thr
100

<210> s5EQ 0 MO S\
<211> LENGTH: 119
<212> TYPE: PRT

Xaa

Cys

Asn

Leu

Gly

Asp

Phe

Pro

Lys

Trp

40

vVal

Ser

Xaa

Gly

Leu

Ser

25

Leu

Ser

Gly

Gly

Gly
105

<213> ORGANISM: Artificial seguence

<220> FEATURE:

Lys

Leu

Leu

Xaa Leu
10

Ser Gln

Gln Gln

Lys Leu

Thr Asp
75

Val Tyr
920

Gly Thr

<223> OTHER INFORMATTON: humanized antibody

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<2225 LOCATION: (3)..(3)

Pro

Ser

Axg

Asp

60

Phe

Tyr

Lys

<223> OTHER INFORMATION: Xaa=Gln, Lys, or Arg

<220> FEATURE:

«221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (78)..(78)
<223> OTHER INFORMATION: XaawSer or Thr

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (87)..(87)
<223> OTHER INFORMATION: XaawArg or Lys

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (88)..(88)

<223> OTHER INPORMATION: Xaa=Ala, Ser or Thr

<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE
<222> LOCATION: (114)..(114)

val

Leu

Pro

45

Ser

Thr

Cys

Xaa

<223> OTHER J;NFORHATION: Xaa=Leu, Thr, Ile, or Val

<400> SEQUENCE: l.l~

3/28

Thr

Leu

30

Gly

Gly

Teu

Trp

Glu
110

Xaa
15

Asp
Gln
val
Lys
Gln

95

Ile

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

PCT/US2006/002837
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Glu Val Xaas Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro'Gly Gly
1 5 10 15

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

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Ser Ile Arg Ser Gly Gly Gly Arg Thr Tyr Tyr Ser Asp Asn Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ala Lys Asn Xaa Leu Tyr
65 70 75 80

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

Val Arg Tyr Asp His Tyr Ser Gly Ser Ser Asp Tyr Trp Gly Gln Gly
: 100 105 110

Thr Xaa Val Thr Val Ser Ser
115

<210» sEQ 1 N0 5

<211> LENGTH: 113

<212> TYPE: PRT

<213> ORGANISM: Artificial seguence

<220> FEATURE:

<223> OTHER INFORMATION: humanized antibody

<400> SEQUENCE: §

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

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Gln Gln Arg Pro Gly Gln Ser
35 49 ' 45

Pro Arg Arg Leu Iie Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 90 . 25

Thr His Phe Pro Arg Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110

Arg

«210> SEQ D No &

«211> LENGTH: 119

«212> TYPE: PRT

<213> ORGANISM: Artificial sequence

<220> FEATURE:

<223» OTHER INFORMATION: humanized antibody

<400> SEQUENCE: b

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 ' 15

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

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trxp Val
35 40 45

Ala :gr Ile Arg Ser Gly Gly Gly arg Thr Tyr Tyr Ser Asp Asn Val
55 60

Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ala Lys Asn Ser Leu Tyr
€5 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 80 385

Val Arg Tyr Asp His Tyr Ser Gly Ser Ser Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
) 115

4/28
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<210» SEQ ID No [

<21i> LENGTH: 219

<212> TYPE: PRT

<213> ORGANISM: Artificial seguence
<220> FEATURE:

<223> OTHER INFORMATION: humanized antibody

<400> SEQUENCE: ']

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

1 5 10

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser

20 25

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Gln Gln Arg

35 40

Pro Arg Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp

50 55

60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
65 70 75

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr

85 90

Thr His Phe Pro Arg Thr Phe Gly Gly Gly Thr Lys

100 105

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro

115 120

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

130 135

140

Tyr Pra Arg Glu Ala Lys Val Gln Trp Lys Val Aap
145 150 158

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp

165 . 170

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys

180 185

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln

185 200

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> SEQ Ip M0 §.

<211> LENGTH: 449

<212> TYPE: PRT

<213> ORGANISM: Artificial seguence
<220> FEATURE:

<223> OTHER INFORMATION: humanized antibody

<400> SEQUENCE: ;¥ .

PCT/US2006/002837

Val Thr Leu Gly

15

Leu Leu Asp Ser
30

Pro @ly Gln Ser

45

Ser Gly val Pro

Thr Leu Lys Ile

80

Cys Trp Gln Gly

95

Val Glu Ile Lys
110

Pro Ser Asp Glu

125

Leu asn Asn Fhe

Asn Ala Leu Gln

160

Ser Lys Asp Ser

175

Ala Asp Tyr Glu
180

Gly Leu Ser Ser

205

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

1 s 10

Ser Leu Arg Leu Ser Cys Ala Gly Ser Gly Phe
20 25

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys
35 40

Ala Ser Ile Arg Ser Gly Gly Gly Arg Thr Tyr
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ala
65 70 75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90

Val Arg Tyr Asp His Tyr Ser Gly Ser Ser Asp
100 105

Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys
115 120

5/28

Thr Phe Ser

30

Gly Leu Glu

45

Tyr Ser Asp

60

Lys Asn Sex

Ala val Tyr

Tyr Trp Gly

110

Gly cly
15

Asn Tyr

Trp Val

Asn Val

Leu Tyr
80

Tyr Cys
95

Gln Gly

Gly Pro Ser Val' Phe
125
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...\’ro B

"vr,

it o

Gly
145

Asn

Pro
Ala
vVal
305
Tyr
Thr
Leun

Cys

Ser
385

Cys

Ser

Ser

Ser

Asn

210

His

Val

Thr

Glu

Lys

290

Ser

Lys

Ile

Pro

Leu

370

Asn

g5

ool

:

tace Hush nnl

E o 5 ezpr Ser

Leu Val Lys Asp

Gly
Ser
Leu
195
The
Thr
The
Pro
Val
275
Thr
val
Cys
Ser
Pro
355

Val

Gly

Ala Leu
165

Gly Leu
180

Gly Thr

Lys Val

Cys Pro

Leu Phe

245

Glu Val
260

Lys Phe
Lys Pro
Leu Thr
Lys Vval

325
Lys Ala
340
Ser Arg

Lys Gly

Gln Pro

150

Thr

Tyr

Gln

Amp

Pro

230

Pro

Thr-

Asn

Arg

val

310

Ser

Lys

Asp

Phe

Glu
390

Lys Ser
135

Tyr Phe

Ser Gly

Ser Leu

Thr Tyr
200

Lys Lys
215

Cys Pro

Pro Lys

Cys Val

Trp Tyr
280

Glu Glu
285

Leu His

Asn Lys

Gly Gln

Glu Leu
360

Tyr Pro
375

Asn Asn

Thr

Pro

val

Ser

185,

Ile

val

Ala

Pro

Val

265

val

Gln

Gln

Ala

Pro

345

Thr

Ser

Tyr

Ser Gly Gly
140

Glu Pro val
155

His Thr Phe
170

Ser Val val
Cys Asn Val
Glu Pro Lys

220

Pro Glu Leu
235

Lys Asp Thr
250

Val Asp Val
Asp Gly Val
Tyr Asn Ser

300

Asp Trp Leu
315

Leu Pro Ala
330

Arg Glu Pro

Lys a&sn Gln

Asp Ile Ala
380

Lys Thr Thr
395

Thr

Thr

Pro

Thr

Asn

205

Ser

Leu

Leu

Ser

Glu

285

Thr

Asn

Pro

Gln

Val

365

val

Pro

Ala Ala

vVal ser

Ala Val
178

Val Pro
190

His Lys
Cys Asp
Gly Gly
Met Ile

255

His Glu
270

Val His
Tyr Arg
Gly Lys
Ile Glu

335
Val Tyr
350
Ser Leu

Glu Trp

Pro Val

Leu

Trp

160

Leu

Ser

Pro

Lys

Pro

240

Ser

Asp

Asn

Val

Glu

320

Lys

Thr

Thr

Glu

Leu
400

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
410

405

415

Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425

430

Ala Leu His Asn Hie Tyr Thr 6ln Lys Ser Leu Ser Leu Ser Pro Gly
445

Lys

<210>
<21i>
<212>
<213>
<220>
<221>
<222>
<223>
<220>
<221>
<222>
<223>
<220
<221>
<222>
<223>
<220>
<221>
<222>

435

LOCATION:

SEQ ID NO 9
LENGTH: 113
TYPE: ERT
CRGANISM: humanized antibody
FEATURE s
NAME/KEY: MISC_FEATURE
LOCATION:
OTHER INFORMATION: Xaa=Val or Leu
FEATURE:
NAME/KEY =
LOCATION:
OTHER INFORMATION: XaawSer of Thr
FEATURE 2
NAME/KEY: MISC_FEATURE
LOCATION: (14)..(14)
OTHER INFORMATION: Xaa=Thr or Ser
FEATURE :
NAME/KEY: MISC_FEATURE
{17)..(17)

(3).-(3)

440

MISC_FERTURE
(7).(7)

<223> OTHER INFORMATION: Xaa=Gln, Asp, or Asn
<220> FEATURE:
<221> NAME/KEY: MISC_FERTURE
<222> TOCATICON: (30)..(30)

<223> OTHER INFORMATION: Xaa=Ile or Val
<220> FEATURE:
<221> NAME/KEY: MISC_FERTURE
<222> LOCATION: (50)..(50)

<223> OTHER INFORMATION: Xaa=Arg or Lys
<220> FEATURE:
<221> NAME/KEY: MISC._FEATURE
<222> LOCATION: (88).-(88)

<223> OTHER INFORMATION: Xan=Val or Leu
<220> FEATURE:

6/28
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<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (105)..(105)

<223> OTHER INFORMATION: Xaa=Gly or Ala
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (10S)..(109)

<223> OTHER INFORMATION: Xaa=Val or Leu

<400> SEQUENCE: 9§

Asp Val Xaa Met Thr Gln Xaa Pro Leu Ser Leu Pro Val Xaa Leu Gly
1 5 10 i5

Xaa Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn Ile Xaa His Ser
20 25 30

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

Pro )staa Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
0 55 60 ’

Asp Arg Phe §er Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 5 80

Ser Arg Val Glu Ala Glu Asp Xaa Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95

‘Ser His Val Pro Leu Thr Phe Gly Xaa Gly Thr Lys Xaa Glu Ile Lys
100 105 - 110

<210> SEQ ID NO (o

<211> LENGTH: 123

<212> TYPE: PRT

<213> ORGANISM: humanized antibody
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (1)..(1)

<223> OTHER INFORMATION: Xaa=Gln or Glu
<220> FEATURE:

<«221> NAME/KEY: MISC_FRATURE

<222> LOCATION: (2)..(2)

«223> OTHER INFORMATION: Xaa=Val or Ala
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<«222> LOCATION: (64)..(64)

<223> OTHER INFORMATION: Xaa=Ser or Thr
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

«222> LOCATION: (77)..(77)

<223> OTHER INFORMATION: Xaa=Lys or Arg
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (78)..(78)

<223> OTHER INFORMATION: Xaa=Ser or Thr
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (83)..(83)

«223> OTHER INFORMATION: Xaa~Thr or Ser
<220> FEATURE:

<221> NAME/KEY: MISC FEATURE

<«222> LOCATION: (84)..(84)

<223> OTHER INFORMATION: Xaa=Met, Ile or Leu
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

«222> LOCATION: (86)..(86)

<223> OTHER INFORMATION: Xaa=Asn, Ser, Thr
<220> FEATURE:

<221> NAME/KEY: MISC FEATURE

<222> LOCATION: (87)..(87)

<223> OTHER INFORMATION: Xaa=Met, Val, or Leu
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE

<222> LOCATION: (118)..(118)

<223> OTHER INFORMATION: Xaaw=Leu ox Ser

<400> SEQUENCE: {O

7/28
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" R

‘imr'

Thr Leu Thr Leu

Gly
Trp
Leu
65

val

Cys

Trp

Het
Leu
50

Lys
Leu

val

Gly

s Ll Gl

b s
Hioh st !

Lys
5

20

Gly Val Ser

35

Ala His

Ser Arg Leu

70

Thr Xa
;13

Xaa Xaa

hArg Arg

100

Pro

Gln
115

Gly Thr Xa

<210> SEQ ID Mo ||

<211> LENGTH:
<212> TYPE:
<213> ORGANISM:

113
PRT

<400> SEQUENCE: 1|

Thr Cys
Trp
Ile Tyr Trp

The ‘

Ile

u Ser Gly

Thr Phe

Ile Arg

40

hsp
55

Ile Ser

a Xaa Asp

Thr Pro

a Val Thr

120

Pro
10

ser Gl

25

Gln

Asp As

Lys As

Pro
20

Val
105

val

humenized antibody

val Leu Val Lys

Pro

val

Leu

Ser

y Phe Ser Leu
30

Pro Gly Lys
45

p Lys Arg Tyr
60

p Thr Ser Xaa
75

Asp Thr Ala

Val Asp Ala
11

ser

Pro Thr

15

Ser Thr

Ala Leu

Asn Pro

Xaa Gln

Thr Tyr

95

Met Asp

1]

PCT/US2006/002837

Glu
Ser
Glu
Kaa
Val

;]

Tyr

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu &ly
1

Gln Pro Ala Ser

Asn Gly Asn Thr Tyr Leu

Pro Arg Leu Leu Ile Tyr

Asp Arg Phe Ser Gly Ser

65

Ser Arg Val Glu Ala Glu

Ser Hie Val Pro Leu Thr

Ary

5

20

35

50

85

1o0

10> seg 0 No 1L
<211> LENGTH: 123

<212>
<213>

<400>

Gln
1
Thr
Gly
Trp
Leu
65
val

cys

mep

TYPE: PRT

SEQUENCE: 1T
Val Thr Leu Lys

5
Leu Thr Leu Thr
20

Met Gly Val Ser
35

Leu Ala His Ile
50

Lys Ser Arg Leu

Leu Thr Met Thr Asn Met Asp

85

Val Arg Arg Pro
100

Gly Gln Gly Thr
115

55

70

Glu

Ser Gly

Thr Phe

Ile Arg

10

25

Glu Trp Tyr
40

Lys Val Ser

Gly ser Gly

Asp Val Gly

Phe Gly Gly

105

ORGANISM: humanized antibody

Pro

Ser
25

Gln

40

Tyr

Thr
70

Ile

Leu

Brp Bep
55

Ile Ser

Thr Pro

val Thr

Asp

Lys

Proe

val

108

val

120

8/28

Leu Gln Pro

45

Lys

Phe
60

Asn Arg Ser

Thr Asp Phe Thr

75

val
90

Tyr Tyr Cys

Gly Thr Lys Val

Val val

10

Leu Lys

Gly Phe Ser Leu

Pro Pro Gly Lys

45
hry Tyr
60

Asp Lys

The
75

Asp Ser Lys

val
20

hsp Thr Als
Leu Val Asp Ala

Ser Ser

15

30

Gly

Gly

Leu

Phe

Glu
110

Pro
Ser
36

Ala
Asn

Ser

Thy

Ile Ser Cys Arg Ser Ser Gln Bsn Ile Ile His Ser

Gln Ser

Val

Pro

-Ile
80

Lys

Glin
85

Gly

Ile Lys

Thr
15

Glu

Thr Ser

Leu Glu

Pro Ser

Gln Val

80

TYr Tyr

95

Het
110

Asp Tyr
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<210> SEQ ID NO
«<211> LENGTH: 219

seupsy
"<211{ &

AR

<400> SEQUENCE:

Asp Val Val Met

1

Gln

Pro

Asp
65

Ser

Pro Ala
Gly Asn
35

Arg Leu
50

Arg Phe

Arg Val

Ser

20

Thr

Leu

Ser

Glu

b o

I3

T

huméanize

1%
Thr

5

Ile
Tyr
Ile

Gly

Ala
85

Gln

Ser

Leu

Tyr

Ser

70

Glu

g o
iu‘ alt
o

e

i

éﬂ%iﬁ;dy

ser
Cys
Glu
Lys
55

Gly

Asp

Pro

hrg

Trp

40

val

Ser

Val

Leu

Ser

Tyr

Ser

Gly

Gly

Ser

10

Ser

Leu

Asn

Thr

val
90

Leu Pro
Gln Asn
Gln Lys
Arg Phe

60

Asp Phe
75

Tyr Tyr

9/28

val

Ile

Pro

45

Ser

Thr

Cys

Thr
Ile
30

Gly
Gly

Leu

Phe

Leu

15

Gln

val

Lys

Gln
95

Gly

Ser

Ser

Pro

Ile

80

Gly

PCT/US2006/002837
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e

Ser His Val Pro Leuy Thr

P

3

g

Arg Thr val

Gln

TYr
145

Ser

Leu
130

Pro

Gly

115

Lys

hrg

Asn

Thr Tyr Ser

Lye

His

Lys
195

Pro Val Thr

210

ey 4

I"

Ala Ala pro

Ser Gly Thr

Glu Ala Lys

150

8Ser Gln Glu

165

Leu Ser Ser

180

Val

Lys

Tyx

Ser

<210> §EQ 1D No 14
<211> LERGTH: 453

212> TYPE: PRT
<213> ORGANISM:

<4 00> SEQUENCE:

Gln val Thr Leu
1

Thr
Gly
Trp
Leu
65

Val
Cys
Trp
Pro
Thr
145
Thr

Pro

Thr

Ser

Leu

Met

Leu

50

Lys

Leu

Val

Gly

Ser

130

Ala

Val

Ala

val

His

210

Cys

225

Thr
Gly
35

Ala
Ser
Thr
Arg
Gln
115
Val
Ala
Ser
val
Pro
195

Lys

hsp

Leu
20

Val
His
Arg
Het
Arg
100
Gly
Phe
Len
Trp
Leu
180
Ser

Fro

Lys

Ala

Phe Gly
Ser Val
. 120

Ala Ser
135

val Gln
Ser Val
Thr Leu
Cys Glu

200

Asn Arg
215

Gly
108
Phe
Val
Trp
Thre
Thr
185

Val

Gly

hupanized antibedy

14

Lys
5
Thr
Ser
Iie
Leu
Thr
85
Pro
Thr
Pro
Gly
Asn
165
Glin
Ser

Ser

Thr

Glu

Cys

Trp

Tyr

Thy-

70

Asn

Ile

Leu

Leu

Cys

156

Ser

Ser

Ser

Asn

His

Ser Gly
Thr FPhe
Ile Arg

40

Trp Asp
55

Ile ser

Met Asp

Thr Pro

val Thr
120

Ale Pro
138

Leu Val

Gly Ala

Ser Gly

Leu Gly
200

Thr Lys
215

Thr Cys

230

Pro

Sexr

25

Gln

Asp

Lys

Pro

val

105

val

Ser

Lys

Leu

Leu

188

Thr

val

Pro

Gly

Ile

Val

Lys

Glu

170

Leu

Thr

Glu

val
10

Gly
Pro
Asp
Asp
val
80

Leu
Ser
Ser
Asp
Thr
170
Eyr

Gln

Asp

Thr

Phe

Cys

val

155

Gln

ser

His

Cys

Leu

Phe

Ero

Lys

Thr

Asp

val

Ser

Lys

Tyr

155

Ser

Ser

The

Lys

Lys

Pro

Leu

140

Asp

Asp

Lys

Gln

Val
ser
Gly
Arg
60

Ser

Thr

Asp

Ala

Ser
140

Phe

Gly

val
Pro
125
Leu
Asn
Ser

Ala

Gly
208

Lys
Leu
Lys
45

Tyr
Lys
Ala
Ala
Ser
125
Thx

Pro

Val

Glu
110
Ser
Asn
Ala
Lys
Asp
130

Leu

Pro
Ser
30

Ala
Asn
Ser
Thr
Met
110
Thr
Ser

Glu

His

Leu Ser Ser

Tyr

Lys
220

Ile
205

Val

Pro Cys Pro Ala

235

130

cys

Glu

Pro

Asp
Asn
Leu
Asp
175

Tyr

Ser

Thr
15

Thr
Leu
Pro
Gln
TYL
95

Asp
Lys
Gly
Pro
Thr
178
val
Asn

Pro

Glu

PCT/US2006/002837
Lys
Glu
Phe
Gln
160
Ser

Glu

Ser

Glu
Ser
Glu
Eer
val
BO

Tyr
Tyr
Gly
Gly
Val
160
Phe
Val
Val

Lys

Leun

240

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245

Leu Met Ile Ser Arg Thr Pro Glu val Thr Cys
Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
Glu Val His Bsn Ala Lys Thr Lys Pro Arg Glu

Thr Tyr Arg Val val
305

260

275

290

250

265

280

295

310

16/28

Ser Val Leu Thr Val Leu

300

315

2585

270

Val Val val Asp val

Tyr Val hsp Gly Val .
285 '

Glu Gln Tyr &sn Ser

His 6ln Asp Trp Leu

320
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Asn Gly
Pro Ile
Gln Val
Val Ser

370

Val Glu
385

Pro Pro
Thr Val

Val Met

Leu Ser
450

Lys

Glu

Ty
355
Leu
Trp
Val
Asp
His
435

Pro

Glu Tyr
325

Lys Thr
340
Thr Leu

Thr cys

Glu Ser

Leu Asp

405

Lys Ser
420

Glu Ala

Gly Lys

Lys

Ile

Pro

Leu

Asn

390

Ser

Arg

Leu

Cys Lys
Ser Lys
Pro Ser

360

Vval Lys
375

Gly Gln
Asp Gly

Trp Gln

His Asn
440

Val
Ala
345
Arg
Gly
Pro
Ser
Gln

425

His

Ser
330
Lys
Asp
Phe
Glu
Phe
410

Gly

Tyr

Asn Lys Ala Leu
Gly Gln Pro Arg
-350

Glu Leu Thr Lys
365

Tyr Pro Ser Asp
380

Asn Asn Tyr Lys
395

Phe Leu Tyr Ser
Asn Val Phe Ser
430

Thr 6ln Lys Ser
445

11/28

Pro
335
Glu
Asn
Ile
Thr
Lys
415

Cys

Leu

Ala

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser

PCT/US2006/002837
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<210> 15
<211> 132
<212> PRT
<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: humanized 12B4VLvl

<220>
<221> SIGNAL
<222> (1)...(20)

<400> 6

Met Arg Leu Pro Ala Gln Leu Leu Gly Leu Leu Met Leu Trp Val Ser
-20 -15 -10 -5
Gly Ser Ser Gly Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro

Val Thr Pro Gly Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn
15 20 25
Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys
30 35 40
Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe
45 50 55 60
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
65 70 75
Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr

80 85 90
Cys Phe Gln Gly Ser His Val Pro Leu Thr Phe Gly Gln Gly Thr Lys
95 100 105
Leu Glu Ile Lys
110

<210> 16
<211> 142
<212> PRT
<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: humanized 12B4VHvl

<220>
<221> SIGNAL
<222> (1)...(19)

<400> 8

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
-15 ~10 -5

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

Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Phe Ser Gly Phe Ser Leu
15 20 25
Ser Thr Asn Gly Met Gly Val Ser Trp Ile Arg Gln Pro Pro Gly Lys
30 35 40 45
Gly Leu Glu Trp Leu Ala His Ile Tyr Trp Asp Glu Asp Lys Arg Tyr
50 55 60
Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys
65 70 75
Asn Gln Val Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala
80 85 90
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Val Tyr Tyr Cys Ala Arg Arg Arg Ile Ile Tyr Asp Val Glu Asp Tyr

95 100 105
Phe Asp Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
110 115 120
<210> 17
<211> 131
<212> PRT

<213> Mus musculus

<220>

<221> SIGNAL

<222> (1)...(19)

<400> 2

Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp Ile Pro Ala

-15 ~-10 -5
Ser Ser Ser Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val
1 5 10
Ser Leu Gly Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Asn Ile
15 20 25
Val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro
30 35 40 45
Gly Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser
50 55 60

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
) 65 70 75

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

80 85 90
Phe Gln Gly Ser His Val Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu
95 100 105

Glu Leu Lys

110

<210> 18

<211> 142

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: humanized 12B4VLv2

<220>
<221> SIGNAL
<222> (1)...(19)

<400> 10

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
-15 ~10 -5

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

Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Phe Ser Gly Phe Ser Leu
15 20 25
Ser Thr Asn Gly Met Gly Val Ser Trp Ile Arg Gln Pro Pro Gly Lys
30 35 40 45
Gly Leu Glu Trp Ile Gly His Ile Tyr Trp Asp Glu Asp Lys Arg Tyr
50 55 60
Asn Pro Ser Leu Lys Ser Arg Val Thr Ile Ser Lys Asp Thr Ser Lys
65 70 75
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Sap B 0t el by W Mg e

Asn Gln Phe Ser ﬁZﬂ“ﬂ§émﬁéu Ser - Ser Val Thr Ala Ala Asp Thr Ala

80 85 90
Val Tyr Tyr Cys Ala Arg Arg Arg Ile Ile Tyr Asp Val Glu Asp Tyr
95 100 105
Phe Asp Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
110 115 120
<210> 19
<211> 142
<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: humanized 12B4VLv3

<220>
<221> SIGNAL
<222> (1)...(19)

<400> 12
Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
-15 -10 -5
Val Leu Ser Gln Leu Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys
1 5 10
Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Phe Ser Gly Phe Ser Leu
15 20 25
Ser Thr Asn Gly Met Gly Val Ser Trp Ile Arg Gln Pro Pro Gly Lys
30 35 40 45
Gly Leu Glu Trp Leu Gly His Ile Tyr Trp Asp Glu Asp Lys Arg Tyr
50 55 60
Asn Pro Ser Leu Lys Ser Arg Val Thr Ile Ser Lys Asp Thr Ser Lys
65 70 75
Asn Gln Val Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala
80 85 90
Val Tyr Tyr Cys Ala Arg Arg Arg Ile Ile Tyr Asp Val Glu Asp Tyr
95 100 105
Phe Asp Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
110 115 120

<210> 20
<211> 112
<212> PRT
<213> Artificial Sequence

<220>
<223> synthetic h12Allvl -~ VL region

<400> 7
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30
Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
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R e L e T T

Ser Arg Val Glu AiéwéiﬁmAép Val Gly Val Tyr Tyr Cys Phe Gln Ser

85 90 95
Ser His Val Pro Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105 110
<210> 21
<211> 120
<212> PRT

<213> Artificial Sequence

<220>
<223> hl2Allvl - VH region

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

35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
) 85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 22

<211> 120

<212> PRT .

<213> Artificial Sequence

<220>
<223> synthetic h12Al1lv2

<400> 13
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120
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<210> 23
<211> 120
<212> PRT
<213> Artificial Sequence

<220>
<223> synthetic hl2Allv2.1

<400> 14
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Asn Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 24

<211> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2A1lv3

<400> 15
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 25

<211> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic construct, humanized 12A11 v3.1 VH
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<400> 36
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Asn Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 26
<211> 120
<212> PRT
<213> Artificial Sequence

<220>
<223> synthetic hl2Al1lv4.1l
<400> 16
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Txrp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 27
<211> 120
<212> PRT

<213> Artificial Sedgquence

<220>
<223> synthetic h12Allv4.2

<400> 17
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
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35 40. 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95 '
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trxp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser-Ser
115 120
<210> 28
<211> 120
<212> PRT
<213> Artificial Sequence
<220>
<223> synthetic hl2Al1lv4.3
<400> 18
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 i0 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 29
<211> 120
<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2Allv4.4

<400> 19

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

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

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

Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80

Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr

85 90 95
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Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln

100 105 . 110
Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 30
<211> 120
<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2Allv5.1

<400> 20
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Brg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 ‘ 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 31

<211> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic h12Al11v5.2

<400> 21
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 32
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Z10s BT
<212> PRT
<213> Artificial Sequence

<220>
<223> synthetic h12A11v5.3
<400> 22
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser Val
115 120
<210> 33
<211> 121
<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2A11v5.4

<400> 23
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu

35 40 45

Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110

Gly Thr Thr Val Thr Val Ser Ser Val

115 120

<210> 34

<211> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2A11v5.5
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<400> 24
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 35
<211> 120
<212> PRT
<213> Artificial Sequence

<220> )
<223> synthetic h12A11v5.6

<400> 25
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 920 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 36
<211> 120
<212> PRT
<213> Artificial Sequence

<220>

<223> synthetic h12Al116.1

<400> 26

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

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

20 25 30
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Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu

35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 37
<211> 120
<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2Allv6.2

<400> 27
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 38

<211> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2A11v6.3

<400> 28 .
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30

Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45 ‘

Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser

50 55 60

Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu

65 70 75 80

Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr

22/28



WO 2006/083689 PCT/US2006/002837

B G T L g

85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110

Gly Thr Thr Vval Thr Val Ser Ser

115 120
<210> 39
<211> 120
<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2Al11vé6.4

<400> 29
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr val Thr Val Ser Ser
115 120

<210> 40

<211> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl12Alliv7

<400> 30
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser -Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr val Thr Val Ser Ser
115 120
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<210> 41

<211> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2AllvS8

<400> 31
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr ‘Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Asn Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120
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<210» spp 10 N0 HZ
<211> LENGTH: 113
<212> TYPE: PRT

ik Aisit? 3

213> ORGANISM: Wichal sequence
b ﬁi‘ﬁ' e
o i

<4233
<220> FEATURE!

<221> NBAME/KEY: MISC_FEATURE
<222> LOCATION: (2)..(2)
<223> OTHER INFORMATION: Xaa
<220> FERTURE:

<221> NAME/KEY: MISC_FEATURE
<222> LOCATION: {7)..(7}
<223> OTHBR INFORMATIOR: Xaa
<220> FEATURE:

<221> NAMB/REY: MISC_FBATURE
<222> LOCATION: (14)..(14)
223> OTHER INFORMATION: Raa
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE
<222> LOCATION: (15)..(15)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

<221> NAME/XHY: MISC.FEATURE
<222> LOCATION: (30)..(30)
<223> OTHER INFORMATIOH: Xaa
<220> FEATURE:

<221> NAME/KBEY: MIEC.FEATURD
<222» LOCATION: (50).,(50)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE
<222> LOCATION: (88)..{88)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

«221> NAME/KEY: MISC FEATURE
<222> LOCATION: (105)..(105)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

<2215 NAME/KEY: MISC_FEATURE
<222> LOCATION: (108)..(108)
<223» OTHER INFORMATION: Xaa
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE
<222> LOCATION: (109)..(109)
<223> OTHER INFORMATION: Xas

<400> SEQUENCE: ¢l

Asp ¥aa vVal Met Thr Gln Xaa
1 5

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Cln fer Leu Xaa Tyr Ser

20

Asp Gly aAsn ala Tyr Leu His Trp Phe Leu Gln Lys Pro Gly Gln Ser

35

Pro Xaa Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly val Pro

50 55

Asp Arg Phe Ser Gly Ser Gly
65 70

Ser Arg val Glu Ala Glu Asp Xaa Gly Val Tyr Tyr Cys Ser Gln Sor
g5 90

Thr His Val Pro Tep Thr Phe
100

Arg
<210» SEQ 0 No “1B

<211> LERGTH: 112
<212> TYPE: PRT

HER INFORMATION: Humanized antibodies

at position 2 is Val or Ile

at position 7 is Ser or Thr

at position 14 is Thr or Ser

at position 15 is Leu or Pro

at position 30 is Ile or val

at position 50 is Arg, Gln, or Lys

at position 88 is Val or Leu

at position 105 is 6ln or Gly

at pooition 108 is ILys wr Ary

at position 109 is Val or Leu

Pro Leu Ser Leu Pro Val Xaa Xaa Gly

10 15

25 3¢

40 45

60

Ser Gly Thr Asp Phe Thr Leu Lys Ile
75

95

Bly Xaa Gly Thr Xna Xaa Gla Ile Lys
108

110

<213> ORGANISM: Artificial seguence

<220 FEATURE:

<223> OTHER INFORMATION: Humanized antibedies

<2205 FEATURE:

<221> NAME/KEY: MISC_FEDTURE
«222> LOCATION: (1)..(1)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

<221> NAME/KEY: MISC_FEATURE
<222> LOCATION: (7)..{7)
<223> OTHER INFORMATION: Xaa
<220> FEATURE?:

<221> NAME/KEY: MISC_FEATURE
<222> LOCATION: [46)..(46)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

<221> NAMB/REY: MISC_FEATURE
<222> LOCATION: ({63)..(63)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

<221> NAME/XKEY: MISC FEATURE
<222> LOCATION: (75)..(75)
<223> OTHER INFORMATION: Xaa
<220> FEATURE:

<221> NAME/XEY: MISC_FEATURE
<222> LOCATION: {76)..(76)
<223> OTHER INPORMATION: Xaa

at position 1 is Glu or Gln

at position 7 is Ser or Leu

at position 46 is Glu, Val, Asp or Ser

at position 63 is Thr or Ser

at position 75 is Ala, Ser, Val or Thr

at position 76 18 Lys or Arg

25/28
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<222> LOCATION: (89)..(89)

«223> OTHER INFORMATION: Xaa at position B89 is Glu or Asp

«<220> FEATURE:

<221> NAME/KEY:

MISC_FEATURE

<222> LOCATION: (107)..(107)
<223> OTHER INFORMATION: Xaa at position 107 is

<400> SEQUENCE: U

1

ser

ser

Ala

Lys
65

Leu

Ala

Leu Arg Leu Ser
20

Met Ser Trp Val
35

Gln Ile Asn Ser
50

Gly Arg Phe Thr

Gln Met Asn ser
85

Ser Gly asp Tyr
100

«210> SEQ ID NO vy

<211> LENGTH:

113

<212> TYPE: PRT

<213>

<220> FEATURE:
<223> OTHER INFORMATION: Humanized antibodies

<400> SEQUENCE:

Xaa val Gin Leu Val Glu Xaa Gly
5

Cys Ala Ala

Arg Gln Ala

40

Val Gly Asn

Ile Ser Arg

70

55

Leu Arg Ala

Trp Gly Gln

Gly Gly Leu Val
10

Ser Gly Phe Thr

25

Pro Gly Lys Gly
Ser Thr Tyr Tyr
80

Asp Asn Xaa Xaa
15

Xaa Asp Thr Ala
90

Gly Thr Xaa Val
105

ORGANISH: Artificial sequence

oy

Asp Val val Met

Thr

e

Gln

Asp

Pro

Asp

65

Ser

Thr

Arg

Pro Ala Ser Ile
20

Gly Asn Ala Tyr
35

Arg Leu Leu Ile
50

Arg Phe Ser Gly
Arg Val Glu Ala
a5

His val Pro Trp
100

<210> SEQ Ip No Y.¥

<211> LENGTH:

112

<212> TYPE: PRT

<213>

<220> FEATURE:

<223>

<400> SEQUENCE: 4§

1

ser

Ser

Lys

Leu Arg Leu Ser
20

Met Ser Trp Val
35

Gln Ile RAsn Ser
50

Gly Arg Phe Thr

Gln Met Asn Ser
85

Ser Gly asp Tyr
100

Gln Ser Pro

Ser Cys

Leu His

Arg

Trp
40

Tyr Lys Val

55

Ser Gly Ser

70

Glu Asp Val

Thr Phe 6ly

Glu Val Gln Leu Val Glu
5

Cys
Arg
val
Ile
70

Leu

Trp

Ser Gly
Ala Ala
Gln Ala

40
Gly Asn
55
Ser Arg

Arg Ala

Gly Gln

Leu ser Leu Pro
10

Ser Ser Gln
25

Phe Leu Gln Lys
Ser Asn Arg Phe
60

Gly Thr Asp Phe
15

Gly val Tyr Tyr
20

Glo Gly Thr Lys
108

ORGANISM: Artificial sequence

OTHER INFORMATIOR: Humanized antibodies

Gly Gly Leu Val
10
ser Gly Phe Thr
25
Pro Gly Lys Gly
Ser Thr Tyr Tyx
60

Asp Asn Ala Lys
75

Glu asp Thr Ala
80

Gly Thr Leu Val
105

26/28

Leun

Gln

Phe

Leu

45

Pro

Asn

Val

Leu

Pro

45

Ser

Thr

Cys

val

Gln

Phe

Leu

45

Pro

Asn

or Thr

Pro

Ser

Xaa

Asp

Thr

Tyr

Val
110

Thr

Ile

Jo

Gly

Gly

Leu

Ser

Glu
110

Tro
ser
30

Glu

Asp

‘thr

val Tyr

The Val

110

Gly Gly
15

Arg Tyr
Leu Val

Xaa val

Leu Tyr
80

Tyr Cys
95

Ser ber

Leu Gly

15

Tyr Ser
Gln Ser
Val Pro
Lys Ile

80

Gln Ser
95

Ile Lys

Gly Gly
15

Arg Tyr
Leu Val

Thr Val

Leu Tyr
8¢

Tyr Cys
95

Ser Ser
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<210> SEQ Ip Notl b
<211> LENGTH: 219

LR R

<220> FEATURE:
<223> OTHER INFORMATION: Humanized antibodies

<400> BEQUERCE: U] {,

Asp Val Val Met Thr
1 5

Gln Pro
Asp Gly
Pro Arg

50

Asp Arg

65

Thr His

Arg Thr

Gln Leu

130
Tyr Pro
148
Ser Gly
Thr Tyr

Lys His

Pro Val
210

Ala

Asn

35

Leu

Phe

Val

val

Val

115

Lys

Arg

Asn

Ser

Lys

195

Thr

Ser Ile
20

Ala Tyx

Leu Ile

Ser Gly

Glu Ala
85

Pro Trp
100

Ala aAla
Ser Gly
Giu Ala
Ser Gln

165

Leu Ser
180

val Tyr

Lys Ser

Glin

Ser

Leu

TYr

Ser

70

Glu

Thr

Pro

Thr

Lys

150

Glu

Ser

Ala

Phe

<10> sEQ 1 wo M ¥
<211> LENGTH: 442

<212> TYPE:
<213> ORGANISM: Artificial seguence
<220> FEATURE:
«223> OTHER INFORMATION: Humanized antibodies

PRT

<400> SEQUENCE: ¢| Q-

Glu val
1

Ser Leu

Ser Met

Ala Gln
5¢

Lys Gly
65

Leu Gln

Ala Ser

Ala Ser
Ser Thr
130

Phe Pro
145

Gly Vval

Leu Ser

Gln

Arg

Ser

35

Ile

Arg

Met

Gly

Thr
115

Leu Val
5

Leu Sex
20

Trp Val

Asn ser

Phe Thr

Asn Ser
85

Asp Tyr
100

Lys G€ly
Gly Gly
Pro val
Thr Phe

165

Val val
180

Glu

QYS

Arg

Val

Ile

70

Len

Trp

Pro
Thy
Thr
150

Pro

Thy

gy s

A

Cys

His

Lys

55

cly

Asp

Phe

Ser

Ala

135

val

Ser

Thr

cys

Asn
215

e o

S adls algqu ence

Pro
Arg
Trp
40

val
ger
val
Gly
val
120
Ser
Gln
Val
Leu
Glu

200

hrg

Leu

Ser

25

Phe

Ser

cly

Gly

Gln

105

Phe

Val

Trp

Thx

Thr
185

val:

Gly

Ser
10

Ser
Leu
Asn
Thr
val
90

Gly
Ile
val
Lys
Glu
170
Leu

Thr

Glu

Leu

Gln

Gin

Asp
75

Tyr

Thr

Phe

Cys

val

155

Gln

Ser Gly Gly Gly Leu
10

Ala
Gln
Gly
55

Sex

Aryg

Ala
Ala
40

Asn

Axg

Ala

Gly Gla

Sexr

Ala

135

val

Ala

val

val

120

Ala

Sexr
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