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Trp
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Gly

Arg

Gly

Ala

Ser

Glu

Ser

Ser

85

Arg

Pro

Leu

Asp

His

70

val

Pro

Glu

val

455

Ala

Lys

Asn

Asp

ser
535

Tinker EFGAGLVLGGQFM, Chebath et al.

Ala

Arg

Pro

Asn

55

Pro

Gln

Ala

494-17-PCT2-AGIRX ST25.txt

Glu Thr Cys Leu val

440

Tyr Leu

Arg Ala

Lys Ala

Ala Ser
505

Met Thr
520

Ser Leu
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Pro

40

Pro

Asp

Asp

Thr

cys

Gln

Thr

Trp

Gly

Pro

200

Leu

Tyr

Pro

25

Gly

val

Ser

Glu

val

105

Gln

Ile

val

Pro

Ala

185

Leu

Arg

Pro

Arg

10

Cys

Arg

Ser

Gly

Gly

90

Thr

Ala

Ser

Leu

Cys

170

Glu

Gly

Pro

Arg
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val

Pro

ser

Trp

Leu
75

Thr

Leu

Ala

Gly

Pro

Phe

Ala

Asp

Arg

Leu

Gln

val

Phe

60

Gly

Tyr

Gln

Asp

Leu

140

Ala

Gln

Trp

Ser

Pro

220

Leu

val

Ala

Lys

Arg

His

Ile

Leu

TYyr

Pro

Asp

Asp

Ser

Thr

205

Pro

Arg

Ala

Trp

30

Leu

Asp

Glu

Cys

Gly

Glu

Thr

Ser

Pro

Gln

190

Arg

Gln

Ala

val

15

Gly

Cys

Gly

Leu

Gln

95

Tyr

Asn

Arg

Gln

Leu

175

Tyr

Leu

Gly

Ser

Pro

Cys

Glu

val

80

Thr

Pro

Phe

Tyr

Arg

Leu

Leu



Thr

Arg

Pro

His

Ser

305

Pro

Glu

His

Pro

Glu

385

Arg

His

Gly

Leu

Ser

465

Asp

Pro

Tyr

Leu

Ala

Ala

290

Thr

Lys

Pro

Pro

Gly

Leu

Gln

Asn

Ala

Ser

450

Leu

Arg

Gln

Pro

Gln

Gly

val

Trp

Glu

Gln

Arg

Pro

Asp

Leu

Leu

Leu

435

Tyr

Lys

Leu

Pro

Ala

Tyr

260

Leu

Arg

Ser

Ile

val

340

Leu

Pro

Ser

Ala

Leu

Thr

Leu

Pro
500

Ser

245

Arg

Glu

val

Pro

Pro

325

Asp

Leu

Pro

Thr

Ala

405

Ser

Leu

Arg

Leu

Trp

Pro

Glu

Ser

Glu

310

Ala

Ser

Asp

Gly

val

390

Gln

Leu

Pro

His

Glu

470

Arg

Asp

Ala

val

Ala

295

Ala

Trp

Pro

His

Pro

375

Leu

Leu

Pro

Gly

val

455

Pro

Leu

Pro

494—17-PCT2—AG;RX ST25.txt
Pro Cys GIn Pro His Phe Leu Leu

Gln

Ile

280

Arg

Trp

Gly

Ala

Arg

Pro

Leu

Arg

Thr

val

440

Gln

Glu

Gln

Pro

His

265

Thr

Asp

Gly

Gln

Pro

345

Asp

Arg

Thr

Asp

Leu

425

Leu

Trp

Leu

Leu

Ala
505

250

Pro

Asp

Phe

Thr

Leu

330

Pro

ser

val

Arg

Lys

410

Ala

Thr

Leu

Gly

Leu

490

Pro
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Ala

Ala

Leu

Pro

315

His

Arg

val

Ser

sSer

395

Phe

Met

Arg

Arg

Thr

475

Met

Pro

Trp

val

300

Ser

Thr

Pro

Glu

Pro

380

Leu

Pro

Ser

Leu

Ser

Leu

Ser

Ala

285

Ala

Thr

Gln

Ser

Gln

365

Asp

Leu

Ala

Ala

Gln

Arg

Ala

Thr

270

Gly

Gly

Gly

Pro

Leu

350

Ala

Pro

Ala

Asp

Gly

Ala

Gly

Ala

Leu

Pro
510

Lys

val

Leu

Thr

Thr

Glu

335

Gln

val

Arg

Asp

Asp

Gly

Arg

Ala

495

Pro

Phe

Glu

Pro

Trp

Ile

320

val

Pro

Ala

Thr

400

Asp

Leu

Leu

Ser

Leu

480

Leu

ser



494-17-PCT2-AGIRX ST25.txt

Ser Ala Trp Gly Gly Ile Arg Ala Ala His Ala Ile Leu Gly Gly Leu
515 520 525

His Leu Thr Leu Asp Trp Ala val Arg Gly Leu Leu Leu Leu Lys Thr

530

Arg Leu

545

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

<220>
<223>

<400>

535 540

12

13

PRT
Artificial

Peptide Tinker
12

Glu Phe Gly Ala Gly Leu val Leu Gly G%y GIn Phe Met
1 S 1

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

<220>
<223>

<400>

13

13

PRT
Artificial

Peptide linker
13

?rg Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser val Glu
5 10

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

<220>
<223>

<400>

14

18

PRT
Artificial

Peptide Tinker
14

?rg Gly Gly Gly Gly Ser Gly Gly Gly g1y Ser Gly Gly Gly §1y Ser
5 0 5

val Glu

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

<220>
<223>

15

3792

DNA
Artificial

Expression cassette comprising the CMV immediate early promoter
directing expression of Hyper-IL-6 and Neomycin separated by an
IRES

page 21



<400> 15
gactagttat

ccgcgttaca
attgacgtca
tcaatgggtg
gccaagtacg
gtacatgacc
taccatggtg
gggatttcca
acgggacttt
tgtacggtgg
acgccatcca
gtacccaatt
aggaagcatg
ggcgctggec
gccaggagac
tcactgggtg
aaggaggctg
ggccggecgce
gctctcctge
caccccatcc
cgaagacttc
agcagtcccg
cgggagcaag
gcctgcecaac
gcaagacccc

ggctgaacgg

catccacgac
cgggcaaggc
caggagtcct
acccccagga
agaacgaatt
gacatgtaac
gaaccttcca

ttgcctggtg

taatagtaat
taacttacgg
ataatgacgt
gagtatttac
cccecctattg
ttatgggact
atgcggtttt
agtctccacc
ccaaaatgtc
gaggtctata
cgctgttttg
cgagctcgec
ctggccgteg
ccaaggcgct
agcgtgactc
ctcaggaagc
ctgctgaggt
ccagctggga
ttccggaaga
ctgacgacaa
caggagccgt
gagggagaca
ttcagcaaaa
atcacagtca
cactcctgga
tcaaagacat
gcctggageg
gagtggagcg
ccagctcgag
gaagattcca
gacaaacaaa
aagagtaaca
aagatggctg

aaaatcatca

494-17-PCT2-AGIRX ST25.txt

caattacggg
taaatggccc
atgttcccat
ggtaaactgc
acgtcaatga
ttcctacttg
ggcagtacat
ccattgacgt
gtaacaactc
taagcagagc
acctccatag
cggggatgcg
gctgcgeget
gccctgegea
tgacctgccc
cggctgeagg
cggtgcagct
ctgtgcactt
gcceccctcag
aggctgtgct
gccagtattc
gctctttcta
ctcaaacctt
ctgccgtggce
actcatcttt
tcacaacatg
gcctgaggca
agtggagccc
gaggtggagg
aagatgtagc
ttcggtacat
tgtgtgaaag
aaaaagatgg

ctggtctttt

gtcattagtt
gcctggetga
agtaacgcca
ccacttggca
cggtaaatgg
gcagtacatc
caatgggcgt
caatgggagt
cgccccattg
tcgtttagtg
aagacaccgg
gccgcetcgac
gctggctgec
ggaggtggcg
gggggtagag
ctcccacccc
ccacgactct
gctggtggat
caatgttgtt
cttggtgagg
ccaggagtcc
catagtgtcc
tcagggttgt
cagaaacccc
ctacagacta
gatggtcaag
cgtggtgcag
ggaggccatg
ttctggaggt
cgccccacac
cctcgacggce
cagcaaagag
atgcttccaa

ggagtttgag
page 22

catagcccat
ccgcccaacg
atagggactt
gtacatcaag
cccgectgge
tacgtattag
ggatagcggt
ttgttttggc
acgcaaatgg
aaccgtcaga
gactggacaa
gcatggagtg
ctgctggccg
agaggcgtgc
ccggaagaca
agcagatggg
ggaaactatt
gttccccccg
tgtgagtgag
aagtttcaga
cagaagttct
atgtgcgtcg
ggaatcttgc
cgctggctca
cggtttgagc
gacctccagc
cttcgtgcecc
ggcacgcctt
ggaggttctg
agacagccac
atctcagccc
gcactggcag
tctggattca

gtatacctag

atatggagtt
accceccgecc
tccattgacg
tgtatcatat
attatgccca
tcatcgctat
ttgactcacg
accaaaatca
gcggtaggcg
tcgcctggag
ttcgagcetceg
gtagccgagg
cgccgggagce
tgaccagtct
atgccactgt
ctggcatggg
catgctaccg
aggagcccca
gtcctcggag
acagtccggc
cctgccagtt
ccagtagtgt
agcctgatcc
gtgtcacctg
tcagatatcg
atcactgtgt
aggaggagtt
ggacagaatc
tcgagccagt
tcacctcttc
tgagaaagga
aaaacaacct
atgaggagac

agtacctcca

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

1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040



gaacagattt
gatccagttc
cacaaatgcc
aactcatctc
gcaaatgtag
tcgcggecge
cgceececcece
gtgcgtttgt
ggaaacctgg
gaatgcaagg
aaacaacgtc
tctgcggceca
acgttgtgag
aggggctgaa
gcacatgctt
gggacgtggt
attgaacaag
tatgactggg
caggggcgcec
gacgaggcag
gacgttgtca
ctcctgtcat
cggctgcata
gagcgagcac
catcaggggc
gaggatctcg
cgcttttctg
gcgttggcta
gtgctttacg

gagttcttct

gagagtagtg
ctgcagaaaa
agcctgctga
attctgcgca
catgggcacg
atcctctaga
ccecececcccc
ctatatgtta
ccctgtcttc
tctgttgaat
tgtagcgacc
aaagccacgt
ttggatagtt
ggatgcccag
tacatgtgtt
tttcctttga
atggattgca
cacaacagac
cggttctttt
cgcggctatc
ctgaagcggg
ctcaccttgc
cgcttgatcc
gtactcggat
tcgcgecagce
tcgtgaccca
gattcatcga
cccgtgatat
gtatcgccgce

ga

494-17-PCT2-AGIRX ST2S.txt

aggaacaagc cagagctgtg cagatgagta

aggcaaagaa tctagatgca ataaccaccc

cgaagctgca
gctttaagga
tcgagggatc
gtcgacccga
cctaacgtta
ttttccacca
ttgacgagca
gtcgtgaagg
ctttgcaggc
gtataagata
gtggaaagag
aaggtacccc
tagtcgaggt
aaaacacgat
cgcaggttct
aatcggctgc
tgtcaagacc
gtggctggcc
aagggactgg
tcctgecgag
ggctacctgc
ggaagccggt
cgaactgttc
tggcgatgcec
ctgtggcegg
tgctgaagag

tcccgattcg

ggcacagaac
gttcctgcag
ttccatacct
ccgcggacgce
ctggccgaag
tattgccgtc
ttcctaggygg
aagcagttcc
agcggaaccc
cacctgcaaa
tcaaatggct
attgtatggg
taaaaaaacg
gataagcttg
ccggecgcett
tctgatgccg
gacctgtccg
acgacgggcg
ctgctattgg
aaagtatcca
ccattcgacc
cttgtcgatc
gccaggctca
tgcttgccga
ctgggtgtgg
cttggcggceg

cagcgcatcg
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cagtggctgc
tccagcctga
accagttctg
tcgactgcag
ccgcttggaa
ttttggcaat
tctttcccct
tctggaagct
cccacctggce
ggcggcacaa
ctcctcaagce
atctgatctg
tctaggcccc
ccacaaccat
gggtggagag
ccgtgttcecg
gtgccctgaa
ttccttgege
gcgaagtgcc
tcatggctga
accaagcgaa
aggatgatct
aggcgcgceat
atatcatggt
cggaccgcta
aatgggctga

ccttctatcg

caaaagtcct
ctgacccaac
aggacatgac
gggctcttcg
cgcctgcagg
gaattaattc
taaggccggt
gtgagggccc
ctcgccaaag
tcttgaagac
gacaggtgcc
ccccagtgcec
gtattcaaca

gggccteggt

ccgaaccacg
gggatcggcc
gctattcggce
gctgtcagcg
tgaactgcag
agctgtgctc
ggggcaggat
tgcaatgcgg
acatcgcatc
ggacgaagag
gcccgacggce
ggaaaatggc
tcaggacata
ccgcttecte

ccttcttgac

2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3360
3420
3480
3540
3600
3660
3720
3780
3792



