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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Fecha: 2008 10-03 16.46,05 Dep. 2020 NUECREACIONI
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Solicitante: Wyeth

MEMORIAL DE ALCANCE

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogota D.C., identificado segin
aparece al pie de mi firma, en mi condicién de apoderado de la sociedad en referencia,

manifiesto lo siguiente:
El dia 19 de septiembre de 2008, bajo el nimero de radicacién 08.099.600, presenté la
solicitud de patente de invencién de la referencia, para la cual adjunto Listado de

Secuencias.

Atentamente,

A\LVA DONEZ
.9.1‘\'!0.79.143.366 de Usaqirg
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<110>

<120>

KANTOR, ANGELA
CROWLEY, THOMAS JOSEPH

SOLEY,

ERIN CHRISTINE

LI, LI

LUKSHA, NICHOLAS GARY
NEIDHARDT, EDIE ANNA

Métodos para reducir la

<130> 36119.249W0/AM101947

<140>
<141>

<150>
<151

C<160> 7

<170>

<210> 1

<211>
<212>
<213>
<226;
<223>

val

Leu

Ser’

Lys

65

val
Thr
Gln
Ile
Asp

145

Asnh

237
PRT . .
Secuencia Artificial

PCT/US2007/006787
2007-03-19

60/784,130
2006-03-20

PatentIn ver. 3.3

sintética_]igera.
<400> 1
Meg Asp

Ile
Ser
Ser

50
Ala
Pro
Ile
Trp
Lys
130

Glu

Phe

Phe His val
5

teu
Ala

35
Ile
Pro
Ser
Ser
Ser
115
Arg

G1n

Tyr

Ser
20

Ser

Ser-

Lys
Arg
Ser
100
Ser
Thr

Leu

Pro

ser
val
ser
Pro
Phe

85

Leu
Tyr
val

Lys

263

Gln
Gly
Gjy
Ser
Leu

70
Ser
Glin
Pro
Ala
Ser

150
Glu

Ile
Asp
Asp
Asn

55
Ile
Gly
Pro
Ley
Ala
135

Gly

Ala

136119249 txt
Listade de secuencias

WARNE, NICHOLAS WILLIAM

Phe Ser
Ile Gln
Agg.va1
teu His
Tyr Gly
ser Gly

Glu Asp

i
i
i
1
I

?

1

J

‘Met
25

Thr
Trp

Thr

ser

.90

Ma]

105

Thr fhe
120
Pro Ser

Thr Ala

Lys val

hTy

val
ser

Eln
170

1
i

! Page 1

Déscripcion de. Ja secuencia artificial:

Thr
Ile
Tyr
Ser

75
Gly
Ala
Glin
Phe
val

155
Trp

GIn
Thr
GIn

60
Asn
Thr
Thr
Gly
Ite
140

val

Lys

ser
Cys

45
Gln
Leu
Asp
Tyr
Thr
125
Phe

Cys

val

agTo@erécién de proteina

:Phe Met Leu ITe Ser val
- 10

Pro

30
Ser
Lys
Ala
Tyr
Tyr
110
Lys

Pro

Leu

ASp

15

ser
val
Pro
Ser
Thr

95
Cys
val
Pro

Leu

Asn
175

Construccion de la cadena

Thr
Ser
Ser

Gly

Gly
80

Leu-

Gin

Glu

Ser

"ASn

160
Ala

‘16



361119249, txt
Leu GIn ser Gly Asn Ser Gln Glu Ser Va1 Thr Glu Gin Asp Ser Lys
180 185 | 190

Asp Sser Thr Tyr ser Leu Ser 585 Thr Lbu Thr Leu geg Lys Ala Asp
; 0

Tyr G]u Lys His Lys val Tyr Ala Cys G1u val Thr His 6¢1n Gly Leu

220
Ser Ser Pro val Thr Lys Ser Phe Asn A}g Gly Glu Cys
225 230 - ; 23§
<210> 2
<211> 461
<2125 PRT T

<213> secuencia aArtificial

<220> . : o
<223>'Descr1pc1on de 1a secuenc1a art1f1c1a1 Construccion de la cadena
: -s1ntét1ca pesada : .

<400> 2 :

Met Lys Cys ser Trp val Ile rhe Phe Leu Met Ala val Va1 Thr Gly
1 5 10 15

val Asn Ser Glu val GIn Leu val Gln sér Gly Ala 6lu val Lys Lys:
20 25 . 30
Pro Gly Ala ser val Lys val Ser Cys L95vPro Ser Gly pPhe Asn Ile
35 40 ‘ 45

LysS Agg Tyr Tyr Met His nglvaT Arg Gln Ala ng Gly GIn Gly Leu

Glu Trp Ile Gly ¥Trp Ile Asp Pro Glu A&n Gly Asn Thr Leu Tyr Asp
65 " 70 : 7 80

PqéfLys Phe GIn Gly Lys Ala Thr Ile ng Ala Asp Thr ser ng Ser

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala val
- 100 105 110

Tyr Tyr Cys Ala Arg Glu Gly Leu pPhe phe Ala Tyr Trp Gly GIn Gly
oo 115 - 120 s 125

Thr Leu val Thr val Sser Ser Ala ser Tﬁr Lys Gly Pro Ser val Phe
‘ 130 135 o 140

Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu

145 150 ;155 . 160

Gly Cyé Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val ser Trp
, 165 170 175

Asn Ser Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu
180 ' 185 190

GIn ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro Ser
195 200 ; 205 o

Sér Asn Phe Gly Thr Gin Thr Tyr Thr Cys Asn val Asp His Lys Pro
. 210 215 ; 220

ser Asn Thr Lys val Asp Lys Thr val Glu Arg Lys Cys Cys val Glu
225 230 S 23 240

Page -2

133



i
36119249,

Cys Pro Pro Cys Pro Ala Pro Pro A1£ Ala Ala
245 i 250

Phe Pro Pro Lys Pro Lys Asp Thr Leu%Met Ile
260 265,

val Thr C;g val val val Asp ggé SergHis Glu

Phe Asn Trp Tyr val Asp Gly val GTu%Va1 His
290 295 :

Pro Arg Glu Glu Gin phe Asn Ser Thréﬁhe Ar
305 310 : 315

Thr val val His Gln Asp Trp Leu Asn§G1y Lys
325 ;330

val Ser Asn Lys Gly Leu Pro Ala Pro?Iie Glu
320 - 345

Thr'Lys Gly G1In Pro Arg Glu Pro Gln%Va1 Tyr
355 360 :

Arg Glu Glu Met Thr Lys Asn G1n,Va1§Ser Leu
., 370 375 ;

Gly Phe Tyr Pro Ser Asp Ile Ala Va1§G1u Trp
385 . 390 395

Pro Glu Asn Asn Tyr Lys Thr Thr Pro?Pro Met
405 1410

ser phe Phe Leu Tyr Ser Lys Leu Thrival Asp
420 425"

61n Gly Asn val Phe Ser Cys Ser-val ‘Met His
435 440 ;

His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
450 " 455 :

<210> 3

<211>-239

<212> PRT :

<213> Secuencia artificial ;

<2205 ’ ” I

<223> Descr1pc1on de la secuencia art1f1c1a1
sintética ligera

<400 3 :
Met Asp Ser GIn Ala GIn val Leu Ile Leu Leu
1 . : ‘ S 10
Gly Thr Cys Gly Asp Ile val Leu Thr iGln Ser
.20 25 ;
val Ser Leu Gly Glu Arg Ala Thr I1e§5er cys
35 40 ;
Leu Leu Asn Ser Arg Thr Agg Glu Asn Tyr Leu
50 :

Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr

Page 3

Xt

Pro Ser val phe Leu
258

Ser Arg Thr Pro Glu
270

Asp Pro Glu val Gln
285

Asn Ala Lys Thr Lys
300

g val val sSer val Leu

320

Glu Tyr Lys Cys Lys
. 335

Lys Thr Ile Ser Lys
350

Tﬁr Leu Pro Pro ser
365

Thr Cys Leu val Lys
380

Glu Ser Asn Gly Gln
400

Leu ASp Ser Asp Gly
415

Lys Ser Arg Trp Gln
43

Glu Ala Leu His Asn
445

Gly Lys
460

construccion de la cadena
Leu teu Trp Va} ser
Pro Asp Ser Leu Ala

30
Lys ser Ser Gln Ser
45 P ¥

Ala Trp:Tyr GIn GIn

60

Trp Ala Ser Thr Arg

\ VY




65

Glu

Phe

Tyr

val

Pro

ser Gly val

Thr
Cys
Glu

130

ser

145 .

Lel
ASh
ser
Ala

Gly

‘Asn

Ala

Lys

Leu

Thr

115
Ile

Asp

Asn

Leu

As

.19

ASp
210

Leu

225

<210> 4

<21il>
<212>
<213>

P
<220>
323>

<400> 4

Met

-1
vai
Pro

Thr

Glu

Gly
His
Gly
Asp
. 50

Trp

65

GIn

Thr

Lys

Ala

i Tyr

Typ

Ser

461
"PRT
.secuenC1a art1f1c1a1

Trp

Ser

Ser

35
Tyr
Ite
Phe

Tyr

Cys
115

Thr
100

‘GIn

Lys

Glu

Pro

85
Ile
ser

Arg

GlIn

Phe Tyr

GIn
180
ser
Glu

Ser

Asn
Gin
.20
ser
Ala
Gly
Lys
Met

100
Ala

y
165
ser
Thr

Lys

Pro

Cys
5
val
val
Ile
val
Gly
85

Glu

Arg

70
Asp

Ser
Tyr
Thr
Leu
150
Pro
Gly
Tyr

His

val
230

Ile
Gln
Lys
GIn
Ile

70
Lys

Leu

Ala

Arg
ser
Asn
val
135
Lys
Arg
Asn
ser
Lys

215
Thr

Ile
Leu
val
5
Asn
Ala
Ser

Ala

Phe
Leu
Leu
120
Ala
ser
Glu
ser

Leu
200
val

Lys

Phe
val
Ser

40
val
Ile

Thr

Ser

'34119249

75

JEXT

- 80

ser GTy ser Gly ser Gly Thr Asp

GIn
105

Tyr
Ala
Gly
Ala

Gln
185

ser
Tyr

Ser

Phe
Glin

25
Cys
Arg
Tyr
Met
Leu
105
Tyr

Ala Glu

Thr pPhe

Rro ser

Thr Ala
155

Lys val
170

G1u Ser
Ser Thr
Ala Cys

Phe Asn
23S

Descripcion de la secuencia art1ficia1:
sintética pesada

E

Eeu‘Va1
10

Ser Gly
Lys Ala
Gﬁn ala
Tyr Asp
TS
Thr val
Afg Ser
Met Asp

page 4

Asp
Gly
%
ser
Gln
val
Leu
Glu

220
Arg

val

‘GIn

125
Phe

val
Trp
Thr
Thr

205
val

Gly

Ala
110
Gly
Ile
val
Lys
Glu
190
Leu

Thr

Glu

a5
val

Thr
Phe
cys
val
175
Gin
ser
His

Cys

construccion d

Tyr
Lys .
Pro
Leu
160
AsSp
ASp

Lys

Gin

e la cadena

Thr Thr ala Thr Gly
- 15

Ala
ser
Pro

60
ASn
ASp

Glu

TYr

Glu
Gly

45
Gly
Thr
Lys
Asp

Trp
125

val

30
Tyr
Gln
Asn
Ser
Thr
110
G1y

Lys
Thr
Gly
Tyr

Thy
95

Ala’

Gln

Lys
Phe
Leu
Asn

80
sear
val

Gly

\ 234



Thr

_Pro

- 145

Gly
ASn
Gln
sSer
ser
225
cys
Phe
Ga
Phe
Pro
305

Thr

Va]
THr
Arg

‘Pro

Ser

GIn-

His

Leu

130

Leu

Cys’

ser
ser
Asn
210
Asn
Pro
Pro
Thr

Asn

val

Ala

Leu

GTy

Ser
195

Phe

Thr

Pro

Pro

%

Trp

290

Arg
val
ser
Lys

Glu

370

Phe
Glu
phe
aly

Tyr
450

<210> 5
<211> 467
{212> PRT

Glu

val

Tyr
Asn
Phe
Asn
435

Thr

Thr

Pro

val

Ala
180

Gly

Gly

Lys

Cys.

Lys
260
val
TYr
Glu
His
Lys
340
Glin
Met
Pro
Asn
Leu
420

val

Gin

vatl
Cys
Lys
165
Leu
Leu
Thr
val
Pro
245
Pro

val

‘val

Gln
Gln
325
Gly
Pro

Thr

Ser

TYP
405

Tyr

Phe

Lys

ser ser Ala

Ser
150
Asp
Thr
Tyr

GlIn

ASp
230

Ala

Lys
val
Asp
Phe
310

Asp

Leu

Arg

Lys
Asp
390
Lys
Ser

Ser

Ser

135
Arg

Tyr
ser
ser
Thr
215
Lys
Pro
Asp
ASp
G

29

Asn
Trp
Pro
Glu
AsSn
375
Ile
Thr
Lys

Cys

Leu
455

Ser
Phe
Gly
Leu
200
Tyr
Thr
Pro
Thr
val
280
val
ser
Leu
Ala
Pro
360
Gin
Ala
Thr

Leu

ser

ser
Thr
éro
1)
ser
Thr
val
Ala

Lteu

265}

ser
Glu
Thr
ASn
Pro
345
Gln
val
val
Pro
Thr
425
val

440

ser

Leu

Thr
Ser
Glu
170
His
ser
Cys
Glu
Ala
250
Met
His
val

Phe
Gly
330
Ile
val

ser
Glu
Pro
410
val

Met

Ser

36119249

Lys
Glu
155
Pro
Thr
val
Asn
Arg
235
Ala
Ile
Glu
His
Ar

31

LysS
Glu
Tyr
Leu
Trp
395
Met
AsSp
His

Pro

LIXT
140

Ser
va'
Phe
val
val
220
Lys
Pro
Ser
Asp
AsSn
300
val
Glu
Lys
Thr
Thr
380
Glu
Leu
Lys

Glu

Gly
460

Page 5 .

Pro
Thr
Thr
Pro
Thr
205
Asp
Cys
Ser
Arg
Pro

285
Ala

‘val

Tyr
Thr
Leu
365
Cys
ser
Asp
ser
Ala

445
Lys

ser
Ala
vail

Ala
190
val

His
Cys
Va1

Thr
270
Glu
Lys
Ser
Lys

Ile
350

Pro

Leu
Asn
ser
Arg

430

Leu

val
Ala
ser
175
val
Pro
Lys
val
Phe
255
Pro
val
Thr
val
Cys
335
Ser
Pro
val
Gly
Asp
415

Trp

His

Phe

Leu
160

Trp

.Leu

Ser
Pro
Glu
240
Leu
Glu
Gln
Lys
Leu
320

Lys

Lys

ser .

Lys
GIn
400
Gly

Gln

Asn

Lo



9135 Secuencia artificial  3OL19249:txt
<213> Secuencia artificial
<220>

<223> Descripcion de la ‘secuencia artificial: Construccién de la cadena
sintética pesada

<400> 5 : .
Met Asp Phe Gly Phe ser Leu val phe Leu Ala Leu Ile Leu Lys Gly
1. 5 1.0 15 :

val GTn Cys Glu val GIn Leu val 61In Ser Gly Ala Glu val Lys Lys
20 25 30

Pro Gly A;? Ser val Lys val 525 Cys Lys Ala ser Gly Tyr Arg Phe
o , - 45

Thr'Agg Tyr Trp Ile His ng val Arg G]in Ala PES Gly GIn Gly Leu

G1u'Trp ITe Gly Gly Ile Asn Pro Gly ASn Asn Tyr Ala Thr Tyr Ar
65 - . . 70 75 : 4 8

Arg Lys Phe Gln G;' Arg val Thr Met Tug'A?a Asp Thr Ser Thr ser
R ] 95

Thr val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala val
i00 . 105 110

Tyr Tyr Cys Thr Arg Glu Gly Tyr Gly Asn Tyr Gly Ala Trp Phe Ala
- 115 ) 120 ‘ 15

Tyr Trp Gly GIn Gly Thr Leu val Thr val Ser Ser Ala Ser Thr Lys
130 135 140 .

Gly Pro ser val Phe Pro Leu Ala Pro Cys ser Arg Ser Thr ser Glu

14; o 150 L 155 160

LYS Asp Tyr Phe Pro G]u Pro
165 170 175
L

Vai-ThE val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val His Thr
: 180 185 _ 190 ‘

ser Thr Ala Ala Leu Gly Cys Leu val

Phé'ProlA1a val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser val
195 200 _ 205

‘val Thr val Pro ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn
210 215 220

val Asp His Lys Pro Ser Asn Thr LysIVa1 Asp Lys Arg val Glu Ser
225 230 235 240

Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu phe Leu Gly
o 245 250 255

Gly Pro Ser val phe teu Phe Pro Pro LYS Pro Lys Asp Thr Leu Met
g ~ 260 | 265 270 '

Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val ser Gln
275 280 285

Glu Asp Pro Glu val Gln Phe Asn Trp Tyr val Asp Gly val Glu VéT
. 290 295 300 -

H{s asn Ala Lys Thr Lys Pro Arg Glu Glu G1n Phe Asn Ser Thr TYyr
305 310 315 320

. |Page 6




Arg val
Lys Glu
Glu Lys
Tyr Thr
- 370
Leu Thr
385
Trp Glu
val Leu
ASp Lys
His Glu
- 450
Leu Gly

465 |

<210> 6

véT

Tyr

Thr

355

LICU

Cys

ser

Asp
Ser
435
Ala

Lys

<2113 239
<212> PRT
<213>. secuencia artificial |

<220>

<223> pescripcién de la secuencia a

Ser
Lys
340
Ile
Pro
Leu
Asn
Ser
420

Arg

Leu

val
325
Cys
Ser
Pro
val
Gly
405
Asp

Trp

His

Leu Thr val Leu

Lys
Lys
Ser
Lys
390
GIn
Gly

Gln

Asn

sintética Kappa

<400> 6
Me} Lys

Ala ser
Ala ser
Leu Ala

Pro Gly
'.:. 6 5 .

ser Gly

Thr Leu
Cys. Leu

val Glu
130

Leu
Arg
val

35
Asn
Lys
val

Thr

Gln

~ 115

Ile

Pro
Gly

20
Gly
ser
Ala
Pro
Ile
100

Gly

LyS

val
5
Asp
ASp
Tyr
Pro
ASp
85
Ser

Thr

Arg

Arg
val
Arg
Gly
GIn

70
Arg
ser
His

Thr

val
Ala
Gln
375
Gly
Pro
ser

Glu

His
5

Leu
GIn
val
Asn

55
Leu
Phe
Leu

Gln

val
135

Ser
Lys
360
Glu
Phe
Glu
Phe
Gly

440
Tyr

Leu
val
Thr

40
Thr
Leu
ser
Gln
Pro

120

Ala

Asn
345
Gly
Glu
Tyr
Asn
Phe
425

Asn

Thr

val
Thr

25
Ile
Phe
ITe
Gly
Pro
105

Tyr

A1a

L6;19249.

His Gln
330

Lys Gly
GIn Pro
Met Thr
Pro Ser

395
Asn Tyr
410
Leu Tyr
val phe

Gln Lys

Leu Leu
10

G}h ser
Thr Cys
Leu Ser
Tyr Gly

75

ser Gly
90

Glu Asp

Thr phe

Pro Ser

Xt
Asp

Leu

‘Arg

LyS
3%0
ASD
Lys
ser

Ser

Ser
460

Leu
Pro
Arg
Trp

60
Ile
ser
Phe

Gly

val
140

Page 7

Trp
Pro
Glu
365
Asn
Ile
Thr
Arg
cys

445

Lgu

Phe

Ser
ser

45
Tyr
ser

Gly

Ala

l.eu
Ser
350
Pro
Gln
Ala
fhr
Leu
430

ser

Ser

Trp
Ser

30
Ser
Leu
Asn

Thr

Thr

“ 110

Gln

Gly

125

Phe

iTe

Asn
335

Ser>

Gln
val
val
Pro

415
Thr

val.

Leu

Ile

15
Leu
Gln
His
Arg
ASD

95
Tyr

Thrr

Phe"

Gly
Ile

val

- ser

Glu
400
Pro

val

Met

ser .

rtificial: Construccidn de la cadena

Pro
Ser
Ser
Lys
Phe

80
Phe
Tyr
Lys

Pro

(42



Pro
145
Leu
Asn
Ser

Ala

Gly

Ser

Asn

-Asva1u'

Asn

Phe

Ala Leu G1n

Lys

JAsSp

. 210

Leu

225

158
Tyr

Ser

<2105 7

<21

1>

1438

<212> PRT

<21

<2205 :
3> pescripcion de 1a-secuencia‘ar§1ficial: construccioén

<22

<40
Ala
1

Met

Arg

Thr

Aggé}

Tyr
ser
Glu
Phe

G1y

3>

0> 7.

Thr

Gln

val
Leu

50
Pro
Asp
Leu

Tyr

Pro

- 130

Pro

145 .,

Hi's
Leu’

His

‘val

Lys

val

Arg
Ser
Pro

35
rhe
Pro
Thr
His

Asp
115

Gly

Met
ASp
Cys

Phe

180

ser
Glu

Ser

Arg
ASp

20
Lys
val
Trp

val

Ala
100

ASp "

Gly
Ala
Leu
Ar

18
Ile

Gln
TYr
165
ser
Thr

Lys

Pro

secuencia ‘artifi

Tyr
5
Leu
ser
Glu
Met
val
85
val
GIn
ser
Ser
val
i65

Glu

Leu

Leu

150

Pro
Gly
Tyr
His

val
230

Tyr
Gly
Phe
Phe
%

Ile

Gly

Thr

Asp
150
Lys

Gly

lLeu

Lys
Arg
Asn
Ser
Lys

215
Thr

cial

Leu Gly ATa val

Glu
Pro
Thr

55
Leu
Thr
val
Ser
Thr
135
Pro
Asp

ser

Phe

ser
Glu
Ser
Leu
200

val

Lys

LLey
Phe

40
Asp
Leu
Leu
Ser
GIn
120
Tyr
Leu
Leu

Leu

Ala

: !
I
: 36419249.

Gly
Ala
Gln
185
ser

Tyr

Ser

Pro

25
ASN

His
Gly
Lys
Tyr
105
Arg
val
Cys

Asn

txt

T@r Ala ser

i 155
L§s val GIn
170

|

G]u Ser val
|

ser Thr Leu

Afa Cys Glu
i 220

PHe Asn Arg
235

1 Glu Leu
10
val

Asp Ala

Thr ser val

Phe Asn

3 60
Pro Thr Ile
© 75

Met Ala

Lys Ala

Lys Glu

val
140

Leh Thr Tyr
. 155

SEf Gly

Trp Gln

Leu

- 170

Ala
185

val

|
Lys
i

Glu Lys

|
Phé Asp Glu
Page 8

val
Trp
Thr
I

val

Gly

Ser
Arg
val

45
Ile
Gln
Ser
ser
Asp
125
Leu
ser
ITe

Thr

Gly

val
Lys
Glu
190
Leu

Thr

Glu

Trp
Phe

30
Tyr
Ala
Ala
His
Glu
110
AsSp
Lys
Tyr
Gly
GIn
190
Lys

Cys
val
175
Glin
Ser
His

Cys

Asp

15
Pro
Lys
Lys
Glu
Pro

g5
Gly
Lys
Glu

Leu

Ala

Leu.
160
Asp
Asp

Lys

GIn

sintética

Tyr
Pro
Lys
Pro
val

80
val
Ala
val
Asn
Ser

160

Leu:

175

Thr

Ser

Leu

Trp

a3



His

Ser

- 210

Ala

225

ser
val
Gly
Ser
Gln
305
'éju
et
ser
Ile
i

385
‘Ala

¢l

Asp

‘Leu

Phe

465
Thr

His

Trp

Leu,

Ser

His
o 275

Arg

Leu

Ile

Pro
290

Phe

Ala
LyS
Glu
Gln
370

Ile

Pro

Arg

Glu

Gly

195~

Glu
Ala
Pro
1y
Thr
;1&
Leu
Tyr
Asn
et
355
Ile
Ala
Asp
Ite
Thr

435

Pro

450

Lys
Asp
Leu

Thr

Thr

530
Gly

245 .

Asn
val
Lys
val
515

Arg

Leu

Thr
Trp
Gly
Met
260
Phe
Thr
Leu
val
Asn
340
Asp
Arg
Ala
Asp
Gly
420
Phé
Leu
Gln
Arg
Asp

500

Thr

Ile

Lys
Pro
Leu
245
Gly
Leu
Phe
Phe
Lys
325
Glu
val
ser
Glu
Arg
405
Arg
Lys
Ley
Ala
Pro
485
Phe
val

Tyr
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Leu Leu val Cys ggs Thr Asn Thr Leu
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vai Thr val Gin Glu Phe Ala Leu Phe
. 980 - 985

Lys ser Trp Tyr Phe Thr Glu Asn.Met
© 965 : 1000 -

Cys Asn Ile GIn Met Glu Asp Pro Thr
1010 - 1015

His Ala ITe Asn Gly Tyr Ile Met Asp
1025 .. 1030 ‘

Ala GIn Asp GlIn Arg Ile Arg Trp Tyr

L 104

Glu Asn Ile His Ser Ile His Phe Ser
1060 1065

Lys Lys Glu Glu Tyr Lys Met Ala Leu

1075 1080
Phe Glu Thr Va1 Glu Met Leu Pro Ser
..., 1090 1095

Glu Cys Leu Ile Gly Glu His Leu His
1105 1110

Leu val Tyr Ser Asn Lys Cys Gln Thr
1125 1

His Ile Arg Asp Phe GIn Ile Thr A1a
1140 1145
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Lys val Asp ‘Leu Leu Ala Pro

1180

Gly A1a Arg Gln Lys Phe ser
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er Asn Ala Trp Arg Pro Gln
< 1325
al Asp Phe GIn Lys Thr Met
1340

al Lys Ser Leu Leu Thr Ser
1355

1360

er ser GIn Asp Gly His Gln

1375

al Lys.val Phe Gln Gly Asn
1390 :
er Leu ASp Pro Pro Leu Leu
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