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Apéndices

1. MAPA DE RESTRICCION DE LOS VECTORES PLASMIDICOS

% Vector Bluescript (pBS)5tratagene, ref. 212205) para subclonaje

pBluescript® Il KS (+/-) Phagemids

71 (-) on

ampicilling lacZ'
— Sac |
pBluescript Il KS (+/-) | M©°
3.0 kb ~Kpnl
\ P lac
1
pUC on-
pBluescript Il KS (+/-) Multiple Clening Site Region
(sequence shown 598-826)
Mt
Bs=H T7 Promoter - Sac | BetX | Sac | | lE:g Tb: |
T > [ Lo
TTGTAAAACGACGGCCAGTGAGCGCGCGTAATACGAGT GAGTATAGGGGGAAT TGGAGC TCCACCGCGGTGGOGGCOGETCTAGA. . .
M3 20 primer binding =12 T7 primer binding i SK primer binding site
rogy el dpal
Spe BomH Sma Pst | Fcof | FeoRW  Hind EII:) oel Sal Yho 5.2\\Jm IKPr

| | | | I | | | | | | |
. .ACTAGTGGATCCCCCGGGCTGCAGGAAT TCGATAT CAAGCTTATCGATACCGTCGACCT CGAGGGGGGGCCCGGTACC. ..

5K primer binding == RS primer Binding 5%

< T3 Promoter Iflssl' -qal o-fragment
.. .CAGCTTTTGTTCCCTTTAGTGAGGGTTAATTGCGCGCTTGGCGTAATCATGGTCATAGCTGTTTCC
T Bnding o T e ere b e

% Vector pYES 2.(nvitrogene, ref. V825-20) de expresion®n cerevisiae

Map of pYES2 The figure below summarizes the features of the pYES2 vector. The sequence for
pYES2 is available for downloading from our Web site (www.invitrogen.com) or
from Technical Service (see page 17).

SnaB |

Comments for pYES2:
5856 nucleotides

GALT promoter: bases 1451

T7 promoter/priming site: bases 475-494
Multiple cloning site: bases 501-600

CYC1 transcription terminator: bases 608-856
pUC origin: bases 1038-1711

Ampicillin resistance gene: bases 1856-2716 (C)
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2. OLIGONUCLEOTIDOS

OLIGONUCLEOTIDOS
CPT1A

SECUENCIA (5' » 3)

CPT1A.C608A.for
CPT1A.C608A.rev
CPT1A.R243T .for
CPT1A.R243T.rev
CPT1A.W682A .for
CPT1A.W682A.rev
CPT1A.A478G.for
CPT1A.A478G.rev
CPT1A.M593S.for
CPT1A.M593S.rev
CPT1A.M593R.for
CPT1A.M593R.rev
CPT1A.M593K.for
CPT1A.M593K.rev

5" GAG ACT GTA CGC TCC GCECT TAT GGAGTCCTGC 3

5'G CAG GAC TCC ATA AGT GGGGA GCG TAC AGT CTC 3’

5' GAA TAT ATC TAC CTG ACG5GC CGA GGG CCG CTC &

5" GAG CGG CCC TCG GCC CGT CAG GEBAT ATATTC 3

5" GAG GTATTG TCT GAG CCA GCBGG TTG TCT ACG AGC 3’

5' GCT CGT AGA CAA CCT CGC TGG CTAIGA CAATAC CTC 3

5" CAC TCC TGG GCG GAG_G&CCC ATC GTG GGC CATTTG 3

5' CAA ATG GCC CAC GAT GGG CCC CTIC CCA GGA GTG3’

5'CTC ACA TAT GAG GCC TCC AGACC CGG CTC TTC CGA GAAGG 3
5"CC TTC TCG GAA GAG CCG GGT ACTeA GGC CAC ATATGT GAG 3
5' CTC ACA TAT GAG GCC TCC AGACC CGG CTC TTC CGAGAAGG 3
5"CC TTC TCG GAA GAG CCG GGT CCTs8 GGC CAC ATATGT GAG 3’
5" CTC ACA TAT GAG GCC TCC AG ACCCGG CTC TTC CGAGAAGG ¥
5" CC TTC TCG GAA GAG CCG GGT CTTGA GGC CAC ATATGT GAG &

OLIGONUCLEOTIDOS
CPT1B

SECUENCIA (5’ - 3)

CPT1HindIll.ATG.for
CPT1BHindlIll.rev
CPT1B.AAAA for
CPT1B.AAAA.rev
CPT1BMsd.rev
CPT1B.H473A.for
CPT1B.H473A.rev
CPT1B.H477A for
CPT1B.H477A.rev
CPT1B.R655N.for
CPT1B.R655N.rev
CPT1B.TET602-604VDN.for
CPT1B.TET602-604VDN.rev
CPT1B.H279A for
CPT1B.H279A.rev
CPT1B.H483A .for
CPT1B.H483A.rev
CPT1B.M593S.for
CPT1B.M593S.rev

CPT1B.COT GGG709-711QGV.for
CPT1B.COT GGG709-711QGV.rev
CPT1B.CrAT GGG709-711VMF.for
CPT1B.CrAT GGG709-711VMF.rev

5" TCG ATA AGC TTA TAA A AT GGC GGA AGC ACACCAGGC AG 3
5" GGG ACAGGAAGC TTG GGC 3
5" CGA CAG GCATCT TCCTCT TCC GAC AAAC 3
5 GTT TGA CGG AAG AGG AAG ATGCCTGTC G 3
5 CTT GTT GGC TCG TGT TCT TAATAAGC 3
5" CAG CTG GGC CTC AAC ACA GAA GCTCA TGG GCA GAT GCT CCC ¥
5" GGG AGC ATC TGC CCATGA GGC TTIGGT GTT GAG GCC CAG CTG 3’
5" AAC ACA GAA CAC TCA TGG GCA GCGCT CCC ATC ATC GGT CACCTC 3’
5" GAGGTGACCGATGATGGGAGCAGCTGCCCARGTGTTCTGTGTT &
5" GCC ATG ACA GGG GCT GGG ATC GAXAC CAC CTC TTC TGC CTC 3’
5' GAG GCA GAA GAG GTG GTT GTC GAOTCC AGC CCC TGT CAT GGC &
5" ATG TTC CGA GAG GGG CG&IA GAC AAT GTG CGT TCC TGT ACT AGC &
5" GCT AGT ACA GGA ACG CAERTT GTC TAC CCG CCC CTC TCG GAA CAT 3’
5'G GGA AAC ACC GTT GCGCC ATG AT 3
5" AT CAT GGC GGC AAC GGT GTT TCCZX
5'GCT CCC ATC ATC GGT GCCTC TGG GAG TTC G &
5'C GAA CTC CCA GAG GGC ACC GAT GAGGG AGC &
5'CTG ACC TAT GAG GCC TCC AGECA AGA ATG TTC CGA GAG 3’
5" CTC TCG GAA CAT TCT TGT GCT GG3GC CTC ATAGGT CAG 3
5" AATCATCTGGGTGCTCAAGGTCTTTGGTCCTGTGGCC 3
5" GGCCACAGGACCAAAGACRTTGAGCACCCAGATGATT 3
5" AATCATCTGGGTGCTGTARGTTCTTTGGTCCTGTGGCC 3’
5" GGCCACAGGACCAAAGAAMITACAGCACCCAGATGATT 3

224



Apéndices

Los nucledtidos marcados en negrita correspondinsgcuencia para una eficiente
traduccién de las proteinas en levaduras.

Los nucledtidos subrayados son los mutados comelld cambiar un amino acido
original por otro de interés (tal y como se indécael nombre del oligonucleétido). Los
otros oligonucledtidos, se utilizaron para la seciscion del cDNA.

3. SECUENCIAS

3.1Secuencia de CPT1A de rata

Secuencia de la carnitina palmitoiltransferasa hidmdo de rata (CPT1A), publicada
por Esserf{sser, 1995 con nimero de acceso en GeneBank Data LibraBigs36.

DEFINICION: mRNA de carnitina palmitoiltransferasa&DNAs completos.
NUMERO DE ACCESO: L07736

FUENTE: cDNA correspondientes a mRNA de higado dehn adulto de Rattus
norvegicus.

AUTORES: Esser,V., Britton,C.H., Weis,B.C., FodieYy. and McGarry,J.D.

TITULO: Cloning, sequencing and expression of a éD&hcoding rat liver carnitine
palmitoyltransferase I. Direct evidence that a Emuplypeptide is involved in inhibitor
interaction and catalytic function.

PUBLICACION: J. Biol. Chem268, 5817-5822 (1993).
ZONA CODIFICANTE: 103 — 2424 (773 aminoacidos).

" MAEAHQAVAFQFTVTPDGE DLRLSHEALKQ CLSGLHSVKKKFI RFKNG | TGVFPA
NPSSWLI VWGVI SSMHAKVDPSLGM AKI SRTLDTTGRMSSQTKNI VSGVLFGTGLW
VAVI MI'VRYSLKVL L SYHOGAWFAEHGKMSRSTKI WWAMKVL SGRKPMLYSFQT SLPR
L PVPAVKDTVSRYL ESVRPL MKEEDFQRMI'AL AQDFAVNL GPKL QAY LKL KSWAATNY
VSDWAEEY! YLRGRGPLMVNSNYYAMEMLYI TPTH QAARAGNTI HAI LLYRRTLDRE
ELKPI RLLGSTI PLCSAQNERLFNTSRI PGEETDTI QHI KDSRHI VWYHRGRYFKVWL
YHDGRL L RPREL EQQMVQQ L DDPSEPQPGEAKL AAL TAADRVPWAKCROT YFARGKNK
QSLDAVEKAAFFVTLDESEQGYREEDPEAS| DSYAKSL L HGRCFDRWFDKSI TFVWFK
NSKI G NAEHSWADAPI VGHLVEYVNVATDVFQL GYSEDGHCKGDTNPNI PKPTRLQAD
| PGECQEVI DASL SSASLLANDVDLHSFPFDSFGKGLI KKCRTSPDAFI QLALQLAHY
KDMGEKFCLTYEASMIRLFREGRTETVRSCTMESCNFVQAMVDPKSTAEQRLKLFKI AC
EKHQHLYRLAMIGAG DRHLFCL YVVSKYLAVDSPFLKEVL SEPWRL STSQTPQQRQVE
L FDFEKNPDYVSCGGEG-GPVADDGYGVSYI | VGENFI HFHI SSKFSSPETDSHRFGKH
LRQAMVDI | TLFGLTI NSKK"
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RECUENTO DE BASES: 1109 a; 1115 ¢; 1121 g; 1032 t

1 agtcggtcga ctccgagctc

61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961

1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161
2221
2281
2341
2401

tgcttgctcc
gct gt ggect
gccct caaac
aagaat ggca
gt gggt gt ga
at cagt cgga
ggcgt cctct
aaggt gct gc
accaagat ct
tt ccagacgt
ctggaatctg
caggattttg
t gggccacaa
ccgct cat gg
at ccaggcag
gaccgt gagg
cagt gggagce
cat at caagg
ctctaccacg
ctggatgatc
gacagagt gc
tccctggatg
t acagagagg
agatgctttg
at aggcat aa
t at gt cat gg
gacaccaacc
caggaggt ca
cattccttcc
gatgccttca
ctcacatatg
tcctgcacta
gagcagaggc
gccat gacgg
cttgcagtcg
agccagactc
tcct gt ggag
gt gggagaga
t cacaccgct

ctcaccatca

ggggagt gca
tccagttcac
agat ct gcct
t cat cact gg
tttcatccat
ccct agacac
tt ggt acagg
tctcctacca
ggat ggct at
ct ct gccacg
t aaggccact
ct gt caacct
attacgt gag
t caacagcaa
cgagagct gg
aact caaacc
gactcttcaa
acagcaggca
at gggaggct
cct cagagcc
cct gggcaaa
cggt ggaaaa
aggat cct ga
acaggt ggtt
at gcagagca
ccaccgacgt
ccaacat ccc
tagat gcatc
catttgactc
tccagct ggc
aggcct ccat
tggagtcctg
tcaagctgtt
gcgceggceat
actcaccttt
ct cagcagca
ggggctttgg
atttcatcca
tt gggaagca

attct aaaaa

agt gaggacc
gagcaat agg
cgt caccccc
gt cggggct g
tgtgttcccc
gcat gccaaa

cact ggccgc

gct ct ggot g
cggct ggat g
ggt caaggtc
cctgectgtc
gat gaaggaa
cggacccaaa
t gact ggt gg
ctact acgcc
caacaccatc
cattcgtctt
tacttcccgg
cattgttgtg
gct gaggccc
acagcct ggg
gt gt cggcag
ggcagcegttc
ggcatccatc
t gacaagt cc
ct cct gggceg
cttccagetg
t aagcccaca
cct gagcagc
tttcggcaaa
gctgcagctc
gacccggctc
caactttgtg
caagat agct
cgaccgccat
cct gaaggag
ggt ggagct c
gccggttgcec
cttccatatt
cttgagacaa

gt aaacccct

t aaagcagag
tccccact ca
gatggcattg
cact cct gga
gcgaat ccgt
gt ggacccct
at gt caagcc
gcagt cat ca
tttgcagaac
ctctcaggtc
ccagct gt ca
gaagacttcc
tt gcagt ggt
gaagaat at a
at ggagat gc
cacgccat ac
ct gggat cca
at ccct gggg
taccacagag
cgagagct gg
gaggccaagc
acctattttg
ttcgtgacgt
gacagct acg
atcacctttg
gacgcgccca
ggttact cag
aggct acaat
gccagtcttt
ggcttgatca
gcacattaca
tt ccgagaag
caggccat ga
t gt gagaagc
ctcttctgee
gtattgtctg
tttgactttg
gat gacggct
tcttccaagt
gccat gat gg

gagccacacg
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gact gt ggt g
agat ggcaga
acct ccgcecet
agaagaagt t
ccagct ggct
ccct gggceat
agacgaagaa
t gaccat gcg
acggcaaaat
ggaagcccat
aagat act gt
agcgcat gac
attt gaagct
tctacct gcg
t gt acat cac
tgctgtatcg
ccattccact
aggagacaga
ggcggt act t
agcagcagat
t ggccgecct
cacgagggaa
tggacgaatc
ccaaat ccct
ttgtcttcaa
t cgt gggcca
aggat ggaca
gggacattcc
t ggcaaat ga
agaagt gccg
aggacat ggg
ggaggacaga
t ggaccccaa
accagcacct
t ct at gt ggt
agccat ggag
agaaaaaccc
atggtgtctc
tctctagccc
acat t at cac

gaaggaaaac

cggaggacag
ggct caccaa
gagccacgaa
catccggttc
tatcgtggtg
gat cgcaaag
catt gt gagc
ctactcgctg
gagccgcagce
gttgtacagc
gagcaggt ac
agcact ggcc
aaaat cct gg
gggccgaggg
cccaacccat
tcgcacatta
ct gct cagcece
caccat ccaa
caaggt ct gg
gcagcagat c
cact gct gca
aaat aagcag
ggagcaggga
gct gcat gga
aaacagcaag
tttgtgggag
ct gt aaagga
aggagagt gc
t gt ggacct g
gacgagt ccc
caagttctgc
gact gt acgc
gt caacggca
gt accgcctc
gt ccaagt at
gttgtctacg
tgactatgtg
ctacattata
t gagacagac
cttgtttgge
ggaccct cgt
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2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
3181
3241
3301
3361
3421
3481
3541
3601
3661
3721
3781
3841
3901
3961
4021
4081
4141
4201
4261
4321

gat acaaacc
at aaaact ca
ttcacgtgtg
cacagt cccc
gaat tcct gg
t ggt gaccct
t ggaaagaga
acacact aat
tccctttgga
cacacatctt
gaagact t ag
ggttcctgca
tt ggt gaagg
gcagacat gt
gcgggagagt
accaagt cag
atact ggct t
gatt ccaacc
t ct caagt aa
agcat ccaat
catt aat gga
aggtttacat
gt gccagaag
tgaacagttc
aat cat acct
caacat aaag
ct gt gaccac
ttcctctctce
attccttaca
tattgtgtat
ttggtgttct
aagt gcat gt

aaat gaat ag
gttttccttc
aatt gt gacc
tgatgtcttt
att ct ggggg
gt gaat act t
aagtgtcttc
ggaatggtta
agttcacatt
caaaacccag
cat ct gt gaa
taaagatgtc
cagggat gct
gt ccacagag
gt ggctt gct
acat act gac
gtattctggc
agagt caaat
tgggt gct tt
gggct aaagc
gtggtctctc
catgtattta
tggcccagaa
at gt gt gt ct
aaaagggcca
acat aagcag
t caccaacct
aggtttccag
aggcagaaga
ttaatttaat

aatctgtcca

gt gagcgaat

atgttgctcc
cagaaggttt
ctactacatc
t gaat cggct
ttgtttcttc
gggcgt ct ga
agagccagca
ggcct gggga
t ccaggaagc
tgccttaaag
gcctttgggt
cct aagt aag
ggagt ct cat
ggaggggct t
gtatttgaca
acaggcagcc
agat acaccc
t ccat agaag
tacccacatg
agct ctacca
ctacctgtca
ttttccagtg
gt gaggggt g
tat gggt at a
aagttttttt
aaacaaact g
gtgttactca
tgtccttget
gtgggctctc
gt ggaacaaa

ttgcat gt aa
gt agct ggcc

3.2Secuencia de CPT1B de rata

t gaccat agg
accgtcagtc
cagagat gcc
cct act ggat
acatgtgttg
ct ccacccag
gaggcaacag
ttaaggttct
agagt accac
aaggggccca
ggat at gt ga
cacttccccc
tgcct gccag
ggt agt caaa
gctgttggca
aaagct cacg
ct gggctt at
gct aggt cat
ccatccctca
agtctgtttg
ccatcctgtc
cccctttgge
gggt gaccag
cat gt at aaa
tttttttact
ttgtaagtca
gagt agcccg
gct cct gage
actgtatgtg
atatagtctt
ataccatatc

att aat aaaa

acaggcagaa
t ccct agaac
ttggctccag
aaagggattt
gaggt gacag
gcagt gt gag
ct gt agct aa
gctat gagt g
ctccccagtg
tt ggcaagcg
ggat gct get
acccct agaa
ttccattaag
ggct gcat ag
agaggagt ga
gagccaggag
cttctaatcc
tttggcgaca
gt gggagt gc
gtatttaatg
ct gacaagct
cttgtttgat
cagt gcagag
ttttgtaatg
aaaaccaaga
gagcggect g
gctagtgccc
agttaccaat
tt caaaggag
accgcagcca
tgtttggata

cattaat act

aattgctctt
aacagt aggc
gaat att ggg
aaat gct ggt
acttcctcag
catcaccttg
cacatctgta
acagccactg
ccaccttcct
ggaccat aga
tcceccttact
aat gaggt cc
ccacaaaat a
ct ggacaaca
gaccctggtc
at at agat ag
cacccagt ca
gact caggga
ctttcttgaa
taaacatt ag
tagctctccg
tcctgecccet
aggt gct ggc
t aaaaaaaaa
aaacaaaaga
actctcgcetg
gagt gggaca
gcaatttcgc
gaggt aagac
aggt t caaat
taaatcttag

gt ct act

Secuencia de la carnitina palmitoiltransferasa indisculo de rata (CPT1A), publicada
por Yamazaki {amazaki, 1995 con niumero de acceso en GeneBank Data Libraries
D43623.

DEFINICION: mRNA de carnitina palmitoiltransferasacDNAs completos

NUMERO DE ACCESO: D43623
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FUENTE: cDNA correspondientes a mRNA de musculongeho adulto de Rattus
norvegicus.

AUTORES: Yamazaki,N., Shinohara,Y., Shima,A. andata,H.

TITULO: High expression of a novel carnitine alnyitoansferase | like protein in rat
brown adipose tissue and heart: isolation and chenaation of its cDNA clone

PUBLICACION: FEBS Lett363 (1-2) 41-45 (1995).
ZONA CODIFICANTE: 27 — 2345 (772 aminoacidos).

" MAEAHQAVAFQFTVTPDGVDFRLSREALRHI YLSG NSVKKRLI Rl KNG LRGVYPGS
PTSW.VWWNMATVGSNYCKVDI SMELVHCI QRCLPTRYGSYGTPQTETLLSWI FSTGVYW
ATA FLFRQTLKLLLSYHGAWFEMHSKTSHATKI WAI CVRLL SSRRPMLYSFQT SLPKL
PVPSVPATI HRYLDSVRPL L DDEAYFRMESL AKEFQDKI APRL QKYLVLKSWMTNYVS
DWAEEYVYLRGRSPI MWDSNYYAMDFVLI KNTSQQAARLGNTVHAM MYRRKLDREEI K
PVVAL GWPMCSYQVERM-NT TRI PGKETDL L QHL SESRHVAVYHKGRFFKVWLYEGSC
L LKPRDLEMQFQRI LDDTSPPQPGEEKLAAL TAGGRVEVWAEARQKFFSSGKNKMSLDTI
ERAAFFVAL DEDSHCYNPDDEASL SL YGKSL L HGNCYNRWFDKSFTLI SCKNGQLGLNT
EHSWADAPI | GHLWEFVLATDTFHLGYTETGHCVGEPNTKL PPPORMAADI PEQCQTAI
ENSYQVAKALADDVEL YCFQFLPFGKGLI KKCRTSPDAFVQ ALQLAHFRDKGKFCLTY
EASMIRMFREGRTETVRSCT SESTAFVRAMMI GSHKEQDL QDL FRKASEKHONMYRLAM
TGAG DRHLFCLYI VSKYLGVRSPFLDEVLSEPWSLSTSQ PQFQ CMFDPKQYPNHLG
AGGE-GPVADHGYGVSYM AGENTMFFHVSSKLSSSETNALRFGNHI RQALLDI ADLFK
| SKTDS"

RECUENTO DE BASES: 656 a; 788 c; 727 g; 642t

1
61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961

ctgagctgtg
t cact gt gac
acct gt ct gg
ggggtgt gt a
ccaact act g
cgacaaggt a
tctccaccgg
tttcctatca
gggctatctg
cact gcccaa
t gcggecectt
aggacaagat
act at gt aag
t gaacagcaa
cacgtttggg
agat caagcc

tgttcaacac

ct gact aaac
cccagacggg
aat caact cc
ccct ggcage
caaagt ggac
tggctcctac
agt ct gggcg
t gggt ggat g
tgttcgtctc
gcttectgtce
gct ggat gac
t gcccccaga
t gact ggt gg
ctattacgcc
aaacaccgt t
ggt aat ggca

tacacgcat c

cccaggat gg
gt cgacttcc
t ggaagaaac
cctaccagct
at ct ccat gg
gggaccccac
acaggcat tt
tt cgagat gc
ct gt ccagcece
cccagt gt gc
gaagcct at t
ct gcagaaat
gaagagt acg
atggattttg
cacgccat ga

ct gggt at gg
ccaggcaaag

cggaagcaca

ggcttagtcg
gccttattcg
ggctggtt gt
ggct ggt cca
agaccgagac
ttttattccg
acagcaagac
ggcggceccat
cagccacaat
tccgcat gga
acct ggt gct
tctacctccg
tgcttattaa
tcatgtatcg
tacccatgtg

agacagact t
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ccaggcagta
ggaggct ct g
aat caagaat
t gt cat ggca
ttgcat ccag
acttct cagt
acaaaccct g
cagccat gcc
gctctat agc
t caccggt ac
gt cgtt ggcce
gaagt cat gg
aggcaggagc
gaacacgagc
ccgcaaact g
ctcctaccag

gct acagcac

gctttccagt
agacacat ct
ggtatcctta
acagttggtt
agat gcct cc
at ggt cat ct
aagct gct gc
accaagat ct
ttccaaacat
ttggattctg
aaagaat t cc
t gggcaacca
cccat cat gg
caacaagcag
gaccgagaag
at ggagagga
ct ct cagaga
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1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761

gcaggcacgt
cgtgcct get
ccccgectca
gggcagaagc
t cgaacgt gc
acgaggccag
ggttcgacaa
aacactcatg
atacctttca
tgccgecgec
attcgtacca
tacccttcgg
ttgccctgea
ccat gacaag
ccacggcctt
tcttccggaa
ggat cgacag
ctttcctgga
tccagatctg
ttggtcct gt
tgttcttcca
accacat ccg
gct gagacca
gt ggccagt t
cagcgcaggg
gt ggt gaggg
aggctgtata
ctttcccctg
taat ggcttt

tgctgtccaa

ggctgtctac
caagccccga
gcct ggagag
acgt cagaag
tgctttcttt
tctcagcectc
atctttcact
ggcagat gct
cctgggct ac
t cagcggat g
agt agccaag
caaaggcct g
gct ggct cat
aatgttccga
t gt gcgggcc
agcct ccgaa
gcacctcttc
cgaggt gct t
catgtttgac
ggccgaccac
tgtttccagc
t caagcactg
ggagacacac
cacaggcat a
gctccccagg
aactttgatc
attctctctc
cccctgctca
ttacctgctt

cct ct cat gt

cacaaaggtc
gacct cgaga
gaaaagct gg
ttctttagcet
gt ggccct gg
t acggcaaat
ctcatctcct
cccat cat cg
acggagacag
cagt gggaca
gccetgget g
at caagaagt
ttccgggaca
gaggggcgga
at gat gacgg
aaacaccaaa
tgcctctaca
t cggaaccct
ccaaagcagt
ggat acgggg
aagttatcga
ct ggat at cg
cagct gccct
aggggt ggca
cagacact gc
tttttttttce
agccctt agg
ggt t aggot g
t gaaat gt gt
gcact t ggaa

gcttcttcaa
tgcagttcca
cagccct cac
ct ggcaagaa
acgaagactc
ccctgetgeca
gcaagaat gg
gtcacctctg
gacact gt gt
ttcccgagca
at gat gt gga
gt cggaccag
aaggcaagt t
cagagact gt
ggtcccat aa
acat gt accg
tcgtctccaa
ggagcctctc
accccaat ca
tttcctacat
gtt cagaaac
ccgacctttt
ttggtcccca
tgcacacgtg
tcct ccaggc
ccceggtctt
tgcctat gtt
gt ggcgact g
gettttectg

taaattctta

ggtttggctc
gagaatcctc
cgcaggagga
caagat gt cc
tcactgttac
cggcaact gc
ccagct gggc
ggagttcgtc
gggt gaaccc
gt gccagaca
gttatactgc
ccct gat gcc
ct gcct gacc
gcgt tcct gt
gaaacaagac
cctagccatg

gt actt aggg
caccagccag

tct gggt gct
gat cgcaggc
gaacgccct g
caaaatttcc
cct ggt ggag
cccagttctg
ccggt cgagg
ggt agat gct
t ggtt agaga
aagggccggg
aat aat gcgg

ctttagaacc

4. DEFICIENCIAS HUMANAS EN CPT1Ay CPT2
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t at gagggct
gat gacacct
agggt agagt
ct ggat acca
aaccctgatg
t at aacaggt
ct caacacag
ctggccactg
aacaccaagt
gccat cgaga
ttccagttct
tttgtgcaga
t at gaggcct
act agcgagt
ct ccaagacc
acaggggct g
gttagatctc
at cccccagt
ggaggt ggct
gaaaacacaa
cgcttcggga
aagact gaca
gaagaggt ct
agaccagctc
t gggat t gga
aat aaaaat a
act agaaggc
tgaatgttca
actt cgagag
ttt
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Posicion Mutacion Observacion Referencia
Arg'® (exo6n 4) R123C  Mobilidad aberrante. Brown, 2001
Ala®™ (exén 8) A275T | eficiencia catalitica y estabilidad de la proteina Gobin, 2002
Cys™ (exén 9) C304W | estabilidad de la proteina y no hay actividad CPT1 Gobhin, 2003
Arg® (exén 9) R316G .

13 Actividad CPT1 no detectable. Bennett, 2004
Phé“® (ex6n 10) F343V
Arg®7 (ex6n 10) R357W | estabilidad y actividad de la proteina. Brown, 2001
Glu®® (ex6n 10) E360G | estabilidad de la proteina y no hay actividad CPT1. Ogawa, 2002
Del 1183_1185 4elR395 | estabilidad de la proteina, no hay actividad CP$& gleleciona la Brown, 2001
e

(exdn 11) Arg®®, Bonnefont, 2004
Ala*'* (ex6n 11), AAL4Y Residuo posiblemente del centro catalitico del easjrde unién del Gobin, 2002
altamente conservado palmitoil-CoA. | eficiencia catalitica y estabilidad de la proteina Gobin, 2003
Asp®* (exdn 12) D454G | estabilidad, actividad y nivel (Western Blot) deptateina L1 1908
Gly*®® (ex6n 12) G465W ’

479 | o . . . . Bennett, 2004
Pro'® (exén 12) P479L | actividad de CPT1. Resistencia parcial al malonikCo 5 2001

rown,

Leu®* (ex6n 12) L484P | estabilidad de la proteina .
Tyr*% (exén 13), V498G Residuo del centro catalitico del enzima y de udiérpalmitoil-CoA. Gobin, 2002
altamente conservado | estabilidad de la proteina y eficiencia catalifiesa ambos sustratos. Gobin, 2003
Thr%8 T568A  Presenta un polimorfismo. Prip-Buus, 2001
Gly™® (ex6n 17) G709E  Afectan al sitio activo y elimina la actividad CRResiduos Gobin, 2003
Gly™° (ex6n 17) G710E  implicados en la unién de carnitina en CPT2 de (fatawn, 199J. Prip-Buus, 2001

2. Mutacion sin sentido, causa una terminacion preraajue resulta en
r°* (exén ) gawa,
Tyr* ( 2) Y32X i O 2002
una proteina CPT1 inmadura.

100 Mutacion sin sentido, trunca la proteina a 671 aduidos antes del final _
GIn™™" (exdn 4) Q100X o ] Gobin, 2002
del TM2 del dominio N-terminal.

Mutacién sin sentido, produciria una proteina savente truncada que

Arg*®® (ex6n 5) R160X carece de la mayor parte del centro cataliticol yidminio de unién de  Bennett, 2004
la carnitina.
Trp*™® (ex6n 12) W475X  Mutacién sin sentido, la actividad CPT1 y no se detecta proteina en el
Ogawa, 2002

Tyr*%® (exén 13) Y498X  andlisis por Western Blot.

3 Mutacioén porsplicing delecciona 51 residuos desde 626 hasta 676. Gobin, 2002
1876-2028del (ex6n 15)

CPT1 es inmadura e inestable. Ogawa, 2002

2027-2028+2delAAGT Mutacion porsplicing, provoca tres transcritos aberrantes:
(exén 16)
+ 1876-2028del Insercion de 6 residuos desde la posicion 676 ay6@3ulta en de

. - Ogawa, 2002
+ 2027-2028insGTCTCTT actividad CPT.
CCCTTCTTCC
+ 2026-2028del Delecion de 3 nucledtidos delecién del E676del.

Eliminacion de 8 kb comprendido entre el introrhd4ta el exdn 17 del gene. Resulta una proteineaitian

desde el residuo 581 hasta 702. La delecion prowocaARN inestable. Gobin. 2002
La insercién de 113-bp predice al addicion de Blues (FLPYHELS) que se terminen con un codén de

stop, truncando asi la proteina por 240 aminoacBesnserta un residuo E525.

Tabla 1. Resumen de las mutaciones sin sentido yssénse descritas en CPT1A humana
relacionadas con la actividad cataliticaSe indican las caracteristicas provocadas por cada
mutacion en la actividad CPT1A.
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Ex6n Nucleétido® Aminoacido Referencia

1 109Ins GC Martin, 2000
112-113 Ins GC S38fs Martin, 2000
149C>A PSOH Verdero, 1995

2 216G>C/T L72F ljlst, 1998

3 338C>T S1131° Taroni, 1993
IVS3 + 5G>A¢ Del179 113 Deschauer, 2003

4 359A>G Y120C Martin, 1999; 2000
370C>T R124X Yang, 1998
371G>A R124Q Thuillier, 2003
437A>C N146T Thuillier, 2003
452G>A R151Q Yang, 1998
481C>T R161W Thuillier, 2003
490A>T K164X ljlst, 1998
520G>A E174K° Yamamoto, 1996
533-534insT; 534-558 del L178F; N179-1186 del Yahgs
628T>G Y210D ljlst, 1998
641T>C M214T Wieser, 1997
680C>T pP227L Taroni, 1994
821A>T K274M ljlst, 1998
890C>A/G Y290X ljlst, 1998
906C>T R296X ljlst, 1998
907G>A R296Q ljlst, 1998
907-918ins L302f§ Gellera, 1994
983A>G D328G Thuillier, 2003
1145G>A R382K Yang, 1997
1148T> F383Y Yamamoto, 1996
A1238-1239delAG Q413fs Taggart, 1999
1342T7>C F448L Wieser, 1997
1436A>T Y479F Wieser, 1997
1459G>A E487K Bruno, 2000
1507C>T R503C Taggart, 1999
1543-1546delGCCT 515del4 Deschauer, 2002
1646G>A G549D Taggart, 1999

5 1649A>G Q550R Yang, 1998
1657G>A D553N’ Verderio, 1995
1798G>A G600R ljlst, 1998
1810C>T P604S Yang, 1998
1823G>C D608H Thuillier, 2003
1883A>C Y6289 Bonnefont, 1996
1891C>T R631C Taroni, 1992

Tabla 2. Resumen de las mutaciones humanas en CPTAtualizacién de mutaciones en
CPT2 que generan deficiencias descritas en latitex. a = Nucle6tido 1: A del codon ATG; b
= Mutaciones expresadas en células COS; c fs =amedectura cambiado; d = Intron 3. La
tabla fue tomada de la referendizo(inefont, 2004
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5. ALINEAMIENTO DE  SECUENCIAS CORRESPONDIENTES A
CARNITINA/COLINA ACILTRANSFERASAS

Representacion de secuencias de aminoacidos dezZdas que catalizan acyl-
CoAs de cadena de atomos de carbono corto comoataisst CrAT (CACP) de
levadura,C. tropicalis humano, raton y paloma; y ChAT (CLAT) de ratéatar cerdo,
humano, mosca de frutaGy elegansy las enzimas que catalizan acyl-CoAs de cadena
de atomos de carbono media y larga como sustr@®$1A (CPT1) de rata, raton y
humano; CPT1B (CPTM) de rata y raton; CPT2 (CPT&)ata, ratbn y humano; y
COT (OCTC) de humano, rata y bovino; fueron obtesidel banco de datos SwissProt
y alineados utilizando el programa ClustalW. Lesiduos han sido coloreados por
conservacion segun el programa Belvu version 2.8ispddible en
http://www.sanger.ac.uk/~esr/Belvu.h)ml

CPT2_RAT L i i ettt st e e s s s assastasesrrrererrrrsssassasssrsraressessssssMPRLLFRAWP,RCPSLYLGAPSER 24
CPT2_MOUSE L e ettt et as e s e s rrrassastasesrrrarerrrrsssassasssrsraresseesssssMPRLLLEDWP, RCPSLYLGAPSER 24
CPT2_HUMAN Lt e e e r e et r e e e ey MPRLLLRALP, RGPAVGPGAPSRE 24
CACP_YERST L st st easrreriareasrrerearersrrsrerrersssssesMRICHSRTLENLKOLPITSRRAMHSATVNYS, TAKA 35
CACP_CANTR L ettt s e e et st saserarratsassrarrtrerssrsrrtrersrssresserss MPNFKLSQUVLKN, ., STKS 17
CACP_HUMAN Y LAl S A
CACP_MOUSE L ittt e s e e e s et st et rassassassrrrrtrerrresrrassasesreseres ILAFARRTYYER 12
CACP_COLLI L e et e s e e s a s as sttt rrrassassassrrrrrrerrresrrassasesreseses TORKUKUAEKARE 13
CLAT_MOUSE N P1

CLAT_RAT N

CLAT_PIG T T L T T T TTTTT "

CLAT_HUMAN 1 MGELRTAKKRGLGGGGKWKREEGGGTRGRREYRPACFLESGGERGDPGDY GGPAGNPGCSPHPRARTRPPPLPAHTPAHT PEWCGARSAEAAEPRRAGPHLCIPAPGLTKTE 110
CLAT_DROME L sttt bt as s trrasrasssrrrassssss WASHEASTSAAGSGPESAALF SKLRSFSIGSGPHSPARYYSHLRGFLTHR 50
CLAT_CAEEL I I MEKEK 5

CPTM_RAT PP MAEAHEAYAFAFTYTPOGYOF RLSREALRHIYLSGINSWKKRELIRIKNGILRG 53
CPTH_HUMAN L ittt s s aas i rrarrrsssssrrsssrrssee TAEAHOAYAFQFTYTPDGYDFELSREALKHYYLSGINSWKKRELIRIKNGILRG 53
CPT1_RAT L ittt s sas i rrarrrsssasrrsssrrssee MAEAHOAYAFAFTYTPDGIDLELSHEALKATCLSGLHSWKKKFIRFKNGIITG 53
CPT1_MOUSE L st as s errasrassrrrrasrrsssrrrassassserrsssh AFTWTPOGIDLRLSHEALKQICLSGLHSWKKKFIRFRKNGIITG 44
CPT1_HUMAN L ittt hassstrrasrassrrrrasrassserssss s MAEAHOAVAFLFTYTPOGIDLRLSHEALROIYLSGLHSWKKKFIRFKHGIITG 53
CPT2_RAT 20 LOAWS, s irssrrassasranesrrraresrrssssassasssrerarevrrresvsassasess SPODTLAH, Lo S STVPTMHYRD, . ouvsurinennvaaesnss 97
CPT2_MOUSE 25 LSRVS‘..‘..‘..“..‘..‘..“..‘..‘..“..‘..‘..‘...‘..‘..‘...‘..‘..‘GPQEYLQH.‘..‘SIVPTMHYQD‘..‘..‘..“..‘..‘..“. 47
CPTE_HUMAN 28 Lo RS i ettt itiisitttiasuasssstsosiasssstsossssssstsasssssssnss GPGEYLAR. . ... SIVPTMHYED. . v vvie i innannn 47

CACP_YEAST 35 UFPVETHNGEHY . WAE. vtuvrvasenrrarrssscserirrsneossrarrsnesasroress KPHKFYANK, (RENFUGITEAKAQ, v 0yussesevrrivnress 72
CACP_CAMTR 18 IMPILK..‘..‘..“..‘..‘..“..‘..‘..“..‘..‘..‘...‘..‘..‘...‘..‘..‘.KP‘.FSTS‘..“HHKGDLFKYES.‘..‘..“..‘..‘..“. 40
CACP_HUMAN 11 LGFLKRF, 4 ouutsaavrrsssssssascarssnnsvsrrsssssvsassrnersersvsssesss ILMKASS Lo oo d JRFRARED, Ly ueuusivnnsrrssnssss 31
CACP_MOUSE 13 LGLLKRS, ottt it it sttt ras ittt ieas s trr i rasstrrans SLMKMSG, . ous s REKAHAD. . oo vtrrviivvaevrans 33
CACP_COLLI 14 YGLLKBA, vy vssesesrravrrascssravrrssscsersvrsnesssrovssvesasrereas e ALGKIPG, oo oy  JRFALHEE, . o0tuvvvasesrrivnsss. 34

CLAT_MOUSE | P L T 1 -
CLAT_RAT 2 TLEKAR. sy euurvvrvessrsssssssascarsrssssrrsssssvsassarerversvrssess e DKMPYEA, Lo 0 0SS HEEL. s yueunrianrnrrssnssss 20
CLAT_PIG 2 ILEKTR, oy uurrrrrssrsssssssaneansrvnssrrassssssassarerrervsvsssess s PKMAAKS, oL 0 PSS, EEEP, sy uuurrvrnnrrsansss, 21
CLAT_HUMAN 111 TLEKWR, 0 uuesassorravssoscsrravssascsrrarrsaresersvrrsaseserrrsess RRMAAKT Lo PSS, JEES v uvranevnsrarianesass 129
CLAT_DROME 51 LSHIT SDTGNKDSILS.‘..‘..“..‘..‘..“..‘..‘..‘...‘..‘..‘...‘..‘..‘IPKKMLST.‘..“..QESVDEFGFP‘..‘..“..‘..‘..“. 85
CLAT_CREEL I T T 2 P =
OCTC_HUMAM L iiearas i urrrsarasrarrsasrasrarrsasrasrtrrsarrassirrsarrasserrss e MENOLAKS,  TEERTFAYAD, .00 rsuvvussvsnrassssss 18
OCTC_RAT Lt e e ey MEMALAKS, . JTEERTFOYAD, ..o v e i v vnn s 18
OCTC_BOVIN 1 MENQLQKS‘..‘TEERTFQYQD‘..‘.. 13
CPTHM_RAT 54 PGSR SNLVVVMQTVGSNYEKVDISMGLVHEIQRCLPTRYGSYGTPQTETLLSMVIFSTGVMQTGIFLFRQTLKLLLSYHGMMFEMHS KTSAATKINATCVRLLESR 162
CPTM_HUMAN 54 WYPGSETSWLYY IMATYGSSFCHYDISLGLY SCIQRCLPAGCGPYRTPATRALLSMATF STGVWYT GIFFFRATLELLLCYHRWMFEMHG, KTSHLTRIWAMCIRLLSSE 162
CPT1_RAT a4 YFPANRSSWLIVVWGY I SSMHAKYDPSLGMIAKISRTLOTTG, L RMSSOTKNIVSGVLF GTGLUWY AVIMTMRYSLKVLLSYHGWMEAEHG , KMSRSTK IWMAMYKVLSGR 160

CPT1_MOUSE 45 YFPASRSSWLIVYWGYISSMHTKWOPSLGMIAKINRTLOTTG,  RMSSUTKNIWVSEYLE GTGLWYATIMTMRY SLEYLLSYHGEWMFREHG, KMSRSTRIWMAMYKYFSGR 151
CPT1_HUMAN 54 YYPASBSSWLIVWWGYHMTTMYAKIOPSLGIIAKINRTLETAN, , CHSSUTKMWWSEYLF GTGLWY ALTWTMRY SLEYLLSYHGWMETEHG, KMSRATKILMGMYKIFSGR 160

CPFT2_RAT 48 ,...+4.4+SLPELPIFK]
CPT2_MOUSE 48 ,,.....,.S5LPRLPIPK
CPT2_HUMAN 4B .., ...... SLPRLPIPK]
CACP_YEAST 73 ,........DLPSLPVPE

EDTHMKRYLNALKFLLOR, , SURRETERLCKMFETG, WGKELHAHLLARDKENKHTSYISGFWFD, (MYLTAR, DSIWLNF)
EDTHERYLSALKPLLH ..SQ RETEVLCKDFEMG, , IGKELHAHLLARDKANKHTSYT GPMFD‘.MYLTHR.DSVVLNF
EOTIRRYLSAUKPLLHE, , GARRKTEQFCKSFENG,  IGKELHEOLYALDKONKHTSYISGEPWFD, MYLSAR , DS LNF)
KST KYLQTIRPFCN ERQQLLCKDFSEH‘.MGPIL RLKEY , . ANDKRNWM

141
141
141
166

CACP_CANTR 41 ,...,....QLPKLPYPTIEETASKYLKTVERFLN OLESTKAKY AEFYRPGEAGEALBARLMNF , . ARDKDHLIL DD, AYMSYR  DRYY YY) 135
CACP_HUMAN 32 ,........ALPELPYFPEQOSEDHYLKALARPIVS E AHTKELYDEFQASGEYRERLAKGLGRR, , ARKTENWL LKT . AYLEYER, ARWIYS 125
CACP_MOUSE 24 ......... ALPRLPYPPLOQSLDYYLKALGP IS ERAHTKOLYDEFQTSGEVEERLAKGLERR, . AKKMENLIL LKT . AYLOLPOKPWIYS 128

K]
El
El
El .
CACP_COLLI 35 ,........ALPHLPYPP ELNHTQELVQEFRKPGGVGERL KGLERR. . AKKTDMWL LKT, AYLEYR, LBV HS 128
E}
E}
E!
El

CLAT_MOUSE 22 ,........DLPELPVPPEOGT HTYLQEMQHLVP . EUARKSAAIVKRFGAPGGLGETLAEKLLER, . QEKTANLA LHDO, MYLMNR, LALPYHS 115
CLAT_RAT 2l ,.vvvs . OLPRLPYRPEROTEATYLACMAHLYPE. , ERRRKSAAIVKREF GAPGGLGETLAEKLLER, . DEKTANWY LHD MYLMNR, LALPYHS 114
CLAT_PIG 22 L ...44. 4 GLPELPYRPEROTREATYLRCMAHLYPE. , EERRRSAAIVEAUFGAPGGLGETLAOKLLER, , DEQTANLN LMD, MYLMNR, LALPYHS 115
CLAT_HUMAN 130 ......... GLPELPYPPEQATEATYLACMRHLY S UERKSQATYEUFGAPGELGETLACKLLER. . QEKTARLA LHO . MYLMNR . LALPYHS 223
CLAT_DROME 86 ,.......DTLPEMPVYPALDET HDYIRQLEPITTP QQLERTKELIRQFSRPQGIGQRLHQYLLDK REARITGPT GSTR,CTWIFA, , FRLPINS 180
CLAT_CAEEL 19 ,......,.ALPKFPWFSEEAT RYLEYRHVVHVGQKHSLHTTHDHHHKFVRQ‘..HTPLIEQLLEI‘.HEKSPNMH LPE , MYMRYR , MET PYHS) 112
OCTC_HUMAN 19 .. ......SLPSLPYPSEEESEKKYLESYKPFAN EWKKTEEIYAKFASE, . IGEKLHOKLLER, . AKGKRHWLEEWWLNY , AYLDVE , TRSQLHY] 111
OCTC_RAT 19 vnn SLPPLPVPSEEESEKKYLESWKPFAN E¥KKTEEIYVAKFODG, . WGKTLHOKLLER, . AKGKRHWLEEWWLNY , AYLDVE, TRSOLAHY] 111
OCTC_BOVIN 19 + SLRSLPVPSEEESEKKY LESYKRPF AN KNTERTWLKFLUNG, , IGEKLEIMKLLAOR,  AKGRRHWLEEWWLNY , AYLDYE, TRSOLHY) 111

CPTHM_RAT 163 RPMLYSFQTSLPKLPVPS
CPTM_HUMAMN 163 HPMLYSFOTSLPELPYPR
CPT1_RAT 161 KPMLYSFATSLPRLPVPA
CPT1_MOUSE 152 KPMLYSFOUTSLPRLPYPA
CPT1_HUMAM 161 KPMLYSFOTSLPRLPYPA

264
264
262
253
262

RMELLHKEFQDK‘.THFRL KYLYLK. . SWIWASHYY EEY . IYLRGR, SELMYHS)
CRMTALAGDEAVH, , LGPKLEAWYLELK. , SWWATHYY EEY . IYLRGR, GRLMYNS)
SRYLESYRP LMK QRMTRLQQDFQVN‘.LGPKL MLELK, . SWWATHYY EEY, I¥YLRGR, GRIMYHS)
NRYLQSVRPLMK .. EDEKRMTALADDEAYG, . LEPRLAWYLKLEK., . SWLATHYY EEY, I¥LRGR, GRLMYHS)

E}
AlfF RMESLAKEFQDK , . TRFRL KYLVLK“SNNHTNYV|§ EEY ,WYLRGR, SRIMYHS)
E}

232



Apéndices

CPTZ_RAT

CPTZ_MOUSE
CPTZ_HUMAN
CACP_YERST
CACP_CANTR
CACF_HUMAN
CACP_MOUSE
CACP
CLAT
CLAT
CLAT
CLAT
CLAT
CLAT

COLLI
MOUSE
RAT
PIG
HUMAR
DROME
CREEL
OCTC_HUMAN
OCTC_RAT
OCTC_BOVIM
CPTHM_RAT
CPTM_HUMAN
CPTL1_RAT
CPT1_MOUSE
CPTL1_HUMAN

CPTZ_RAT

CPT2_MOUSE
CPT2_HUMAN
CACF_YERST
CACP_CANTR
CACP_HUMAN
CACP_MOUSE
CACP_COLLI
CLAT_MOUSE
CLAT_RAT

CLAT_PIG

CLAT_HUMAN
CLAT_DROME
CLAT_CAEEL
OCTC_HUMAM
OCTC_RAT

OCTC_BOWIN
CPTM_RAT

CPTM_HUMAN
CPT1_RAT

CPT1_MOUSE
CPT1_HUMAN

CPT2
CPTZ
CPTZ
CACF
CACP
CACP
CACF
CACF
CLAT
CLAT
CLAT
CLAT
CLAT
CLAT
OcTC
OCTC
OcTC
CPTH
CPTH
CFTI_RAT

CPT1_MOUSE
CPT1_HUMAM

RAT

MOUSE
HUMAN
YEAST
CANTR
HUMAN
MOUSE
COLLI
MOUSE
RAT

FPIG

HUMAR
OROME
CAEEL
HUMAN
RAT

BOWIN
RAT

HUMAN

CPT2_RAT

CPT2_MOUSE
CPT2_HUMAN
CACP_YEAST
CACP_CANTR
CACP_HUMAN
CACP_MOUSE
CACP_COLLI
CLAT_MOUSE
CLAT_RAT

CLAT_PIG

CLAT_HUMAN
CLAT_DROME
CLAT_CAREEL
OCTC_HUMAN
OCTC_RAT

OCTC_BOWIN
CPTM_RAT

CPTM_HUMAN
CPT1_RAT

CPT1_MOUSE
CPT1_HUMAN

142
142
142
167
136
126
129
129
116
115
116
224
181
113
112
112
112
265
265
263
254
263

238
238
238
240
203
157
200
200
191
190
191
2599
256
184
186
186
186
330
330
329
320
329

330
330
330
339
297
252
295
2495
288
287
288
396
358
286
284
284
284
426
426
425
416
425

411
411
411
419
376
375
378
378
371
370
371
479
454
377
364
364
364
h1d
h1d
514
e
h1d

++ .+« KSEYNDME, ETRATHLTVSA
++ .+« KSEYNDHE, ETRATHLTYSA
+ .- KSEYNDH, ETRATHMTYSA
HHLSKIDO, MO, EIKRTAIISTY
NIIG, ... QDE. ELEATLIAYYT
++ . DFVDLOGH, BRFARKLIEGY
++DFVYDLOGH, BRFARKLIEGY
+..DFEDROGE, BRFRAKLIEGT
+..HFGDTHDE, BRFAASLISEY
+++HFUDTHOM, BRFAARCLISEY
+++ HFQDTHOME, BRFARHLI SGY
.. HFPGTODAE, BRFAASLISGY

+++SLUORPRE. AHF)
v s FETKEDH, BKYTALLTREL
H. o YWPPREGTUEERGSITLWHN
H. . YWPAREGTUEERGSILLWHN
H. . YWPPKEGTUEERGSISLWHN
v+ KNT, SQE, ARRLGNTYHAM
++ s« KNT . DVE, ARRLGHIIHAM
++++ TPT,HIE, AARAGNTIHAT
«++ . TPT.HIHE. ARRAGNTIHAT
++++LPT, HIQ. ARRAGNATHAT

TK, ARHLL¥L RKGH
TK. ARHLLYLRKGH
DK, ARHLLYLRKGH
YE, NNFYTIATYKGE
EE, MEFFWWIYKNN
P PTHITWYHNYE
P  PTHITWYHNYE
G, , SEHITWWVHNF
PE, PEHVIWACCHE
PE, PEHVIWACCHE
PE, PEHVIYACCHEEFYLIDYVIN,FR,F)
PE, PEHVIY¥ACCHREFYLIDYVIN, FR, R
DE, DRHYYAI CRNQMYCYYLUASDRG, K]
NOGHMEHYLWMCRNATELLHSRIN, GA, L
GRSPHHIVYLCRGRAFYFOWIHEG, , CL
GHCPTHIAYLCRGRAFYFOWLHOG, , CLI
GHSPSHLAYLCRGRYEY FOVMHEG, , YL
SE. SRHY AW HKGREFKWLILYE, GSC, LI
SO, SRHY AW HKGREFKLLILYE , GAR, LI
KD, SEHIVWYHRGR¥FKWLILYH, DGR, LI
KD, SRHIVWYHRGR¥FKWLILYH, DGR, LI
RO, SKHIWW " HRGREFKWLILYH, DGR, LI

VFDYLDEDGN, T
IFDVLDGDGN, I

FELDVYHSDOGRT . P
FELDWYMSDGET ., P
FELDWYNSDOGS, Fi
FVLDWVIN,FR.F
FVLDWVIN,FR.R

vevevaFPMEDLY, o, .., HLSHTHM
vevesa o FPIKDLY, o, ... HLSHHM

‘..‘..‘FPMKDLI..‘..“.HLSHTMI

vee s RWSELDVYRS, L, ..,  HYAGEM]
voea RYSDLDVYRN, . .., HYAGEM
veeaoRYSDLDIVES, ., ... PVAAQHM
vreaw GOLS,OTHR, L\ v vvs ., L ALEL
verw GELS,OTHR, L\ v vvs ., L ALEL
vrasMELS,OTHR, vy s s o ALGL
vrss o MELS,OTHR, L0 v vy s L ALGL
ARGFTGATP, TYHRAGORD, ETHMAHEM
KND,TMSIS,EKEKE, ., . . F¥ARGYST
veesHVTLPEDVS, .. .., .EILAAT
vevw s JHATLPENFS, ., ..,  GWVFEML

vvaw HOYN,POD, , , ,EASLELYGKSL
veaw 1SYDLPED, , , ,EASLELYGKAL
++ 4+ 0GYR,EEDP, , ,EASIDSYAKSL
+++++UGYR,EEDP, , ,EASIDSYAKSL
“““ EGYR.SEDP. . .DTSMOSYAKSL

SWETLS
SVIKLS
TWIELN
KPMELP
MAEILP
MPEKKLR
MPKKLR

MLSGALKAG
KLSSALKAG
ELTDALETG
IITPKIHKA

IMPTTRAN
NITPEIKSD
NITPEIKHD
MPKKLEENITPEIKSD
APRELREKCSPETAGH
APRELRLKCSPETEGH
APRRLRWKCSPETQGL
APRRLRFEKCSPEIQGH
PPERLE
HPESLT
LPEELI
LPEELA
WREELW
PPEREMO
PPTELL
KETRLE
KRTRLO!
YRTRLE

HF SENSRMNI
IWDEKYLND
WOEKTILHD
WOEKWLHD
IPEQCATA
IPKACAAY
IPGECREY
IPGECOEY

IPGECQEYEETSLHTAHMLLAN

VFDVLDQDGN.II

ARKEKFOTTWKTESIDSIUFURGEKEFLE]

EPEYFHLNPSKSOTDAFKRELIRFYPPSLSWY GRYLYNAYE
EPEYFHLNPARSOTOAF KRLIRFYPSSLSWY GAY LYHAYE
+BEPEYFHLHPAKSOTITFKRLIRFWPSSLSWY GAYLVNAYP
20 1, P ol
T N Y il

B L L

BPVEFLG, wisvisvennvancsrrsanrsrrases s GUP

N S NN E1 <
PTDWAKGALS . v vvvvsvvvsvsssrrnssves GER
L N ELN |
N N £ LN
CIPTOCAKPELS, o o v i i iiiaias s GUP
CEPLERALALEK. o v vvvvivsiinrivnnravrasss s HAP
HVCREKSTGAD, s v v ivivvssvssvvssnrvssvess KLE
8 e el
LEPVHES, e i i e a e e o GHTR
BAVEKY, sy aseieriisiaseieriansaseser GNTE
8 L N L

[
[
Ci
Ci
Cl
Cl
Cl
Ci
Ci
Cl
Cl

KPWMALG. o4 v vvvvvvnvessrssssassaneasess [WP
S e
B 1 N TIP
CIKPIRLLGS . 4uvvvrvansaserersansaseserss 1R

HPL|
HPS)
SPS)

KYILS,DS5S, Py
KYILS, D55, Y
K¥ILS,D55.PA
SWVFUGSE, SORKLGG, , IGSLT!
UEIKNDAT, ., (BKGLG, . LGALT
EKIWNSSL. . L ATHK. LEFVGILT
EKILNSSL, , BSHK, (EPYGILT
EKLWNTSL, , , QTHK, ,EPYGILT
REIWKMAS, ,NEDERL , PPIGLLT
RETWKMAS, . NEDERL , PPTGLLT
RKIVRMAS, ,MEDERL , PPIGLLT
RKIVKMAS, , NEDERL , PPIGLLTSDGRSEWAERRTY
LYWLSDAF, . CLEAKP . vPYGELLTHE FRSTWARDRE|
AQIEEISKIMONNTAN, , , IGASEY GPRONAALFLGD)
YIHKKCHS, .ERDGP. , GIAALTSEERTRWAKARE™Y]
YIYEAKCWH, L E EERTRWAKARE™|
YIOKKCHS, . E EERTRWAKARE]
LEMAFURILD,OTSPPA GGRVEWAEARGKFFS
LEMAFORILD, DPSPPL GLRVEWADARLUAFFS
LEQQIQQILD‘DPSEPQ AORYPWAKCRATYFA

EFP...VAYLT!
EFP, . .LAYLT
EFP, . LAYLT

ENROVIWAEL REK]
ENRDIWAELREK]
L PROGWREYHLE]
L HROEWL SAY NN
HHRMSWAKR'THT]
HHRMTWAER'T HM
HHRMSWAKR'T NN
GRSEWAKART Y]
GREEWAKART Y]
GRSEWRERRTY]

ENRDVLJQELIQK

GP.,SIAALT
GF, . GYAALT
GEE, . KLAALT
GEE ., KLAALT
GEA, , KLAALT]
GEA, , KLAALT]
GEA, , RLAALT

LEQEMOQILD, OTSEPQ AORVPWAKCRATCFA
EQAMURILD, NTSEPQ GORYPWARCRAATF G

HG. ... .OGT
HG. . ... 0GT)
HG. . ... 0GT

AYLRFFNE
AYLRFFNE
AYLRFFNE
KMOETPTLFLMHY
RMOATPTYELNNT]
FPIWTLLDY
PPIYALYDH
PPIVALLDH
IVLWOCTEH
IVLWICTER
IWVLWACTEH
LIWLWOCTEH
TAVYOLLEK]
EGIWIINMAET A

ADAGTYAHLLEY!

kAL
KKL
kL
HiaM
F R

LYG,  BTVATY
IDAIQFARGGREF LK
IDCYRFQORGGEEF LK

HOLRVWHYNERGETF K]
EEIFQHYGHGRGLIK

FNSTRIPRFNR.DE. . .....LFTD
FNSTRIPKPSR.DE.......LFTD
FHSTRLPKPSR.DE. . ..... LFTD
FHTSRLPGKPE, ONG, ,DTHIFYSY
FHNSRYPAE. , . G5, . .DITAHYNG
LSSCRYPGPKEL DT, ¥SHFS, KTKK
QT SSCREPGRKE, DS, VVNFL, KSKR
LSSCRIPGRKR, DS, IVMYA, KGKK
FSSYRLPGHTE,OT, LYALK, S5IM
FSSYRLPGHTEL OT . LVAWK, SSIM
FSSYRLPGHTEL DT . LvAGK, SSYM
FSSvRLPGHTEL OT, LWAGN, S5TM
LGSCRRPGYVKE, DSOFLPSRE, ERLN
LSCYREPGYGE,OT, . . QIR, KEKT
FSTCKGPGITR.DSIMNYFR, TESE
FSTCKVPGITR.DSIMNYFK, TESE
FSTCKIPGITR,DSIINYFR,TESE
FNTTRIPGKE,TOL. ......LEHL
FHTTRIPGKD,TOY, ... ...LEHL
FHTSRIPGEE,TOT.......IGHI
FHTSRIPGEE.TOT....... TQHY
FHTSRIPGEE,TOT. . .....IEH

CLCLOD........
CLCLOD, .\ vvvss
CLCLOD, o\ uvvs
LCLOLDAQSP, ...
IALOSH. NP, ., .
YCLDAT.MP. . ..
VELDKGL VP, ...
KSICTICLOAP.MP, ...
RCICLYCLOGP.GT. ...
RCICLVELOGP.GT. ...

SSLLVYSHMEDS, SP. .. .
SSLEVYSIEDT.SP. ...
SSLLVFCLOOD, SP. .. .

SGK, L MEM RAARFVALD.E.DS, . ..
SGK, , MKA RAARFYVALD . E.ES. ...
RGK. . NKO KAREFYTLO.E,SE. ...
RGK. . MK KAREFYTLO.E,SE. ...

RGK., . NEGQ) KAARFYTLD.E.TE. ...

FRDSTQ. ... ... TPAITPAS, UPAATHSSA
FROSTA, , .., ...TPAIAPUS, UPAATDSSY
FEDSTO, . o'y, . TPAYVTPAS, UPATTDSTY
COOLMKLDY, , ... OOFMREVITR, , SSTVAM
KQILETHP, ... HOLIVEIGS, ., ,SAPRFG
IEYTKKP, ... ... .ELYRSP, ... MVPL]
EYTKKP, ... ... .ELVRSP,, .., .MVPL
EYTKKP,.......ELVRSP,, .., .MIPL
LKHMMTGHM, |, . K KLYRVODS, |, . . YSEL
LKHMMTSH, L, . K KLYRADS, | . . YSEL]
LEHMYKSS, ., . KL KMYRERDS, ., . W SEL
LKHMTQSS, ., . R.KLIRADS, ., . WCEL
KKIEEHP, . ... O,EONGLP, , ., .. [HHL
IRYALKYF, . . (KS. KMV, o, L, o JDWVRHY
EKIFQUMN,,...EG.RWKGSE. ... KVRDI
EKLLET,....EG.RWKGSE, , .. ,K¥RDI
..... EG,RUKGSE, . . .. KVRDI
LATOTFHL, GYTET , GHCWGE, . . . . PNTKL]
LGTOSFHL, GYTET, GHCLGK, . . . .PNPALA
ATDWFAL, GYSED, GHCKGD, , . . . THPNI
ATDVFOL, GYSED, GHCKGD, , . . . KNPMI
SIDSLOL. GYAED. GHCKGO. . . .. INPHI

ESCSTAAFKHGRTETIR . PA
IC.PA
IR.PA
GR.

GR.

IFTKRCSERFY
YTKRCSERFY
ASLE|

SkE

IFTKRESEIFV

=

ITWMYEHH]
IHMMLTEHH]
IWLWEHG
FIVYKEDM
FIWYKEDM
FT4' KFDD!
F I KFDH
FryYRYES
LEWVLIFHE

GEOF PKSEEL
GROFPKSEERL
GEMYPKSEKT
GKTFIKKQEC
GKTFIKKQEY
GETFIKEGKC
GETFIKKQKC
GETFIKSCEN
GEDSTKNWRYEPOGE
GEKLTENKMLHPOTF
GRKLTKKEARLHPOTF
GEKLTKEKELHPOTE
GEGLIKKCRTSFODRF
GEGLIKKCRTSFORF
GRGLIKKCETSPDRF
GRGLIKKCETSPDAF
GEGIIKKCRTEROTE

DD D D ) ) D ) ) ) ) ) ) )

233

1Y G, . WACATYESASLRMFHLGE
IYG, . HACATYESASLEMFHLGRIORIR .
'Y G, . HSCATYESASLRMFRLGRIDRIR
LY, . RLYPTYESASIRERFUEGEYOMIR,
LY, . RLYPTYESASIRERFUEGEYHMIR,
LHG, . RLYPTYESASIERFHEGEYOMIR,
LHR, . RLYPTYESASIRREOEGRYONIR,
.+ +RTSGGHLRKCYHSTISARPRRLHG)
HG. . HLWSTYESASVRRFGAGREYVOMIR
L. .HGHPGCCYETAMTRHF Y HGE!
L. .HGRPGCCYETAMTRYFrHGE!
L. .HGRPGCCYETAMTRLFvHGR,
+ +KGEFCLTYERSMTRMFREGR
++RGEFCLTYERSMTRMFREGR
+ .MGKFCLTYERSMTRLFREGE!
. .MGKFCLTYEASMTRLFREGE!
+ .MGEFCLTYERSMTRLEREGR

1R, SLT)
SLA
SHEK]
ALA
ALA
ALH
ALA

GG IGY G
ALE
A
ARl
A
STH
STH
SCH
SCH
Sco

I}
ST OO0

[ Mo o M M e M A B el vy e e e e ey e 3 o

237
237
237
239
202
196
199
199
190
189
190
298
265
183
185
185
185
329
329
328
319
328

329
329
329
338
295
291
294
294
287
286
287
395
357
285
283
283
283
425
425
424
415
424

410
410
410
418
375
374
377
377
370
369
370
478
453
376
363
363
363
513
h13
h13
G4
513

517
517
517
525
482
481
484
4a4d
477
476
477
585
560
483
470
470
470
620
620
620
611
620



Apéndices

CPT2_RAT

CPT2_MOUSE
CPT2_HUMAN
CACP_YEAST
CACP_CANTR
CACP_HUMAN
CACP_MOUSE
CACP_COLLI
CLAT_MOUSE
CLAT_RAT

CLAT_PIG

CLAT_HUMAN
CLAT_DROME
CLAT_CAEEL
OCTC_HUMAN
OCTC_RAT

OCTC_BOWIN
CPTM_RAT
CPTM_HUMAN
CPT1_RAT
CPT1_MOUSE
CPT1_HUMAN

CPT2_RAT

CPTZ_MOUSE
CPTZ_HUMAN
CACP_YERST
CACP_CANTR
CACP_HUMAN
CACP_MOUSE
CACP_COLLI
CLAT_MOUSE
CLAT_RAT

CLAT_PIG

CLAT_HUMAN
CLAT_DROME
CLAT_CAEEL
OCTC_HUMAN
OCTC_RAT

OCTC_BOVIN
CPTM_RAT

CPTM_HUMAN
CPT1_RAT

CPT1_MOUSE
CPT1_HUMAN

518
518
518
h25
483
482
4385
485
478
477
478
ha6
14
484 5
471
471
471

621 Th

621
621
612
521

594
h94
Gad
GO0
h56
hEG
falae]
falale]
hh4
063
etk
662
658
be2
547
547
hd7
704
704
704
B95
704

srssssassEPSKHSYG, 0y ou., . ELEH

AECSKYHGULTKERRMGUGEFDI

‘..“‘.‘..DPSKHSVG..‘..“..‘.ELQHlaﬂEESKYHGQLTKE AMGOEFDI

R
R
Ryviverss o oEPSRHSAG, .o v vy n o JELGQ
Govsssas e JOVPIREK, o hyvvusvyy s I0AL
..“..‘..NRSSQDK‘..‘..“..‘..‘VQTFQQ
breereas s DOVTEHRK, L4 hthvuiss bW VE
brrssras s SIVPEQUK, 4 yyhsety sy JVERLRK]
S‘..“..‘.PDKSDQEK‘..‘..“..‘..‘RD LRR
....... ARYLASEK, . ...\ ovvys. . L)
HK.“..‘.HQMPQSEK‘..‘..“..‘..‘LQ LAT
HA, .. ....SAMPDSEK. . ......vsvv. LLELKD
HK, .. ... AAYPASEK, 4 4ot ssvss oy o+ LLELKD
QGEGQNVPLESDREDEEESRKVKFSIYSKDHLRE FRC
K

KovorsanesKE N 1

P e o SYNLRER. oo v v v vevv v vy JHOKMLE

SPAYS, , . LGRRAPYMPHGFGI AYAYH, DOWEGCHY S

SPAYS, , . LGH QPVIP GFRIAYAYH, DOWEGCHYS
SPAWN, . . SHEFGYGYAVH, DHLEGCHYE

LGGEAPY:

SEFFW, , . SWEMSLY
AKTOC, , , VMFEGRY
AKTDC, , , VMFEGPY
AKTDC, , , VMCEGRY
TTMEM, , , F CCHGRRY
TTMEM, , . FCCHGPY
TTMEM, , , FCCHFBPVMPNGYGACYHPL, PESTL
TTTEM, , , FLCY¥BPYMPHGYGACYHPL, PETEIL
CSTDS, . . FMG PVTPRGYGESYNPH.PEQ
TSLDIPDCYLT] ROGYGCFYNIQ, PORMWI

GYLRY, .‘QGVVVPM GYGFFYHIR, DORFYYACS

H

GYGYCYNPH, EAHENESLS
GYRICYHPH, EAH NLSVS
G GICY NP, GEHIN
GYGACYHPH, AEA
GMGACY NP, PEA

TUOOooOUoUoo

GYLRI, . . QEWYPMEHNGTGF FYHIR, DORFWWTCS
GYLRY, , , QGYMYPMWHNGYGF FYHIR, DDRFVVSES
NHLGH..‘GGG PVHDHGYGVSYMIHGENT
HHLGA, , . GEGEGPYADDGT Y SYMIAGENT
DYvWSC, , , GEERGPYAD GYGVSYIIVGENF
DvysC, , . GGG
EYVSS, , . GGG

SGR, ..
SGR, . . HARE]
PGR. ..

WECSKYHGULTKERAMGLGEFD

AKEHSTYLKHNAANGNEYT
AKBHYAYLSARADGKEYD
QAHRGYTDRAIRGEAFG
WAHRAYTORAIRGEAFD
QAHKEYTHMAT QGNALL
TQANTEYTWMATT GHMATON
LAHKOYTYMRITEMAION
IRALUTAYTYMAITEMAION
IRAQTAYTYMALTGHATION

LKEVKYTLENISGEYEYON
FAKHNKMMKOCSARKEFD
FAKHNKMMROCSHEKGEFD
FAKHMKMMKOCSTGKEFD
TGEAGLD
TGEAGLD
TGEAGLD
TGAGID
TRESEID

HARE

HAARLAHYLEK]
NARRMAHYLEK]
HAARMAHYLEK]
SSVERAEAVGH
SSYERAERYGH
SSTKRAKAYEE
SSSKRAKAYEE
SASRAKSLUD
REDLUHREKKSLAG
AEKLVALTFC
AEKLVEMIFH
AEKLVOCUVFH
NALRBGHHIRG
NALREGHHIRK]
SHREGKHLRL
SHREGKHLRL
SHREGRHLKE|

[
e T T T M i« = W Tl 3 e )

234

LHCWQKCLED
LACYEKALED
SEYFD. . . GY GRSOVNDNGEGL AYMLN, HEWEHINIVEK PEKSGASYNRLHYY LS
GFGLAYLIM, MO HVHISEKRGN.GLESDHLKNYLVD
M
&l
AISAFN
CISEFHEG)
CISSFH
CISSFHEG
CISSFH
CYSAFY
APTAFF,
K]
R
K]
FEHYSSKL
FEHISSKF]
HISSHkF]
PYADDGYGY SY L IYGENFTHEHI SSKF)
PYADDGY Gy S¥ILYVGENLINEHI S8k FEEP!

NQREILHEVQKELED

HLFALRYL

HLYQLRYLITQRGLNL‘..‘PE.‘.

ARRGYTL, . . .PE

HLFALRHLAAAKGIIL, .. .PE...

HFFGLKHMLKSHODA, . . . IFP

HLFGLKOMIGPGEP, , ., IPE, ..
HLLGLKLQRIEDLYST, .. PO, ..

HLLGLKLURIEDLYSI, .. .PE. ..

HLLALRELARDLCKER,

HLLALREL RDLEKEP‘..‘PE.‘.
HLLGLRELAREWCKEL. .. .PE...
HLLALRELARAMCKEL . .. .PE. ..
ARUTEVMYRISWAMASTSRCWPARGRYRGHRRDA, , . L RA, . WARRYLOACSA, . ., ., CHLLS

HLCALFCLAREREETTGEDIRS, . .

L|
L|
L
L
I
I
HLLGLKLURIEDLYSEM, . PO, , . I
L
mul
il
il
il

LDRAYQOMN, . . ..  HNILS
UDRAYURIN, . ... HNILS
LOBATGAIN, . . .. HNVLS
KORLFNYSS, . ... . TWLIS

DRIFSYSA, .. ... TWYIS
DTSYAIAM, . ... HFHLS
OTSYARLAM, . . ... HFHLS
DTAYAVAM, . . .. . HFHLS
DETYLMSH, , . ... RFILS
DETYLMSH, , ... .RFVLS
DETYLMSH, , ..., RFVLS
DETYLMSH, .. ...RFVLS

LELDRLWSEYH, , . .. . RFFLS

HLLGLLLIRKEEGLPY, , . ,PE, ., LETORLFSKSGGG, , . . GNFYVL
HLLGLLLIAKEEGLPY., ... PE, . LREDBLFSRSGGE. . .  GHFVL
HLLGLSLIAKEEGLPY, .. PE, . LETORLFSRSGGE. ..  GHFYL

HLFCLYIVEKYLGVRS. ...
HLFCLYLYSKYLGYSS. . . . RFLAEVLSE
HLFCLvWYSKYLAVDS, | . . FFLKEVLSE
HLFCLY¥SKYLAVDS, | . , FFLKEVL SEl
HLFCLvWAWBKYLAVES. . . .

CSSRMP, .

RFLOEVLSE

PFLKEVLSE

FOALE, . ...yt JGRRAIKT, couuannvinns
FOALE, .. vuyas oGRAIKT . ouussvvnns
FOALE. . ....... GKSIKS, . ...
DELTEGL, o JLTOAKPKEL, s s ar v vann
LOSHPR, 4o b AKL Y v e v v eaverrreans
R Y
LOSAPK, ... . SKL, .

CSSRQP..‘QDSKPPTQKERHRGPSQHKQS 640
. ADSKPPAPKEKARGPSEAKAS 639
ESLSQS..‘GMGKPLQTKEKVTRPSQVHQP 640
CSLLPP, . . TESKPLATKEKATRPSAGHAP 748

L0 e s aservrassenesssrensanan

LS s aservrasrrressarenranan

HSTHL, bssvvvnssssevrnssssnans

658
658

....... 658

670
627
624
627
627

720
627
612

612
re

L S = 7a
FGLTINSKK, ot vvvvsvrrnsssrrrass
FGLTANSKK, b ssvirranenrreans
FGLESHSKK vt virrnnerrranns

773
764
7FE

RLETSATPOUUVELFDLENN

593
593
593
599
555
555
558
558
553
552
553
661
657
561
546
546
546
703
703
703
694
703



	PDF_articles_all.pdf
	Biochem_Pharmacology.pdf
	C75 is converted to C75-CoA in the hypothalamus, where it inhibits carnitine palmitoyltransferase 1 and decreases food int...
	Introduction
	Materials and methods
	Materials
	Animals
	Cannulation surgery
	Stereotaxic microinjection
	Treatments
	C75-CoA and acyl-CoAs extraction and quantification
	Liquid chromatography–mass spectrometry (LC–MS/MS)
	Enzymatic synthesis of C75-CoA and etomoxiryl-CoA
	Non-enzymatic synthesis of C75-CoA
	Expression of rat CrAT and CPT1 in Saccharomyces cerevisiae
	Determination of carnitine acyltransferase activity
	Radiometric method
	Fluorometric method

	Construction of rat CrAT and CPT1A models
	In silico molecular docking
	Statistical analysis

	Results
	Synthesis and chemical characterization of C75-CoA by NMR
	Effect of C75 and C75-CoA on CPT1 activity
	Inhibitory effects of C75-CoA on yeast-expressed mutated CPT1A and CrAT
	Molecular model of docking of C75-CoA into CPT1A wt, and CrAT D356A/M564G
	C75 is converted to C75-CoA in rat hypothalamus
	Central nervous system administration of C75 inhibits CPT1 activity and decreases food intake and body weight

	Discussion
	Acknowledgements
	Supplementary data

	Supplementary data





