<110>
<120>
<130>
<160>

POY7-
34

<170>
<210> 1

<211> 1017
<212> DNA
<213>

<400> 1
ctggccccaa

ggagacagcyg
tgggttctca
aggctgectge
ggcecgeccyy
tccrgettec
ccatctccga
gacttccagyg
gtcceggagg
agcaagctca
gccaacatca
gacccccact
gaacggtcaa
cacgacgcct
caaggcgagt
agtcctccag
gatgataata
<210>
<211>
<212>
<213>
<400> 2

2
339
PRT

AbTynx N.V.

015 pCT-1

ggcgctgecce
tgactctgac
ggaagccage
tgaggtcggt
ctggaactgt
ggaagagccc
cgaccaaggce
agccgtgceca
gagacagctc
gcaaaactca
cagtcactgc
cctggaactc
agacattcac
ggagcggect
agagcgagtg
ctgagaacga

ttctctccag

SEQUENCE LISTING

PatentIn version 3.4

Macaca fascicularis

tgcgcaggag
ctgeccaggy
tgtaggctcc
gcagetceat
gcacttgcty
cctcagcaac
tgtgctgttg
gtattcccag
tttctacata
gacctttcag
cgtggccaga
atctttctac
aacatggatg
gaggcacgtg
gagcccggag
ggtgtccacc

agatrcrgea

Macaca Tascicularis

Leu Ala Pro Arg Arg Cys Pro Ala
1 5

Thr Ser Leu Pro Gly Asp Ser val
20

Pro Glu Asp Asn Ala Thr val His

gtggcaagag
ggagagccgg
cacctcagea
gactctggaa
gtggatgttc
gttgtttgtg
gtgaggaagt
gagtcccaga
gtgtccatgt
ggttgtggaa
aacccceget
agactacggt
gtcaaggacc
gtgcagcttc
gccatgggea
cccacgcagg

aatgcgacaa

Gln Glu val
10

Thr Leu Thr
25

gtgtgctgac
aagacaatgc
gatgggctgg
actattcatg
cccccgagga
agtggggtcc
ttcagaacag
agttctcctg
gcgtcgcecag
tcttgcagec
ggctcagtgt
ttgagctcag
tccagcatca
gtgcccagga
cgccttggac
cacctactac

gcctcecagt

RECEPTOR FOR INTERLEUKIN-6 (IL-6) FROM MACACA FASCICULARIS

cagtctgcca
cactgttcac
cgrgggaagy
ctaccgggece
gceccagetc
tcggageacc
tceggecgaa
ccagttggeca
tagtgtcggg
tgatcecgect
cacctggcaa
atratcgagcet
ctgtgtcatc
ggagttcggg
agaatccagg
taataaagat

gcaagat

Ala Arg Gly val Ley
15

Cys Pro Gly Gly Glu
30

Trp val Leu Arg Lys Pro Ala val

Seite 1

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

1017



Gly

Arg

65

Gly

Glu

Cys

Leu

Pro

145

val

Ser

Gly

Ala

225

Glu

His

Leu

Pro

Glu
305

Ser

50

ser

Arg

Pro

Glu

L.eu

130

Cys

Pro

Ser

Ile

Arg

210

ASN

Arg

Cys

Arg

Glu

230

Ash

35

His

val

Pro

Glin

Trp

val

GIn

Glu

val

Leu

195

Asn

Ser

Ser

val

Ala

275

Ala

Glu

Leu

Gln

Ala

Leu

100

Gly

Arg

Tyr

Gly

Gly

Gln

Pro

ser

LYS

Ile

260

Gln

Met

val

Ser

Leu

Gly

85

Ser

Pro

Lys

Ser

Pro

Arg

Phe

Thr

245

His

Glu

Gly

Ser

Arg

His

70

Thr

Cys

Arg

Phe

Glin

150

s5er

Lys

Asp

Trp

Tyr

230

Phe

Asp

Glu

Thr

Thr
310

Trp

55

ASp

val

Phe

Ser

Gln

135

Glu

Ser

Leu

Pro

Leu

215

Arg

Thr

Ala

Phe

Pro

295

Pro

40

Ala

Ser

His

Arg

Thr

120

Asn

Ser

Phe

Ser

Pro

200

Ser

Leu

Thr

Trp

Gly

Trp

Thr

Gly

Gly

teu

LYS

105

Pro

Ser

Glin

Tyr

LYS

185

Ala

val

Arg

Trp

Ser

265

GlIn

Thr

Gin

val

Asn

Leu

90

ser

ser

Pro

LysS

Ile

170

Thr

AsN

Thr

Phe

Met

250

Gly

Gly

Glu

Ala

Seite 2

Gly

TYrr

75

val

Pro

Pro

Ala

Phe

155

val

Gln

Trp

Glu

235

val

Leu

Glu

Ser

Pro
315

Arg

60

Ser

Asp

Leu

Thr

Gy

140

ser

Ser

Thr

Thr

Gln

220

Leu

Lys

Arg

Trp

Arg

300

Thr

45

Arg

Cys

val

Ser

Thr

125

ASp

Cys

Met

Phe

val

205

AsSp

Arg

Asp

His

Ser

285

Ser

Thr

Leu

Tyr

Pro

Asn

i10

LYS

Phe

GIn

Cys

Gln

190

Thr

Pro

Tvyr

Leu

val

270

Glu

Pro

Asn

Leu

Arg

Pro

95

val

Ala

Gln

Leu

val

175

Gly

Ala

His

Arg

Gln

255

val

Trp

Pro

Lys

Leu

Ala

80

val

val

Glu

Ala

160

cys

val

Ser

Ala

240

His

Gin

Ser



Asp Asp Asn Ile Leu Ser Arg Asp Ser Ala Asn Ala Thr Ser Leu Pro
3

val Gin Asp

<210> 3
<211>
<212>
<213>

<400> 3
ctggcceegyg

DNA

ggagacagcy
tgggtictca
aggctgetgce
ggccgeeegy
tcetgottee
ccatctacga
gacttccagg
gtccceggagg
agcaagctca
gccaacatca
gaccéccact
gaacggtcaa
cacgacgect
caaggcgagt
agtcctecag
gatgataata
<210>
<211>
<212>
<213>
<400> 4

4
339
PRT

1

1017

325

ggggctgecc
tgactctgac

ggaagccagce
tgaggtcggt
ctgcaactgt
ggaagagccc
cgaccaaggce
agccgtgeca
gagacagctc
gcaaaactca
cagtcactgce
cctggaactce
agacattcac
ggagcggcect
ggagcgagtg
ctgagaacga

ttcteteegy

Macaca fascicularis

tgcacaggag
ctgcccaggg
tgaaggctcc
gcagctccat
gcacttgctyg
actcagcaac
tgtygctgtty
gtattcccag
tttctacata
gacctttcag
cgtggccaga
atctttctac
aacatggatg
gaggcacgtyg
gagcccggag
ggtgtccacc

agattctgca

Macaca fascicularis

gtggcgagag
ggagagccyyg
cacctcagca
gactctggaa
gtggatgtic
gttgtttgtg
gtgaggaagt
gagtcccaga
gtgtccatgt
ggttgtggaa
aacccceget
agactacggt
gtcaaggacc
gtgcagcttc
gccatgggea
cccacgcagg

aatgcgacaa

Leu Ala Pro Gly Gly Cys Pro Ala GIn Glu val
5

Thr Ser Leu Pro Gly Asp Ser val Thr Leu Thr
20 2

Pro Glu Asp Asn Ala Thr val His Trp val Leu
35 40

Seite 3

gtgtgctgac
aagacaatgc
gatgggctgg
actattcatg
cccccgagga
agtggggtcc
ticagaacag
agttctcctg
gcgtcgecag
tcttgeagec
ggctcagtgt
ttgagctcag
tccagcatca
gtgcccagga
cgccttggac
cacctactac

gccteccagt

335

cagtctgcca
cactgttcac
cgrgggaagg
ctaccgggece
gccccagetc
tcggageacc
rccggecgaa
ccagttggea
tagtgtcggy
tgatccgect
cacctggcaa
atatcgagcet
crgtgtcatc
ggagticgog
agaatccagg
taataaagat

gcaagat

Ala Arg Gly val Leu
15

Cys Pro Gly Gly Glu
30

Arg Lys Preo Ala Glu
45

60
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Gly

Arg

65

Glu

Cys

Leu

Pro

145

val

ser

Gly

Ala

Leu

Pro

Glu
305

Ser

50

Ser

Arg

Pro

Glu

Leu

130

Cys

Pro

ser

Ile

210

Asn

Arg

Cys

Arg

Glu

290

Asn

His

val

Pro

Glin

Glin

Glu

val

l.eu

195

Asn

Ser

Ser

val

Ala

275

Ala

Glu

Leu

Gin

Ala

Leu

100

Arg

Tyr

Gly

Gly

GIn

Pro

Ser

Lys

Ile

260

GIn

Met

vaTl

Ser

Leu

Ala

85

ser

Pro

Lys

ser

Pro

Arg

Phe

Thr

245

His

Glu

Gly

ser

Arg

His

70

The

Cys

Arg

Phe

Gln

150

Ser

LyS

Asp

Trp

Tyr

Phe

ASp

Glu

Thr

Thr
310

Trp

55

Asp

val

Phe

ser

Ser

L.eu

Pro

Leu

215

Arg

Thr

Ala

Phe

Pro

295

Pro

Ala

Ser

His

Arg

Thr

120

Asn

ser

Phe

Ser

Pro

200

ser

Leu

Thr

Trp

Trp

Thr

Gly

Gly

Leu

Lys

105

Pro

Ser

Gin

Tyr

val

Arg

Trp

Ser

265

Gln

Thr

Gln

val

Asn

Leu

90

Ser

Ser

Pro

Lys

Ile

170

Thr

AsSn

Thr

Phe

Met

250

Gly

Gly

Glu

Ala

Seite 4

Gly

Tyr

75

val

Pro

Pro

Ala

Phe

155

val

Gln

Ile

Trp

Giu

val

Leu

Glu

ser

Pro
315

Arg

60

ser

ASp

Leu

Thr

Glu

140

sSer

Ser

Thr

Thr

Gin

220

Leu

Lys

Arg

Trp

Arg

300

Thr

Arg

Cys

val

Ser

Thr

125

Asp

Cys

Met

Phe

val

205

Asp

Arg

ASp

His

Ser

285

Ser

Thr

Leu

Tyr

Pro

Asn

110

Lys

Phae

GlIn

Cys

Gin

190

Thr

Pro

Tyr

eu

val

270

Glu

Pro

ASn

Leu

Arg

Pro

95

val

Ala

GIn

Leu

val

175

Gly

Ala

His

Arg

AN
w1
W13

val

Trp

Pro

Lys

Leuy

Ala

80

Glu

val

val

Glu

Ala

160

Ala

Ccys

val

Ser

Ala
240

ser

ASpP
320



Asp Asp Asn Ile Leu Ser Gly Asp Ser Ala Asn Ala Thr Ser Leu Pro
3

val GIn Asp

<210> 5

<211= 1017
<212> DNA
<213> Homo

<400> 5
ctggccccaa

ggagacagcg
tgggtgctca
aggecrgerge
ggccgeeocag
tcctgettec
ccatcectga
gacttccagg
gtcceggagg
agcaagttca
gccaacatca
gacccceact
gaacggtcaa
cacgacgcct
caaggcgagt
agtcctecag
gatgataata
<210>
<211>

<212>
<213>

6
339
PRT
Homo
<400> 6

teu Ala Pro
1
Thr Ser Leu

Pro Glu Asp
35

Gly Ser His

325

sapiens

ggcgetgecc
tgactctgac
ggaagccggc
tgaggtcggt
ctgggactgt
ggaagagccc
cgacaaaggc
agcegtgeca
gagacagctc
gcaaaactca
cagtcactge
cctggaactc
agacattcac
ggagcggcect
ggagcgagtg
ctgagaacga

ttctetteag

sapiens

Arg Arg Cys Pro
5

Pro Gliy Asp Ser

20

Asn Ala Thr val

Pro Ser Arg Trp

tgcgcaggag
ctgeeegyyy
tgcaggetec
gcagctecac
gcacttgctg
cctcagcaat
tgtgctcttg
gtattcccag
trtctacata
aacctttcag
cgtggccaga
atctttctac
aacatggatg
gaggcacgtyg
gagcccggag
ggtgtccacc

agattctgea

Ala

val

His

40

Ala

gtggcgagag
gtagagccgy
caccccagea
gactctggaa
gtggatgttc
gttgtttgtg
gtgaggaagt
gagtcccaga
gtgtccatgt
ggttgtggaa
aaccecccget
agactacggt
gtcaaggacc
gtgcagettc
gccatgggea
cccatgeagg

aatgcgacaa

GIn Glu val
Thr Leu Thr
25

Trp val Leu

Gly Met Gly

Seite 5

gcgrgetgac
aagacaatgc
gatgggctgd
actattcatg
cccccgagga
agtggggrcc
ttcagaacag
agttctecty
gcgtcgecag
tcttgeagec
ggctcagtgt
ttgagctcag
tccageatca
gtgcccagga
cgcettggac
cacttactac

gcctoccagt

Ala Arg

Cys Pro

Arg Lys
45

Arg Arg

335

cagtctgeca
cactgttcac
catgggaagg
ctaccgggec
gceeeagetce
tcggageacce
tccggeegaa
ccagttagea
tagtgtcggg
tgatccgect
cacctggeaa
atatcgggct
ctgtgtcatc
ggagttcgygy
agaatccagg
taataaagac

gcaagat

Gly val Leu

15

Gly val Glu
30
pro Ala Ala

Leu Leu Leu

60
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420
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600
660
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780
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960
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Arg
65

Gly
Glu
Cys
Leu
Pro
145
val
Ser
Gly
Ala
Trp
225
Glu
His
Leu
Pro
Glu

305

Asp

50

Ser

Arg

Pro

Glu

Leu

130

Cys

Pro

Ser

Ile

Arg

Cys

Arg

Glu

290

Asn

ASp

val

Pro

GIn

Glin

Glu

val

Leu

195

Asnh

Ser

Ser

val

Ala

275

Ala

Glu

AsSn

Gln

Ala

lL.eu

100

Gly

Arg

Tyr

Gly

Gly

GIn

Pro

Ser

Lys

Ile

260

Gln

Met

val

Leu

Gly

85

ser

Pro

Lys

Ser

Pro

ATg

Phe

Thr

245

His

Glu

Gly

Ser

Leu
325

His

70

Thr

cys

Arg

Phe

Gln

150

Ser

Lys

AsSp

Trp

Tyr

230

Phe

Asp

Glu

Thr

Thr

310

Phe

55

ASp

val

Phe

Ser

Gln

135

Glu

Ser

Phe

Pro

Leu

215

Arg

Thr

Ala

Phe

Pro

295

Pro

Arg

Ser

Arg

Thr

120

Asn

sSer

Phe

Ser

Pro

200

Ser

L.eu

Thr

Trp

Gly

Trp

Met

ASp

Gly

Leu

Lys

105

Pro

Ser

GIn

Tyr

Lys

185

Ala

val

Arg

Trp

Ser

265

Gin

Thr

GIn

Ser

AsSn

Leu

90

sSer

ser

Pro

Lys

Ile

170

Thr

Asn

Thr

Phe

Met

250

Gly

Gly

Glu

Ala

Ala
330

seite 6

Tyr

75

val

Pro

Leu

Ala

Phe

155

val

GIn

Ile

Trp

Leu

Glu

ser

Leu

315

Asn

60

ser

ASD

feu

Thr

Glu

140

Ser

ser

Thr

Thr

GlIn

220

Leu

Lys

Arg

Trp

Ala

Cys

val

Ser

Thr

125

ASp

Cys

Met

Phe

val

205

Asp

Arg

Asp

His

Ser

285

Ser

Thr

Thr

Tyr

Pro

Asn

110

Lys

Phe

Gin

Cys

Gin

190

Thr

Pro

Tyr

Leu

val

270

Glu

Pro

ASn

Ser

Arg
Pro

95

val

Gln

Leu

val

175

Gly

Ala

His

Arg

Gln

255

val

Trp

Pro

Lys

Leu
335

Ala

80

val

val

Ala

160

Cys

val

ser

Ala

240

His

Gin

Ser

Asp

Pro



val Gin Asp

<210
<211>
<212>
<213

<400

7
3

39

PRT

papio ursinus

7

Leu Ala Pro Gly

i

Thr

Pro

Gly

Arg

65

Gly

Glu

Cys

Leu

Pro

145

val

Ser

Gly

Ala

ser

Glu

Ser

50

Ser

Arg

Pro

Glu

Leu

130

Cys

Pro

Ser

Tle

Arg
210

L.eu

ASp

35

Tvr

val

Pro

Glin

GIn

Glu

val

l.ey

195

Asn

Pro

20

Asn

Leu

Gln

Ala

Leu

100

Gly

Arg

Tyr

Gly

Pro

Gly
5
Gly
Ala
ser
Leu
Gly
85
Ser
Pro

Lys

Ser

Pro

Arg

Cys

Asp

Thr

Arg

His

70

Thr

Cys

Arg

Phe

Gln

150

Ser

Lys

AsSp

Trp

Pro

ser

val

Trp

55

AsSp

val

Phe

Ser

GIn

135

Glu

ser

Phe

Pro

Leu
215

Ala

val

His

40

Ala

Ser

His

Arg

Thr

120

Asn

Ser

Phe

Ser

Pro

200

Ser

Gin

Thr

25

Trp

Gly

Gly

Leu

Lys

105

Pro

Ser

GlIn

Tyr

Lys

Ala

val

Glu

10

l.eu

val

val

Asn

Ley

90

Ser

Ser

Pro

Lys

Tle

170

Thr

Asnh

Thy

Seite 7

val
Thr

Leu

Tyr
75

va’l
Pro
Pro
Ala
Phe
155
val
GIn

Ile

Trp

Ala

Cys

Arg

Arg

60

Ser

Asp

l.eu

Thr

Glu

140

Ser

ser

Thr

Thr

Gln
220

Arg

Pro

Arg

Cys

val

Ser

Thr

125

Asp

Cys

Met

Phe

val

205

Asp

Gly

Gly

30

Pro

Leu

Tyr

Pro

Asn

110

Lys

Phe

Gin

cys

GIn

150

Thr

Pro

val
15

Gly

Leu

Arg

Pro

93

val

Ala

Leu

val

175

Gly

Ala

His

Leu

Glu

Ala

Leu

Ala

30

Glu

val

val

Giu

Ala

160

Ata

Cys

val

Ser



His

Leu

Pro

Glu

305

ASp

val

Asn

Arg

Cys

Arg

Glu

290

Asn

ASp

Glin

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

<400>

Ser

Ser

val

Ala

275

Ala

Glu

Asn

Asp

8
468
PRT

Ser

Lys

Ile

260

Glin

Met

val

Ile

Phe

Thr

245

His

Glu

Gly

Ser

Leu
325

Tyr

230

Phe

AsSp

Glu

Thr

Thr

310

sSer

Arg

Thr

Ala

Phe

Pro

295

Pro

Arg

callithrix jacchus

8

Met Leu Ala
1

Gly

Gly

Trp

Pro

65

lLeu

Phe

Pro

Ala

val

Gly

50

Ala

Leu

GIn

Pro

Ala

Leu

35

Glu

Glu

Leu

Ala

Glu
115

val

Leu

20

Thr

Leu

Gly

Arg

Gly

Glu

Gly
5
Ala
Ser
Glu
Ala
sep
85
His

Pro

Cys

Pro

Leu

ASp

His

70

val

Pro

Gln

Ala

Gly

Pro

ASh

55

Pro

Gln

Ala

Leu

Leu

Thr

Trp

Gly

Trp

Thr

Asp

Leu

Gly

Gly

40

Ala

Gly

Leu

Gly

Ser
120

Arg

Trp

Ser

265

Gln

Thr

Glin

ser

Leu

Cys

25

ASp

Thr

Arg

His

Thr

105

Cys

Phe

Met

250

Gly

Gly

Glu

Ala

Ala
330

Ala

io

Pro

AsSH

val

Trp

ASp

90

val

Glu

235

val

Leu

Glu

Ser

Pro

315

Asn

Ala

Ala

val

ASp

Ala

75

Ser

His

Leu

Lys

Arg

TFp

300

Thr

Ala

Leu

Leu

Thr

Trp

60

Gly

Gly

Leu

Phe Arg Lys

Sejte 8

Arg

Asp

His

Ser

285

Ser

Thr

Thr

Leu

Glu

lL.eu

45

val

Met

Asn

Leu

Ser
125

TYr

Leu

val

270

Glu

Pro

Ash

Ser

Ala

val

30

Thr

Leu

Gly

Tyr

val

110

Pro

Arg

Glin

255

val

Trp

Pro

Lys

Leu
335

Ala

15

Ala

Cys

Glu

Arg

ser

95

Asp

Leu

Ala

240

His

Gln

Ser

Ala

ASp

Pro

Pro

Arg

Pro

Lys

Arg

80

Cys

val

Ser



AsSn

LYS

145

Phe

Gln

cys

Gin

Thr

225

Pro

Tyr

L.eu

val

Glu

305

Pro

Asnh

ser

val

val

130

Ala

GlIn

Leu

val

Gly

210

Ala

Pro

Arg

GIn

val

290

Trp

Pro

Lys

Leu

Ala

370

Leu

val

val

Glu

Ala

Ala

195

Cys

val

Ser

Ala

His

275

GlIn

Ser

Ala

Asp

Pro

355

Gly

Arg

Cys

Leyu

Pro

val

180

Ser

Gly

Ala

Trp

Glu

260

His

Ley

Pro

Glu

Asp

val

Gly

Leu

Glu

Leu

Ser

Ile

Arg

Asn

245

Arg

Cys

Arg

GHu

Lys

Ash

Gln

Ser

Lys

Trp

val

150

Gin

Glu

va'l

Leu

ASn

230

ser

Ser

val

Ala

val

310

Glu

AsSn

ASD

Ley

Lys

Gly

Arg

Tyr

Gly

Gly

Gln

215

Pro

Thr

LysS

Ile

G1n

295

Met

val

Thr

Ser

Ala

375

Thr

Pro

LYS

Ser

ASp

Ser

200

Pro

Arg

Phe

Thr

Tyr

280

Giu

Gly

Ser

Leu

Ser

360

Phe

Arg

G1n

Phe

Gin

Ser

185

Lys

ASp

Trp

Tyr

Phe

265

Asp

Glu

Thr

Thr

Pro

345

Ser

Gly

Lys

ser

ASD

Glu

170

Ser

Phe

Pro

Leu

Ala

Phe

Pro

Pro

330

Arg

va'l

Thr

Thr

Asn

155

Ser

Phe

Ser

Pro

Ser

235

Leu

Thr

Trp

Gly

Trp

315

Thr

ASP

Pro

Leu

Pro

140

Ser

Arg

Tyr

Lys

Ala

220

val

Gin

Trp

Ser

Gin

300

Thr

GIn

Ser

Leu

Leu
380

Arg Arg Ala

Seite O

395

Ser

Pro

Lys

Ile

Ala

205

AsSn

Thr

Phe

Met

Gly

Gly

Glu

Ala

Ala

Pro

365

Cys

Gly

Pro

Ala

rhe

val

190

G1n

Ile

Trp

G1n

val

270

Leu

Lys

Ser

Pro

Asn’

350

Thr

Ile

Lys

Thr

LYS

Ser

175

Ser

Thr

Thr

Glin

leu

255

Arg

Arg

Trp

Arg

Ash

335

val

Phe

Ala

Glu

Thr

cys

Leu

Phe

val

240

Arg

Asp

His

Ser

Ser

320

Thr

Leu

val

400



Lys Thr

Arg Pro

Ser Pro

Asp Ala
450

Phe Phe
465

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

<220>
<221
<222>
<223>

<220>
<221>
«<222>
<223>

<400>

Ser

Arg

Ser

435

Arg

Pro

9
462
PRT

Rattus norvegicus

Thr His Pro Pro Tyr

405

Ser Thr Pro val Leu

420

ser Leu Gly Ser Asp

ASP

Arg

440

ser Arg Ser Pro

misc_feature
(227)..0227>
Xaa can be any naturally

misc_Teature
(261)..(261) _ )
Xaa can be any naturally occurring amino

9

Met Leu Ala val
1

ala val

Gly Thr

Gly Lys

ser Glin

65

Ala val

His Leu

Pro Lys

Ala

val

35

Gliu

Ser

Gln

val

Ley
115

lL.eu

20

Thr

Ala

Arg

val

Gly

100

Ser

Gly
5
val
ser
Ala
Glu
Asn
85

Thr

Cys

Cys

Leu

Leu

Gly

Trp

70

ASp

val

Phe

455

Thr

Gly

Pro

Asn

55

Thr

Thr

Pro

Arg

Leu

ser

Gly

40

Ala

Thr

Gly

Leu

ser

val

425

Asn

Tyr

Leu
410

Gly

Gin

Pro teu Ile

Thr Ser Ser

ASD

Ile

Asn
460

occurring amino

Leu

Cys

25

Ala

Thr

Thr

His

Leu

105

Asn

val Ala Leu

10

Arg

Thr

Ile

Gly

Tyr

90

val

Ala

val

His

Asnh

75

Leu

ASp

Leu

Thr

Trp

60

Thr

Cys

val

Pro Leu val

Seite 10

Leu val Pro Glu

415

Ser Pro Pro val

430

His Ser Arg Pro

445

Asn Arg Asp Tyr

acid

acid

Leu Ala

Glu val
30

Leu Ile
45

val Tyr

L.eu val

Phe Leu

Pro Pro

110

Asn Ala
125

Ala

15

Ala

Cys

ser

Leu

Asp

95

Glu

Phe

Pro

Asn

Pro

Gly

Arg

80

Asp

Cys



Glu
Phe

145

Pro

Asn

Lys

Pro

225

Trp

val

Gln

val

Pro

305

Ala

Asn

Ala

Ley
385

Trp

130

Ala

Cys

teu

Ser

Met

210

Gly

Asp

Trp

Cys

Arg

Glu

Gly

His

Pro

H1s

LysS

Gin

Glu

val

195

val

Xaa

Pro

Ser

val

275

Gly

val

Glu
va'l
355

Gly

Leu

Pro

Lys

Tyr

Gly

Gly

G1In

Pro

Ser

LyS

260

Tle

Lys

Thr

Pro

ASD

Gln

Ser

Lys

Ser

Ser

165

Asp

ser

Pro

Arg

Tyr

245

Xaa

His

Glu

Gly

Gly

GIn

Gly

Leu

Lys

Ser

ASn

150

Gin

Lys

Arg

AsSp

Trp

Tyr

Phe

Asp

Glu

Thr

310

Asn

Tyr

ser

Ala

Lys

Thr

135

Thr

GlIn

val

ser

Pro

215

Leu

Leu

The

Ala

Fhe

295

Pro

Pro

Gly

Ser

Phe

375

Trp

Pro

Thr

Leu

Tyr

Ser

200

Pro

LyS

Leu

val

Leu

280

ASp

Trp

Thr

Ser

Pro

360

Gly

Lys

ser

Asn

Lys

His

185

His

Ala

val

Gin

Trp

265

Arg

Ile

Leu

GIn

Ser

345

Ile

Leu

Ser

Pro Thr

Gly Lys

ser phe

170

Ile val

Asn val

Asn Leu

Ser Trp

Phe Giu

250

Pro ieu

Gly val

Gly GlIn

Ala Glu

315

val Ser

330

Thr Giu

Pro Leu

Leu Leu

Gln Ala
395

Thr

140

Ser

Ser

Ser

val

val

220

GlIn

iey

Gin

LysS

Trp

300

Pro

val

Ala

Pro

Cys

380

Glu

Seite 11

Lys

ASp

Cys

Leu

Phe

205

val

Asp

Arg

val

His

285

Ser

Arg

Glu

Thr

Thr

365

val

Lys

Ala

Phe

Glu

Cys

180

Glin

Ser

Pro

TYr

Ala

270

va'l

Lys

Thr

ASD

Ser

350

Phe

Phe

Glu

val

Gln

val

175

val

Ser

Ala

Glu

Arg

Gln

va'l

Trp

Thr

Tyr

val

Leu

Ile

Ser

Met

val

160

Glu

Ala

Leu

Ile

sSer

240

Pro

Glin

Sar

Pro

320

ASp

Leu

val



Thr Thr Ser
Leu Leu val

Thr Asp Asn
435

Cys Pro Asn
450

<210> 10

<211> 467
<212> PRT
<213>

<400> 10

Met Leu Ala
1
Gly Met Ala

Asp val Leu
35

Gly Gly Glu
50

GIn val Thr
65

Leu teu Leu
Tyr Gln Asp

Pro Pro Glu
115

Asn val Gly
130

Lys Ala val
145

Phe GIn Glu

GIn Leu Ala

Pro Pro
405

Pro Leu
420

Thr Gly

ASp ASh

Sus scrofa

val Gly
5

Leu Ala
20

Thr Ser

pro Gly

Gly ser

Lys Ser

85

Gly val
100

Glu Pro

Cys Glu

Leu Leu

Pro Cys

165

val Pro

Pro

Leu

Ser

Ser

Cys

Pro

Leu

ASp

Pro

70

val

Pro

Gln

Trp

va'l

150

GIn

Glu

Tyr

Thr

His

Asn
455

Ala

Arg

Pro

ASH

55

Asp

Gln

Ala

Leu

Arg

Tyr

Gly

Pro

Pro

ser

440

Arg

Leu

Gly

Gly

40

Ala

Gly

Leu

Gly

Ser

120

Pro

Lys

Ser

Asp

Leu

Ser

425

Cys

ASp

Leu

Cys

Ala

Thr

Arg

Ser

ser

105

Cys

Arg

Phe

Leu

Asn

Gly
410
Gly

Leu

Tyr

Thr

10

Ser

Ser

Ile

Pro

ASp

90

val

Phe

Ser

Gin

Glu
170

Pro

Ser

Gly

Leu

Ala

Lys

val

His

Ala

75

Ser

Arg

Arg

Pro

Asn

155

Ala

Leu

His

val

Phe
460

Leu

Leu

Thr

Trp

60

Gly

Gly

Leu

Lys

Pro

140

Ser

Glin

Ser Phe His
Seite 12

Lys

ASn

ey

Giu

Leu

45

va'l

val

Asn

Leu

Ser

125

Ser

Pro

Arg

Pro
Ser
430

Asp

Arg

Ala

val

30

Thr

Leu

Gly

Tyr

val

110

Pro

Pro

va'l

Phe

val

Thr
415

ser

Pro

Ala

15

Ala

Cys

Arg

Arg

Ser

95

Asp

Leu

Thr

Glu

Phe

175

Thr

Phe

Gly

GIn

Pro

Gln

Pro

Asnh

Arg

80

Cys

Ala

Ser

Thr

Cys

Leu



Cys

Glu

sar

225

Pro

Tyr

Lewu

val

Glu

305

Ser

Asn

ser

val

Ile

385

Lys

Arg

Ser

Ala

val

Gly

Ala

Pro

Arg

Gin

val

290

Trp

Pro

Glu

Leu

ala

370

Leu

Thr

Pro

Pro

Arg

Ala

195

Tyr

val

Ser

Ala

His

275

Gin

Ser

Ala

Asp

Pro

355

Gly

Arg

Asn

LYS

Asn

435

Gly

180

Asnh

Gly

Asp

Trp

Glu

260

His

Leu

Gln

Glu

Asp

340

va'l

Gly

Phe

Met

Ser

420

Ser

Pro

Ser

Ile

Arg

Asn

245

Arg

cys

Arg

Glu

Thr

325

Glu

Gln

Ser

Lys

His

405

Thr

Leu

GlIn

Ala

Leu

Asn

230

Ser

Ser

Ile

Ala

val

310

Glu

Asp

Asp

L.eu

LYS

Pro

Pro

Gly

Ser

Gly

Gin

215

Pro

Tyr

Lys

Ile

Glin

295

Thr

Leu

Ile

Ser

Ala

375

Thr

Pro

val

ASp

Pro
455

Ser

200

Pro

Arg

Phe

Thr

His

280

GHu

Gly

Pro

Ser

Ala

360

Phe

Gly

Tyr

Leu

ASN

440

Tyr

185

Gin

ASp

Trp

Tynr

Phe

265

Asp

Giu

Ile

Leu

Ser

345

Ser

Gly

GIn

ser

val

425

Thr

Asp

Ser ser

Pro Pro

Leu Ser

235

Arg Leu

Thr Thr

Ala Trp

Phe Gly

Pro Trp

Ser Thr

330

Lys Glu

val Pro

Thr Leu

tel GIn

395

Leu Gly
410
Pro Leu

ser Arg

val ser

Thr

val

220

val

G1In

Trp

Ser

His

300

Thr

Gln

Ser

Leu

Leu

380

Ala

Gln

Ile

Asn

Asn
460

Seijte 13

Pro

205

Asn

Thr

Phe

Met

Gly

GTu

Ala

Ala

Pro

365

Cys

Leu

Leu

ser

Ser

445

Arg

190

Gln

Ile

Trp

Glu

val

270

Met

Leu

Ser

Pro

AsSn

350

Thr

Ite

Lys

val

Pro

430

Arg

ASp

Thr

Thr

Gin

Leu

255

Lys

Arg

Trp

ATg

Thr

335

Ala

Phe

Gly

Glu

Pro

415

Pro

Pro

Tyr

Phe

val

His

Ser

Ser

320

Thr

Thr

l.eu

Ile

Gly

Glu

val

Glu

Phe



Phe Pro Arg

465

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

<400>

i1
460
PRT

Mus musculus

11

Met Leu Thr

1

Ala

Gly

Gly

ser

65

ASp

His

Pro

Glu

Phe

145

Pro

Ije

Asn

Lys

val

Thr

val

Leu

Lys

Trp

Ala

Cys

Leu

ser

Met
210

Ala

val

35

Glu

Asn

Gin

val

Leu

115

Arg

Lys

Gin

Glu

val

195

val

val

Lel

20

Thr

Ala

Arg

Leu

Gly

Ser

Pro

Lys

Tvr

Gly

Gly

Glin

Gly

5

val

Ser

Ala

Glu

Ser

85

Thr

Cys

Ser

Ile

ser

165

AsSp

Ser

Pro

Cys

Leu

Leu

Gly

Trp

70

ASp

val

Phe

Ser

AsSn

150

Gin

Lys

LYS

Asp

Thr

Gly

Pro

Asnh

55

Thr

Thr

Pro

Arg

Thr

135

Thr

Gln

val

ser

Pro
215

l.eu

Ser

Gly

40

val

Thr

Gly

Leu

Lys

120

Pro

Thr

Leu

Tyr

ser

200

Pro

L.eu

Cys

25

Ala

Thr

Thr

ASp

Leu

105

Asn

Ser

Asnh

Lys

His

185

His

Ala

val

10

Arg

Thr

Ile

Gly

TYr

90

val

Pro

Pro

Gly

Ser

170

ile

Asn

Asn

vai

His

Asn

75

l.ey

ASp

Leu

Thr

Leu

Leu

Leu

Thr

Trp

60

Thr

Cys

val

val

Thr

140

Ser

Ser

Ser

Ala

val
220

seite 14

Leu

Glu

Leu

45

val

Leu

Ser

Pro

Asn

125

Lys

ASp

Ccys

Leu

Phe

205

val

Ala

val

30

Ile

Tyr

val

Leu

Pro

110

Ala

Ala

Phe

Gin

Cys

190

His

Ser

Ala

15

Ala

Cys

Ser

Lel

Asn

95

Glu

val

Gln

val

175

val

Ser

Ala

Pro

Asn

Pro

Gly

Arg

80

Asp

Glu

Cys

Leu

val

160

Ala

Leu

Ile



Pro
225

Trp

val

Gin

val

Pro

305

Ala

Asn

Ala

Ala

Leu

385

Thr

Thr

Asn

Tyr

Gly

Asp

Trp

Cys

Arg

290

Glu

Gly

His

Pro

Gly

Arg

Thr

phe

Thr

ASD

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

<220>
<223>

<400>

Arg

Pro

ser

val

275

Gly

val

Ile

Glu

val

355

Gly

Leu

Ser

Leu

val

435

Asn

12
118
PRT

Pro
ser
Lys
I1g
Lys
Thr
Leu
ASp
340
Gln
Ser
Lys
Pro
Leu
420

AsSh

Sser

Arg

Tyt

245

Glu

His

Glu

Gly

Trp

Gln

Glu

Leu

GIn

Pro

405

val

His

Asn

Aartificial

Nanobody seguence

12

Trp
2

Tyr
Phe
ASD
Glu
Thr
310
Asn
Tyr
ser
Ala
LysS
Pro
Pro

Ser

Arg

Leu

Leu

Thr

Leu

295

Pro

Pro

Glu

Ser

Phe

375

Trp

Pro

Leu

Cys

ASp

LyS

Leu

val

Leu

280

Asp

Trp

Thr

Ser

Ser

360

Gly

Lys

Pro

Lel

Leu

440

Tyr

val

Gln

Leu

265

Arg

Leu

Ile

Gln

Ser

345

Met

Leu

Ser

Tyr

Thr

425

Gly

Leu

Ser

Phe

250

Leu

Gly

Gly

Ala

val

330

Thr

ser

Leu

Glu

Ser

410

Pro

val

Phe

Trp

Gln

Leu

val

Gln

Glu

315

Ser

Glu

Leu

Leu

Ala

395

Leu

His

Arg

Pro

Gin

Leu

Pro

LYS

Trp

300

Pro

vai

Ala

Pro

380

Glu

Gly

Ser

Asp

Arg

Seite 15

His

Arg

va'l

His

285

Ser

Arg

Glu

Thr

Thr

365

vatl

Lys

Pro

Ser

Ala
445

Pro

Tynr

Ala

270

val

Giu

Thr

AsSp

Ser

350

Phe

Phe

Giu

Ley

Gly

GIn

Glu

Arg

GIn

val

Trp

Thr

Ser

335

va'l

Leuy

Ile

Ser

Ser

Thr
240

Pro

Tyr

Ser

Pro

320

Ala

Leu

val

LYS

400

Pro

Asp

Pro



Glu

Ser

Asp

Ala

Lys

Gln

val

Leu

Met

val

50

Gly

Gln

Ala

val

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

<220>
<223>

<400>
Glu val G'ln

1

Ser

Ala

Ala

Gly

65

Gln

rhe

Leu

Met

Gly

50

Arg

Met

val

Gin

Arg

Gly

35

Ile

Arg

Met

Glu

The

115

13
121
PRT

Ley

Leu

20

Trp

ser

Phe

Asn

val

100

val

val

Ser

Tyr

Arg

Thr

Ser

85

val

Ser

Artificial

Nanobody seguence

13

Arg

Gly

35

Ile

Leu

Asn

Thr

Leu

l.eu

20

Trp

Ile

Thr

Ser

Thr
100

val

5

ser

Tyr

ser

Ile

Ley

85

Asn

Glu

Cys

Arg

ser

Ite

70

Leu

Ala

Ser

Glu

Cys

Arg

Gly

ser

70

Lys

Ser

sSer

ala

GIn

Gly

55

Ser

Lys

Gly

ser

Ala

Gln

Gly

55

Arg

Pro

ASp

Gly

Ala

Ala

40

Ser

Arg

Pro

ASp

Gly

Ala

Ala

40

Ser

ASp

Glu

Tyr

Gly

ser

25

Pro

Ser

Asp

Glu

Tyr
105

Gly

ser

25

Pro

Thr

ASN

ASp

Gly

10

Gly

Gly

Thr

Asn

ASD

90

Asp

Gly

10

Gly

Gly

Asn

Ala

Thr
30

Leu

Arg

Lys

Tyr

Ala

75

Thr

Tyr

Leu

Ser

Lys

Tyr

val

Thr

Glu

Tyr

60

Lys

Ala

Tri

val

Ile

Gln

Ala

60

Asn

val

Leu Gly Arg

Seite 16

G1n

Phe

Arg

45

Ala

Asn

Ile

Gly

Gln

Phe

Arg

45

Asp

Thr

Tyr

ASp

Ala

ser

30

Glu

ASp

Thr

Tyr

GIn
110

Ala

Ser

val

Tyr

Tyr
110

Gly

15

Ser

Phe

Ser

val

Tyr

95

Gly

Gly
15

val
Leu
val
Tyr
Cys
95

Trp

Gly

Tyr

val

val

Tyr

80

Cys

Thr

Gly

Asn

val

Lys

Leu

80

sSer

Gly



Gin Gly Igg GIn val Thr val ser Ser

120
<210> 14
<211= 127
<212> PRT
<213> Artificial
<220>
<223> Nanobody sequence
<400> 14

Glu val GIn Leu val Glu Ser Gly Gly Gly Leu val GlIn Ala Gly Gly
1 5 10 15

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

Asp Ile Gly Trp pPhe Arg GIn Ala Pro Gly Lys Glu Arg Glu Gly val
35 40 45

Ser Gly Ile Sser Ser Ser Asp Gly Asn Thr Tyr Tyr Ala Asp Ser val
50 55 60

itys Gly Arg Phe Thr Ile Ser Ser Asp Asn Ala Lys Asn Thr val Tyr

Leu Gln Met Asn Ser Leu Lys Pro Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Ala Glu Pro Pro Asp Ser Ser Trp Tyr Leu Asp Gly Ser Pro Glu
100 105 110

Phe Phe Lys Tyr Trp Gly Gln Gly Thr GlIn val Thr val Ser ser

115 120 125
<210> 15
<21il> 126
<212> PRT
<213> Artificial

<220>
<223> Nanobody sequence

<400> 15
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 Ala Ser Gly Phe Thr rPhe Gly Ser Tyr
20 25 30

Asp Met Ser Trp val Arg Gln Ala Pro Gly Lys Gly Pro Glu Trp val
35 40 45

Seite 17



ser

LYS

Leu

Ala

Gly

Ala Ile

50

Gly Arg

Gln Met

Thr Asp

AsSp Tyr
115

<210> 16
<211> 119
<212> PRT

<213>

<220>

<223>

<400> 16

Glu
1
Sar
Thr
Leu
val
65
Tyr

Cys

Thr

val Gln

Leu Arg

Met Gly

35
val Ala

50

Lys Gly

Leu Gln

Asn Leu

Gln val
115

<210> 17
<211> 130
<212> PRT

<213>

<220>

Asn

Phe

Asn

Trp

100

Trp

Leu

Leu

20

Trp

Ile

Arg

Met

Phe

100

Thr

Ser
Thr
Ser
85

Arg

Gly

Artificial

val

5

Sar

Thr

Ile

Phe

Asn

85

Ser

val

Artificial

Gly

Ile

70

Led

Tyr

Gln

Nanobody seqguence

Glu

Cys

Trp

Ala

Thr

70

ser

Leu

Ser

Gly
55

Ser
Lys

Ser

Gly

Ser

Ala

Asn

Thr

55

Ile

Leu

Arg

ser

Gly

Arg

Pro

ASD

Thr
120

Gly

Ala

Arg

40

ASD

Ser

Lys

Leu

ser

AsSD

Glu

Tyr

105

Gln

Gly

Ser

25

Gln

Gly

Arg

Pro

Thr

ASN

Asp

90

Asp

val

Gly

10

Gly

Pro

Ser

ASp

Glu

90

Arg

Tyr

Ala

75

Thr

Leu

Thr

Leu

Asn

Pro

Thr

Ash

75

Asp

Asp

Tyr

60

Lys

Ala

Pro

va'l

val

Ile

Gly

ASh

60

Ala

Thr

Tyr

Seite 18

Ala

ASn

val

Leu

Ser
125

Gln

Phe

TYFP

Lys

Ala

Trp

ASD

Thr

TYF

Pro

110

Ser

Ala

ASD

30

Gin

Ala

Asn

val

Gly
110

Ser

L.ey

Tyr

95

Pro

Gly

15

ASp

Arg

ASp

Thr

TYr

95

Gin

val
Tyr
80

Cys

Pro

Gly

ASn

Ser
val
80

Tyr

Gly



<223>
<400>

Nanohody

17

Glu val GIn Leu

1

Ser Leu

Ala Ile

ser cys

Lys Gly

Leu Gln

Ala Ala

Ala Leu

Ser ser
130

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

<220>
<223>

<400>

Arg

Gly

35

Ile

Arg

Met

ASp

Phe

115

18
126
PRT

Lau

20

Trp

sSer

Phe

Asnh

sequence

val Glu ser
5

Ser

Phe

Ser

Thr

Ser

85

Met

Tyr

Artificial

Nanobody sequence

18

Cys

Arg

Ser

Ite

70

Leu

Trp

Asp

Ala

Gln

Thr

55

Ser

Lys

Ser

TYr

Glu val Gln Leu val Glu Ser

1

5

Ser teu Arg Leu Ser Cys val
20

val I'le g?y Trp Phe Arg Gln
5

ser Cys Ile Ser Ser Ser Asp
55

50

Lys Gly Arg Phe Thr Ile ser
65 7

Gly
Ala
ala
40

Gly
Arg
Pro

Pro

Trp
1

Ala
Ala
40

Gly

Arg

Gly

ser

25

Pro

Ser

Asp

Glu

Ccys

105

Gly

Gly

Ser

25

Pro

ser

Asp

Gly

10

Gly

Gly

Thr

Asn

ASp

90

l.eu

Gln

Gly

10

Gly

Gly

Thr

Asn

Leu

Phe

Lys

Tyr

Gly

75

Thr

val

Gly

Leu

Phe

Lys

Tyr

Ala
75

val

Thr

Glu

Tyr

60

Lys

Ala

Ala

Thr

val

ser

Glu

TYY"

60

Lys

Seite 19

Glin

ey

Arg

45

Ala

Asn

val

Ala

Gln
125

Gln

Leu

Arg

45

Ala

Asn

Pro

ASD

30

Glu

ASp

Thr

TYIr

Asn

110

val

Pro

ASp

30

Glu

ASp

Thr

Gly

15

Tyr

Gly

5er

val

Tyr

95

Glu

Thr

Gly
15

Tyr
Gly

Ser

val

Gly

Gly

val

val

TYr

80

Cys

Glu

val

Gly

Tyr

va'l

val

Tyr
80



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

Ala Ala Asp Leu Leu Arg Thr Pro Glu Phe Cys val Asp Ser Ala Pro
100 105 110

Tyr Asp Tyr Trp Gly Gln Gly Thr GIn val Thr val Ser Sser
115

120 125
<210> 19
<211> 120
<212> PRT

<213> Artificial

<220>
<223> Nanohody seguence

<400> 19
Glu val Gln Leu val Glu Ser Gly Gly Gly Leu val Gln Ala Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala ger Gly Arg Thr Phe Ser Ser Tyr
20 5 30

Asp Met Gly Trp Tyr Arg Gin Ala Pro Gly Lys Glu Arg Glu Phe val
35 40 45

Ala val Ile His Trp Ser Ser Gly Ser Thr Tyr Tyr Ala Asp Pro val
50 55 60

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

Let GIn Met Asn Ser Leu Lys Pro Glu Asp Thr Ala Ile Tyr Tyr Cys
85 90 95

Asn Ala Phe Leu Pro Gly Pro Glu Gly pPhe His Asp Tyr Trp Gly Gln
100 105 110

Gly Thr GIn val Thr val Ser ser

115 120
<210> 20
<211> 127
<212> PRT
<213> Artificial
<220
<223> Nanochody sequence
<400> 20

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

Seite 20



Ser

Ala

Ser

Lys

65

Leu

Ala

Trp

Leu

Cys
50

Gly
Glin

Ala

Tyr

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

<220>
<223>

<400>

Arg

Gly
35

Ile

Arg

Met

Glu

ASD

115

21
118
PRT

Leu

20

Trp

Ser

Phe

Asn

Ser
Phe
ser
Thr
Ser
85

Asp

Arg

Artificial

Cys

Arg

Ser

Ile

70

Leu

val

Gly

Ala

GIn

ASp

55

Ser

LYyS

Pro

Gln

Nanobody sequence

21

g?u val Gin Leu

Ser

Asp

Gly
65

Gln

Gin

Leu

Met

Ile

50

Arg

Met

GIn

val

APrg

Gly

35

Ile

Phe

Asn

Tyr

Thr
115

Leu

20

Trp

Thr

Thr

Ser

Gly

val

val

5

Ser

Tyr

Trp

Ile

Leu

85

Ley

Ser

Glu

Cys

Arg

Asn

ser

70

Lys

Gly

Ser

ser

Ala

Gln

Ser

25

Arg

Pro

Ty

Ala

Ala

40

Gly

Ser

Pro

Ala

Gly

Gly

Ala

Ala

40

ser

AsSp

Glu

Ala

ser

25

Pro

Ser

Asp

Glu

Arg

Thr

Gly

Ser

25

Pro

Thr

AsSN

Asp

Glu
105

Gly

Gly

Thr

Asn

Asp

S0

ser

Gin

Gly
10

Gly
Gly
Tyr
Ala
Thr
a0

ASp

Phe

Lys

Tyr

Ala

75

Thr

Leu

val

Leu

Arg

LyS

Tyr

Tyr

Thr

Glu

Tyr

60

LYS

Ala

Cys

Thr

val

Thr

Glu

Ala

60

Asn

Ile

Trp

Seite 21

Phe

His

45

Ala

Asn

val

Gly

va'l
125

Gln

Phe

Arg

45

ASp

Thr

Tyr

Gly

ASp

30

Glu

Asp

Thr

Tyr

Ser

110

Ser

Ala

Ser

30

Glu

Ser

val

Tyr

Gln
110

AsSp

Gly

Ser

val

TYF

95

Tyr

Ser

Gly

15

Ser

Phe

val

Tyr

Tyr

val

val

Tyr

80

Cys

Tyr

Gly

Tyr

val

Lys

Leu

80

Asn

Thr



<210> 22

<211> 127

<212> PRT

<213> Artificial

<220>

<223> Nanobody seguence

<400> 22

Glu val Gln Leu
1

Ser Leu Arg Leu
20

Gty Met Ser Trp
35

ser Ala Ile ser
50

tys Gly Arg Phe

val Glu
5

ser Cys
val Arg
Trp Asn
Thr Ile

70

Ser Leu
85

Thr Ala

Trp Gly

Nanobody seguence

Leu Gln Met Asn
val Lys Gly Ser
100

Glu Tyr Asp Tyr
115

<210> 23

<211> 135

<212> PRY

<213 Artificial

<220>

<223>

<400> 23

Ser

Ala

Gln

Gly

55

ser

Lys

Ile

Gin

Glu val GIn Leu val Glu Ser

1

5

Ser Leu Arg Leu Ser Cys Ala

20

Ala Ile Gly Trp Phe Arg GlIn

35

Ser Cys Met Asp Ser Ser Ser
5

50

Gly

Ala

Ala

40

Asn

Arg

Pro

vai

Gly

Gly

Ala

Ala
40

Gly

Ser

25

Pro

Asn

Asp

Glu

Gly
Ser
25

Pro

Thr

Gly

10

Gly

Gly

Thr

Asn

Asp

90

val

Gln

Gly
10
Gly

Gly

Thr

Ley

Phe

Arg

TY1m

Ala

75

Thr

Pro

val

Leu

Phe

LYyS

sSer

val

Thr

Ala

Tvr

60

Lys

Ala

Pro

Thr

val

Ser

Glu

Thr
60

Seite 22

Gin

Phe

Thr

45

The

AsSn

val

Thr

val
125

Gin

Leu

Arg

45

Tyr

Pro

Asp

30

Glu

Glu

Thr

Tyr

Tyr

110

ser

Pro

Asp

30

Glu

Tyr

Giy

15

Asp

Trp

Ser

val

Tyt

95

Pro

sSer

Gly
15
Tyr

Gly

Ser

Gly

Tyr

val

Met

Tyr

Cys

Asp

Gly

Tyr

val

ASD



Ser

65

val

Tyr

Cys

Thr

val

TYr

Ccys

Ser

GlIn
130

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

<220>
<223>

<400>

Lys Gly

Leu GIn

Ala ala
100

Gln Ile
115

val Thr

24
121
PRT

Arg pPhe
70

Met Asn
85
Asp Gly

ser Trp

val ser

Artificial

Nanobody sequence

24

Giu val GIn Leu
1

Ser

Ala

Ala

Gly

65

Gin

phe

Glin

Leu

Met

Gly

50

Arg

Met

val

Gly

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

<220>
<223>

Arg Leu
20

Gly Trp
35

Ile Ile

Phe Thr

Asn Ser

Thr Thr
100

Thr Leu
115

25
127
PRT

val Glu
5

ser Cys

Tyr Arg

Ser Gly

ITe Ser

70

Leu Arg
85

Asn Ser

val Thr

Artificial

Nanobody sequence

Thr

Ser

His

Arg

Ser
135

Ser

Ala

GIn

Gly

55

Arg

Pro

ASp

val

Tle

Leu

Leu

Gly

Ala

Ala

40

ser

ASp

Glu

Tyr

ser
120

Ser

Lys

Asn

105

Trp

Gly

ser
25

Pro

Thr

ASh

AsSp

Arg
Pro
90

Trp

Asn

Gly

10

Gly

Gly

Asn

Ala

Thr

90

Leu

Asp
75
Glu

Gly

Asp

Leu

Ser

Lys

Tyr

Lys

Ala

Gly

Asp

Asp

Gln

Tyr

val

Ile

Gly

Ala

60

Asn

val

Arg

Sejte 23

Ala

Thr

Arg

Try
125

Glin

Phe

Arg

45

Asp

Thr

Tyr

Asp

Lys

Ala

Tyr

110

Gly

Pro

Ser

Leu

Tyr

Tyr
110

Asn
val
95

val

GIn

Gly

15

val

Leu

val

Tyr

Cys

95

Trp

Thr
80
Tyr

Pro

Gly

Gly

Asn

val

Lys

Leu

&0

Ala

Gly



<400>
Glu val
1

Ser Leu

Gly Met

25

Gin Leu val Glu ser

Arg Leu Ser Cys Ala
20

Ser Trp val Arg Gin
35

Ser Ala Ile Ser Trp Asn Gly

50

Lys Gly

Leu GIn

val Lys

Glu Tyr

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

<220>
<223>

<400>

Glu val
1

Ser Leu

Gly Met

Ser Ser

50

Lys Gly

Leu GTn

35

Arg Phe Thr Ile Sser
70

Met Asn Ser Leu Arg
85

Gly ser Thr Ala Ile
100

Asp Tyr Trp Gly Gln
115

26

115

PRT
Artificial

Nanobody sequence

26

Gin Leu val Glu ser
5

Arg Leu Ser Cys Ala
20

Ser Trp val Arg Gin
35

ITe Ser Gly Ser Ggy
5

Arg Phe Thr Ile Ser
70

Met Asn Ser Leu Arg

85

Gly

Ala

Ala

40

Asn

Arg

Pro

val

Gly

Gly

Ala

Ala

40

Ser

Arg

Pro

Gly

ser

25

Pro

Asn

Asp

Glu

Gly

Ser

25

Pro

AsSp

ASD

Gly

10

Gly

Gly

Thr

AsSn

ASD

9

val

Leu

Gly

10

Gly

Gly

Thr

Asn

Asp
90

Leu

Phe

Lys

Tyr

Ala

75

Thr

Pro

val

Leu

Phe

Lys

Leu

Ala

75

Thr

val

Thr

Gly

Tyr

60

Lys

Ala

Pro

Thr

val

Thr

Gly

Tyr

60

Lys

Ala

Seite 24

Gln

Phe

Thr

45

Thr

Asn

va'l

Thr

va'l
125

GIn

Phe

Leu

45

Ala

Thr

val

Pro

AsSp

30

Glu

Glu

Thr

TY"r

Tyr

110

ser

Pro

Ser

30

Glu

ASp

Thr

Tyr

Gly

15

ASp

Trp

Ser

Leu

Tyr

95

Pro

Ser

Gly

15

Ser

Trp

Ser

Leu

Tyr
95

Gly

Tyr

val

Met

Tyr

80

Cys

Asp

Asn

Phe

val

val

TYyr

80

Cys



Thr Ite Gly Gly Ser Leu Ser Arg Ser Ser GlIn Gly Thr Leu val Thr

val Ser Ser

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

<220>
<223>

<400

115

27
449
PRT

100

Artificial

105

rReference fab heavy chain sequence

27

Gln val GIn Leu

1

Thr

His

Ile

Lys

Leu

Ala

Ser

Pro

Gln

Ser

Leu

Ala

Gly

50

Ser

Arg

Arg

t.eu

Leu

130

cys

Ser

ser

Ser

Ser

Trp

35

Tyr

Arg

Leu

Ser

val

115

Ala

Leu

Gly

Ser

Leu
195

Leu

20

Ser

Ile

val

ser

Ley

100

Thr

Pro

val

Ala

Gly

Gly

Gln Glu
5

The Cys
Trp val
Ser Tyr
Thr Met

70

Ser val
85

Ala Arg
val ser
ser Ser
Lys Asp
Ley Thr
165

L.eu Tyr

Thr GIn

ser Gly Pro

Thr

Arg

Ser

55

Leu

Thr

Thr

Ser

LYS

Tyr

ser

Ser

Thr

val

Gn

40

Gly

Arg

Ala

Thr

Ala

120

Ser

Phe

Gly

Leu

Tyr
200

Ser

25

Pro

Ile

Asp

Ala

Ala

105

Ser

Thr

Pro

val

ser

185

Ile

Gly Leu
10

Gly Tyr
Pro Gly
Thr Thr

Thr Ser
75

Asp Thr
%0

Met Asp
Thr Lys
ser Gly
Glu Pro

155

His Thr
170

ser val

Cys Asn

val

Ser

Arg

Tyr

60

LYS

Ala

Tyr

Gly

Gly

val

Phe

val

val

Seite 25

Arg

Ile

Gly

45

Asn

Asn

val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asn
205

110

Pro
Thr
30
Leu
Pro
GlIn
Tyr
Gly
1
Ser
Ala
val
Ala
val

190

His

ser

15

Ser

Glu

Ser

Phe

Tyr

93

GIn

val

Ala

Ser

val

175

Pro

Lys

Gin

Asp

Trp

Leu

Ser

80

Cys

Gly

Phe

Leu

Trp

160

Leu

ser

Pro



Ser

Thr

225

ser

Arg

Pro

Ala

val

305

Tyr

Thr

Leu

Cys

Ser

385

AsSp

Ser

Ala

Lys

Asn
210
His
val

Thr

Giu

LYS
Ile
Pro
Leu
370
Asn
Ser

Arg

Leu

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

Thr

Thr

rhe

Pro

val

275

Thr

val

Cys

Ser

Pro

355

val

Gly

ASp

Trp

His

435

28
214
PRT

Lys

Cys

Leu

Glu

260

Lys

LysS

Leu

Lys

Lys

340

Ser

Lys

GlIn

Gly

Gin

420

ASnh

val

Pro

Phe

245

val

Phe

Pro

Thr

val

325

Ala

Arg

Gly

Pro

Ser

405

Gin

Artificial

ASD

Pro

230

Pro

Thr

Ash

Arg

val

310

Ser

LYyS

ASD

Phe

Glu

390

Phe

Gly

Tyr

Cys
Pro
Cys
Trp
Giu
295
Leu
Asn
Gly
Glu
TYyr
375
Asn
Phe

Asn

The

Lys

Pro

Lys

val

Tyr
280

Lys

Glin

L.eu

360

Pro

Asn

Leu

val

Glin
440

val

Ala

Pro

val

265

val

Gin

Gln

Ala

Pro

345

Thr

sSer

Tyr

Tyr

Phe

425

Lys

Glu

Pro

ASp

TYr

Asp

Leu

330

Arg

Lys

Asp

Lys

Ser

410

Ser

ser

Pro

Glu

235

ASp

ASD

Gly

Asn

Trp

Prro

Glu

Asn

Ile

Thr

395

Lys

Cys

Leu

Lys

l.eu

Thr

va'l

val

ser

300

Leu

Ala

Pro

Gin

Ala

380

Thr

Leu

Ser

Ser

Seite 26

Ser

Lau

Leu

Ser

Glu

285

Thr

AsSn

Pro

Gln

val

365

val

Pro

Thr

val

Leu
445

Cys

Gly

Met

His

270

val

Tyr

Gly

Ile

val

350

Ser

Glu

Pro

val

Met

430

Ser

AsSp

Gly

Ile

255

Glu

His

Arg

LysS

Glu

Tyr

Leu

Trp

val

Pro

Lys
Pro
240
ser
Asp
Asn
vai
Glu
320
Lys
Thr
Thr
Glu
Leu
400
LYysS

Glu

Gly



<220>

<223>

<400> 28

Asp Ile Gln Met
1

Asp

Leu

Tyr

ser

65

Glu

Thr

Pro

Thr

Lys

145

Giu

sSer

Ala

Phe

Arg val

Asn Trp
35

Tyr Thr
50

Gly Ser

Asp Ile

Phe Gly

ser val
115

Ala ser
130

val Gin

Ser val

Thr Leu

Cys Glu

195

Asn Arg
210

<210> 29
<211> 222
<212> PRT

<213>

<220>

<223>

Thr

20

Tyr

Ser

Gly

Ala

Gln

100

Phe

val

Trp

Thr

Thr

180

val

Gly

Thr

5

Ile

Gln

Arg

Thr

Thr

85

Gly

Ile

val

Lys

Gty

165

lLeu

Thr

Glu

Artificial

Gln

Thr

Glin

Leu

ASp

70

Tyr

Thr

Phe

Cys

val

150

GIn

ser

Ccys

Ser

Cys

Lys

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Glin

Pro

Arg

Pro

40

Ser

Thr

Cys

val

Pro

120

Leu

Asnh

Ser

Ala

Gly
200

Ser

Ala

25

Gly

Gly

Phe

Gln

Glu

105

ser

ASn

Ala

Lys

Ser

10

Ser

LYS

val

Thr

Gln

90

Ile

Asp

Asn

Leu

Fyr

Ser

Reference rab light chain sequence

Leu

GlIn

Ala

Pro

Ile

75

Gly

Lys

Glu

Phe

Ser

Glu

Ser

Reference 1gG heavy chain sequence

Ser

ASp

Pro

ser

60

Ser

Asn

Arg

Gin

Tvyr

140

ser

Thr

Lys

Pro

Seite 27

Ala

Ile

Arg

Ser

Thr

Thr

Leu

125

Pro

Gly

Tyr

His

val
205

Ser

Ser

30

l.eu

Phe

Leu

Leu

va'l

110

LYS

Arg

Asn

Ser

Lys

190

Thr

val

15

Ser

Leu

ser

Gin

Pro

95

Ala

Ser

Glu

Ser

Leu

175

val

LYS

Gly

Tvr

Gly
Pro
80

Tyr

ala

Gly

Gln
160
Ser

Tyr

Ser



<400>

29

Gln val Gin

1

Thr

His

Ile

Ala

Ser

Pro

Gly

Asn

Gln

Ser

Ser

Ley

Ala

Gly

50

Ser

Arg

Arg

Leu

Leuy

130

Cys

Ser

sSer

Ser

Asn
210

<210>
<211>
<212>

<213>

<220>
<223>

<400>

Ser

Trp

35

Tyr

Arg

Leu

Ser

val

115

Ala

Leu

Gly

sSer

teu

195

Thr

30
214
PRT

Leu

Leu

20

ser

Ile

val

Ser

Leu

100

Thr

Pro

val

Ala

Gly

Gly

Lys

Gn

Thy

Irp

Ser

Thr

Ser

85

Ala

val

ser

Lys

Leu

165

Leu

Thr

val

Artificial

Glu

Cys

val

Tyr

Met

70

val

Arg

Ser

ser

Tyr

Gin

ASp

ser

Thr

Arg

Ser

55

Leu

Thr

Thr

ser

Tyr

Ser

Ser

Thr

Gly

val

Gln

40

Gly

Arg

Ala

Thr

Ala

120

ser

Phe

Gly

Leu

Tyt

200

Lys

Pro

Ser

25

Pro

Ile

Asp

Ala

Ala

105

Ser

Thr

Pro

val

Ser

185

Ile

val

Gly

10

Gly

Pro

Thr

Thr

ASD

20

Met

Thr

Ser

Glu

His

170

Ser

Cys

Glu

Leu

Tyr

Gly

Thr

Ser

75

Thr

ASD

LYsS

Gly

Pro

155

Thr

val

Ash

Pro

Reference IgG Tight chain sequence

30

val

Ser

Arg

Tyr

Lys

Ala

Tyr

Gly

Gly

val

Phe

val

val
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Arg

Ile

Gly

45

Ash

ASh

val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asn

205

Ser

Pro

Thr

30

Leu

Pro

Gln

TV

Ser

Ala

val

Ala

val

190

His

Cys

Ser

i5

Ser

Glu

Ser

Phe

Tyr

95

Gln

val

Ala

Ser

val

175

Pro

Lys

Gin

Asp

Trp

lLeu

Ser

80

Cys

Gly

Phe

Leu

Trp

Leu

Ser

Pro



ASp

ASp

feu

Tyr

Ser

65

Glu

Thr

Pro

Thr

Ser

Ala

Phe

Tle

Arg

Asn

Tyr

50

Gly

ASP

Phe

ser

Ala

130

val

Ser

Thr

cys

Ash
210

<210>
<211
<232>
<213>

<220>
<223>

<400

1

Gin
val
Trp
35

Thr
ser
ITe
Gly
val
115
sSer
Gin
val
Leu
Glu
195

Arg

31
127
PRT

Met

Thr

20

Tyr

Ser

Gly

Ala

Gln

100

Phe

val

Trp

Thr

Thr

180

val

Gly

Thr

Ile

Gin

Arg

Thr

Thr

85

Gly

Ile

val

Lys

Glu

165

l.eu

Thr

Glu

Artificial

Nanobody seguence

31

Gln

Thr

GIn

Leu

Asp

70

Tyr

Thr

Phe

Cys

val

150

Gln

Ser

His

Cys

Ser

Cys

LYS

His

55

Phe

Tyr

LyS

Pro

Leu

135

ASp

ASp

Lys

GIn

Pro

Arg

Pro

40

Ser

Thr

Cys

val

Pro

120

Leu

Asn

Ser

Ala

Ser

Ala

25

Gly

Gly

Phe

GIn

Glu

105

Ser

Asn

Ala

LYS

AsSp

Ley

Ser

10

Ser

Lys

val

Thr

Gin

a0

Ile

ASp

Asn

Leu

Tyr

Ser

Leu

Gln

Ala

Pro

Ile

75

Gly

Lys

Glu

Phe

Gln

155

sSer

Glu

Ser

Ser

Asp

Pro

Ser

60

Ser

Asnh

Arg

Gln

Tyr

140

ser

Thr

Lys

Pro
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Ala

Ile

Arg

Ser

Thr

Thr

Leu

125

Pro

Gly

Tyr

His

val
205

Ser

Ser

30

Leu

Phe

Leu

Leu

val

110

LYS

Arg

Asn

ser

Lys

Thr

val

15

Ser

Leu

ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

val

Lys

Glu val GIn Leu val Glu Ser Gly Gly Ggy Leu val Gln Pro g;y
5 1

Gly

Tyr

Gly

Pro

80

Tyr

Ala

Gly

Ala

GIn

160

Ser

Tyr

Ser

Gly



Ser Leu

Asp Ile

Arg iLeu Ser Cys Ala
20

Gly Trp Phe Arg &Gln
35

Ser Gly Ile Ser Ser Ser Asp

50

Lys Gly

Leu G1ln

Ala Ala

Phe Phe

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

<220>
«<223>

<400>

Glu val

1

Ser Leu

Asp Ile

ser Gly

50

Lys Gly

Leu GlIn

Ala Ala

Phe pPhe

35

Arg Phe Thr Ile Ser
70

Met Asn Ser Leu Arg
85

Glu Pro Pro Asp Ser
100

Lys Tyr Trp Gly Gln
115

32

251

PRT
Artificial

nanobody sequence
32
Gln Leu val Glu ser

5

Arg lLeu Ser Cys Ala
20

Gly Trp Phe Arg Gin
35

Ile Ser Ser Ser Asp
55

Arg Phe Thr Ile Ser
70

Met Asn Ser Leu Arg
85

Glu Pro Pro Asp Ser
100

Lys Tyr Trp Gly GiIn
115

Ala

Ala

40

Gly

Arg

Pro

Ser

Gly

Gly

Ala

Ala

40

Gly

Arg

Pro

Ser

Gly

ser

25

Pro

Asn

ASD

Glu

Gly

Ser

25

Pro

Asn

ASp

Glu

Gly

Gly

Thr

Asn

ASp

90

Tyr

Leu

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Leu

Phe

Lys

Tyr

Ala

75

Thr

Leu

val

Leu

Phe

LyS

Tyr

Ala

75

Thr

Leu

val

Thr

Gly

Tyr

60

LyS

Ala

Asp

Thr

val

Thr

Gly

LYS

Ala

ASp

Thr
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Phe

Arg

45

Ala

AsSN

val

Gly

val
125

Glin

Phe

Arg

45

Ala

AsSn

val

Gly

val
125

ser

30

Glu

ASp

Thr

TYr

Ser

110

Ser

Pro

Ser

30

Glu

Asp

Thr

TYr

Ser

110

ser

ASp

Gly

Ser

Leu

TYr

95

Pro

Ser

Gly

15

ASD

Gly

Ser

ieu

Tyr

a3

Pro

ser

Tyr

val

val

Tyr

80

Cys

Glu

Gly

Tyr

val

val

Tyr

30

Cys

Glu

Gly



Gly Gly
1
Gly Gly
ser Gly
Pro Gly
Asp Thr

ASp Asnh
210

Glu Asp
225

sSer Sser

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

<220>
<223>

<400>
Glu val
1

Ser Leu
Asp Ile

ser Gly
50

Lys Gly
65

Leu Gln

Ala Ala

Gly ser Gly Gly Gly
1

teu val Gtn Pro Gly
150

Phe Thr pPhe Ser Ser
165

Lys Gly Leu Glu Trp

Leu Tyr Ala Asp Ser
195

Ala Lys Thr thr Leu
215

Thr Ala val Tyr Tyr
230

GIn Gly Thr Leu val
245

33

387

PRT L
Artificial
Nanobody sequence
33

Gln Leu val Glu ser
5

Arg Leu Ser Cys Ala
20

Gly Trp Phe Arg Gln
35

Ile Ser Ser Ser Asp
55

Arg Phe Thr Ile Ser
70

Met Asn Ser Leu Arg
85

Glu Pro Pro Asp Ser

Ser

Asn

Phe

val

val

200

Tyr

Cys

Thr

Gly

Ala

Ala

40

Gly

Arg

Pro

ser

Glu

ser

Gly

ser

185

Lys

Leu

Thr

va'

Gly

ser

25

Pro

Asn

Asp

Glu

Trp

val

Leu

Met

170

sar

Gly

Gln

Ile

Ser
250

Gly

10

Gly

Gly

Thr

Asn

ASD
90

Gin

Ite

Arg

Met

Gly

Ser

Leu

Phe

Lys

Tyr

Ala

75

Thr

Leu

140

Leuy

Trp

Ser

Phe

AsSn

220

Gly

val

Thr

Gly

Tyr

60

Lys

Tyr l.eu Asp
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val

ser

val

Gly

Thr

205

Ser

Ser

Gln

rPhe

Arg

45

Ala

Asn

val

Gly

Glu

Cys

Arg

Ser

190

Ile

Ley

lLeu

Pro

Ser

30

Glu

Asp

Thr

TYr

Ser

Ser

Ala

Gin

175

Gly

Ser

Arg

Ser

Gly
15

Asp
Gly
Ser
Leu
Tyr
95

Pro

Gly

Ala

160

Ala

Ser

Arg

Pro

Arg

Gly

Tyr

val

val

Cys

Glu



Phe

Pro

ASp

Asp

Glu

225

Ser

Gly

G1n

Phe

305

Ala

Asn

val

Gly

Gly

Gly

Thr

Asnh

210

ASp

Ser

Gly

Pro

Ser

290

Glu

Asp

Thr

Tyr

ser
370

L.eu

Phe

Lys

Leu

195

Ala

Thr

Gly

Gly

ASp

Gly

ser

Leu

Tyr

355

Pro

100

Tyr

Ser

val

Thr

Gly

Tyr

Lys

Ala

Gly

Ser

260

Gly

TYyr

val

val

Tyr

340

cys

Glu

Trp Gly GIn

Gly

GIn

phe

165

Leu

Ala

Thr

val

Thr

245

Glu

Ser

Asp

sSer

Lys

325

L.eu

Ala

Phe

Gly

Pro

150

ser

Glu

ASp

Thr

Tyr

230

Leu

val

Leu

Ile

Gly

310

Gly

GIn

Ala

Phe

Gly

Gly

ser

Trp

Ser

Leu

215

Tyr

val

G1in

Arg

Gly

Ile

Arg

Met

Glu

Lys

ASN

phe

val

val

200

Tyr

cys

Thr

L.eu

l.eu

280

Tep

Ser

Phe

Asn

Pro

360

TYyr

105

Thr

Glu

ser

Gly

ser

185

Lys

Leu

Thr

val

val

265

ser

Phe

Ser

Thr

Ser

345

Pro

Trp

L.eu

val

Leu

Met

170

ser

Gly

Gln

Ile

ser

250

Glu

Cys

Arg

Ser

Ile

330

Leu

ASp

Gly

val

Glin

Arg

Ser

Ile

Arg

Met

Gly

ser

ser

Ala

G1In

ASp

315

Ser

Arg

Ser

Gln

Thr

Leu

140

Leu

Trp

Ser

Phe

ASn

220

Gly

Gly

Gly

Ala

Ala

300

Gly

Arg

Pro

Ser

Gly
380
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val

125

val

Ser

val

Gly

Thr

205

Ser

ser

Gly

Gly

Ser

285

Pro

Asn

Asp

Glu

Trp

Thr

110

Ser

Glu

Cys

Arg

Ser

120

Leu

Leu

Gly

Gly

Gly

Gly

Thr

Asn

Tyr

Leu

Ser

Ser

Ala

Gln

175

Gly

Ser

Arg

Ser

Gly

Leu

Phe

LYS

Tyr

Ala

335

Thr

Leu

val

Gly

Gly

Ala

160

Ser

Arg

Pro

Arg

ser

val

Thr

Gly

Lys

Ala

AsSp

Thr



val Ser Ser

sequence

val Glu
5

ser Cys

Phe Arg

Ser Ser

Thr Ite

70

ser ieu
85

Pro Asp

Trp Gly

385

<210> 34

<211> 127

<212> PRT

<213> Artificial

<220>

<223> Nanobody

<400> 34

Glu val Gin Leu

1

Ser lLeu Arg Leu

20

Asp Ile Gly Trp
35

ser Gly Ile ser

50

Lys Gly Arg Phe

65

Leu GIn Met Asn

Ala Ala Glu Pro

100

Phe Phe Lys Tyr

115

Ser

Ala

GIn

AsSp

55

Ser

Arg

Ser

GIn

Gly

Ala

Ala

40

Gly

Arg

Pro

Ser

Gly

Gly

Ser

25

Pro

AsSn

Asp

Glu

Gly

10

Gly

Gly

Thr

ASD

Asp

90

Tyr

Leu

Leu

Phe

LYys

Tyr

Ala

75

Thr

Leu

val

val

Thr

Gly

TY"N

60

Lys

Ala

Asp

Thr
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Gin

Phe

Arg

45

Ala

Asn

val

Gly

val
125

Pro

Ser

30

Giu

Asp

Thr

Tyr

Ser

110

Ser

Gly

15

Asp

Gly

Ser

Leu

TYr

95

Pro

Ser

Gly

Tyr

val

val

Tyr

80

Cys



