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CATATGAAAGTAGCAAAAGACCTGGTGGTCAGCCTGGCCTATCAGGTACGT
ACAGAAGACGGTGTGTTGGTTGATGAGTCTCCGGTGAGTGCGCCGCTGGA
CTACCTGCATGGTCACGGTTCCCTGATCTCTGGCCTGGAAACGGCGCTGGA
AGGTCATGAAGTTGGCGACAAATTTGATGTCGCTGTTGGCGCGAACGACGC
TTACGGTCAGTACGACGAAAACCTGGTGCAACGTGTTCCTAAAGACGTATT
TATGGGCGTTGATGAACTGCAGGTAGGTATGCGTTTCCTGGCTGAAACCGA
CCAGGGTCCGGTACCGGTTGAAATCACTGCGGTTGAAGACGATCACGTCG
TGGTTGATGGTAACCACATGCTGGCCGGTCAGAACCTGAAATTCAACGTTG
AAGTTGTGGCGATTCGCGAAGCGACTGAAGAAGAACTGGCTCATGGTCAC
GTTCACGGCGCGCACGATCACCACCACGATCACGACCACGACGGTGGCGG
TTCCGGCGGTGGCTCTGGTGGCGGAAGCGGTGGCGGTTCCGGCGGTGGLT
. CTGGTGGCGGTAAAGTAGCAAAAGACCTGGTGGTCAGCCTGGCCTATCAG
GTACGTACAGAAGACGGTGTGTTGGTTGATGAGTCTCCGGTGAGTGCGCC
GCTGGACTACCTGCATGGTCACGGTTCCCTGATCTCTGGCCTGGAAACGGC
GCTGGAAGGTCATGAAGTTGGCGACAAATTTGATGTCGCTGTTGGCGCGAA
CGACGCTTACGGTCAGTACGACGAAAACCTGGTGCAACGTGTTCCTAAAGA
CGTATTTATGGGCGTTGATGAACTGCAGGTAGGTATGCGTTTCCTGGCTGA
AACCGACCAGGGTCCGGTACCGGTTGAAATCACTGCGGTTGAAGACGATC
ACGTCGTGGTTGATGGTAACCACATGCTGGCCGGTCAGAACCTGAAATTCA
ACGTTGAAGTTGTGGCGATTCGCGAAGCGACTGAAGAAGAACTGGCTCAT
GGTCACGTTCACGGCGCGCACGATCACCACCACGATCACGACCACGACGG
TGGCGGTTCCGGCGGTGGCTCTGGTGGCGGATCCGGTGGCGGTTCCGGCG
GTGGCTCTGGTGGCGGTGACGCTGAATTCCGTCACGACTCCGGTTACGAA
GTTCACCACCAGAAACTGGTTTTCTTCGCTGAAGACGTTGGTTCCAACAAA
GGTGCTATCATCGGTCTGATGGTTGGTGGTGTITGTTATCGCTCTCGAGCAC
CACCACCACCACCACTGA
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1 MKVAKDLVVS LAYQVRTEDG VLVDESPVSA PLDYLHGHGS LISGLETALE

51 GHEVGDKFDV AVGANDAYGQ YDENLVQRVP KDVEMGVDEL
QVGMRFLAET

101 DQGPVPVEIT AVEDDHVVVD GNHMLAGQNL KFNVEVVAIR
EATEEELAHG

151 HVHGAHDHHH DHDHDGGGSG GGSGGGSGGG SGGGSGGGKV
AKDLVVSLAY

201 QVRTEDGVLV DESPVSAPLD YLHGHGSLIS GLETALEGHE
VGDKFDVAVG

251 ANDAYGQYDE NLVQRVPKDV FMGVDELQVG MRFLAETDQG
PVPVEITAVE

301 DDHVVVDGNH MLAGQNLKFN VEVVAIREAT EEELAHGHVH
GAHDHHHDHD

351 HDGGGSGGGS GGGSGGGSGG GSGGGDAEFR HDSGYEVHHQ
KLVFFAEDVG

401 SNKGAIIGLM VGGVVIALEH HHHHH
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F. Hoffmann-La Roche AG

<120> Soluble complexes of target proteins and peptidyl
prolyl igomerase chaperones and methods of making and
uging them

<130> 21547 WO

<140>
<141>

<)l60> 2
<170> PatentIn Ver. 2.1

<210> 1

<212> 1281

<212> DNA

<213> Artificial Sequence

<220>
<223» Description of Artificial Sequemnce:coding for a
fusion protein

<220>
<221> (DS
<322> (4}..(1278)

<400> 1
cat. atg asa ¢gta gca 2aa gac cbg gtg gte age cig geoo tat cag gta
48
Met Lys Val Ala Lys Asp Leu Val Val Ser Leu Ala Tyr Gln Val
L 5 10 . 15

agt aca gaa gac ggb gtg ttg gtt gat gag tet ooy gty agt gog cog

96

Arg Thr Glu Asp Gly Val Leu Val Asp @lu Ser Pro Val Ser Ala Pra
20 25 30

oty gac tac ctg cat ggt ¢ac ggt tec ctg atc tet gge ctg gaa acg
144

Leu Asp Tyr Leu His Gly His Gly Ser Leu Ile Ser Gly Leu ¢lu Thr
35 40 45

icg ¢ty gaa ggt cat gaa gttt ggo gac aaza otht gat gtc gct gtt ggo

82

Ala Teuw Glu Gly His Glu Val Gly Asp Lys Phe Asp Val ala val Gly
50 55 60

gog =ac gac get tac ggt cag tac gac gaa aac ctg gty caa cgt gttt

240

Ala Asn Asp Ala Tyr Gly Gln Tyr Asp Glu Asn Leu Val Gln Arg val
65 70 75

cct aaa gac gta Lttt atg gge gtt gat gaa ctg cag gta ggt atg cgt
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Pro
80

tite
336
Phe

gttt
384
val

cag
432
Gln

gaa
480
Glu

cac
528
His
160

gga
E76
Gly

aad
624
e

gty
672
Val

ggt
720
Gy

gaa
Fe8
Glu
240

ggt
818
Gly

Lys

ctyg

Leu

gaa

Glu

aac

Asn

gaa

Glu
145

gat

Asp

agc

Ser

gac

ASp

ttg

Leu

cac

Hig
225

gtt

Val

cag

Gln

Asp

gct

Ala

gac

Asp

ctyg

Leu
130

gaa

Glu

cac

His

ggt

Gly

oty

Leu

gtt

Val
210

ggt

Gly

ggc

Gly

tac

Ty

val

gaa

Glu

gakt

Asp
115

aaa

Lys

ctg

Len

gac

ABp

ggc

Gly

gty

Val
185

gat

ASP

tece

Ser

gac

Asp

gac

ASp

Phe

f=iale)

Thr
160

cac

His

tto

Phe

gct

Ala

cac

His

agt

Gly
180

gtc

val

gag

Glu

ckg

Leu

aaa

Lys

gaa

Glu
260

Melt
85

gac

Asp

gtc

Val

agac

Asn

cat

Hisg

gac

Asp
165

teoe

Ser

agc

Ber

tet

Sar

atec

Iie

ol o

Phe
245

aac

Asgr

Gly

cayg

Gln

gtg

Val

gtt

Yal

ggt

Gly
15¢

ggt

Gly

ggc

Gly

ctg

Leu

ccg

Pro

tcth

Ser
230

gat

ABD

ctg

Leu

Val

gt

Gly

gtt

Val

gaa

Glu
135

cac

His

gygo

Gly

ggt

Gly

gce

Ala

gtg

Val
215

ggc

Gly

agtc

Val

gty

Val

(21)

Asp Glu Leu Gln

ceg

Pro

gat

Asp
120

gkt

Val

gttt

Val

ggt

Gly

gge

Gly

tat

Tyr
200

agt

Sex

cto

Lau

gct

Ala

Laz

Gln

gta

val
105

ggt

Gly

gtg

val

cac

His

tec

Ser

tect

Ser
185

cag

Gln

gcg

Ala

ada

Glu

gtt

Val

cgh

Arg
265

a0
ccg

Pro

gaec

Asn

gcyg

Ala

ggc

Gly

ggc

Gly
170

ggt

Gly

gta

Val

ccg

Pro

acg

Thr

gge

Gly
250

gkt

Val

gtt

val

cac

His

att

Ile

gcg

Ala
155

ggt

Glv

gge

Gly

cgt

Arg

ctg

Lieu

gcg

Ala
235

gcg

2la

cct

Pro

Val

gaa

Gly

atg

Het

age

Arg
140

cac

His

ggc

Gly

ggt

Gly

acs

Thr

gac

Asp
220

ctg

Leu

Aac

Asn

aas

Lys
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Gly Met Arg

atc

Ile

ctg

Leu
125

gaa g

Glu

gat

Bap

tet

Ser

cag

Lvs

gaa

Glu
205

tac

Tyr

gaa

&lu

gac

ASD

gac

Asp

act

Thy
110

gco

Ala

2la

cac

His

ggt

Gly

gta

val
120

gac

Asp

chg

Leu

ggt

Gly

act

Ala

gta

Val
270

95
acyg

Rla

ggt

Gly

act

Thr

cac

His

ggc

Gly
175

gca

Ala

ggt

Gly

cat

His

cat

His

tac

Tyr
255

EEC

Phe
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atg guc
864
Met Gly

gac cag
31z
Asp Gln

gtc gtg

Sel

Val val
305

aac gkt
1008
A=n val
320

cat ggt
1056
His Gly

gac ggt
1104
Asp Gly

oo ggo
1152
Ser Gly

ggt tac
1200

Gly Tyvr
385

ggbt tec
1248
Gly Ser
400

ate got

1281
Ile ala

<210» 2

gtt gat

Val Asp
275

gat ccg

Gly Pro
250

gtt get

Val Asp

gaa gtt

Glu val

cac gtt

His Val

ggc ggt

Gly Gly
355

ggt gge

Gly Gly
370

gaa gtt

Glu val

aac aazx

Asn Lys

ctc gag

Len Glu

<211> 425
<212> PRT
<213> artificial Seguence
<223> Description of Artificial

fusion protein

<400> 2

gaa

Glua

gta

YVal

ggt

Gly

gty

Val

cac

His
340

teo

Ser

Lot

Ser

cac

His

ctyg

Leu

falets)

Pro

aac

Asn

gog

Ala
325

ggc

Gly

ggc

Gly

ggt

Gly

cac

His

gct

Ala
405

‘cac

Hig

cag

Gln

gtt

Val

cac

His

att

Il=

goy

Ala

ggt

Gly

ggc

Gly

cag

Gln
380

ate

Ile

cac

His

gta

val

gaa

Glu
285

ator

Met

cgc

Arg

Lac

His

ggc

Gly

ggt

Gly
375

adaa

Ivs

ate

Ile

cac

Hig

(22)

ggt atg

Gly Met
280

ate act

Ile Thr

ctg gec

Leu Ala

gaa geg

Glu Ala

gat cac

Asp His
345

tct ggt

Ser Gly
360

gac gct

Asp Ala

ctg gtt

Leu Val

ggt ctg

Gly Leu

cag cac

His His
425

cgt

Arg

gcg

Ala

ggt

Gly

act

Thr
330

cac

His

ggc

Gly

gaa

Glu

tte

Phe

atg

Met
410

tga

tte

Fhe

gt

Val

cag

Gln
315

gaa

Glu

cac

His

gga

Gly

tte

Phie

tte

Fhe
385

gtt

val

ctg

Leu

gaa

Glu
300

aac

Asn

gaa

Glu

gat

Asp

| olu

Ser

gt

Aryg
380

gct

Ala

gt

Gly

goh

Ala
285

gac

Asp

ctyg

Leu

gaa

Glu

cac

His

ggt

Gly
365

cac

His

gaa

Glu

ggt

Gly

Sequence:coding for a
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gaa

Glu

gat.

ASD

aaa

Ly e

ctg

Leu

gac

Asp
350

ggc

Glv

gac

Agp

gac

Asp

gtt

Val

acoc

Thy

cac

His

ttc

Fhe

gct

Ala
33k

cac

Hig
ggt
Gly

tec

Ser

gtk

Val

gt

Val
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Met

Asp

Lieu

Asn

65

Lys

Leu

Glu

ABI

-Gliu

145

ASp
Ser
Asp
Leu
His
225
Val
Gln
Gly

Gln

val
305

Lys

Glu

TYr

Glu

ABD

Asp

Ala

ABD

Lieu

130

Glu

Hisg

Gly

Leu

Val

210

Gly

Gly

Tyx

val

Gly

280

Val

Val

Asp

Leu

Gly

Ala

val

Glu

Asp

1is

Lys

Leu

hsp

Gly

val

185

Asp

Ser

Asp

Asp

ASp

275

Pro

Asp

2la

Gly

20

Hig

His

Tyr

Fhe

Thr

1900

His

Fhe

Ala

His

Gly

180

Val

Glu

Leu

Lys

Glu

260

Glu

Val

Gly

Lys

Val

Gly

Glu

Gly

Met

85

Asp

val

Asn

His

Asp

165

Sar

Ser

Ser

Ile

Phe

245

Asn

Leu

Pro

Asn

ASD

Leu

His

Val

Gln

70

Gly

Gln

Val

val

Gly

150

Gly

Gy

Leu

Pra

ser

230

Asp

Leu

Gln

val

Hig
31e

Leu

Val

Gly

Gly

55

Tyr

Val

Gly

Val

Giu

135

His

Gly

Gly

Ala

vail

215

Gly

val

Val

Val

Glu

295

Met

val

Asp

Ser

40

Asp

ASp

ABD

Pro

Asp

120

Val

Val

Gly

Gly

Tyr

200

Ser

Leu

Ala

Gln

Gly

280

Ile

Leu

(23)

val Ber

Lys Phe

Glu Asn

Glu Leuw
a0

Val Pro
105

Gly Asn
vVal Ala
His Gly
Ser Gly

170

Ser Gly
185

Gln val
Ala Fro
Glu Thr
val Gly

250
Arg Val
265
Met Arg

Thr Ala

Ala Gly

Leu

Sar
ABD
Ligta

75

Gln

Val

Ile

Ala

155

Gly

Gly

Arg

Len

Ala

235

Ala

Prao

The

Val

Gln
315

Ala
Val
Gly
Val

60
Val
Val
Glu
Met
Arg
140
His
Gly
Gly
Thr
Agp
220
Leu
Asn
Lysg
Leu
Glu

300

Asn

Ty

Ser

Leu

45

Ala

Gln

Gly

Ile

Leu

125

Glu

Asp

ser

Lys

Slu
205

Tyr

Gla

Agp

Asp

aAla

285

Asp

Leu

Gln

Ala

Glu

Val

Arg

Met

Thx

110

Ala

Ala

His

Gly

Val

150

Asp

Len

Gly

Ala

val

270

Glu

Lsp

Iys

JP

val

15

Pro

Thr

Gly

Val

Arg

95

Ala

Gly

Thr

His

Gly

1758

Ala

Gly

His

His

Tyr

255

Phe

Thr

Hisg

Phe
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Arg

Len

Ala

Ala

Pro

80

Phe

val

Gln

Glu

Hig

160

Gly

vs

Val

Gly

Glu

240

Gly

Met

ABD

val

Asn
320
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val
Gly
Gly
Gly
Ty
385

Sex

Ala

Glu

His

Gly

Gly

370

Glu

ABI

Len

W S BE

Val

Val

Gly

355

Gly

Val

Lys

Glu

val

His

340

Ser

Ser

Hisg

Gly

His
420

aAla
325
Gly
Gly
Gly
His
Ala
405

His

Ile

Ala

Gly

Gly

Gln

390

Ile

His

Arg

His

Gly

Gly

375

Live

Ila

His

Glu

Asp

Ser

360

Asp

Lieuw

Gly

His

Ala

His

345

Gly

Ala

Val

Leu

His
425

(24)

Thr

330

His

Gly

Glu

Phe

Mat
410

Glu

Hig

Gly

Phe

Fhe

395

Val

Glu

Asp

Ser

By

380

Ala

Gly

260 280 300 320 340

EE A(hm)

360

Glu

His

Gly

3658

His

Glua

Gly

Leu

ASp

350

Gly

Asp

ASD

Val
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Rla His
335

His Asp
Gly Ser
Ser Gly
Val Gly

400

Val Ile
415
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