POY-017-PCT-1.5T25
SEQUENCE LISTING

<110> Ablynx N.V.

<120> Biparatopic protein constructs directed against IL-23
<130> PO9-017-PCT-1

<160> 30

<170> PatentIn version 3.5

<210> 1

<211> 189

<212> PRT

<213> Homo sapiens
<400> 1

Met Leu Gly Ser Arg Ala val Met Leu Leu Leu Leu Leu Pro Trp Thr
1 5 10 15

Ala GIn Gly Arg Ala val Pro Gly Gly Ser Ser Pro Ala Trp Thr Gin
20 25 30

Cys GIn GIn Leu Ser Gin Lys Leu Cys Thr Leu Ala Trp Ser Ala His
35 40 45

Pro Leu val Gly His Met Asp Leu Arg Giu Glu Gly Asp Glu Glu Thr
50 55 60

Thr asn Asp val Pro His Ile GIn Cys Gly Asp Gly Cys Asp Pro Gin
65 70 75 80

Gly Leu Arg Asp Asn Ser Gin Phe Cys Leu Gln Arg Ile His g]n Gly
85 90 5

Lteu Ile Phe Tyr Glu Lys Leu Leu Gly Ser Asp Ile phe Thr Gly Giu
100 105 110

Pro Ser Leu Leu Pro Asp Ser Pro val Gly Gln Leu His Ala Ser Leu
115 120 125

Leu Gly Leu Ser GlIn Leu Leu GlIn Pro Glu Gly His His Trp Glu Thr
130 135 140

Gin Gln Ile Pro Ser Leu Ser Pro Ser Gin Pro Trp Gln Arg Leu Leu
145 150 155 160

Leu Arg Phe Lys Ile Leu Arg Ser Leu Gin Ala Phe val Ala val Ala
165 170 175

Ala Arg val pPhe ala His Gly Ala Ala Thr Leu Ser Pro
180 185

<210> 2
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<Z211>
<212>
<213>

<400>

3
P
H

2

28
RT
omo

Met Cys His

1

Ala

val

Thr

ser

65

Glu

Leuy

ser

Leu

Leu

145

Ala

Cys

Glu

Ser

225

Leu

Ser

Glu

Cys

5C

Ser

Phe

Ser

Thr

Arg

Thr

Ser

Glu

Gin

val

210

Ser

Gin

Pro

Leu

35

ASp

Glu

Gly

His

Cys

Thr

Ser

Arg

Glu

195

Met

Phe

Leu

sapiens

Glin

Leu

20

Asp

Thr

val

ASp

ser

100

Ie

Glu

Ile

ASp

va'l

180

Asp

val

Phe

Lys

Gln

>

val

Trp

Pro

Leu

Ala

85

Leu

Leu

Ala

Ser

Pro

165

Arg

Ser

ASD

Ile

Pro
245

Leu

Ala

Tyr

Glu

Gty

70

Gly

Leu

Lys

Lys

Thr

150

G1n

Gly

Ala

Ala

Arg

230

Leu

val

Ile

Pro

Glu

55

ser

Gin

l.eu

“ASp

AsSh

135

Asp

Gly

ASp

Cys

val

215

ASp

Lys

Tle

Trp

AsSp

40

ASp

Gly

Tyr

Leu

Gln

120

Tyr

Leu

val

Asn

Pro

200

His

Ite

Asn

P09-017-PCT-1_ST25

Ser

Glu

25

Ala

Gly

Lys

Thr

His

105

LYS

Ser

Thr

Thr

Lys

185

Ala

Lys

Iie

Ser

Trp

10

teu

Pro

Iie

Thr

Cys

90

Lys

Glu

Gly

Phe

Cys

170

Glu

Ala

teu

LYS

Arg
250
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Phe

Lys

Gly

Thr

Leu

75

His

Lys

Pro

Arg

Ser

155

Gly

Tyr

Giu

Lys

Pro

235

Gin

ser

Lys

Glu

Trp

60

Thr

Lys

Glu

LYS

Phe

140

val

ala

Glu

Glu

TYr

220

ASD

va'l

l.eu
Asp
Met
45

Thr
Ile
Gly
Asp
Asn
125
Thr
LYS
Ala
Tyr
Ser
205
Glu

Pro

Glu

val

val

30

val

Leu

Gln

Gly

Gly

110

Lys

Cys

Ser

Thr

Ser

190

Leu

Asnh

Pro

val

rhe

15

TYT

val

ASD

va'

Glu

95

Ile

Thr

Trp

Ser

Ley

175

val

Pro

Tyr

LYS

Ser
255

Leu

val

Leu

Trp

Phe

Trp

Arg

ie0

Ser

Glu

Thr

AsSn
240

Trp



PO9-017-PCT-1_5T25

GTu Tyr Pro Asp Thr Trp Ser Thr Pro His Ser Tyr Phe Ser Leu Thr
: 260 265 270

Phe cys val ¢1n val GIn Gly Lys Ser Lys Arg Glu Lys Lys Asp Arg
275 280 285

val Phe Thr asp Lys Thr Ser Ala Thr val Ile Cys Arg Lys Asn Ala
290 295 300

ser Ile ser val Arg Ala Gln Asp Arg Tyr Tyr Ser Ser Ser Trp Ser
305 310 315 320

Glu Trp Ala Ser val Pro Cys Ser

325
<210> 3
<211> 170
<212»> PRT
<213> Homo sapiens
<400> 3

Arg Ala val Pro Gly Gly Ser Ser Pro Ala Trp Thr Gln Cys GlIn Gin
1 5 10 15

teuy Ser Gln Lys Leu Cys Thr Leu Ala Trp Ser Ala HWis Pro Leu val
20 25 30

Gly His Met Asp Leu Arg Giu Glu Gly Asp Glu Glu Thr Thr Asn Asp
35 40 45

val Pro His I7e Gln Cys Gly Asp Giy Cys Asp ggo Gln Gly Leu Arg
50 55

Asp Asn Ser Gln Phe Cys Leu Gln Arg Ile HWis Gin Gly Leu Ile Phe
65 70 75 80

Tyr Glu Lys Leu Leu Gly Ser Asp Ile Phe Thr Gly Glu Pro Ser Leu
85 90 95

teu Pro Asp Ser Pro val Gly GlIn Leu His Ala Ser Leu Leu Gly Leu
100 105 110

ser Gin Leu teu Gln Pro Glu Gly His His Trp Glu Thr Gin Gln Ile
115 120 125

Pro Ser Leu Ser Pro Ser Gln Pro Trp GIn Arg Leu Leu Leu Arg Phe
130 135 140

Lys Ile Leu Arg Ser Leu GIn Ala phe val Ala val Ala Ala Arg val
145 150 155 160
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PO9-017-PCT-1_5725

Phe Ala His Gly Ala Ala Thr Leu Ser Pro

165 170
<210> 4
<Z211> 306
<212> PRT
<213> Homo sapiens
<400> 4

ITe Trp Glu Leu Lys Lys Asp val Tyr VST val Glu Leu Asp Trp Tyr

Pro Asp Ala 560 Gly Glu met val val pteu Thr Cys Asp Thr Pro Glu
25 30

Glu Asp Gly Ile Thr Trp Thr Leu Asp Gin Ser Ser Glu val Leu Gly
35 40 45

ser Gly Lys Thr Leu Thr Ile Gin val Lys Glu gge Gly Asp Ala Gly
50 55

Gln Tyr Thr Cys His Lys Gly Giy Giu val Leu Ser His Ser Leu Leu
65 70 75 80

Leu Leu His Lys %ys Glu Asp Gly Ile Trp 5er Thr Asp Ile Leu Lys
5 90 95

Asp Gln tys Glu Pro Lys Asn Lys Thr Phe Leu Arg Cys Glu Ala Lys
100 105 110

Asn Tyr Ser Gly Arg Phe Thr Cys Trp Trp teu Thr Thr ile ser Thr
115 120 125

Asp Leu Thr Phe Ser val Lys Ser Ser Arg Gly Ser Ser Asp Pro Gin
130 135 140

Gly val Thr Cys Gly Ala Ala Thr Leu Ser Ala Glu Arg val Arg Gly
145 150 155 160

Asp Asn Lys Giu Tyr Glu Tyr Ser val Glu Cys Gin Glu Asp Ser Ala
165 170 i75

Cys Pro Ala Ala Glu Glu Ser Leu Pro Ije Glu val Met val Asp Ala
180 185 190

val His Lys Leu Lys Tyr Glu Asn Tyr Thr Ser Ser Phe Phe Ile Arg
185 200 205

Asp Ile Ile Lys Pro Asp Pro Pro Lys Asn Leu Gln Leu Lys Pro Leu
210 215 220
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LYS Asn

Sar Thr

Gly Lys

ser Ala

Gln Asp

290

Cys Ser
305

<210> §

Ser

Pro

Ser

Thr

275

Arg

<211> 125
<212> PRT

<213>

<220>
<223>

Glu val
1

Ser Leu
Ala ser
Ala Pro

50

Arg Thr

65

ASpP ASnh

Glu Asp

Asn Phe

<210> 6

Gin

Arg

Gly

35

Gly

Tyt

Ser

Thr

Trp
115

<211> 125

Arg

His

Lys

val

Tyr

Leu

Leu

20

Asn

Lys

TVYr

LYsS

Ala

100

Gly

Gln

Ser

245

Arg

Ile

Tyr

Leu

Ser

Ile

Gly

Ala

Glin

val Glu
230

Tyr Phe
Glu Lys

Cys Arg

Ser ser
295

Artificial Seguence

Nanobody or nancbody

<400> 5

Glu Sser

Cys Ala

Phe Asn

Arg Glu

35

ASp Ser
70
Thr Leu

Tyr Tyr

Gly Thr

Ser

Lys

POS~-017~PCT-1_8T25
val ser Trp Glu Tyr Pro

Leu

ASp

265

Asn

Trp

Thr

250

Arg

Ala

Ser

construct

Gly Gly Gly
10

Ala

Leu

40

Leu

val

Tyr

Cys

Leu
120

Ser

25

Leu

val

LYs

Leu

Gin

105

val

Gly

Thr

Ser

Gly

GIn

9G

Thr

Thr
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235

Phe

val

Ser

Glu

Leu

Arg

Iie

Thr

Arg

75

MeT

Ser

val

Cys

Phe

Ile

Trp
300

val

Ile

Ala

Tie

60

Phe

Asn

Gly

ser

val

Thr

Ser

285

Ala

GIn

Phe

Trp

45

Asn

Thr

Ser

Ser

Ser
125

ASp

Gin

ASp

270

va'l

Ser

Pro
ser
30

Tvr

Ser

Leu

Gly
110

The

val

255

Lys

Arg

va'

Gly

15

Leu

Arg

Gly

sSer

Arg

95

ser

Trp

Gin

Thr

Ala

Pro

Gly

Pro

Gin

ser

Arg

80

Pro

Pro



<212> PRT
<213>

<220
<223>

<400> 6

Glu val Glin
1

Ser Leu Arg

Ala Ser Gly
35

Ala Pro Gly
50

Arg Thr Tyr
65

Asp Asn Ser

Glu Asp Thr

Asn Phe Trp
115

<210> 7

<211> 125

«<212> PRT

<Z213>

<220>

<223>

<4Q0> 7

Giu val Gln

1

Ser Leu Arg
Ala ser Gly
35
Ala pro Gly
50

Arg Thr Tyr
65

feu

Leu

20

Asn

Lys

TVYr

LysS

Ala

100

Gly

iLeu

Leu

20

Asn

Lys

Tyr

‘Ley

ser
Ile
Gly
Ala
Lys
val

GIn

Ley
5

Ser
Ile
Gly

Ala

Artificial seqguence

Nancbody or nancbody

Glu ser

Cys Ala

Phe Asn

Arg Glu

55

Asp Sser
70
Thr val

Tyr Tyr

Gly Thr

Aartificial Seguence

Nanobody or nanobody

Glu ser
Cys Ala
Phe Asn
Arg Glu
55

Asp Ser
70

POS-017-PCT-1_ST25

construct

Gly Gly

Ala ser
25

Leu Leu
40

Leu val

val Lys

Tyr ieu

Cys Glin

105

Leu val
120

Giy
1¢

Gly

Thr T

Ala

Gly

Gin

90

Thr

Thr

construct

Gly Gly

Ala ser
25

Leu Leu
40

Leu val

vat Lvs

Gly
10

Gly
Thr
Ala

Gly
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lLau

Arg

Thr
Arg
75

Met

Ser

val

Leu
Arg
Ile
Thr

Arg
75

val

Ile

Ala

Ile

60

Phe

Asn

Gly

Ser

val

I'le

Ala

Iie

60

Phe

Gin

Phe

Trp

45

Asn

Thr

Ser

Ser

ser
125

Gln
Pha
Trp
45

Giu

Thr

Pro

Ser

30

Tyr

Ser

Ile

Leu

Pro

Ser

30

Tyr

Ser

Ile

Gly

15

Leu

Arg

Gly

Ser

Arg

95

Ser

Gly

15

Leu

Arg

Gly

Ser

Gly

Pro

Gln

5er

Arg

80

Pro

Piro

Gly

Pro

Gin

Ser

Arg
80



POS-0L7-pCT-1._5725

Asp Asn Ser Lys Lys Thr val Tyr teu Gln Met Asn Ser Leu Arg Pro
85 90 g5

Glu asp Thr Ala val Tyr Tyr Cys Gln Thr Ser Gly Ser Gly Ser Pro
100 105 110

Asn Phe Trp Gly GIn Gly Thr teu val Thr val ser Ser
1

115 120 125
<210> &
<213i> 125
<212> PRT
<213» artificial Sequence
<220>
<223> Nanobody or nancbody construct
<400> 8

Glu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg teu Ser Cys Ala Ala ser Gly Arg Ile Phe Ser Leu Pro
20 25 30

Ala ser Gly Asn Ile Phe Asn Leu Leu Thr Ile Ala Trp Tyr Arg Gin
35 40 45

Ala Pgo Gly Lys Gly Arg g1u tey val Ala Thr ITe Glu Ser Gly Ser
5 5 60

Arg Thr Tyr Tyr Ala Asp Ser val Lys Gly Arg pPhe Thr Ile Ser Arg
65 70 75 80

ASp Ash Ser Lys Lys Thr val Tyr Leu Gln Met Asn Asn teu Arg Pro
8

Glu Asp Thr ala val Tyr Tyr Cys GIn Thr Ser Gly Ser Gly Ser Pro
100 105 110

Asn Phe Trp Gly GIn Gly Thr Leu val Thr val Ser ser

115 120 125
<210> @
<21i> 125
<212> PRT
<213> artificial sequence

<220>
<223> Nanobody or nancbody censtruct

<400> 9

Giu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val GIn Pro Gly Gly
1 5 i0 15
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sar

Ala

Ala

Arg

65

ASD

Glu

Asn

Leu

Ser

Pro

50

Thr

Asn

ASp

Phe

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

<220>
<223>

<400>

Arg

Gly
35

Gly
Tyr
ser
Thr
Trp

115

10
128
PRT

Leu

20

ASh

Lys

Tyr

LYS

Ala

100

Gly

ser Cys

Ite phe

Gly Arg

Ala Asp

70

Lys Thr

val Tyr

Gin Gly

Ala

ASn

Giu

55

ser

val

Tyr

Thr

Artificial Sequence

nNanobody

10

Glu val 6in Leuy
1

Ser

Ala

Ala

Lys

Leu

Ala

Leu

Met

Arg

50

Gly

Glin

LYsS

Arg

Gly

35

Ile

Arg

Met

Asp

Leu

20

Trp

Ser

Phe

Asn

Pro
100

or nanobody

Leu Glu
5

Ser Cys
Phe Arg
Gln Gly
Thr Iie

70

Ser Leu
85

Ser Pro

ser
Ala
Glin
Gly
55

Ser
Arg

Tyr

POS-017-PCT-1_5T725

Ala %gr Gly Arg Iie Phe

Leu

40

Leu

val

Ty

Cys

Leu
120

LeL

val

LYS

Leu

Gin

105

val

Thr Ile

Ala Thr

Gly Arg
75

GIn Met
90

Thr ser

Thr val

construct

Gly

Ala

Ala

40

Thr

Arg

Pro

Tyr

Gly

Ser

25

Pro

Ala

ASp

Glu

Gly Leu
16

Gly Arg

Gly Lys

Ile Tyr

Asnh Ser

75

Asp Thr
g0

Gly ser
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Ala

Ile

60

rhe

ASN

Gly

Ser

val

Thr

Gly

Lys

Ala

Ala

Trp

45

Asn

Thr

Asn

ser

Ser
125

Gin

Leu

Arg

45

Ala

ASn

val

Tyr

ser

30

Tvyr

Ser

Ile

HRH

Gly
110

Pro

Ser

30

Glu

Asp

Thr

Tyr

Leu
110

L.eu

Arg

Gly

Ser

Arg

95

ser

Gly

15

Ser

Phe

Ser

Ley

TYr

95

Leu

Pro

Gln

Ser

Arg

80

Pro

Pro

Gly

Tyr

val

val

Tyr

80

Cys

Ser



Gly Ser Tyr Asp Ser Trp Gly

<210
<211>
<212>
<213>

<220>
<223>

<400

115

11
128
PRT

artificial Sequence

Nancbody or nancbody

11

g?u val Gin Leu

Ser Leu

Ala Met

Ala Arg
50

Lys Gly

Leu Gln

Ata Lys

Gly ser

<210
<211>
<212>
<Z213>

<220>
<223>

<400>

1

Arg

Gly
35

Ile

Arg

Met

ASP

TYyr

115

12
125
PRT

L.eu

20

Trp

Ser

Phe

Asn

Pro

106

ASp

l.eu
5
Ser
Phe
Gln
Thr
sSer
85

Ser

Ser

Giu

Cys

Argd

Gly

Ile

70

Leu

Pro

Trp

Ser

Ala

Glin

Gly

35

Ser

Arg

Tyr

Gly

Artificial Seguence

Nanobody or nanobody

12

Glu val 6ln Leu Leu GTu Ser
5

ser teu Arg Leu Ser Cys Ala

20

Ala Ile ala Trp Phe Arg GlIn

35

PO9-017-PCT-1_5T25
Gln Gly Thr teu val Thr val ser Sser
12¢ 125

construct

Gly Gly Gly Leu val Gin Pro Gly Giy
10 15

Ala Ser Gly Arg Thr Leu Ser Ser Tyr
25 30

Ala Pro Gly Lys Gly Arg Glu Phe val
40 45

Thr Ala Ile Tyr gﬁr Ala Asp Ser val

Arg Asp Asn Ser Lys Asn Thr val Tyr
75 80

Pro Glu Asp Thr Ala val Tyr Tyr Cys
9

Tyr Arg Gly Ser Ala Tyr Leu Leu Ser
105 110

GIn Gly Thr Leu val Thr val Ser Ser
120 125

construct

Gly Gly Gly Leu val Gln Pro Gly Gly
10 15

Ala ser Gly Phe Thr Leu Asp Asp Tyr
25 30

Ala Pro Gly Lys Gly Arg Glu Gly val
40 45
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Ser

Lys

65

Leu

ala

ASD

Gly

50

Gly

Glin

Arg

Tvr

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

<220>
<2Z23>

<400>

Ile

Arg

Met

va'l

Trp

115

13
125
PRT

Asp

Phe

ASn

Arg

100

Gly

ser Gly

Thr Ile
70

Ser Leu
85

Thr Gly

Gln Gly

Asp

35

Ser

Arg

Tro

Thr

Artificial Sequence

nanobody or nanobody

13

Glu val Gin
i

Ser

Ala

Ser

LysS

Leu

Ala

AsSp

Leu

Iie

Gly

50

Gly

Gin

APrg

Tyr

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

<220>

Arg

Ala
35

Ile
Arg
Met
val
Trp

115

14
125
PRT

Leu

Ley

20

Trp

ASp

Phe

ASN

Arg

100

Gly

Leu Giu
5

ser Cys

Phe Arg

ser Gly

Thr Tle

70

Ser Leu
85

Thr Gly

Gin Gly

Ser

Ala

Gln

Glu

55

Ser

Arg

™o

Thr

artificial Sequence

pPO9-017-PCT-1_5T25
Gly ser Ala Tyr Tvr Ala
60

Ser Asp Asn

Pro Glu Asp
90

Gly Leu Asn

105

teu val Thr

120

construct

Gly

Ala

Ala

40

Gly

Ser

Pro

Gly

Leu
120

Gly

ser

25

Pro

Ser

ASp

Glu

Leu

105

val

Gly

16

Gly

Gty

Ala

Ash

Asp

90

AsSh

Thr

Ser

75

Thr

Ala

val

Leu

Phe

Lys

Tyr

sSer

75

Thr

Ala

val

LYS

Ala

Pro

Ser

val

Thr

Gly

Tyr

60

LVYS

Ala

Pro

Ser
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Asnh

va'l

ASD

Ser
125

Gin

Leu

Arg

45

Ala

Ash

vai

ASp

Ser
125

ASD

Thr

Tyr

Tyr
110

Pro

ASp

30

Giu

AsSp

Thr

Tyr

Tyr
116

ser

va't

Tyr

95

ala

Gly

15

ASD

Gly

Ser

val

Tyr

95

Ala

val
Tyr
80

cys

Met

Giy

Tyr

val

val

Tyr

80

cys

Met



POO-017-PCT-1_8T25
<223> Nanobody or nancbody construct

<400> 14

Giu val GIn Leu teu Glu Ser Gly Gly Gly Leu val Gln Pro Gly Gly
1 5 10 15

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

Ala Ile §1a Trp Phe Arg Gin Ala Pro Gly Lys Gly Arg Giu Gly val
5 40 45

ser Gy Ile asp Ala Gly Glu Giy Ser Ala Tyr Tyr Ala Asp Ser val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Ser Asp Asn Ser Lys Asn Thr vail Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Pro Glu Asp Thr Ala val Tyr Tyr Cys
85 20 95

Ala Arg val Arg Thr Gly Trp Gly Leu Asn Ala Pro Asp Tyr Ala Met
100 105 110

Asp Tyr Trp Gly Gln Gly Thr teu val Thr val Ser Ser

115 120 125
<210> 15
<21i> 126
<212> PRT
<213> Artificial Sequence
<220>
<223> Nanohody or nanobody construct
<400> 15

Glu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val Gin Pro Gly Gly
1 5 10 15

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

Ala 1tTe Gly Trp Phe Arg GIn Ala Pro Gly Lys Gly Arg Glu Gly val
35 40 45

ser Cys val ser ser ser Giy &ln Tyr Thr Tyr Tyr Ala Asp Ser val
50 55 80

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Glu Ser Thr val Tyr
65 70 75 80

Leu Gin Met Asn Ser Leu Arg Pro Glu ggp Thr ala val Tyr Tyr Cys
85 95
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POO-0L7-PCT-1_ST25

Ala Thr Asp Pro Glu Cys Tyr Arg val Arg Gly Tyr Tyr Asn Ala Glu
100 105 110

Tyr Asp Tyr Trp Gly GIn Gly Thr teu val Thr val Ser ser
115

120 125
<210> 16
<211> 386
<212> PRT
<213> Artificial sequence
<220>
<223%> Nanobody or nanobody construct
<400> 16

Glu val Gln Leu Leu Glu Ser Gly Gly Giy Leu val GlIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Arg Ile Phe Ser Leu Pro
20 25 30

Ala Ser Gly asn Ile Phe Asn Leu Leu Thr Ile Ala Trp Tyr Arg Gln
35 40 45

Ala Pro Gly Lys Gy Arg Glu Leu val Ala Thr Ile Asn Ser Gly Ser
50 55 60

Arg Thr Tyr Tyr Ala Asp Ser val Lys Giy Arg Phe Thr Ile Ser Arg
65 70 75 80

Asp Asn Ser Lys Lys Thr val Tyr Leu GIn Met Asn Ser Leu Arg Pro
8

Glu Asp Thr Ala val Tyr Tyr Cys GlIn Thr Ser Gly ser Gly ser Pro
100 105 110

Asn Phe Trp Gly Gin Gly Thr Leu val Thr val Ser sSer Gly Gly Gly
115 120 125

Gly ser Gly Gly Gly Ser Glu val GIn Leu val Giu ser Gly Gly Gly
130 135 140

Leu val Gin Pro Gly Asn Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
145 150 155 160

Phe Thr Phe Ser ser Phe Gly Met Ser Trp val Arg Gln Ala Pro Gly
165 170 175

Lys Gly Leu Glu Trp val Ser Ser Ile Ser Gly Ser Gly Ser Asp Thr
180 185 190
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teu

Ala

Thr

225

Gln

Gly

Gly

Ser

phe

305

Ser

Leu

Tvyr

l.eu

Ser
385

Tyr

LYS

2190

Ala

Gly

sar

Gly

Tyr

290

val

val

Tyr

Cys

Ser

370

Ser

<210>
<21l>
<212>
<213>

<220
<223>

<400>

Ala

195

Thr

val

Thr

Glu

Ser

275

Ala

Ser

Lys

Leu

Ala

Gly

17
386
PRT

ASD

Thr

TYr

Leu

val

260

Leu

Met

Arg

Gly

Gln

340

LYS

ser

Ser

Leu

TY "

val

245

GlIn

Arg

Gly

Ile

Arg

Met

ASD

Tyr

va'l

Tvr

Cys

230

Thr

Lau

teu

Trp

Ser

310

Phe

AsSh

Pro

Asp

Lys

L.eu

215

Thr

val

Ley

Ser

Phe

295

Gln

Thy

Ser

ser

ser
375

Artificial sequence

200

GIn

Ile

Ser

Glu

Cys

280

Arg

Gly

ITe

Leu

Pro

360

Trp

PO9-017-PCT-1_5T25
Gly Arg Phe Thr Ile Ser

MeT

Gly

Ser

Ser

265

Gn

Gly

Ser

Tyr

Gly

Asn

Gly

Gly

Ala

ala

Thr

330

Pro

Tyr

Gln

Nanobody or nanobody construct

i7

sSer

Ser

235

Gly

Gly

Ser

Pro

Glu

Arg

Gly

Ley

220

Leu

Gly

Gly

Gly

Gly

300

Ile

Asn

Asp

Gly

Thr
380

205

Arg

Ser

Gly

teu

Arg

LyS

Tyr

Ser

Thr

Ser

365

teuy

Arg

Pro

Arg

Ser

val

270

Thr

Gly

Tvr

Lys

Ala

350

Ala

va'

ASD

Glu

Ser

D)
e

Gin

Leu

Arg

Ala

Asn

335

val

Tyr

Thr

Ash

Asp

Ser

240

Gly

Pro

Ser

Asp

320

Thr

Tyr

Leu

val

Glu val GIn Leu Leu Glu Ser Gly Giy Gly Leu val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Giy Arg Ile Phe Ser ieu Pro
20 25 3

Seite 13



Ala

Arg

65

Asp

Glu

Asn

Gly

Leu

145

Phe

LYS

Leu

Ala

Thr

225

Glin

Gly

Ser

Ser

Pro

50

Thr

Asn

Asp

Phe

Ser

130

val

Thr

Glu

Tyr

Lys

210

Ala

Gly

sSer

Gly

TYyr
290

Gly

35

Gly

TYyr

Ser

Thr

Gly

Gin

Phe

Pro

Ala

195

Thr

val

Thr

Gilu

ser

275

Ala

Asn

LYS

Tyr

Lys

Ala

100

Gly

Gly

Pro

Arg

Glu

180

ASp

Thr

Tyr

Gln

val

260

Leu

Met

Ile

Gly

Ala

Lys

val

Glin

Gly

Gly

Ser

165

Trp

Ser

Leu

Tyr

val

245

Gln

Arg

Gly

Phe

Arg

ASp

70

Thr

Tyr

Gly

Ser

Asnh

150

Phe

val

Tyr

Cys

230

Thr

ey

Leu

Trp

ASn
Gy
53

Ser

val

Tyr

Glu

135

Ser

Gly

Ser

Lys

Leu

215

Thr

va'l

leu

ser

Phe
295

P09-017~-PCT-1 8725

Leu Leu Thr Ile Ala Trp

40

Leu

val

Tyr

Cys

l.eu

120

vVai

Ley

Met

Ser

Gly

200

Gin

Ile

Ser

Glu

Cys

280

Arg

val

Lys

Leu

Gin

105

val

aln

Arg

Ser

Ite

185

Arg

Met

Gly

Ser

Ser

265

Ala

GIn

Ala

Gly

Gin

90

Thr

Thr

Leuy

Leu

Trp

Ser

Phe

Asn

Gly

Gly

Gly

Ala

ala

Thr

Arg

75

Met

sSer

va'

val

Ser

155

val

Gly

Thr

Ser

Ser

235

Gly

Gly

Ser

Pro

Ile

60

Phe

Ash

Gly

Ser

Glu

140

Cys

Arg

Ser

Ile

Leu

220

Ley

Gly

Gly

Gly

Gly
300

Seite 14

45

Asn

Thr

Ser

Ser

Ser

125

Ser

ala

GIn

Gly

Ser

205

Lys

Ser

Gly

Leu

Arg

Lys

Tyr

ser

Leu

Gy

Gty

Gly

Ala

Ala

Ser

190

Arg

Pro

Arg

ser

val

270

Thr

Gly

Arg

Gly

Ser

Arg

a5

ser

Gly

Gly

Ser

Pro

175

AsSp

ASD

Glu

Ser

Gly

Gin

Ley

Arg

Ser

Arg

80

Pro

Pro

Gly

Gly

Gly

160

Gly

Thr

Asn

Asp

Ser

240

Gly

Pro

Ser



Phe

303

Ser

Leu

Tyr

Leu

ser
385

va'l

val

Tyr

Cys

Ser

370

Ser

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

<220>
<223>

<400>

ser

Lys

Leu

18
386
PRT

Arg

Gly

Gin

340

Lys

Ser

Arg

Met

Asp

Tyr

sar

310

Phe

AsSn

Pro

ASp

Gln

Thr

ser

ser

ser
375

artificial Sequence

Nanobody or nancbody

18

Glu val GIn Leu

1

ser

Ala

Ala

“Arg

65

ASp

Giu

Asn

Leu

Sar

Pro

50

Thr

Asn

Asp

rhe

Arg

Gly

35

Gly

Tyr

Ser

Thr

Trp

Leu

20

AsSn

Lys

Tyr

Lys

Ala

100

Gly

Leu

Ser

Ile

Gly

Ala

Lys

val

Gin

Glu

cys

Phe

Arg

ASD

70

Thr

Tyr

Gly

Ser

Ala

Asn

Glu

55

Ser

val

Tyr

Thr

P09-017-PCT-1_8T25

Gly Gty Thr Ala Ile Tyr

Iie Ser Arg

330

Leu Arg Pro

345

Pro Tyr Tyr

360

Trp Gly Glin

construct

Gly Gly Gly
10

Ala

Leu

40

Leu

val

Tyr

cys

Leu
120

Ser
25

Ley
val
LYS
Leu
Gin
105

val

Gly

Thr

Ala

Gy

Gln

90

Thr

Thr

315

ASD

Glu

Arg

Gly

Leu

Arg

Ile

Thr

Arg

75

Met

Ser

val

Ash

ASp

Gly

Thr
380

val

Ile

Ala

Ile

60

Phe

Asn

Gly

Ser

Seite 15

ser

Thr

ser

365

l.ey

Gin

Phe

Trp

45

ASn

Thr

Ser

Ser

Ser
125

Tyr

LYsS

Ala

350

Ala

val

Pro

Ser

30

Tyr

Ser

Ile

Leu

Gly

110

Gly

Ala

Asn

335

val

Tyr

Thr

Gly

15

Leu

Arg

Gly

Ser

Arg

95

Ser

Gly

ASD

320

Thr

Tyr

Leu

val

Gly

Pro

Glin

ser

Arg

80

Pro

Pro

Gly



Leu

145

Phe

Lys

Leu

Ala

Thr

225

Glin

Gly

ser

Phe

305

Ser

Leu

Tyr

Leu

Ser
385

Ser
130
Va?
Thr
Gly
Tyr
Lys
Ala
Gly
Ser
Gly
TYr
290
val

val

Tyr
cys
sar

370

Ser

Gly

Gln

Phe

Leu

Ala

195

Thr

val

Thr

Glu

Ser

275

Ala

Ala

LyS

Leu

Ala

355

Gly

Gly

Pro

Ser

Gilu

180

ASD

Thr

Tyr

Leu

val

260

Ley

Met

Arg

Gly

GHn
340

Lys

Ser

Gly

Gly

ser

165

Trp

Ser

Leu

Tyr

val

245

Gin

Arg

Gly

Ile

Arg

325

MeT

ASp

Tyr

ASN

150

Phe

val

val

Ty

cys

230

Thr

Leu

Leu

Trp

Ser

310

Phe

Asn

Pro

Asp

Glu

135

Ser

Gly

Sar

Lys

Leu

215

Thr

val

Leu

Ser

Phe

295

Gln

Thr

Ser

Ser

Ser
375

Leu

Met

ser

Gly

200

GlIn

Ile

Ser

Glu

Cys

280

Arg

Gly

teu

Pro
360

Trp

POO-017~PCT-1_ST25%
val Gin Leu val Glu Ser

Arg

Ser

Ile

185

Arg

Met

Gly

Ser

Ser

265

Ata

GIn

Gly

Ser

345

Tyr

Gly

Leu

Trp

Ser

Phe

Asn

Gly

Gly

Gly

Ala

Ala

Thr

TYr

Glin

ser

155

val

Gly

Thr

ser

Ser

235

Gly

Gly

Ser

Pro

Ala

315

ASp

Glu

Arg

Gly

140

Cys

Arg

ser

Ile

Lay

220

Leu

Gly

Gly

Gly

Gly

300

Ile

Asn

ASD

Gly

Thr
380

Seite 16

Ala

Gln

Gly

Ser

205

Arg

ser

Gly

Leu

Arg

285

LyS

Tyr

Ser

The

ser

365

Leu

Ala

Ala

Ser

190

Arg

Pro

Arg

Ser

val

270

Thr

Gly

Tyr

LYsS

Ala

Ala

val

Gly

Ser

Pro

175

ASp

ASD

Glu

Ser

Gly

Gin

Leu

Arg

Ala

Asn

335

val

TYr

Thr

Gly

Gly

160

Gly

Thr

Ash

AsSp

Ser

240

Gly

Pro

Ser

Glu

320

Thr

Tyr

Leu

val



POS-017-PCT~1_5ST25

<210> 19

«<211> 386

<21Z2> PRT

<213> Artificial Sequence

<220>

<223> Nangbody or nanobody construct
<400> 19

Glu val Gln Leu Leu Giu Ser Gly Gly Gly Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg ieu Ser Cys Ala Ala ser Gly Arg Ite Phe Ser Leu Pro
20 25 30

Ala ser Gly Asn Ile Phe Asn Leu Leu Thr Ile aAla Trp Tyr Arg Gin
35 40 45

Ala Pro Gly Lys Gly Arg Glu Leu val ala Thr ITe Asn Ser Gly Ser
50 55 60

Arg Thr Tyr Tyr Ala Asp Ser val Lys Gly Arg Phe Thr Ite Ser Arg
65 70 75 80

Asp Asn Ser Lys Lys Thr val Tyr lLeu Gin Met Asn Ser Leu Arg Pro
85 20 95

Glu Asp Thr ala val Tyr Tyr Cys GIn Thr Ser Gly Ser Gly Ser Pro
100 105 110

asn Phe Trp Glvy Gin Gly Thr Leu val Thr val Ser ser Gly Gly Gly
115 120 125

Gly ser Gly Gly Gly ser Glu val GIn Leu val Glu Ser Gly Gly Gly
130 135 140

Leu val G1n Pro Gly Asn Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
145 150 155 160

phe Thr pPhe Arg Ser Phe Gly Met Ser Trp val Arg GIn Ala Pro Gly
165 170 175

Lys Glu Pro Glu Trp val Ser Ser Ile Ser Gly Ser Gly Ser Asp Thr
180 _ 185 190

Leu Tyr Ala Asp Ser val Lvs Gly Arg Phe Thr Ile Ser Arg Asp Asn
195 200 205

Ala Lys Thr Thr Leu Tyr Leu Gln Met Asn Ser Leu Lys Pro Glu Asp
210 215 220

Thr Ala val Tyr Tyr Cys Thr Ile Gly Gly Ser Leu Ser Arg Ser Ser
225 230 235 240

Seite 17



Gin Gly Thr Gin

Gly Ser &iu val
260

Gly Gly Ser Leu
275

ser Tyr Ala Met
290

phe val ala Arg
305

ser val Lys Gly

val Tyr Lteu Gln
340

Tyr Cys Ala Lys
355

Leu Ser Giy ser
370

Ser ser
385

<210> 20
<211> 288
<212> PRT

val

245

Gin

Arg

Gly

Ije

Asp

Tyr

Thr

Laeu

leu

Trp

Ser

310

Phe

Asn

PFro

ASD

val

val

ser

Phe

295

Gin

Thr

sar

Ser

Ser
375

<213> Artificial Sequence

<220>

<223> Nanobody or nanobody

<400> 20

Glu val Gin lLeu
1
Ser Leu Arg Leu

Ala Ser Gly Asn
35

Ala Pro Gly tys
50

Leu Glu Ser

5

Ser Cys Ala

Ile Phe Asn

Gly Arg Glu

55

P09-017-PCT-1.5725

ser Ser Gly Gly Gly Gly

250

Glu ser Gly
265

Cys Ala ala
280

Arg Gin Ala

Gly &ly Thr

Ile Ser Arg
330

tey Lys Pro

Pro Tyr Tvr
360

Trp Gly Gn

construct

Gly Gly Gly
10

Ala ser Gly
25

ey Leu Thr
40

Leu val Ala

Seite 18

Gly

Ser

Pro

Ala

315

Asp

Glu

Arg

Gly

Leu

Arg

Ile

Thr

Gly

Gly

Gly

300

Ije

Asn

ASp

Gly

Thr
380

val

Ala

Iie
60

Leu

Arg

Lys

Tyr

ala

Thr

ser

365

Gin

Gin

Phe

Trp

45

AsSn

Ser

val

270

Thr

Glu

TYr

Lys

ala

350

val

Pro

Ser

30

Tyr

Ser

Gly

Glin

Leu

Arg

Ala

AsSt

335

val

Tyr

Thr

Gly
15
Leu

Arg

Gly

Gly

Ser

ASD
320
Thr
TYP

Ley

vai

Gly

Pro

Ser



Arg

65

ASp

Glu

AsSn

sSer

145

Glu

Ser

Ala

Ala

Lys

Leu

Ala

Thr

Asn

Asp

Phe

Ser

130

Gly

val

Ley

Met

Arg

210

Gly

Gln

Lys

Tvr

Ser

Thr

Gly

Gly

Gin

Arg

Arg

Met

ASD

Gly Ser Tyr

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

«220>
<223>

<400>

275

21
398
PRT

Tyr

Lys

Ala

1060

Gly

Gly

Gly

Leu

Leu

180

Trp

Ser

Phe

Asn

Pro

260

Asp

Ala

val

Gin

Gly

Gly

val

165

Ser

Pphe

Gin

Thr

Ser

245

Ser

Ser

ASp

70

Thr

Tvr

Gly

Gly

Ser

150

Glu

Cys

Arg

Gly

Ile

230

Leu

Pro

Trp

Ser

val

Tyr

Thr

Ser

135

Gly

Ser

Ala

Gln

LYysS

Tvr

Gly

Artificial sequence

Nanobody or nanobody

21

Glu val &ln teu Leu Glu Ser
1

5

TYTr

Cys

Leu

120

Gly

Gly

Gly

Ala

Ala

200

Thr

Arg

Pro

Tyr

Glin
280

PO9-0L7-PCT-1_5725
val Lys Gly ?gg Phe Thr

L.eu

Gln

105

val

Gly

Gly

Gly

s5er

185

Pro

Ala

ASD

Gtu

Arg

265

Gly

Gln

90

Thr

Thr

Gly

Gly

Gly

Gly

Gly

Ile

Asn

ASp

250

Gly

Thr

construct

Met

Ser

val

Gly

ser

155

teu

Arg

Lys

Tyr

Ala

235

Thr

Ser

Gin

Asn

Gly

Ser

Ser

140

Gly

val

Thr

Glu

Tyr

220

Lys

ala

Ala

val

Ser

Ser

ser

125

Gly

Gly

Gin

L.eu

Asn

val

TYr

Thr
285

Ile

Leu

Gty

Gly

Gly

Gly

Ala

sSer

190

Glu

ASD

Thr

Tvyr

Ley

270

val

Ser

Arg

95

Ser

Gly

Gly

Gly

Gly

Ser

Phe

ser

val

Tyr

255

Leu

ser

Arg

80

Pro

Pro

Gly

Gly

Ser

160

Gly

Tyr

val

val

TYF

240

cys

Ser

ser

Gly Gly Gly Leu val GIn Pro Gly Gly
10 15

Seite 19



ser

Ala

ala

Ala

Gly

Gly

val

145

Leu

Met

Ser

Gly

Gln

225

ser

ser

Leu

Met

Arg

50

Gly

Gin

LysS

Ser

Arg

Ser

Ile

Arg

Met

Gty

ser

Glu

Arg

Gly

35

Tle

Arg

Met

Asp

Tyr

115

Gly

Leu

Leu

Trp

ser

195

Phe

ASN

Gly

Gly

val
275

Ley

20

Trp

ser

Phe

Asn

Pro

100

ASD

Gly

val

Ser

val

180

Gly

Thr

Ser

Ser

Gly

Gin

Ser

Phe

Gin

Thr

Ser

85

Ser

ser

ser

Glu

165

Arg

Ser

Ile

Leu

Leu

245

Gly

Leu

Cys

Arg

Gly

Iie

70

Leu

Pro

Trp

Gly

Ser

150

Ala

Gin

Gly

Ser

Arg

230

Ser

Gly

Ley

Ala

Gln

Gly

55

Ser

Arg

Tyr

Gly

Ala

Ala

Ser

215

Pro

Arg

Ser

Glu

POS-017-PCT~1_ST25

Ala ser Gly Arg Thr Lteu
25

Ala

40

Thr

Arg

Pro

tyr

GIn

120

Gly

Gly

Ser

Pro

ASD

200

ASp

Glu

Ser

Gly

ser
280

Pro

Ala

ASD

Gly

Gly

Gly

Gly

Thr

ASH

Asp

Ser

Gly

Gly

Gly

Ile

ASH

ASD

90

Gly

Thr

Ser

Leu

Phe

170

LY5

Leu

Ala

Thr

Lys

Tyr

Sar

75

Thr

Ser

Leu

Gly

val

155

Thr

Gly

Tyr

Lys

Alta

235

Gly

Gly

Gly

Tyr

60

LYS

Ala

Ala

val

Gly

GiIn

Phe

L.eu

Ala

Thr

220

val

Thr

Ser

Gly Gly lLeu

Seite 20

Arg
45

Ala
Asn
va'l
TYP
Thr
125
Gly
Pro

ser

Glu

Tyr
Ley
Gly

val
285

ser

30

Glu

Asp

Thr

Tyr

Leu

110

val

Gly

Gly

ser

Leu

Tyr

va't

Gly

Gin

sar

Phe

Sar

lLeu

O ~f
T
=3

L.eu

Ser

Ser

AsSh

Phe

175

val

val

Tyr

Cys

Thr

255

Gly

Pro

TYr

val

val

Tyr

Cys

ser

sSer

Ser

160

Gly

Ser

Lys

Leu

Thr

240

val

Gly

Gly



Gly

Pro

305

Gin

Ser

Arg

Pro

Pro
385

ser

290

Ala

Ala

Arg

Asp

Glu

370

Asn

<210
211>
<212>
<213>

<220>
<Z223>

<400>

Leu

ser

Pro

Thr

Asn

355

Asp

Phe

22
398
PRT

Arg

Gly

Gly

Tyr

340

ser

Thr

Trp

Leu

Asn

Lys

Ala

Gly

Ser

Ile

310

Gly

Ala

LYS

val T

Gln
390

Cys

295

Phe

Arg

AsSp

Thr

Artificial seguence

Nanobhody or nancbody

22

Glu val ¢ln Leu

1

Ser

Ala

Lau

Ala

Leu

Met

Arg

50

Gly

Gln

Lys

Arg

Gly

35

Tle

Arg

Met

ASD

Leu

20

Trp

Ser

Phe

Asn

Pro
100

Leu

Ser

Phe

Gin

Thr

Ser

85

Ser

Glu

Cys

Arg

Gly

Tle

70

Leu

Pro

Ser

Ala

Gin

Gly

55

Ser

Arg

TYr

p09-017-PCT-1_5T25

Ala Ala Ser Gly Arg Ile
300

Asn

Giu

ser

val

360

Tyr

Thr

Leu

Ley

val

345

Tyr

Cys

Leu

Led

val

330

Lys

Ley

GIn

val

construct

Gly

Ala

Ala

40

Thr

Arg

Pro

Tyr

Gily

Ser

25

Pro

Ala

ASD

Glu

Gly

10

Gly

Gly

Ile

ASN

AsSp

90

Gly

Thr

315

Ala

Gly

Gln

Thr

Thr
395

Leu

Arg

LyS

Ty

Ser

75

Thr

Ser

Ile

Thr

Arg

Met

sSer

380

Vai

vat

Thr

Gly

Tyr

60

Lys

ala

Ala

Seite 21

Ala

Phe
ASN
365

Gly

Gin

Leu

Arg

45

Ala

Asn

val

TYr

Phe

T

ASh

Thr

350

Ser

Ser

Ser

Pro

Ser

30

Glu

Asp

Thr

Tvr

Leu
110

Ser

Tyr

Ser

335

Ile

Leu

Gly

Gly

15

Ser

Phe

Ser

val

95

Ley

Leu

320

Gly

ser

Arg

ser

Gly

Tyr

val

val

Tyr

80

cys

Ser



Gly

Gly

val

145

Leu

Met

Ser

G1in

225

Ile

Ser

ser

Gly

Pro

305

Gln

Ser

Arg

Pro

Ser

Gly

Glin

Arg

Ser

Ile

Arg

210

Met

Gly

Ser

Glu

ser

290

Ala

Ala

Arg

ASp

alu
370

Tyr

i15

Gly

Leu

Leu

Trp

Ser

195

phe

AsSn

Gly

Gly

val

275

Leu

Ser

Pro

Thr

Asn

355

Asp

ASp

Gly

val

Ser

va'

180

Gly

Thr

ser

Ser

Gly

260

Gin

Arg

Gly

Gly

Tyr

340

Ser

Thr

ser

Ser

Glu

Cys

165

Arg

ser

Ite

Ley

Leu

245

Gly

Leu

Leu

Asn

Lys

Ala

Trp

Gly

Ser

150

Ala

Gin

Gly

Ser

Arg

ser

Gly

Leu

Ser

Ile

310

Gly

Ala

Lys

va’l

Ala

Ala

Ser

215

Pro

Arg

Ser

Glu

Cys

295

Phe

Arg

ASP

Thr

Tyr
375

120

Gly

Gly

Ser

Pro

ASD

200

ASD

Glu

Ser

Gly

Ser

280

Ala

Asnh

Glu

ser

val

360

Tyr

PO9-017-PCT-1.5T25
Gin Gly Thr Leu val Thr

Giy

Gly

Gly

Asn

Asp

Ser

Gly

Gly

Ala

Leuy

l.eu

val

345

TYr

Cys

Ser

Leu

Phe

170

Lys

Leu

Ala

Thr

Gln

250

Gly

Gly

Ser

Leu

val

330

Lys

Leu

Gln

Gly

val

155

Thr

Gly

Tyr

Lys

Ala

235

Gly

Gly

Gly

Gly

Thr

315

Ala

Gly

Gin

Thr

Gly

140

Gin

rhe

t.eu

Ala

Thr

220

val

Thr

Ser

Leu

Arg

300

Iie

Thr

APg

Met

Ser
380

Seite 22

125

Gly

Pro

Ser

Glu

ASp

Thr

Tyr

Leu

Gly

val

285

Ile

Ala

Phe

Asn
365

Gly

va'l

Gly

Gly

Leu

Tyr

val

Gly

Gin

Phe

Trp

ASn

Thr

350

Ser

Ser

Ser

Ser

Asn

Phe

175

va'l

val

Tyr

Thr

255

Gly

Pro

Ser

Tyr

ser

335

Ite

Leu

Gly

sar

Glu

ser

160

Gly

Ser

Lys

l.eu

Thr

240

val

Gly

Gly

Leu

Arg

320

Gly

Ser

Arg

Ser



PO9-017-PCT-1_ST25
Pro Asn Phe Trp Gly GIn Gly Thr Leu val Thr val Ser Sser

385 390 395
<210> 23

<211> 386

<212> PRT

<213> Artvificial sequence

<220>

<223> Nanobody or nanobody construct
<400> 23

Glu val GIn Leu Leu Glu Ser Gly Gly Gly teu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Arg Ile Phe Ser Leu Pro
20 25 30

Ala ser Gly Asn Ile phe Asn Leu Leu Thr Ile Ala Trp Tyr Arg Gin
35 40 45

Ala pro Gly Lys Gly Arg Glu Leu val Ala Thr Ile Asn Ser Gly Ser
50 55 60

Arg Thr Tyr Tyr Ala Asp Ser val Lys Gly Arg Phe Thr Ile Ser Arg
65 70 75 80

ASp Asn Ser Lys Lys Thr val Tyr Leu Gln Met Asn Ser teu Arg Pro

Glu Asp Thr Ala val Tyr Tyr Cys Gln Thr Ser Gly Ser Gly Ser Pro
100 105 110

Asn Phe Trp Gly Gin Gly Thr Leu val Thr val Ser Ser Gly Gly Gly
115 120 125

Gly ser Gly Gly Gly ser Glu val Gin Leu val Glu Ser Gly Gly Gly
130 135 140

Leu val GIn Pro Gly Asn Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
145 150 155 160

phe Thr Phe Ser Ser Phe Gly Met Ser Trp val Arg Gln Ala Pro Gly
165 170 175

Lys Gly Leu Glu Trp val Ser Ser Ile ser Gly Ser Gly Ser Asp Thr
180 185 190

Lteu Tyr Ala asp Ser val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn
195 200 205

Ala Lys Thr Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Pro Glu Asp
210 215 220

Seite 23



Thr
225

Gly

ser

Phe

305

Ser

teu

TVYF

Leu

Ser
385

Ala

Gly

Ser

Gly

TYyr

val

val

Tyr

Cys

Ser

370

sSer

<210>
<21i>
<212>
<213>

<220>
<223>

<400>

Thr

Glu

Ser

275

Ala

Ala

Lys

Leu

Ala

355

Gly

24
386
PRT

Tyr

L.eu

val

260

Leu

Arg

Gly

Glin

340

Lys

ser

Tyr

va't

245

Gin

Arg

Gly

Ile

Arg

325

Met

Asp

Tyr

Cys

230

Thr

Loy

Ley

Trp

ser

310

Phe

ASn

Pro

ASD

Thr
val
Leu
ser
Phe
295
Gln
Thr
Ser

Ser

Ser
375

artificial Sequence

Nanobody or nanchody

24

Giu val Gin Leu lLeu Giu Ser

1

5

Ser Leu Arg Leu Ser {ys Ala
20

Ala ser Gly Asn Ile Phe Asn

35

POS-017-PCT-1_5T25

Ile Gly Gly Ser Leu Ser

Ser

Glu

280

Arg

Gly

l.eu

Pro
360

Trp

Ser

ser

265

Ala

Gin

Gly

Ser

Tyr

Gly

Gly

250

Gly

Ale

Ala

Thr

Arg

Pro

TYE

Gin

construct

235

Gly

Gly

sSer

Pro

Ala

315

Asp

Glu

Arg

Gly

Gly

Gly

Gly

Asn

Asp

Gly

T™r
380

Gly Gly Gly Leu val
10

Ala Ser Gly Arg Ile

25

Gly

Leu

Arg

Lys

Tyr

Ser

Thr

Ser

365

Leuy

GlIn

Phe

Arg

ser

val

270

Thr

£

Gly

TYr

Lys

Ala

350

Ata

val

Pro

ser
30

Leu Leu Thr Ile Ala Trp Tvr

40

Seite 24

45

ser

Gly

Gin

Leu

Arg

Ala

Asn

335

val

Tyr

Thr

Gly
15

Leu

ATQ

Ser
240
Gly

Pro

Ser

ASp
320
Thr
TYrE

Leu

val

Gly

Pro

Gin



Ala
Arg
65

ASp
Glu
ASh
Gly
Leu
145
Phe
Lys
Leu
Ala
Thr
225
GIn
Gly
Gly

ser

phe
305

Pro

50

Thr

ASn

ASD

Phe

Ser

130

val

The

Gly

Tyr

LYS

Ala

Gly

Ser

Gly

Tyr

sSer

Thr

Trp

Gly

Gln

Phe

Leu

Ala

195

Thr

val

Thr

Glu

ser

275

Ala

Ala

LysS

Tyr

Lys

Ala

100

Gly

Gly

Pro

Ser

Glu

180

ASp

Thr

Ty

Leu

val

260

Leu

Met

Arg

Gly

Ala

LyS

val

Gln

Gly

Gly

Ser

165

Trp

Ser

Leu

Tyr

val

245

Glin

Arg

Gly

Ile

APrg

ASp

70

Thr

Tyr

Gly

Ser

Asn

150

Phe

val

val

Tyr

Cys

230

Thr

Leu

Leu

Trp

Ser
310

Giu

55

Ser

val

TYr

Thr

ser

Gly

Ser

Lys

Leu

215

Thr

val

Leu

Ser

Phe

295

Gln

val

Tvyr

Cys

Leuy

120

val

Leu

Met

ser

Gly

200

Gln

Ile

ser

Glu

Cys

280

Arg

Gly

POS-017-PCT-1_5T25
teu val Aja Thr Ile Asn

Lys

Leu

Gin

105

val

Gin’

Arg

Ser

Ile

185

APrg

Met

Gly

ser

Sar

265

Ala

Gin

Gly

Gly

Gin

90

Thr

Thr

Leu

Lau

Trp

Ser

Phe

Asn

Gly

Ala

Ala

Thr

Arg

75

Met

Ser

val

val

Ser

155

val

Gly

Thr

Ser

ser

235

Gly

Gly

Ser

Pro

Ala
315

Phe

Asn

Gly

Ser

Glu

1460

Cys

Arg

Ser

Ile

Lou

220

Leu

Gly

Gly

Gly

Gly

300

Tle

Seite 25

Thr

Ser

ser

ser

125

Ser

Ala

Gin

Gly

Ser

205

Arg

Gly

Ley

Arg

Lys

Tyr

ser

Ile

Leu

Gly

110

Gly

Gly

Ada ©

Ala

Ser

190

Arg

Pro

Arg

Ser

val

270

Thr

Gly

Tyr

Gly
Sar
Arg
a5

Ser

Gly

Gly

Pro
175
ASp
ASD

Glu

Ser

Leu
Arg

Ala

Saer

Arg

80

Pro

Pro

Gly

Gly

Gly

Gly

Thr

Asn

ASD

Ser

240

Gly

Pro

Ser

Glu

ASpD
320



ser

val

Tyr

l.eu

Ser
385

val

Tyr

Cys

ser

370

Ser

<210>
<211>
<212>
<213

<220>
<22Z23>

<400>

Lys

Leu

Ala
355

Gly

25
308
PRT

Gly Arg Phe Thr

325

GIn Met Asn Ser

340

Lys Asp Pro Ser

Ser Tyr Asp Ser

375

Artificial Seguence

Nanobody or nanobody

25

Glu val Gln Leu
1

Ser

Ala

Ala

Lys

65

Leu

Ala

Gly

va'l
145

Leu

Met

Arg

50

Gly

Gin

Lys

ser

Gly

Gin

Arg

Gly

35

Ile

Arg

Met

Asp

Tyr

115

Gly

Leu

l.eu

20

Trp

Ser

Pha

AsSn

Pro

100

ASD

Gly

vati

Leu

ser

Phe

Glin

Thr

Ser

85

Ser

ser

ser

Giu

Glu

Cys

Arg

Gly

Ile

70

Leu

Pro

Trp

Gly

ser
150

Ser

Ala

Glin

Gly

55

ser

Arg

Tyr

Gly

PO9-017-PCT-1_5T725
Ile Ser Arg Asp Ash Ser
330

Leu Arg Pro Glu Asp Thr
345

Pro Tyr Tyr Arg Gly Ser
360 365

Trp Gly Gin &ly Thr Leu
380

construct
Gly Gly Gly Leu val GlIn
10

Ala Ser Gly Arg Thr Leu
25

Ala Pro Gly Lys Gly Arg
43 45

Thr Ala Ile Tyr g%r Ala

Arg Asp Asn Ser Lys Asn
75

Pro Glu Asp Thr Ala val
90

Tyr Arg Gly Ser Ala Tyr
105

ain Gly Thr Leuw val Thr
120 125

Gly Gly Ser Gly Giy Gly
140

Gly Gly Leu val Gin Pro
155

Seite 26

Ala

val

Pro

ser

3G

Glu

ASP

Thr

Ty

Leu

119

val

Gly

Gly

Asn
335
val

Tyr

The

Gly

15

Ser

Phe

Ser

val

Tyr

95

Leu

ser

Ser

Asn

Thr

Tyr

Leu

val

Gly

Tyr

val

val

Tvr

80

Cys

Sar

Ser

Ser
160



Met

Ser

Gly

Gl

225

Ije

Ser

Ser

Gly

Pro

305

GIn

Ser

Arg

Pro

Pro
385

Arg

Ser

Ile

Arg

210

Met

Gly

Ser

Glu

sar

290

Ala

Ala

Arg

ASD

Glu

370

AsSnN

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

<220>

Leu

Trp

Ser

195

Phe

Asn

Gly

Gly

val

275

Leu

Ser

Pro

Thr

ASN

355

Asp

Phe

26
398
PRT

val

180

Gly

Thr

Ser

ser

Gly

Gin

Arg

Gly

Gly

Tvr

340

Ser

Thr

Trp

165

Arg

Ser

Ile

Leu

Leu

245

Gly

Leu

Leu

Asn

TYr

Lys

Ala

Gly

Ala

Gln

Gly

Ser

230

sSer

Gly

teu

Ser

Iie

310

Gly

Ala

Lys

val

Gin
390

Ala

Ala

Ser

Arg

215

Pro

Arg

ser

Glu

Arg

Asp

Thr

Tvyr

375

Gly

Artificial Seguence

P09-017-PCT-1_87T25

ser Gly Phe Thr Phe Ser

Pro

ASD

200

ASp

Glu

Ser

Gy

Ser

280

Ala

ASH

Glu

ser

val

360

Tyr

Thr

Asn

AsSp

Ser

Ala

Leu

Leu

val

345

Tyr

Cys

eyl

170

LYsS

Ley

Ala

Thr

Glin

250

Gly

Gly

Ser

Ley

va

330

Lys

Leuy

GlIn

val

Gly

Tyr

Lys

Ala

235

Gly

Gly

Gly

Gly

Thr

315

Ala

Gly

GIn

Tht

Thr
395

Ley

Ata

Thr

220

val

The

Ser

Leu

Arg

300

Ile

Thr

Arg

Met

Ser

380

val

Seite 27

Glu

205

Thr

Tyl

Leu

Gly

val

285

Ile

Ala

Iie

Phe

AsSn

365

Gly

Ser

sSer

Leu

Tyr

val

Gly

Gin

Phe

Trp

Glu

Thr

350

Ser

Ser

sar

Phe

175

val

vai

Tyr

Cys

Thr

255

Gly

Pro

Ser

Tyr

Ser

335

Leu

Gly

Gly

Ser

YES

Leu

Thr

240

val

Gly

Gly

Leu

Arg

320

Gly

Ser

Arg

ser



PO9-017-PCT-1_ST25
<Z223> Nancbody or nanobody construct

<400>- 26

Giu val Gln Leu Leu Giu Ser Gly Gly Gly teu val Gin Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu ser Cys Ala Ala ser Gly Arg Thr Leu ggr ser Tyr
20 25

Ala Met Gly Trp Phe Arg GIn Ala Pro Gly Lys Gly Arg Giu Phe val
35 40 45

Ala Arg Ile Ser Gin Gly Gly Thr Ala le Tyr g%r Ala Asp Ser val
50 55

Lys Giy Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr val Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Pro Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala LyS Asp Pro Ser Pro Tyr Tyr Arg Gly Ser Ala Tyr Leu Leu Sar
100 105 110

Gly Ser Tyr Asp Ser Trp Gly GIn Gly Thr ieu val Thr val Ser Ser
115 120 125

Gly Gly Gly Gly Ser Gly Gly Gly Gly ser Gly Gly Gly Gly Ser Glu

val Gln Leu val Glu Ser Gly Gly Gly Leu val Gin Pro Gly Asn Ser
145 150 155 160

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe'G1y
165 1790 175

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val Ser
180 185 190

Ser Ile Ser Gly Ser Gly Ser Asp Thr Leu Tyr Ala Asp Ser val Lys
195 200 205

Gly Arg Phe Thr ITe Ser Arg Asp Asn Ala Lys Thr Thr teu Tyr Leu
210 215 220

Gln Met Asn Ser Leu Arg Pro Glu Asp Thr Ala val Tyr Tyr Cys Thr
225 230 235 240

ITle Gly Gly Ser Leu Ser Arg Ser Ser GlIn Gly Thr Leu val Thr val
245 250 255

Seite 28



Ser

Gly

Pro

305

Gln

ser

Arg

Pro

Pro
385

Ser

Glu

Ser

290

Ala

Arg

ASD

Gilu

370

Asn

<210
<211
<212>
<213>

<220>
<223>

<400>

Gly

val

275

Ley

Ser

Pro

Thr

Asn

355

ASD

Phe

27
398
PRT

Gly
Gin
Arg
Gly
Gly
Tyr
340
Ser
Thr

Ei g

Gly

l.eu

l.eu

Asn

LyS

Tyr

Lys

Ala

Gly

Gly

L.eu

ser

Ile

310

Gly

Ala

Lys

val

Gln
380

Ser

Giu

Cys

295

Phe

Arg

ASp

Thr

TYr

375

Gly

Artificial sequence

Nanobody or nanobody

27

Glu val &'n Leu

L

Ser

Ala

Ala

l.eu

Met

Arg

50

Gly

GIn

Arg
Gly
35

Ile

Arg

Met

Leu

20

Trp

ser

Phe

Asn

Leu

5

Ser

phe

Gin

Thr

ser
85

Giu

Cys

Arg

Gly

Ile

70

Leu

Sey

Ala

Gin

Gly

55

S5er

Arg

Gly Gly Gly Gly ser Gly Gly
265 2

Ser

280

Ala

ASnN

Glu

Ser

val

360

Tyr

Thr

PO9-017-PCT-1_5725

Gly

Ala

Leu

Leu

val

345

Tyr

Cys

Lau

Gly

Ser

l.eu

val

330

Lys

Leu

G1In

val

construct

Gly Gly Gly
10

Ala

Ala

40

Thr

Arg

Pro

Ser

25

Pro

Ala

ASp

Glu

Gly

Gly

Ite

AsDh

Gly

Ghy

Thr

315

ala

Gly

Gin

Thr

Thr
395

Leu

Arg

Lys

Tyr

ser
75

Leu

Arg

300

Thr

Arg

Met

Ser

380

val

val

Thr

Gly

Tyr

60

Lys

Asp Thr Ala

a0

Seite 29

val Glin
285

Ile Phe

Ala Trp

Ile Giu

Pha Thr

350

ASn Asn
365

Gly Ser

Ser Ser

Gin Pro

Leu Ser
30

Arg Giu
45
Ala Asp

Asn Thr

val Tyr

Gly

Pro

ser

Tyr

ser

335

Ile

Ley

Gly

Gly

15

Ser

Phe

ser

val

Tyr
95

Gly

Gly

Ley

Arg

320

Gly

Ser

Arg

Ser

Gly

Tyr .

val

val

Tyr

80

Cys



Ala

Gly

Gly

val

145

Leu

Met

Ser

Gly

Gin

Ile

Ser

Ser

Pro
305
Gln

Ser

Arg

LYs
sSer
Gly
1

Gln
Arg
Ser

Ite

Gly
Ser
Glu
Ser
290
Ala
ata

ATG

ASD

ASp

Tyr

115

Gly

HH]

Leu

Trp

Ser

195

Phe

Asn

Gly

Gly

val

275

Lau

Ser

Pro

Thr

Asn
355

Pro

100

ASp

Gly

val

Ser

va'l

180

Gly

Thr

Ser

Ser

Gly

260

GlIn

Arg

Gly

Gly

Tyr

340

Ser

Ser

Ser

Ser

Glu

Cys

165

Arg

Ser

Iie

Leu

Leu

245

Gly

Leu

Leu

ASh

LysS

Pro

Trp

Gly

ser

150

Ala

Gln

Gly

ser

Gly

Leu

Ser

Ile

310

Gly

Ala

LysS

Tyr

Gly

Gly

Ala

Ala

ser

Arg

Pro

Arg

Ser

Glu

295

Phe

ATg

Asp

Thr

Tvr

Gln

120

Gly

Gly

Ser

Pro

AsSp

200

AS[

Glu

Ser

Gly

Ser

280

Asn

Glu

Ser

val
360

PO9-017-pPCT-1_5T25

Arg Gly Ser aAla Tyr

105

Gly

Gly

Gly

Gly

Gly

Thr

Ash

ASDH

Ser

Ala

Leu

Leu

val

345

Tyr

Thr

Ser

Leu

Phe

170

Lys

Leu

Ala

Thr

Gin

250

Gly

Gly

Ser

Leu

val

330

Lys

Leu

Gly

val

155

Thr

Gly

Tyr

LyS

Ala

235

Gly

Gly

Gly

Gly

Thr

315

Ala

Gly

val

Gthy

Glin

Phe

teu

Ala

Thr

220

val

Thr

ser

Leu

Arg

360

Ile

Thr

Arg

Leu Gin Met

Seite 30

Thr

125

Gly

Pro

Ser

Glu

205

Thr

Tyr

Ley

Gly

va'l

285

Ile

ala

Ile

Phe

Asn
365

Leu

110

val

Gly

Gly

Ser

Trp

Ser

Leu

Tyr

val

Gly

Gin

Phe

Trp

Asn

Thr

350

Asn

Leuy

Ser

Ser

Asn

Phe

175

val

val

Tyr

Cvs

Thr

255

Gly

Pro

Ser

Tyr

Ser

335

Leu

Ser

Ser

Glu

Ser

160

Gly

Ser

Lys

Leu

Thr

240

val

Gly

Gly

Leu

Arg

Gly

Ser

Arg



POS-017-PCT-1_ST25

Pro Glu Asp Thr Ala val Tyr Tyr Cys Gln Thr Ser Gly Ser Gly Ser
370 375 380

Pro Asn Phe Trp Gly Gln Gly Thr Leu val Thr val ser ser

385 390 395
<210> 28

<211> 390

<21Z> PRT

<213> Artificial Sequence

<220>

<223> Nanobody or nancbody construct

<400> 28

Glu val Gin Leu teu Glu ser Gly Gly Gly Leu val Gln Pro Gly Gly
1 5 10 15

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

Ala Ile ala Trp Phe Arg Gin Ala Pro Gly Lys Gly Arg Glu Gly val
35 40 45

"~ Ser Gly Ile Asp Ser Gly Asp Gly Ser Ala Tyr Tyr Ala Asp Ser val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Ser Asp Asn Ser Lys Asn Thr val Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Pro Glu Asp Thr ala val Tyr Tyr Cys
85 90 95

Ala Arg val Arg Thr Gly Trp Gly Leu Asn Ala Pro Asp Tyr Ala Met
100 105 110

Asp Tyr Trp Gly Gln Gly Thr Leu val Thr val ser Ser Gly Gly Gly
115 120 125

Gly Ser Gly Gly Gly Gly Ser Gly Giy Gly Gly Ser Glu val Gln teu
130 135 140

val Glu ser Gly Gly Gly Leu val Gin Pro Gly Asn Ser Leu Arg Leu
145 150 155 160

Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe Gly Met Ser Trp
165 170 175

val Arg ¢Tn Ala Pro Gly Lys Gly teu Glu Trp val Ser Ser Ile Ser
180 185 190

Seite 31



Gly

Thr

Ser

225

Ser

Gly

Gly

Ser

Pro

305

Tyr

ASp

Glu

val

Leu
385

Ser

Ile

210

Leu

Leu

Gly

Gly

Gly

Gly

Thr

Asn

ASp

Arg

val

<210>
<Z21i>
<212>
<213>

<220
<223>

<400>

Arg

Ser

Gly

Leu

275

Phe

Lys

Ty

ser

Thr

355

Gly

Thr

29

390
PRT
Artificial Seguence

Ser

Arg

Pro

Arg

Ser

260

va'l

Thr

Gly

Tyr

Glu

340

Ala

Tyr

val

Asp

ASD

Glu

Ser

245

Gily

cln

Leu

Arg

Ala

325

Sar

val

Tyr

Ser

Thr

ASN

ASp

230

sSer

Gly

Pro

ASD

Giu

310

ASD

Thr

Tyr

Asn

ser
390

Leu

Ala

215

Thr

Gin

Gly

Gly

Tyr

295

Gly

ser

val

Tyr

Ala
375

200

Lys
Alta
Gly
Ser
Gly
2

Leu
val
val
Tyr
Cys

360

Giu

POY-017-PCT-1_58725
Tyr ala Asp Ser val Lys

Thr

val

Thr

Glu

265

Ser

Ala

sar

Lys

teu

345

Ala

Tyr

Thr

Tyr

Leu

250

val

Leu

Ile

Cys

Gly

Gin

Thr

AsSD

Nanobody or nanobody construct
29

Leu

Tyr

235

val

Glin

Arg

Gly

val

315

Arg

Met

ASD

Tyr

Tyr

220

Cys

Thr

Leu

Leu

Trp

Ser

Phe

ASN

Pro

Trp

205

l.eu

Thr

val

Ley

Ser

285

Phe

Sar

Thr

Ser

Gln

Ile

Ser

Glu

270

Cys

Arg

Ser

Iie

Leu

350

Cys

Gln

Arg

Met

Gly

Ser

255

Ser

Gin

Gy

Ser

335

Arg

Tyr

Gly

Phe

Asn

Giy

Gly

Gly

Ala

Gin
320
Ar’g
Pro

Arg

Thr

Glu val G1ln Leu Leu Giu Ser Gly Gly Gly Leu val Glin Pro igy Gly
1

5

10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr teu %ép Asp Tyr
20

25
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Ala

ser

Ala

ASp

Gly

val

145

Ser

val

Gly

Thr

Ser

225

sar

Gly

Gly

ser

Ile

Gly

50 -

Gly

GIn

Arg

Tyr

Ser

130

Glu

Cys

Arg

Ser

Ile

210

L.eu

Leu

Gly

Gly

Arg

Met

val

Ser

Ala

Gin

Arg

Ser

Gly

Leu

275

Phe

Trp

ASD

Phe

Asn

Arg

Gly

Gly

Gly

Ala

Ala

180

Ser

Arg

Pro

Arg

ser

260

vai

Thr

Phe

Ser

Thr

sar

85

Thr

Gln

Gly

Gly

ser

165

Pro

ASD

ASp

Glu

Ser

245

Gly

Glin

Leu

Arg

Gly

Ile

70

Leu

Gly

Gly

Gly

Gly

Gly

Thr

Asn

ASD

Ser

Gly

Pro

ASp

Gin

Glu

535

Ser

Arg

Trp

Thr

Ser

i35

Leu

Phe

LYS

L.eu

Ala

215

Thr

Glin

Gly

Gy

Tyr
295

POS-017-PCT-1_5T25

Ala Pro Gly Lys Gly
40

Gly

Ser

Pro

Gly

Ley

120

Gly

val

Thr

Gly

Tyr

200

Lys

Ala

Gly

Ser

Gly

Leuy

ser

Asp

Glu

Leu

105

val

Gly

Gln

Phe

Leu

185

Ala

Thr

val

Thr

Glu

265

Ser

Ala

Ala

Ash

Asp

90

Asn

Thr

Gly

Pro

Ser

170

Glu

ASD

Thr

Tyr

Leu

250

val

Leu

Tyr

Ser

75

Thr

Ala

val

Gly

L
o

Ser

Trp

Ser

lLeu

Tyr

235

val

Gln

Arg

Tyr

60

LyS

Ala

Pro

Ser

Ser

140

Asn

Phe

val

val

Tyr

220

Cys

Thr

Ley

Leu

Ile Gly Trp

300
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Arg

45

Ala

Ash

val

ASp

Ser

125

Glu

Ser

Gly

Ser

Thr

val

Leu

ser

285

pPhe

Glu

ASp

Thr

Tyr

Tyr

110

Gly

val

Leu

Met

Ser

190

Gly

Gin

ser
Glu
270

Cys

Arg

Gly

ser

val

Tyr

95

Ala

Gly

Glin

Arg

Ser

175

Ile

Arg

Met

Gly

Ser

255

Ser

Ala

Gin

val

val

Tyr

80

Cys

Met

Gly

Ley

Ley

160

Trp

ser

Phe

Asn

Gly

240

Gly

Gly

Ala

Ala



Pro

305

Tyr

ASD

Glu

val

Leu
385

Gly

Thr

AsSn

Asp

val

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

<220>
<223>

<400>

LYS
Tyr
Ser
Thr
355
Gly
Thr

30
390
PRT

Gly

Tyr

Glu

340

Ala

val

val

TYF

Ser

Glu

310

Asp

Thr

Tyr

Asnh

Ser
390

Gly

Ser

val

Tyr

Ala
375

Artificial sequence

Nanobody or nancbody

30

Glu val Glin Leu

1

Ser

Ala

ser

Ala

ASD

Leu

Ile

Gly

50

Gly

Gin

Arg

Tyr

Arg

Arg

Met

val

Leu

20

Trp

ASp

Phe

Asn

100

Gly

Leu

ser

Phe

Ala

Thr

Ser

85

Thr

Gin

Glu

Cys

Arg

Gly

Tle

70

Leu

Gly

Gly

Ser

Ala

Gin

Glu

55

ser

Arg

Trp

The

PO9-017-PCT-1_S725

val ser Cys

val Lys Gly

330

Tyr Leu Gin

345

Cys Ala Thr

360

Glu Tyr Asp

construct

Gty Gly Giy
10

Ala

Ala

40

Gly

Ser

Pro

Gly

Ley
120

Ser

25

Pro

Ser

Asp

Glu

lL.eu

105

vali

Gly

Gty

Ala

Ash

Asp

90

Asn

Thr

val

315

Arg

Met

ASD

Tvr

Leu

Phe

LYys

Tyr

Ser

75

Thr

Ala

val

Ser

Phe

Asn

Pro

irp

val

Thr

Gly

Tyr

60

Lys

ala

Pro

Ser
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Ser

Thr

Ser

Glu

365

Gly

Gin

Leu

Arg

45

Ala

Ash

val

Asp

Ser
125

Ser

Ile

Leu

350

cys

Gln

Pro

ASp

30

Glu

ASD

Thr

Tyr

Tyr

1190

Gly

Gly

Ser

335

Arg

Tyr

Gly

Gly

15

Asp

Gly

Ser

val

Tyr

95

Ala

Gly

Gin

320

Arg

Pro

Arg

Thr

Gly

Tyr

va'l

val

Tyr

80

Cys

Met

Gly



Gly
val
145

Ser

val

Thr

ser

225

Ser

Gly

Gly

Ser

Pro

305

Tyr

ASp

Glu

val

Leu
385

Ser

130

Glu

Cys

Arg

ser

Ile

210

Leu

Ley

Gly

Gly

Gly

Gly

Thi

AsSn

ASp

Arg

va'l

Gly

Ser

Ala

Gin

Arg

ser

Gly

Leu

275

Phe

Lvs

Tyr

Ser

Thr

355

Gly

Thr

Gly

Gly

Ala

Ala

180

Ser

Arg

Pro

Arg

Ser

260

val

Thr

Gly

Tyr

Glu

340

Ala

Tyr

vai

Gly

Gly

ser

165

Pro

ASD

ASp

Glu

Ser

245

Gly

GIn

Leu

Arg

Ala

325

ser

val

Tyr

Ser

Gly

Gly

Gly

Thr

Asn

ASp

230

Ser

Gly

Pro

ASD

Glu

310

ASD

Thr

TYyr

Asn

ser
390

Ser

135

Leu

Phe

Lys

l.eu

Ala

215

Thr

Gin

Gly

Gly

Tyr

295

Gly

ser

val

val

Thr

Gly

Tyr

200

LYs

Ala

Gly

Ser

Gly

Leu

vai

val

Tyr

Cys

360

Glu

PO9-017-PCT-1_ST25
Gly Gly Gly Gly ser Giu

GIn

Phe

Leu

185

Ala

Thr

vai

Thr

Glu

265

Ser

Ala

Ser

Lys

Leu

345

Ala

Tyr

Pro
Ser
170
Glu
ASp
Thr
Tyr
Leu
250
val
Leu
Ile
cys
Gly
3

Gin

Thr

ASp

Trp

Ser

Lel

Tyr

235

vai

Glin

Arg

Gly

val

315

ATy

Met

ASD

Tyr

140

ASh

Phe

val

val

Tyr

220

Cys

Thr

l.eu

Leu

Trp

300

Ser

Phe

Ash

Pro
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Ser

Gly

ser

Thr

val

Leau

ser

285

Phe

ser

Thr

Ser

Giu

365

Gly

val

Leu

Met

5er

190

Gly

Gin

Ile

ser

Glu

270

Cys

Arg

Ser

Ife

ey

350

Cys

Gin

Gin

Arg

Ser

175

Ile

Arg

Met

Gly

Ser

255

Ser

Ala

Gin

Gly

Ser

335

Arg

Tyr

Gly

Leu

Leu

160

Trp

Ser

Phe

ASN

Gly

Gly

Gly

Ala

Glin

320

Arg

Pro

Arg

Thr



