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SEQUENCE LI STI NG

<110> VRIJE UNI VERSI TEI T BRUSSEL
OPUS NV

<120> Targeting of L-3-hydroxyacyl-coenzyme A dehydrogenase, short
chain (HADHSC) in disorders of glucose honmeostasis

<130> VUB-029- PCT

<150> 06447125.3
<151> 2006-11-24

<160> 29

<170> Patent!ln version 3.3
<210> 1

<211> 314

<212> PRT

<213> Hono sapi ens

<400> 1

Met Ala Phe Val Thr Arg G n Phe Met Arg Ser Val Ser Ser Ser Ser
1 5 10 15

Thr Ala Ser Ala Ser Ala Lys Lys Ile Ile Val Lys Hs Val Thr Va
20 25 30

lle Ay Gy Gy Leu Met Ay Ala Gy Ile Ala G n Val Ala Ala Ala
35 40 45

Thr Gy H's Thr Val Val Leu Val Asp Gn Thr Gu Asp Ile Leu Ala
50 55 60

Lys Ser Lys Lys Gy Ile Gu Gu Ser Leu Arg Lys Val Ala Lys Lys
65 70 75 80

Lys Phe Ala Gu Asn Pro Lys Ala Gy Asp Gu Phe Val G u Lys Thr
85 90 95

Leu Ser Thr Ala Thr Ser Thr Asp Ala Ala Ser Val Val His Ser

110

_;—
o —
[@X0]
—
o
o

Thr Asp Leu Val Val Gu Ala
115

Val G u Asn Leu Lys Val Lys Asn

_;—
o —
[e¥0]
-
\e)
(&)

G u Leu Phe Lys Arg Leu Asp Lys Phe Ala Ala Gu Hs Thr |le Phe
130 135 140

Ala Ser Asn Thr Ser Ser Leu G n Ille Thr Ser |le Ala Asn Ala Thr
145 150 155 160

Thr Arg G n Asp Arg Phe Ala Gy Leu H's Phe Phe Asn Pro Val Pro
165 170 175

Val Met Lys Leu Val Gu Val Ile Lys Thr Pro Met Thr Ser G n Lys
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180 185 190

Thr Phe G u Ser Leu Val Asp Phe Ser Lys Ala Leu Gy Lys His Pro
195 200 205

Val Ser Cys Lys Asp Thr Pro Gy Phe Ile Val Asn Arg Leu Leu Val
210 215 220

Pro Tyr Leu Met Gu Ala Ile Arg Leu Tyr Gu Arg Gy Asp Ala Ser
225 230 235 240

Lys Gu Asp Ile Asp Thr Ala Met Lys Leu Gy Ala Gy Tyr Pro Met
245 250 255

Gy Pro Phe Gu Leu Leu Asp Tyr Val Ay Leu Asp Thr Thr Lys Phe
260 265 270

Ile Val Asp Gy Trp Hs Gu Met Asp Ala Gu Asn Pro Leu His Gn
275 280 285

Pro Ser Pro Ser Leu Asn Lys Leu Val Ala G u Asn Lys Phe Gy Lys
290 295 300

Lys Thr Gy Gu Gy Phe Tyr Lys Tyr Lys
305 310

<210> 2

<211> 390

<212> PRT

<213> Honmp sapiens
<400> 2

Met Gy Arg Ala Gy Leu Gu Ala Pro Pro Pro Pro Cys Gy Val Thr
1

Gy Thr Pro Gy Ala Arg Gy Leu dn Gy Arg Val Gy Pro Arg Pro
20 25 30

Gn Ser Leu Ala Phe Arg Gy Cys Leu Pro Arg Ala Ser Ser Leu Pro
35 40 45

Gy Ser Pro Arg Cys Arg Arg Arg Cys His Thr Met Ala Phe Val Thr
50 55 60

Arg G n Phe Met Arg Ser Val Ser Ser Ser Ser Thr Ala Ser Ala Ser
65 70 75 80

Ala Lys Lys Ile Ile Val Lys H's Val Thr Val Ile Gy Gy Gy Leu
85 90 95

Met Gy Ala Gy Ile Ala Gn Val Ala Ala Ala Thr Gy His Thr Val
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Val

Ile

Pro

145

Thr

Leu

Ser

Phe

225

Vall

Thr

Al a
2

Ser

305

Asp

Leu

Trp

Leu

Leu

Lys

Ser

Al a

Asp

Leu

210

Al a

Val

Asp

Pro

Ay

Thr

Leu

His

Asn
370

Va
115

Al a
Thr

[le

Ay
Ile
Phe
Ay
Arg
Leu
Al a

Asp

Asp

Ser

Gy

Asp

Val

180

Phe

Ile

Leu

Lys

Ser

260

Phe

Leu

Gy

Met

Tyr

340

Met

Leu

Leu

Asp

Al a

Thr

Hi s

Thr

245

Lys

Ile

Tyr

Phe

Asp

Val

Thr

Arg

150

Al a

Asn

Al a

Ser

Phe

230

Pro

Al a

Va

Ser

310

Leu

Gy

Al a

Al a

Ser

Leu

Met

Leu

Asn

Arg

Leu

Gy

Leu
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Asp Ile Leu Ala Lys Ser

120

Val

Val

Val

Lys

Hi s

200

Asn

Thr

Gy

Arg

Asp

Lys

Al a

Asp

Asn

360

Asn

Al a

Gu

Val

Val

185

Thr

Asn

Pro

Ser

Phe

Gy

Gy

Thr

345

Pro

Lys

Lys

Lys

H s

170

Lys

Ile

Al a

Val

Hi s

Leu

Asp

Tyr

330

Thr

Leu

Phe

Lys

Thr

155

Ser

Asn

Phe

Thr

Pro

235

Lys

Pro

Va

Thr Gy

Pro

Lys

Hi s

Gy
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Thr

Al a

Thr

220

Vall

Thr

Vall

Pro

300

Ser

Met

Phe

125

Phe

Ser

Asp

Leu

Ser

205

Arg

Met

Phe

Ser Cy

Tyr

285

Ay

Lys

Gy

Ile

Pro

365

Lys

Lys

Al a

Thr

Leu

Phe
190

270

Leu

Asp

Pro
Val
350

Ser

Thr

Lys

Gu

Ile

Val

175

Lys

Thr

Asp

Leu

Ser

255

Lys

Met

Ser

Asp

Phe

335

Asp

Pro

Ay

Gy

Va

Arg

Ser

Arg

Va

240

Leu

Asp

Gy

Ser



Gy Phe Tyr
385

<210> 3

<211> 1929
<212> DNA
<213> Hono

<400> 3
ccecegecttg

cccgecccca
ctcectegetg
ccgtgtectce
cggt cat cgg
acacagt agt
aggaaagcct
aatttgtgga
acagcacaga
t caaaaggct
tgcagattac
tcttcaaccc
agaagacat t
gcaaggacac
tcaggctgta
gagccggtta
agt t cat cgt
catccttaaa
acaaat acaa
agccagt gcc
agtttaataa
cagt aat aga
tttctaaaca
tttttgtgaa
gt gcgagt gc
gt ggt at agt
ttttactacc
ttattcagct
gtttgcagga
gt ct gt gt ct

Lys Tyr
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Lys

390

sapi ens

t ggcgt cacg
gagt ct ggct
t cgcegeege
ctcgtccacc
cggcgggcetg
gttggtagac
t aggaaagt g
gaagaccct g
cttggtggtyg
ggacaagttt
aagcat agct
agtgcctgtc
tgaatctttg
tcctgggttt
t gaacgaggt
ccccat ggge
ggat gggt gg
taagct ggt a
gtgatgtgca
ccgagt gect
atgtgcattt
ttctccatta
gctttacacc
gaattgccta
accatgctca
ct gt gaagca
tgcagctttg
cgt cgt gaag
ggtcggtttt
tttttccatg

gggacgccgg
ttccgegget

t gccacacca
gcet cggect
at gggcgecg
cagacagagg
gcaaagaaga
agcaccat ag
gaagccat cg
gct get gaac
aat gccacca
at gaaacttg
gtagacttta
att gt gaacc
gacgcat cca
ccatttgagc
cat gaaat gg
gcagagaaca
gcttctcegg
gt gggaat gc
tgatt gt aat
agaaat aatt
cttggtgcct
gattccttct
ctgttgctge
ct gcagcgag
agtcttgecec
at gct gct gc
catggtcatt

agaaat cact

gggcgegegg
gcccgecet ¢g
tggcct t cgt
cggccaagaa
gcattgccca
acat cct ggc
agtttgcaga
cgaccagcac
t ggagaat ct
atacaatctt
ccagacaaga
t ggaggt cat
gcaaagccct
gcet cct ggt
aagaagacat
ttctagatta
at gcagagaa
agttcggcaa
ct ct gagaag
tctttggtca
ct at cgaagt
ccectttttta
t ggagcaaac
ct cat caacg
gt gggagagt
cagcacct gg
tacattttgg
t gaat gggt ¢
cagttccaca

gttgcaaatt
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gctgcaggge
cgegtcttcce
caccaggcag
gat aatcgtc
ggttgctgcea
aaaat ccaaa
aaaccttaag
ggat gcagcece
gaaggt gaaa
t gccagcaac
ccgat t cget
t aaaacacca
aggaaagcat
tccatacctc
t gacact gct
t gt cggact g
cccatt acat
gaagact gga
aacacct gag
gacat t ccct
gattattaca
gtctgttcat
atgttttttg
ggaaagt act
cacaagccac
atcttgectt
gcat gacat a
agcatatctc
gat ct gaat g

gcct at aaat

cgcgt aggt ¢
ct gccegggt
ttcatgegtt
aagcacgt ga
gcaactggtc
aagggaattg
gccggegatg
tcegttgtcec
aacgagct ct
acttcctcct
ggcct ccat t
at gaccagcc
cetgtttcett
at ggaagcaa
at gaaattag
gat act acga
cagcccagcec
gaaggatttt
agcgctttcce
cacacagt ac
ccagttacag
ttctgtgtat
aaccttgtca
tcctct gaga
t ggcaagcaa
t at aagaaca
agat gt gt ct
tgtttgcatg
attactgt ct

t gact ct act

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
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aaaataacaa tgtttcagtc tgaaaatttg aattgaaaaa aatgtataat ataaaattgt

aatacactca aatgattata aaagtaaaag ttggtaattt aggcagaagc taaaaaaaaa

aaaaaaaaa

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

<220>
<223>

<400>

4
19

DNA
Artificia

si BRNA target sequence from human HADHSC cDNA
4

ccaagaagat aatcgtcaa

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

<220>
<223>

<400>

5

19

DNA
Artificia

si RNA target sequence from human HADHSC cDNA
5

cct cggecaa gaagat aat

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

<220>
<223>

<400>

6

19

DNA
Artificia

si BRNA target sequence from human HADHSC cDNA
6

gcct cggcca agaagat aa

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

<220>
<223>

<400>

7

19

DNA
Artificia

si BRNA target sequence from human HADHSC cDNA
7

acacagtagt gttggtaga

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

<220>
<223>

<400>

8

25

DNA
Artificia

si BRNA target sequence from human HADHSC cDNA
8

catgaaactt gtggaggtca ttaaa

<210>

9
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1860
1920
1929

19

19

19

19

25
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<211> 21
<212> DNA
<213> Artificia

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 9
tgaaacttgt ggaggtcatt a

<210> 10

<211> 19

<212> DNA

<213> Artificial

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 10
aaacttgtgg aggtcatta

<210> 11

<211> 25

<212> DNA
<213> Artificia

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 11
tagactttag caaagcccta ggaaa

<210> 12

<211> 22

<212> DNA
<213> Artificia

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 12
aagccct agg aaagcat cct gt

<210> 13

<211> 21

<212> DNA

<213> Artificial

<220>
<223> i RNA target sequence from human HADHSC cDNA

<400> 13
catacctcat ggaagcaatc a

<210> 14

<211> 23

<212> DNA
<213> Artificia

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 14
cat ggaagca atcaggctgt atg
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<210>
<211>
<212>
<213>

<220>
<223>

<400>
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15

25

DNA
Artificial

si BRNA target sequence from human HADHSC cDNA
15

ccatgggccc atttgagett ctaga

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

<220>
<223>

<400>

16

25

DNA
Artificia

si BRNA target sequence from human HADHSC cDNA
16

tgggcccatt tgagcttcta gatta

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

<220>
<223>

<400>

17

25

DNA
Artificia

si BRNA target sequence from human HADHSC cDNA
17

gggcccattt gagettctag attat

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

<220>
<223>

<400>

18

21

DNA
Artificia

si RNA target sequence from human HADHSC cDNA
18

ccatttgagc ttctagatta t

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

<220>
<223>

<400>

19

23

DNA
Artificia

si BRNA target sequence from human HADHSC cDNA
19

tat gt cggac tggatactac gaa

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

<220>
<223>

20

23

DNA
Artificia

si RNA target sequence from human HADHSC cDNA
Page 7

25

25

25

21

23



Phoeni xTenmp21096. t np. t xt

<400> 20
gactggatac tacgaagttc atc

<210> 21

<211> 21

<212> DNA

<213> Artificial

<220>
<223> i RNA target sequence from human HADHSC cDNA

<400> 21
act ggat act acgaagttca t

<210> 22

<211> 21

<212> DNA
<213> Artificia

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 22
t aaat aagct ggt agcagag a

<210> 23

<211> 23

<212> DNA
<213> Artificia

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 23
aagct ggt ag cagagaacaa gtt

<210> 24

<211> 23

<212> DNA

<213> Artificial

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 24
cactggcaag caagtggtat agt

<210> 25

<211> 23

<212> DNA
<213> Artificia

<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 25
aagcaagtgg tatagtctgt gaa

<210> 26
<211> 23
<212> DNA
<213> Artificia
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<220>
<223> si RNA target sequence from human HADHSC cDNA

<400> 26
aagt ggt ata gt ct gtgaag cac

<210> 27

<211> 19

<212> DNA
<213> Artificia

<220>
<223> shRNAI agai nst human HADHSC

<400> 27
at acagt agt gttggtgga

<210> 28

<211> 19

<212> DNA
<213> Artificia

<220>
<223> shRNAI agai nst human HADHSC

<400> 28
agcgaggcga tgcatctaa

<210> 29

<211> 19

<212> DNA
<213> Artificia

<220>
<223> shRNAi scranbl ed

<400> 29
gagcat gcga gccatgeac
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23

19

19

19



