<110>

<120>

<130>

<150>
<151>

<160> ©6
<170>
<210> 1
<211>

<212>
<213>

DNA
<400> 1

atggacacta
gccactgatg
tcaggcgaga
ctgatcacaa
gatctgtccet
gatgaaagcc
cacagctcgg
tatgccaatc
agcttccagc
gtggagcgcg
ctcggtatta
gtcgacctta
gagatgaact
gattttgtta
gccgtcgaca
gcgcttgcta
ggctatgggt

acgttgactt
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26436WO

EP07119622.4
2007-10-30

ctttccaagc
cccaaggcca
agcaaccaca
ccatcgeccge
ctatcgcece
cgctggacga
gcacctccta
ctgagaatga
ccggtaccgg
ttactggtgg
cagattctca
accccagtga
tgcggggcecg
aaattctgcg
atatgttcca
gtcctctagg
tgggcggttt

gg9ggcggtagg

SEQUENCE LISTING
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Penicillium chrysogenum

cgccatcgac
cttcgtcectac
gcagctcgat
cctccagtgce
agagctcgeg
tccaccagcec
ccatttcctg
aaaacctcgt
ctggatgtac
caccttgatg
gttctaccct
cceceggtget
tggtgccttt
ctcgctgctg
gcaacacctt
gccottttte
gttgacgctt

cttgacgctc

acaggcaaga
aacaaggcaa
gatgtgctgt
gtcgaagatg
gcaaagtatg
cgccccatca
gacccgtceca
ctcgttgagg
ggacccggtce
gagttcatgc
gttacccgtg
cttggtagtg
ggtggtcacg
gctaatgatg
ggtcctgaag
cgcgtcggga
gaggatgttg

acttggttca

FERMENTATIVE PRODUCTION OF SIMVASTATIN

tcaacggcgc
ccggagagcyg
acctagccte
gcctactaag
tcctecactgg
ccctcaagat
tcgccaagtg
agatgttcac
ttgactgggc
agaagcgcat
aggatctgcg
ccgtgatcgg
ggttgttett
gcatgttgct
cggcggcaag
cagacccgga
atggctggta

ttgatcggaa

tgtagtctgt
cacgctactc
agccacaaaa
cctagacggc
ctttaccgac
gctgcttaca
gcgtgcgcag
ctacccgcetce
tggccgtgtg
ctttgatceg
agcccgactce
cggtggcggce
gaccggcttg
caagccagct
ccaccgagcet
aacgaaggtt
tggcgagcgg

gaacaacctc

60
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tgtggcgttg gcgctatcca ggctgtgectg ccggtcgatg gagacttgat ggccgatctg

aagcaaacct tccgccatga tatttaccgc aaatatagcg cgtggaaggg tcagcagtag

<210> 2

<211> 1200
<212> DNA
<213>

<400> 2
atggacacta

gccactgatg
tcaggcgaga
ctgatcacaa
gatctgtccet
gatgaaagcc
cacagctcgg
tatgccaatc
agcttccagc
gtggagcgcg
ctcggtatta
gtcgacctta
gagatgaact
gattttgtta
gccgtcgaca
gcgcttgcta
ggctatgggt
acgttgactt
tgtggcgttg
aagcaaacct
<210> 3

<211> 399

<212> PRT
<213>

ctttccaagc
cccaaggcca
agcaaccaca
ccatcgeccge
ctatcgcece
cgctggacga
gcacctccta
ctgagaatga
ccggtaccgg
ttactggtgg
cagattctca
accccagtga
tgcggggccg
aaattctgcg
atatgttcca
gtcctctagg
tgggcggttt

g9g9gcggtag
gcgctatcca

tcecgeccatga

Penicillium chrysogenum

cgccatcgac
cttcgtcectac
gcagctcgat
cctcecagtge
agagctcgeg
tccaccagcece
ccatttectg
aaaacctcgt
ctggatgtac
caccttgatg
gttctaccct
cceceggtget
tggtgecttt
ctcgectgctg
gcaacacctt
gcecttttte
gttgacgctt
cttgacgctc
ggctgtgcetg

tatttaccgc

Penicillium chrysogenum

acaggcaaga
aacaaggcaa
gatgtgctgt
gtcgaagatg
gcaaagtatg
cgccccatca
gacccgtcca
ctcgttgagg
ggacccggtce
gagttcatgc
gttacccgtg
cttggtagtg
ggtggtcacg
gctaatgatg
ggtcctgaag
cgcgtcggga
gaggatgttg
acttggttca
ccggtcecgatg

aaatatagcg

tcaacggcgc
ccggagagcyg
acctagcctce
gcctactaag
tcctcactgg
ccctcaagat
tcgccaagtg
agatgttcac
ttgactgggc
agaagcgcat
aggatctgcg
ccgtgatcgg
ggttgttett
gcatgttgct
cggcggcaag
cagacccgga
atggctggta
ttgatcggaa
gagacttgat

cgtggaaggg

tgtagtctgt
cacgctactc
agccacaaaa
cctagacggc
ctttaccgac
gctgcttaca
gcgtgcgcag
ctacccgcetce
tggccgtgtg
ctttgatceg
agcccgactce
cggtggcgge
gaccggcttg
caagccagct
ccaccgagct
aacgaaggtt
tggcgagcgg
gaacaacctc
ggccgatctg

tcagcagtag

1140

1200

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200



<400>

3

Met Asp Thr

1

Ala

Ala

Leu

Ile

65

Asp

Gly

Ile

Phe

Glu

145

Ser

Ala

Met

Tyr

Val

Thr

Asp

50

Ala

Leu

Phe

Thr

Leu

130

Asn

Phe

Gly

Gln

Pro
210

Val

Gly

35

Asp

Ala

Ser

Thr

Leu

115

Asp

Glu

Gln

Arg

Lys

195

Val

Thr

Cys

20

Glu

Val

Leu

Ser

Asp

100

Lys

Pro

Lys

Pro

Val

180

Arg

Thr

Phe

Ala

Arg

Leu

Gln

Ile

85

Asgp

Met

Ser

Pro

Gly

165

Val

Ile

Arg

Gln

Thr

Thr

Tyr

Cys

70

Ala

Glu

Leu

Ile

Arg

150

Thr

Glu

Phe

Glu

Ala

Asp

Leu

Leu

55

Val

Pro

Ser

Leu

Ala

135

Leu

Gly

Arg

Asp

Asp
215

Ala

Ala

Leu

40

Ala

Glu

Glu

Pro

Thr

120

Lys

Val

Trp

Val

Pro

200

Leu

Ile

Gln

25

Ser

Ser

Asp

Leu

Leu

105

His

Trp

Glu

Met

Thr

185

Leu

Arg

Asp

10

Gly

Gly

Ala

Gly

Ala

90

Asp

Ser

Arg

Glu

Tyr

170

Gly

Gly

Ala

Thr

His

Glu

Thr

Leu

75

Ala

Asp

Ser

Ala

Met

155

Gly

Gly

Ile

Arg

Gly

Phe

Lys

Lys

60

Leu

Lys

Pro

Gly

Gln

140

Phe

Pro

Thr

Thr

Leu
220

Lys

Val

Gln

45

Leu

Ser

Tyr

Pro

Thr

125

Tyr

Thr

Gly

Leu

Asp

205

Val

Ile

Tyr

30

Pro

Ile

Leu

Val

Ala

110

Ser

Ala

Tyr

Leu

Met

190

Ser

Asp

Asn

15

Asn

Gln

Thr

Asp

Leu

95

Arg

Tyr

Asn

Pro

Asp

175

Glu

Gln

Leu

Gly

Lys

Gln

Thr

Gly

80

Thr

Pro

Hisg

Pro

Leu

160

Trp

Phe

Phe

Asn



Pro Ser Asp Pro Gly Ala Leu Gly Ser Ala Val Ile Gly Gly Gly Gly
225 230 235 240

Glu Met Asn Leu Arg Gly Arg Gly Ala Phe Gly Gly His Gly Leu Phe
245 250 255

Leu Thr Gly Leu Asp Phe Val Lys Ile Leu Arg Ser Leu Leu Ala Asn
260 265 270

Asp Gly Met Leu Leu Lys Pro Ala Ala Val Asp Asn Met Phe Gln Gln
275 280 285

His Leu Gly Pro Glu Ala Ala Ala Ser His Arg Ala Ala Leu Ala Ser
290 295 300

Pro Leu Gly Pro Phe Phe Arg Val Gly Thr Asp Pro Glu Thr Lys Val
305 310 315 320

Gly Tyr Gly Leu Gly Gly Leu Leu Thr Leu Glu Asp Val Asp Gly Trp
325 330 335

Tyr Gly Glu Arg Thr Leu Thr Trp Gly Gly Gly Leu Thr Leu Thr Trp
340 345 350

Phe Ile Asp Arg Lys Asn Asn Leu Cys Gly Val Gly Ala Ile Gln Ala
355 360 365

Val Leu Pro Val Asp Gly Asp Leu Met Ala Asp Leu Lys Gln Thr Phe
370 375 380

Arg His Asp Ile Tyr Arg Lys Tyr Ser Ala Trp Lys Gly Gln Gln

385 390 395
<210> 4

<211> 1351

<212> DNA

<213> Penicillium chrysogenum

<400> 4
atgtctctca atgcgcaagt ccattcgcat atctgtgata ttatagacaa agcctgcgaa 60
gaccaaaaga ccggtattcc cggaaccacg gtcgtggtcg tcggtaaaga tggcaatgaa 120

ctactcgeece attctgcggg caagcgaggc acgggatcca aagaccctat gaccttggac 180



aacatcttcet
gttgagcagg
ttgaagggtc
accctgegta
ttgaggcagt
aagatacctc
tcagagccat
ctggaacgtg
cttggcatca
atgaatgctc
ctggttgttg
ggtgtatttg
ggattccaca
gtgccctaga
ccagattcca
gaccaacccc
cacttttatg
tggcctgeeg
tacacagatt
tgagatttac
<210> 5

<211> 1245
<212> DNA
<213>

<400> b5
atgtctctca

gaccaaaaga
ctactcgecc

aacatcttct

gttgagcagg

ggattgcatc
gtgttctcaa
tccaggttcet
tgctgttgac
ggtcgtaccc
tgctattcca
gagatgcatc
cagcgggtcet
aggacatgtc
gaagccccga
acccggagaa
ccaagccgca
cactgacttg
acaggtagca
cggttccccea
attgctgagc
ttgagcaatg
aatttgtggt
ctgccatttg

aaagctctca

atgcgcaagt
ccggtattcec
attctgcggg
ggattgcatc

gtgttctcaa

ttgcactaag
gctggatgac
gctgccagat
ccatactgcce
ggtgggcatg
acctggtgaa
gctaatgtgg
gaccctcaac
catgatccca
cggcaccctg
cgaggctgaa
tgaatattgt
tctecegecaga
agttgcttcg
actacggccg
aataccatgt
gcggtgcgac
ggtgggcgga
cggacgtcaa

gtgaggcttg

Penicillium chrysogenum

ccattcgcat
cggaaccacg
caagcgaggc
ttgcactaag

gctggatgac

atgctggttg
gcagagcaga
ggtagcttcg
ggattcggagt
gatgagttct
ggttgggaat
aaggttggca
gactacctgc
agtcatgata
aggccccgag
gtcgccagag
agtgagttgc
ggcccettget
caaggaaacc
tcaaagcatt
cccagggaac
tgggcggtcg
cagggagaag
ggtgtttgag

a

atctgtgata
gtcgtggtcg
acgggatcca
atgctggttg

gcagagcaga

gtgttgcttg
cggagagtct
aggagaagaa
attcattttt
ctgggcggat
atggtgtaag
tcgactgggce
aaaagaacat
tgcgccagag
agcatcttct
tgtttaacag
gtgtagctcc
gtgctgttaa
gtggacgaaa
ccagctgcca
ccgccacagg
actagcacag
ggtgttgcgg

ctatgggaag

ttatagacaa
tcggtaaaga
aagaccctat
gtgttgcttg

cggagagtct

catgcaactg
ttgccctgaa
gcatgggatt
caacgaaaga
tgaagatatg
tatggtatat
gggaatcgca
ctttectgecce
gctggcgtac
tcgggcgect
cggcggtgeg
gataccgaca
acgatgggac
tgttctctaa
aaccggacct
gttggggcct
ggcactgggc
gcatggtgtg

cagttgaggc

agcctgcgaa
tggcaatgaa
gaccttggac
catgcaactg

ttgccctgaa

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1351

60

120

180

240

300



ttgaagggtc
accctgcegta
ttgaggcagt
aagatacctc
gcgggaatcg
atctttctge
aggctggcgt
cttcgggcgce
agcggcggtg
ttaaacgatg
gaaatgttct
gccaaaccgg
cagggttggg
acagggcact
gcgggcatgg
gaagcagttg
<210> 6

<211> 414
<212> PRT
<213>
<400> 6

Met Ser Leu

1

Lys Ala Cys

Val Vval Gly

35

Arg Gly Thr

50

Ile Ala Ser

tccaggttct
tgctgttgac
ggtcgtaccc
tgctattcca
cactggaacg
ccettggeat
acatgaatgc
ctctggttgt
cgggtgtatt
ggacgtgccc
ctaaccagat
acctgaccaa
gcctcacttt
gggctggcect
tgtgtacaca

aggctgagat

Asn Ala

Glu
20

Asp
Lys Asp
Ser

Gly

Cys Thr

Gln

Gln

Gly

Lys

Lys

gctgccagat
ccatactgcc
ggtgggcatg
acctggtgaa
tgcagcgggt
caaggacatg
tcgaagccecec
tgacccggag
tgccaagceg
tagaacaggt
tccacggtte
ccccattget
tatgttgagc
gccgaatttg
gattctgcca

ttacaaagct

Penicillium chrysogenum

Val His

Thr

Lys

Glu
40

Asn

Asp Pro

55

Met Leu

ggtagcttcg
ggattcgggt
gatgagttct
ggttgggaat
ctgaccctca
tcecatgatcec
gacggcaccc
aacgaggctg
catgaatatt
agcaagttgc
cccaactacg
gagcaatacc
aatggcggtg
tggtggtggg
tttgcggacg

ctcagtgagg

His Ile

10

Ser

Gly Ile Pro

25

Leu Leu Ala

Met Thr Leu

Val Gly Vval

aggagaagaa
attcattttt
ctgggcggat
atggtgttgg
acgactacct
caagtcatga
tgaggccceg
aagtcgccag
gtaaggccct
ttcgcaagga
gccgtcaaag
atgtcccagg
cgactgggcg
c¢ggacaggga
tcaaggtgtt

cttga

Cys Asp Ile

Thr Thr

30

Gly

Ser Ala

45

His

Asp Asn Ile

60

Ala Cys Met

gcatgggatt
caacgaaaga
tgaagatatg
catcgactgg
gcaaaagaac
tatgcgccag
agagcatctt
agtgtttaac
tgctgtgctg
aaccgtggac
cattccagct
gaacccgcca
gtcgactagc
gaagggtgtt

tgagctatgg

Ile
15

Asp
Val Vval
Gly Lys
Phe

Trp

Gln Leu

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1245



65

Val

Leu

Phe

Thr

Ser

145

Lys

Gly

Leu

Asp

Met

225

Leu

Arg

Tyr

Thr

Glu

Cys

Glu

Ala

130

Tyr

Ile

Ile

Asn

Met

210

Asn

Arg

Val

Cys

Gly
290

Gln

Pro

Glu

115

Gly

Pro

Pro

Asp

Asp

195

Ser

Ala

Ala

Phe

Lys

275

Ser

Gly

Glu

100

Lys

Phe

Val

Leu

Trp

180

Tyr

Met

Arg

Pro

Asn

260

Ala

Lys

Val

85

Leu

Lys

Gly

Gly

Leu

165

Ala

Leu

Ile

Ser

Leu

245

Ser

Leu

Leu

70

Leu

Lys

His

Tyr

Met

150

Phe

Gly

Gln

Pro

Pro

230

Val

Gly

Ala

Leu

Lys

Gly

Gly

Ser

135

Asp

Gln

Ile

Lys

Ser

215

Asp

Val

Gly

Val

Arg
295

Leu

Leu

Ile

120

Phe

Glu

Pro

Ala

Asn

200

His

Gly

Asp

Ala

Leu

280

Lys

Asp

Gln

105

Thr

Phe

Phe

Gly

Leu

185

Ile

Asp

Thr

Pro

Gly

265

Leu

Glu

Asp

Val

Leu

Asn

Ser

Glu

170

Glu

Phe

Met

Leu

Glu

250

Val

Asn

Thr

75

Ala

Leu

Arg

Glu

Gly

155

Gly

Arg

Leu

Arg

Arg

235

Asn

Phe

Asp

Val

Glu

Leu

Met

Arg

140

Arg

Trp

Ala

Pro

Gln

220

Pro

Glu

Ala

Gly

Asp
300

Gln

Pro

Leu

125

Leu

Ile

Glu

Ala

Leu

205

Arg

Arg

Ala

Lys

Thr

285

Glu

Thr

Asp

110

Leu

Arg

Glu

Tyr

Gly

190

Gly

Leu

Glu

Glu

Pro

270

Cys

Met

Glu

95

Gly

Thr

Gln

Asp

Gly

175

Leu

Ile

Ala

His

Val

255

His

Pro

Phe

80

Ser

Ser

His

Trp

Met

160

Val

Thr

Lys

Tyr

Leu

240

Ala

Glu

Arg

Ser



Asn

305

Ala

Gly

Gly

Asn

Cys

385

Glu

Gln

Lys

Asn

Ala

Leu

370

Thr

Ala

Ile

Pro

Pro

Thr

355

Trp

Gln

Val

Pro

Asp

Pro

340

Gly

Trp

Ile

Glu

Arg

Leu

325

Gln

Arg

Trp

Leu

Ala
405

Phe

310

Thr

Gly

Ser

Ala

Pro

390

Glu

Pro

Asn

Trp

Thr

Asp

375

Phe

Ile

Asn

Pro

Gly

Ser

360

Arg

Ala

Tyr

Tyr

Ile

Leu

345

Thr

Glu

Asp

Lys

Gly

Ala

330

Thr

Gly

Lys

Val

Ala
410

Arg

315

Glu

Phe

His

Gly

Lys

395

Leu

Gln

Gln

Met

Trp

Val

380

Val

Ser

Ser

Tyr

Leu

Ala

365

Ala

Phe

Glu

Ile

His

Ser

350

Gly

Gly

Glu

Ala

Pro

Val

335

Asn

Leu

Met

Leu

Ala

320

Pro

Gly

Pro

Val

Trp
400



