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REIVINDICACIONES

1. Bacterias probitticas recombinantes, que comprenden

(a) secuencia o secuencias de &cido nucleico que codifican un primer factor heterélogo, (a) secuencia o secuencias
de acido nucleico que codifican un segundo factor heterélogo y preferiblemente (a) secuencia o secuencias de acido
nucleico que codifican un tercer factor heterélogo, con la condicién de que dicho primer factor, dicho segundo factor
y dicho tercer factor son funcionalmente diferentes entre si,

en las que dicho primer factor es un factor de crecimiento, en las que dicho segundo factor se selecciona del grupo
que consiste en factores polarizantes de M2, y en las que preferiblemente dicho tercer factor se selecciona del grupo
que consiste en factores polarizantes de M2 y factores de crecimiento.

2. Bacterias probiéticas recombinantes, segun la reivindicacién 1, en las que dicha secuencia o secuencias de acido
nucleico estan situadas en al menos uno de un cromosoma y un plasmido de dichas bacterias probiéticas
recombinantes.

3. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 1 6 2, en las que la expresion de
dicha secuencia o secuencias de acido nucleico esta controlada por un promotor constitutivo o un promotor
inducible.

4. Bacterias probitticas recombinantes, segun la reivindicacion 3, en las que la expresion de dicha secuencia o
secuencias de acido nucleico esta controlada por un promotor inducible, siendo dicha secuencia o secuencias de
acido nucleico expresables en presencia de al menos un inductor.

5. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 3 6 4, en las que dicho promotor
inducible, que es inducible por un inductor, es un promotor para un gen microbiano que codifica un péptido
lantibiético o un analogo funcional del mismo, en las que preferiblemente dicho promotor inducible es PnisA, PnisZ,
PnisQ, PnisF, PnisU o combinaciones de los mismos de Lactococcus lactis.

6. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 4 o 5, en las que el inductor es al
menos un péptido lantibiético o un analogo funcional del mismo, preferiblemente seleccionado del grupo que
consiste en nisina A, nisina Z, nisina Q, nisina F, nisina U, analogos funcionales de las mismas, y mezclas de las
mismas.

7. Bacterias probioéticas recombinantes, segun cualquiera de las reivindicaciones 1 a 6, en las que dichas bacterias
probidticas comprenden, ademas, al menos un gen inactivado que codifica una proteina esencial necesaria para la
viabilidad de dichas bacterias probidticas.

8. Bacterias probidticas recombinantes, segun la reivindicacién 7, en las que dicho al menos un gen inactivado
necesario para la viabilidad de dichas bacterias probioticas se selecciona del grupo que consiste en alanina
racemasa (alaR), timidilato sintasa (thyA), asparagina sintasa (asnH), CTP sintasa (pyrG), triptéfano sintasa (trpBA),
y combinaciones de los mismos.

9. Bacterias probioticas recombinantes, segun cualquiera de las reivindicaciones 7 u 8, en las que dicho gen se
inactiva por delecién de dicho gen, mutacién de dicho gen, modificacién epigenética de dicho gen, silenciamiento
génico mediado por ARN de interferencia (ARNi) de dicho gen, inhibicion de la traduccién de dicho gen, o
combinaciones de los mismos.

10. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 1 a 9, en las que al menos uno de
dicho primer factor, dicho segundo factor y dicho tercer factor es liberable de dichas bacterias probidticas
recombinantes.

11. Bacterias probiodticas recombinantes, segun cualquiera de las reivindicaciones 1 a 10, en las que dicho factor
polarizante de M2 se selecciona del grupo que consiste en citocinas, quimiocinas y mezclas de las mismas.

12. Bacterias probiéticas recombinantes, segun cualquiera de las reivindicaciones 1 a 11, en las que dicho factor
polarizante de M2 se selecciona del grupo que consiste en interleucina 4 (IL-4), interleucina 10 (IL-10), interleucina
13 (IL-13), factor 1 estimulante de colonias (CSF-1), interleucina 34 (IL34) y mezclas de los mismos.

13. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 1 a 12, en las que dicho factor de
crecimiento se selecciona del grupo que consiste en factores de crecimiento de fibroblastos (FGF), factores de
crecimiento endotelial vascular (VEGF), factores de crecimiento epidérmico (EGF), factor de crecimiento similar a
EGF (HB-EGF) de unién a heparina, factor de crecimiento transformante a (TGF-a), factores de crecimiento
similares a la insulina (IGF), factores de crecimiento derivados de plaquetas (PDGF), factor beta de crecimiento
transformante (TGF-B) y mezclas de los mismos, preferiblemente el factor 2 de crecimiento de fibroblastos (FGF-2).
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14. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 1 a 13, en las que dichas
bacterias probiéticas recombinantes son bacterias de acido lactico, preferiblemente una especie de Lactobacillus o
Lactococcus.

15. Bacterias probidticas recombinantes, segun la reivindicacion 14, en las que dicha especie de Lactococcus es
Lactococcus lactis, preferiblemente la subespecie cremoris de Lactococcus lactis.

16. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 1 a 15, en las que dichas
bacterias probidticas recombinantes estan en una solucién, congeladas o secas, preferiblemente estan liofilizadas o
secadas por pulverizacion.

17. Bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 1 a 16, en las que dichas
bacterias probidticas recombinantes se administran por via topica y/o mediante inyeccion subcutanea.

18. Bacterias probitticas recombinantes para usar en el tratamiento de una disfuncion inflamatoria de la piel, en las
que dichas bacterias probidticas recombinantes son bacterias probiéticas recombinantes, segun cualquiera de las
reivindicaciones 1 a 17.

19. Bacterias probioticas recombinantes, segun la reivindicaciéon 18, en las que dicha disfuncién inflamatoria de la
piel es una enfermedad inflamatoria de la piel o una enfermedad inflamatoria del tejido conectivo.

20. Bacterias probidticas recombinantes, segun la reivindicacion 19, en las que dicha enfermedad inflamatoria de la
piel es la congelacién, eczema, psoriasis, dermatitis, Ulcera, herida, lupus eritematoso, neurodermitis o
combinaciones de las mismas.

21. Bacterias probidticas recombinantes, segun la reivindicaciéon 20, en las que dicha herida es una herida por
quemadura, una herida quimica, una herida inducida por radiacion, una herida isquémica o una herida mecanica.

22. Bacterias probidticas recombinantes, segun la reivindicacion 20, en las que dicha Ulcera es una ulcera de
decubito o una ulcera venosa.

23. Método para el tratamiento de una disfuncion inflamatoria de la piel, en el que dicho método comprende la etapa
de administrar bacterias probidticas recombinantes, segun cualquiera de las reivindicaciones 1 a 22, a un individuo
que padece dicha disfuncién inflamatoria de la piel.
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cggttgcgge gttagctata gaagaatatg caagaaagga atcagaacaa aaaaaataag 1200
cgaaagctcy cgtttttaga aggatacgag ttttcgctac ttgtttttga taaggtaatt 1260
atatcatgge tattaaaaat actaaagcta gaaattttgg atttttatta tatcctgact 1320
caattcctaa Cgattggaaa gaaaaattag agagtttggy cgtatctatyg getgtcagte 1380
ctttacacga tatggacgaa aaaaaagata aagatacatyg gaatagtagt gatgttatac 1440
gaaatggaaa gcactataaa aaaccacact atcacgttat atatattgca cgaaatcctg 1500
taacaataga aagcgttagg aacaagatta agcgaaaatt ggggaatagt tcagttgetce 1560
atgttgagat acttgattat atcaaaggtt catatgaata tttgactcat gaatcaaagg 1620
acgctattge taagaataaa catatatacg acaaaaaaga tattttgaac attaatgatt 1680
ttgatattga ccgctatata acacttgatg aaagccaaaa aagagaattg aagaatttac 1740
ttttagatat agtggatgac tataatttgg taaatacaaa agatttaatg gecttttatte 1800
goccttagggg agocggagbtt ggaattttaa atacgaatga tgtaaaagat attgtttcaa 1860
caaactctag cgcctttaga ttatggtttyg agggcaatta tcagtgtgga tatagagcaa 1920
gttatgcaaa ggttcttgat gctgaaacgg gggaaataaa atgacaaaca aagaaaaada 1980
gttatttgct gaaaatgagyg aattaaaaaa agaaattaag gacttaaaag agcgtattga 2040
aagatacaga gaaatggaag ttgaattaag tacaacaata gatttattga gaggagggat 2100
tattgaataa ataasaagccc ccctgacgaa agtcgacatg gactgataaa gtatagtaaa 2160
aacataaaac ggaggatatt gttgtgaaca gagaagagat gactctctta gggtttgaaa 2220
ttgttgctta tgctggagat gectcgctcta agettttaga agocgecttaaa goggetgaaa 2280
atggtgattt cgectaaggeca gatagtcttg tagtagaagc aggaagoctgt attgcagagg 2340
ctcacagttc tcagacaggt atgttggctc gagaagettc tggggaggaa cttccataca 2400
gtgttactat gatgcatggt caggatcact tgatgactac gatcttatta aaagatgtga 2460
ttcatcacct catcgaactt tataaaagag gagcaaagta attaatgcat aaactcattg 2520
aacttattga daaagggaaa cgacdggatca 25350
Figura 3:
1 tagtettata actatactga caatagaaac attaacaaat ctaaaacaghb cttaattceba tetlgagaaa

71 gtattggtaa taatattatht gtogataacy cgageoataat asacggetet gattaaattc tgaagtitgt

141 tagatagsat

gatttogtic gaaggaachta caaaataaat tataaggagy cachteaco
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Figura 4a:
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Figura 4b:

Prediccion de la sefial P-4.1 (gram + sistema): Secuencia
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Figura 5c:
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Figura 7a:
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Figura 6c¢:
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attattgteg
tacaatgatt
aaaaagatta
tcaggtgttt
tcaggagect
ggcttctttc
cctcatateca
tgcgcgaate
actgatgaat
agaaaatata
aagacaggac
tctagagage
ttgaaatggc
cagttgataa
ttttagaggt
tcaaatcgtt
aacaggcgtt
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acaaatctaa
ataacgcgag
tcgttcgaag
tctcagctat
acgotgotgg
tteccaccagg
tgcgaattca
aactccaact
gttacttage
gttttttttt
catcatggta
ctggtcaaaa
tcaagctttc
aattaaacaa
agcaattact
ggttttttta
tctgagacgt
atcgtagogt

aacagtctta
cataataaac
gaactacaaa
tttaatgtct
Ctccattacg
gcactttaaa
tcctgatgga
tcaggcagaa
tatgaaagaa
tgaacggctt
cgttgcactt
agcaattttg
tttgaaccaa
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gatattgctg
tttataaatt
tttagogttt
aaaagcccott
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gagcgtagog
aatgaaataa
gggaatgaaa
agcgctggaa
gaattttget
aacgctctat
aacgtttteg
gattacaaag
tttcagaatc
cagatatggc
aatatgcaag
tacgagtttt
aagctagaaa
aattagagag
aagataaaga
cacactatca
agattaagecg
aaggttcata
tatacgacaa
ttgatgaaag
atttggtaaa
ttttaaatac
ggtttgaggyg
adacggggyga
aaaaaaagaa
attaagtaca
gacgaaagtc
tgaacagaga
gctctaagcet
gtcttgtagt
tggctcgaga
atcacttgat
aaagaggadc
ggatca

tggctttgeca
taagcgcagc
ttcecctecatyg
aatttttgaa
tcegtactac
cccaactgge
ccaacgtttt
tgatacacta
Jaaaaaaada
Jaaacaaaaa
aaaggaatca
cgctacttgt
ttttggattt
tttgggcgta
tacatggaat
cgttatatat
aaaattgggyg
tgaatatttyg
aaaagatatt
ccaaaaaaga
tacaaaagat
gaatgatgta
caattatcag
aataaaatga
attaaggact
acaatagatt
gacatggact
agagatgact
tttagaagcg
agaagcagJga
agcttetggg
gactacgatc
aaagtaatta

Figura 7b:
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gcgaagatgt
gtccttetat
ggtttgattt
aaaaatttgyg
gaccccccat
tcaagggttt
ttataaatct
attttataaa
gttatgattt
gatttttcaa
Jaacaaaaaa
ttttgataag
ttattatatc
tctatggetyg
agtagtgatyg
attgcacgaa
aatagttcag
actcatgaat
ttgaacatta
gaattgaaga
ttaatggett
aaagatattg
tgtggatata
caaacaaaga
taaaagagcyg
tattgagagy
gataaagtat
ctettagggt
cttaaagcgg
agctgtattg
gaggaacttc
ttattaaaag
atgcataaac

tgtctgttag
ttcggttagga
taaaaattgc
aatttggaaa
taagtgccga
gaggggtttt
atatttaagt
attatttgat
ctctgacaaa
aatctgecggt
aataagcgaa
gtaattatat
ctgactcaat
tcagtccttt
ttatacgaaa
atcctgtaac
ttgectcatgt
caaaggacgc
atgattttga
atttactttt
ttattcgect
tttcaacaaa
gagcaadgtta
aaaagagtta
tattgaaaga
agggattatt
agtaaaaaca
ttgaaattgt
ctgaaaatgg
cagaggctca
catacagtgt
atgtgattca
tcattgaact
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attatgaaag
ggadggctcaa
ttgcaatttt
aaaatggggy
gtgccaattt
tcaatcgceca
agctttattt
tggagttttt
agagcaagat
tgcggegtta
agctcgegtt
catggctatt
tcctaatgat
acacgatatg
tggaaagcac
aatagaaagc
tgagatactt
tattgectaag
tattgaccge
agatatagtg
taggggagcy
ctctagcgeo
tgcaaaggtt
tttgctgaaa
tacagagaaa
gaataaataa
taaaacggag
tgcttatget
tgatttcget
cagttctcag
tactatgatg
tcaccteate
tattgagaaa

ccgatgactyg
gggagtttga
gccgageggt
gaaaggaagc
ttgtgccaaa
acgaatcgcc
Ltgtttttat
taaatggtga
aaaaaattaa
gctatagaag
tttagaagga
aaaaatacta
tggaaagaaa
gacgaaaaaa
tataaaaaac
gttaggaaca
gattatatca
aataaacata
tatataacac
gatgactata
gagtttggaa
tttagattat
cttgatgctg
atgaggaatt
tggaagttga
aagccccoct
gatattgttg
ggagatgcectc
aaggcagata
acaggtatgt
catggtcagg
gaactttata
gggaaacdac

Sspl
Xbal
Sact

ggatcctagt cttataacta tactgacaat agaaacatta acaaatctaa aacagtctta
attctatctt gagaaagtat tggtaataat attattgtcg ataacgcgag cataataaac
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ggctctgatt
ataaattata
acggtcatct
ataacattac
accgaattaa
ttttgtegag
tgtcttggtyg
cgtttggatc
aatcaatcta
tctaagtgtt
accaaggctt
tgattgatag
aatttataaa
atttocgettt
agttatcgge
gtggctttgeo
ataagcgcag
attccctecat
aaatttttga
ttccgtacta
tcecaactqgy
goccaacgttt
gtgatacact
cgaaaaaaag
cgaaacaaaa
gaaaggaatc
tcgectacttyg
attttggatt
gtttgggegt
atacatggaa
acgttatata
gaaaattggy
atgaatattt
aaaaagatat
gccaaaaaag
atacaaaaga
cgaatgatgt
gcaattatca
aaataaaatg
aattaaggac
aacaatagat
cgacatggac
aagagatgac
ttttagaagc
tagaagcagg
aagcttctgy
tgactacgat
caaagtaatt

aaattctgaa
aggaggcact
taagcgctgc
aagaaattat
ctgtaactga
ctgccacagt
ctacggcaca
gtaatctgtg
ctcttgaaaa
catcttaata
gaaacgttca
ccaaaaagca
taaaaatcac
cgatagaaca
ataatcgtta
agcgaagatg
cgtcctteta
gggtttgatt
aaaaaatttyg
cgacccocca
ctcaagggtt
tttataaatc
aattttataa
agttatgatt
agatttttca
agaacaaaaa
tttttgataa
tttattatat
atctatggcet
tagtagtgat
tattgcacga
gaatagttca
gactcatgaa
tttgaacatt
agaattgaag
tttaatggct
aaaagatatt
gtgtggatat
acaaacaaad
ttaaaagagc
ttattgagag
tgataaagta
tctettaggy
gcttaaagcg
aagctgtatt
ggaggaactt
cttattaaaa
aatgcataaa
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gtttgttaga
caccatgaag
tgccccattg
caaaaccctt
tatttttgcet
gttaagacaa
acaatttcat
gggcttggea
tttcttagag
atctagagag
attgaaatgg
gcagttgata
cttttagagg
atcaaatcgt
aaacaggcgt
ttgtctgtta
tttecggttoay
ttaaaaattg
gaatttggaa
ttaagtgccg
tgaggggttt
tatatttaag
aattatttga
tctctgacaa
aaatctgcgg
aaataagcga
ggtaattata
cctgactcaa
gtcagtcctt
gttatacgaa
aatcctgtaa
gttgctcatyg
tcaaaggacg
aatgattttg
aatttacttt
tttattcgce
gtttcaacaa
agagcaagtt
aaaaagagtt
gtattgaaag
gagggattat
tagtaaaaac
tttgaaattyg
gctgaaaatyg
gcagaggctc
ccatacagtyg
gatgtgattc
ctcattgaac

tacaatgatt
aaaaagatta
tcaggtgttt
aatagtttaa
gcttctaaaa
ttttacagtc
agacacaaac
ggattgaaca
agattgaaaa
ctcaagettt
caattaaaca
aagcaattac
tggttttttt
ttctgagacg
tatcgtageg
gattatgaaa
aggaggctca
cttgcaattt
aaaaatgggg
agtgccaatt
ttcaatcgce
tagctttatt
ttggagtttt
aagagcaaga
ttgcggegtt
aagctcgegt
tcatggectat
ttcctaatga
tacacgatat
atggaaagca
caatagaaag
tLtgagatact
ctattgctaa
atattgaccg
tagatatagt
ttaggggagce
actctagcgc
atgcaaaggt
atttgctgaa
atacagagaa
tgaataaata
ataaaacgga
Ltgcttatge
gtgatttcge
acagttctca
Ltactatgat
atcacctcat
ttattgagaa
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tcgttcgaag
ttagtgcaat
atgcagcaca
ctgaacagaa
atacaactga
atcatgaaaa
aacttatccg
gttgtcctgt
caattatgcg
ctttgaacca
aattacagca
tgatattgct
atttataaat
ttttagegtt
taaaagcoct
gccgatgact
agggagtttyg
tgccgagegy
ggaaadggaag
tttgtgccaa
aacgaatcgc
tttgttttta
ttaaatggtyg
taaaaaatta
agctatagaa
ttttagaagg
taaaaatact
ttggaaagaa
ggacgaaaaa
ctataaaaaa
cgttaggaac
tgattatatc
gaataaacat
ctatataaca
ggatgactat
ggagtttgga
ctttagatta
tcttgatget
aatgaggaat
atggaagttg
aaagcccocc
ggatattgtt
tggagatgct
taaggcagat
gacaggtatg
gcatggtcag
cgaactttat
agggaaacga

gaactacaaa
tttaatgtca
taagtgtgat
gactttgtgt
aaaagagaca
agacacaaga
Ctttcttaaa
Caaagaagcc
agaaaaatat
aaattagaaa
cgtgttgett
gaaaaattgt
tattcgtttg
tatttogttt
tgagocgtage
gaatgaaata
agggaatgaa
tagcgctgga
cgaattttge
aaacgctcta
caacgttttc
tgattacaaa
atttcagaat
acagatatgg
gaatatgcaa
atacgagttt
aaagctagaa
aaattagaga
aaagataaag
ccacactatc
aagattaagc
aaaggttcat
atatacgaca
cttgatgaaa
aatttggtaa
attttaaata
tggtttgagy
Jgaaacgggdd
Caaaaaaaga
aattaagtac
tgacgaaagt
gtgaacagag
cgctctaage
agtcttgtag
ttggctegag
gatcacttga
aaaagaggayg
cggatca
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Figura 7c:

ggatcctagt
attctatett
ggctoctgatt
ataaattata
acggttattt
gagtactgta
agtcaaatgg
gatccagtat
atgagattca
ttaagattga
acattttatg
aagaatttgt
gaatgttcaa
aagctttett
ttaaacaaat
caattactga
tttttttatt
tgagacgttt
cgtagegtaa
tatgaaagco
aggctcaagg
gcaattttge
aatgggggga
gccaattttt
aatcgcoccaac
ctttattttt
gagtttttta
agcaagataa
cggegttage
ctegogtttt
tggctattaa
ctaatgattyg
acdatatgga
gaaagcacta
tagaaagcgt

cttataacta
gagaaagtat
aaattctgaa
aggaggcact
taagcgcagce
gtcatatgat
aaacctecttg
gttatcttaa
gagacaatac
aaagtitgctt
aaactccttt
tggataaaga
gccagggtca
tgaaccaaaa
tacagcacgt
tattgctgaa
tataaattat
tagcgtttat
aagcccttga
gatgactgaa
gagtttgagg
cgagceggtag
aaggaagcga
gtgccaaaaa
gaatcgccaa
gtttttatga
aatggtgatt
aaaattaaca
tatagaagaa
tagaaggata
aaatactaaa
Jgaaagaaaaa
cdaaaaaaaa
taaaaaacca
taggaacaag
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tactgacaat
tggtaataat
gtttgttaga
caccatgaaa
agctccatta
tggttctgga
tcaaattaca
gaaagctttt
tcctaacget
cactaaagat
gcaattattyg
ttggaatata
tgaacgtcaa
ttagaaaacc
gttgctttga
aaattgtaat
tocgtttgatt
ttegtttagt
gegtagegtyg
tgaaataata
gaatgaaatt
cgctggaaaa
attttgecttc
cgctctatec
cgttttogec
ttacaaagtg
tcagaatcga
gatatggcga
tatgcaagaa
cgagtttteg
gctagaaatt
ttagagagtt
gataaagata
cactatcacg
attaagcgaa
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agaaacatta
attattgtcg
tacaatgatt
aagaaaatca
tctggagttt
cacttacaat
tttgaatttg
cttttagtece
atcgccattg
tatgaggaac
gaaaaagtga
ttcagtaaga
tcagaaggct
aaggcttgaa
ttgatagcca
ttataaataa
tcgotttoga
tatcggcata
gctttgcage
agcgcagogt
ccctcatggg
tttttgaaaa
cgtactacga
caactggctc
aacgttittt
atacactaat
aaaaaagagt
aacaaaaaga
aggaatcaga
ctacttgttt
ttggatittt
tgggcgtate
catggaatag
ttatatatat
aattggggaa
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acaaatctaa
ataacgcgag
tcgttcogaag
tttcagecgat
atgcagcada
cacttcagcg
tagaccaaga
aagacataat
tccaattaca
atgataaagc
aaaatgtttt
attgtaataa
cttaataatc
acgttcaatt
aaaagcagca
aaatcacctt
tagaacaatc
atcgttaaaa
gaagatgttyg
ccttcotattt
tttgatttta
aaatttggaa
cccoccatta
aagggtttga
ataaatctat
tttataaaat
tatgatttct
tttttcaaaa
acaaaaaaaa
ttgataaggt
attatatcct
tatggctgte
tagtgatgtt
tgcacgaaat
tagttcagtt

aacagtctta
cataataaac
gaactacaaa
tttgatgtca
agaagttagt
tcttattgat
acaacttaaa
dgdgaadataca
agaactttct
ttgtgttcga
caatgagacg
ctcatttgec
tagagagctc
gaaatggcaa
gttgataaag
ttagaggtgg
aaatcgttte
caggcgttat
tctgttagat
cggttggadyg
aaaattgctt
tttggaaaaa
agtgccgagt
ggggtttttc
atttaagtag
tatttgattyg
ctgacaaaag
tctgcggttg
taagcgaaag
aattatatca
gactcaattc
agtcectttac
atacdaaatg
cctgtaacaa
gctcatgttg
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agatacttga
ttgctaagaa
ttgaccgcta
atatagtgga
ggdgagcgga
ctagcgcott
caaaggttct
tgctgaaaat
cagagaaatg
ataaataaaa
aaacggagga
cttatgctgy
atttcgctaa
gttctcagac
ctatgatgca
acctcatcga
ttgagaaagg

Figura 8:

Figura 9:

ttatatcaaa
taaacatata
tataacactt
tgactataat
gtttggaatt
tagattatgg
tgatgetgaa
gaggaattaa
gaagttgaat
gococccocctga
tattgttgtyg
agatgctcge
ggcagatagt
aggtatgttg
tggtcaggat
actttataaa

gaaacgacdag
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ggttcatatg
Ltacgacaaaa
gatgaaagcc
ttggtaaata
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aaaaagaaat
taagtacaac
cgaaagtcga
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tctaagettt
cttgtagtag
gctocgagaag
cacttgatga
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aatatttgac
aagatatttt
aaaaaagaga
caaaagattt
atgatgtaaa
attatcagtyg
taaaatgaca
taaggactta
aatagattta
catggactga
agatgactct
tagaagcget
aagcaggaag
cttectgggga
ctacgatctt
agtaattaat

tcatgaatca
gaacattaat
attgaagaat
aatggectttt
agatattgtt
tggatataga
aacaaagaaa
aaagagcgta
ttgagaggag
taaagtatag
cttagggttt
taaagcggcet
ctgtattgca
ggaacttcca
attaaaagat
gcataaactc

aaggacgcta
gattttgata
ttacttttag
attcgectta
tcaacaaact
gcaagttatg
aagagttatt
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Figura 10:

Figura 11:
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Figura 12:
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Figura 13

‘Carril Muestra

1 Marcador Seeblue

2 FGF2 0,5 pg (plata) , 0.1 pg (WB)
3 Sup no inducido -
4 SuppH 5 1 ng/ml nisina

5 Sup pH 5 0.1 ng/ml nisina

6 Sup ODE00=3 | 1 ng/ml nisina

7 SupOD600 =3 | 0.1 ng/ml nisina
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Figura 14a
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Figura 14b:
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Figura 14c:
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Figura

TNFalfa (100% de control de LPS)
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Figura 14f:
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macréfagos derivados de THP1

1200 -

Expresion de ARNm  {2ExpAAct)

-
@
[=]
(=

8

g

8

Expresion de ARN de Mrc1

Mo

IL420 0.1% 1%

AUP-12 (% VIV)

19

TNFalfa (100% de control de LPS)
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Figura 14g:
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Figura 15b:

Figura 15c:
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Figura 16a: Secuencia de aminoacidos del precursor de isoforma a del factor 1 estimulante de
colonias de macréfagos de Homo sapiens
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Ser
Gly
Thr
Ser
Ala
Leu
Pro
Asp
Val
Leu
Leu

Val

Pro Gly
Val Cys
Met Ile
Thr Ser
Cys Tyr
Phe Arg
Arg Leu
Thr Phe
Thr Lys
Phe Ala
Fro Lys
Pro Ser
Ser Ser
Gln Arg
Lys Asp
Pro Gly
Ala Ser
Arg Pro
Ala Ser
Thr &la
Pro Gln
Fro Arg
Gln Pro
Glu Gly
Ala Ser
Thr Gly
Phe His
Phe Tyr
Glu Gln

Ala Ala Gly

Leu
Gly
Cys
Leu
Bsp
Lys

Leu
Ser
Gln
Lys
Asan
Ser
Glu
Leu
Cys
Ile
Ala
Leu
Pro
Thr
Glu

Glu :

Gly
Pro

Pro

Thr 1

Ser
Leu
Arg
Gly
Glu
Leu
Trp
Glu

Ala
Gly
Ile
Lys
Thr

Ser
REla
Arg
Val
Arg
Gly

Arg

Ser

Pro
Val
His
Leu
Arg
Thr
Ala
Gln
Pro
Erg

Ser

Arg
Arg
Ser
Ser
Arg

Fro

Pro
Ser
Gln
Glu
Leu
Rla
Lys
Gln
hsp
Asp
Asp
Gly
Gln
Cys
Ser
Asp
Ile
Gln
Ser
Pro
Ser
Pro
His
Asp
Pro
Glu
Val
Ser

Leu

Pro
Ile
Ser
Phe
Leu
Ile
Asp
Leu
Trp
Val
Fro
Leu
Pro
Gln
Pro
Ser
Pro
Thr
Ala
Val
Ala
Gln
Ser
Arg
Leu
Gly
Ile
His

Thr

Arg
Pro
Ser
Leu
Gln
Gln

Gln
Ala
Gln
Thr
Arg
Ser
Ser
Pro
Phe
Ser
Leu
Fro

Asp

Leu
Val
Leu
Glu
Ile
Gln
His
Val
Ser
Pro
Ser
Asp
Val
Pro
Pro
Thr
Gly
Arg
Gln
Gly
Asp
Asn
Val
Ala
Aszn
Pro
Leu
Gln

Arg

Gly Ser
Ser Glu
Ile Asp
Gln Leu
Met Glu
Leu Gln
Rsp Lys
Lys Asn
Lys Rsn
Asp Cys
Pro His
Ser Glu
Asp Pro
Pro Glu
Ser Val
Asn Trp
Thr Glu
Pro Ser
Pro Ala
Gln Asp
Pro Fro
Pro Ser
Leu Pro
Glu Pro
Ser Val
Gln Leu
Ala Val
Arg Ala
Gln Val

Figura 16b: Secuencia de aminoacidos del precursor de isoforma b del factor 1 estimulante
de colonias de macrofagos de Homo sapiens

Met
Leu
Cys
Gln
Asp
Thr

Thr
Leu
Ser
Met
Pro

Met

Ala
Leu
His
Glu
Val
Lrg

Pro Gly
Val Cys
Met Ile
Thr Ser
Cys Tvr
Phe Arg

Ala
Leu
Gly
Cys
Leu

Asp

Ala
Leu
Ser
Gln
Lyvs

Lan

Gly
Ela
Gly
Ile
Lys
Thr

Arg
Ser
His
Thr
Ala

Pro

Cys
Arg
Leu
Phe
Phe
Asn

23

Pro
Ser
Gln
Glu
Leu

Ala

Thr
Thr
Leu
WVal
Val

Ala

Thr
Glu
Gln
Aszp
Gln
Ile

Trp
Glu
Arg
Gln
Asp
Val

Leu
Val
Leu
Glu
Ile
Gln

Gly Ser
Ser Glu
Ile Asp
Gln Leu
Met Glu

Leu Gln

Leu
Tyr
Ser
Lys
Asp
Glu
Ala
Val
Cys
Asn
EGln
Gly
Gly
Thr
Gly
Val
Leu
Asn
Asp
Trp
Glu
Thr
Leu
Glu
Pro
Gln
Gly
Asp
Glu

Leu
Tyr
Ser
Lys
Asp
Glu



Leun
Cys
Phe
Asn
Cys
Pro
Thr
Ser
Pro
Ala
Pro
Ser
Fhe
Val
Val
Leu
Leun
Val

Ser
Val
Lsn
Asn
Leu
Leu
Glu
Ala
Val
Phe
Glu
Pro
Leu
Thr
Phe
FPhe

Glu

Leu
Arg
Glu
Ser
Tyr
Ala
Gly
Lys
Val
Asn
Glu
Ser
Ser
Gly
His
Twr
Gln

5 Ser

Glu
L=u
Cys
Ile
Ala
Leu
Pro
Thr
Glu
Glu
Gly
Pro
Gln
Pro
Arg

Ser

ES 2673007 Tl

Cys
Thr
Leau
Ser
Pro
Pro
Pro
Arg
Ile
Asp
Ala
Gly
Leu
Ser
Ser
Arg

Fro

Phe
Pro
Asp
Ser
Ser
Val
Gly
Ser
Gly
Ile
Ser
Ser
Pro
Glu
Val
Ser

Leu

Lys
Gln
Asp
Asp
Asp
Gly
Gln
Cys
Ser
Lsp
Ile
Gln
Ser
Ser
Leu
Gln
Gln

Asp
Leu
Trp
Val
Pro
Leu
Pro
Gln
Pro
Ser
Pro
Thr
Ala
Ser
Wal
Glu

Bsp

Tyr
Leu
Asn
Val
Rla
Thr
Leu
Ser
Gln
Ala
Val
Glu
Lys
Ser
Leu
Pro

Asp

Glu Glu
Glu Lys
Ile Phe
Thr Lys
Ser Val
Trp Glu
His Thr
Fhe Glu
Pro Arg
Met Gly
Fro Gln
Pro Ala
Gly Gln
Fro Gln
Leu Ala
Gln Arg
Arg Gln

His
Val
Ser
Pro
Ser
Asp
Val
Pro
Pro
Thr
Gly
Arg
Gln
Leu
Val
Ala
Val

Rsp Lys
Lys Asn
Lys Asn
Asp Cys
Pro His
Ser Glu
Asp Pro
Pro Glu
Ser Val
Asn Trp
Thr Glu
Pro 3Ser
Pro Ala
Gln Glu
Gly Gly
Asp Ser

Glu Leu

Figura 16¢c: Secuencia de aminoacidos del precursor de isoforma ¢ del facter 1 estimulante

de colonias de macréfagos de Homo sapiens

Met
Leu
Cys
Gln
Asp
Thr
Leu
Cys
Phe
Bsn
Ser
Val
Glu
Asp

Figura 16d: Secuencia de aminoacidos de una secuencia parcial del factor 1 estimulante de

Thr
Leu
Ser
Met
Pro
Met
Ser
Val
Asn
Asn
Ser
Leu
Pro

Asp

Ala
Leun
His
Glu
Val
Arg
Leu
Arg
Glu
Ser
Pro
Leu
Gln
Arg

Fro
Val
Met
Thr
Cys
Phe
Arg
Thr
Thr
Phe
Gln
Ala
Arg
Gln

Gly
Cys
Ile
Ser
Tyr
Arg
Len
Phe
Lys
Zla
Leu
Val
Zla
Val

Ala
Leu
Gly
Cys
Leu
Asp
Lys
Tyr
Asn
Glu
Gln
Gly
Asp
Glu

Ala
Leu
Ser
Gln
Lys
Asn
Ser
Glu
Leu
Cys
Glu
Gly
Ser

Leu

Gly
Ala
Gly
Ile
Lys
Thr
Cys
Thr
Leu

Ser

Arg
Ser
His
Thr
Ala
Pro
Phe
Pro
Asp
Ser
Val
Leu
Lau
Val

colonias de macrofagos de Homo sapiens

Cys
Arg
Leun
Phe
Phe
Asn
Thr
Len
Lys
Gln
Fhe
Phe
Glu

Fro
Ser
Gln
Glu
Leu
Ala
Lys
Gln
Asp
Gly
His
Tyr
Gln

Fro
Ile
Ser
Phe
Leu
Ile
hsp
Leu
Trp
His
Leu
Arg

Fro

Thr
Thr
Leu
Val
Val
Ala
Tvr
Leu
Asn
Glu
Leu
Trp

Glu

Thr Trp
Glu Glu
Gln Arg
&sp Gln
Gln Asp
Ile Val
Glu Glu
Glu Lys
Ile Phe
Arg Gln
Val Pro
Arg Arg
Gly Ser

Glu Glu Val Ser Glu Tyr Cys Ser His Met TIle Gly Ser Gly His
Gln Arg Leu Ile Asp Ser Gln Met Glu Thr Ser Cys Gln Ile Thr

Asp Gln Glu Gln Leu Lys Asp Pro Val Cys Tyr Leu Lys Lys Rla

24

Leu
Val
Leu
Glu
Ile
Gln
His
Val
Ser

Ser

Arg

Fro

Leu
Fhe
Phe

Gly Ser
Ser Glu
Ile Asp
Gln Leu
Met Glu
Leu Gln
Asp Lys
Lys Asn
Lys Asn
Glu Gly
Val Ile
Ser His

Leu Thr

Gln Ser
Glu Fhe

Leu Leu

Ala
Val
Cys
Asn
Gln
Gly
Gly
Thr
Gly
Val
Leu
Asn
Asp
Ser
Leu
Pro

Pro

Leu
Tyr
Ser
Lys
Asp
Glu
Ala
Wal
Cys
Ser
Leu
Gln
Gln

Leu
Val
Val



Gln
Ile
Glu
Glu
Ile

Asp
Val
Glu
Lys
Phe

Ile
Gln
His
Val

Ser

Met
Leu
Asp
Lys
Lys

Glu
Gln
Lys
Asn

Asn

Asp
Glu
Ala
Val

Cys

Thr
Lau
Cys
Phe

Esn

ES 2673007 Tl

Met
Ser
Val
Asn

Asn

Arg
Leu
Arg
Glu

Ser

Phe
Arg
Thr
Thr
Phe

Arg
Leu
Phe
Lys
Rla

Asp Asn
Lys Ser
Tvr Glu
Asn Leu

Glu Cys

Thr
Cys
Thr
Leu

Ser

Pro
Phe
Pro
Asp

Ser

Asn
Thr
Leu
Lys
Gln

Ala Ile Ala

Lys Asp Tyr

Gln Leu Leu

Asp Trp Asn

Figura 17a: Secuencia de aminoéacidos del precursor de isoforma 1 de interleucina-34 de Homo
sapiens

Met
Gly
Gly
Phe
Val
Leu
Ser
Thr
Gly
Met
Cys
Thr

Ser

Figura 17b: Secuencia de aminoacidos del precursor de

Pro
Asn
Phe
Pro
Thr
Val
Trp
Lsp
Pro
Glu
Glu
Gln

Val

sapiens

Met
Gly
Gly
Fhe
Val
Val
Trp
Asp
Pro
Glu
Glu
Gln
Val

Figura 17c:

Asn

Phe

Fro
Asn
Phe
Pro
Thr
Ser
Lys
Val
han
Leu
Val
Leu

Arg

Glu

Leu

Arg
Glu
Leu
Ile
Arg
Ser
Lys
Val
Asn
Leu
Val
Leu

Arg

Arg
Glu
Leu
Ile
Arg
Leu
Tyr
Glu
Leu
Leu
Pro
Tyr

Pro

Gly
Fro
Arg

Lsn

Lau
Leu
Fro
Tyr

Pro

Gly

Pro

Arg i

Asn
Leu
Ser
Leu
Val
Lys
Tyr
Ser
Fro

WVal

Val

Secuencia de

Pro Leu Glu

Ardg Asp Lys

Thr
Glu
Lys
Lys
Arg
Ala
Gln
Ser
Leu
Cvs
Pro
Pro

Arg

Thr
Glu
Lys
Lys
Ala
Thr
Glu
Pro

Val

5 Ser

Gln
Pro

Ala

Trp
Met
Leu
Ile
Ala
Thr
Glu

Fro

Trp
Met
Leu
Ile
Gln
Glu
Val
Lys
Brg
Cys
Ser
Fro

Gln

Leu
Trp
Gln
Ser
Gln
Glu
Val
Lys
Arg
Cys
Ser
Pro

Gln

Leu
Trp
Gln
Ser
Val
Ser
Glu
Val
Pro
Cys
Cys
Trp
Gly

Arg
Fro
Tyr
Val
Val
Ser
Glu
Val
Pro
Cvs
Cys
Trp
Gly

Arg
Pro
Tyr
Val
Ser
Val
Thr
Glu
Lys
Lys
Ser
Ser

Glu

Tyr
Leun
Arg
Pro
Glu
Gln
Leun
Ser
Ela
Gln
Pro
Fro

Gly

Leu
Thr
Ser
Tyr
Glu
Gln
Leu
Ser
Zla
Gln
Pro
Pro

Gly

Leu
Thr
Ser
Tyr
Arg
Asp
Leu
Val
Leu
Ser
Glu
Ser

Leu

Gly Ile
Gln Asn
Arg Leu
Glu Gly
Arg Glu
Rsp Val
Leu Leu
Wal Leu
Leu Leu
Ser Ser
Glu Pro
Ser Ser

Leu Leu

Phe
Glu
Gln
Val
Leu
Leu
Asn
Ser
Rsp
Val
Ser
Pro

Fro

Leu
Glu
Tyr
Phe
Arg
Leu
Val
Leu
Asn
Leu
Leu

Fro

Gly
Cys
Met
Arg
Tyr
Glu
Gln
Leu
Cys
Asn
Gln

His

Wal
Thr
Lys
Ile
Leu
Gly
Gln
Asn
Phe
Trp
Tyr

Ser

Ala
Val
His
Ala
Trp
His
Gly
Ala
Arg
Gln
Ala
Thr

Leu
Thr
Tyr
Asn
Val
Pro
Leu
Pro
Val
Asp
Ala

Gly

isoforma 2 de interleucina-34 de Homo

Gly Ile
Gln Asn
Arg Leu
Glu Gly
Glu Leu
Val Leu
Leu Asn
Leu Ser
Leu Asp
Ser Val
Pro Ser
Ser Pro

Leu Pro

Fhe
Glu
Gln
Val
Arg
Leu
WVal
Leu
Asn
Leu
Leu

Pro

Leu
Glu
Tyr
Phe
Tyr
Glu
Gln
Leu
Cys
Asn
Gln

His

aminoacidos de interleucina-34 de Homo sapiens

Met Trp Pro Leu Thr Gln Asn Glu Glu Cys

Leu Gln Tyr Rrg Ser Rrg Leu Gln Tyr Met

25

Gly
Cys
Met
Arg
Leu
Gly
Gln
Asn
Phe
Trp
Tyr

Ser

Thr
Lys

Val
Thr
Lys
Ile
Trp
His
Gly
Ela
Arg
Gln
Rla
Thr

Val

His

Ala
Val
His
Ala
Val
Pro
Leu
Pro
Val
Asp
Ala
Gly

Thr
Tyr

Leu
Thr
Tyr
Asn
Leu
Ser
Thr
Gly
Mat
Cys
Thr

Ser

Gly
Phe
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Pro Ile Asn Tyr Lys Ile Ser Val Pro Tyr Glu Gly Val Phe Arg Ile Ala Asn Val
Thr Arg Leu Gln Arg Ala Gln Val Ser Glu Arg Glu Leu Arg Tyr Leu Trp Val Leu
Val Ser Leu Ser Ala Thr Glu Ser Val Gln Asp Val Leu Leu Glu Gly His Pro Ser
Trp Lys Tyr Leu Gln Glu Val Glu Thr Leu Leu Leu Asn Val Gln Gln Gly Leu Thr
Asp Val Glu Val Ser Pro Lys Val Glu Ser Val Leu Ser Leu Leu Asn Ala Pro Gly
Pro Asn Leu Lys Leu Val Arg Pro Lys Ala Leu Leu Asp Asn Cys Phe Arg Val Met
Glu Leu Leu Tyr Cys Ser Cys Cys Lys Gln Ser Ser Val Leu Asn Trp Gln Asp Cys
Glu Val Pro Ser Pro Gln Ser Cys Ser Pro Glu Pro Ser Leu Gln Tyr Ala Ala Thr
Gln Leu Tyr Pro Pro Pro Pro Trp S5er Pro Ser Ser Pro Pro His Ser Thr Gly Ser
Val Arg Pro Val Arg Ala Gln Gly Glu Gly Leu Leu Pro

Figura 18a: Secuencia de aminoacidos del precursor de isoforma 1 de interleucina-4 de Homo
sapiens

Met Gly Leu Thr Ser Gln Leu Leu Pro Pro Leu Phe Phe Leu Leu Ala Cys Ala Gly
Asn Phe Val His Gly His Lys Cys Asp Ile Thr Leu Gln Glu Ile Ile Lys Thr Leu
Azn Ser Leu Thr Glu Gln Lys Thr Leu Cys Thr Glu Leu Thr Val Thr Asp Ile Phe
Ala Ala Ser Lys Asn Thr Thr Glu Lys Glu Thr Phe Cys Arg Ala Ala Thr Val Leu
Arg Gln Phe Tyr Ser His His Glu Lys Asp Thr Arg Cys Leu Gly Ala Thr Ala Gln
Gln Phe His Arg His Lys Gln Leu Ile Arg Phe Leu Lys Arg Leu Asp Arg Asn Leu
Trp Gly Leu Ala Gly Leu Asn Ser Cys Pro Val Lys Glu Ala Asn Gln Ser Thr Leu

Glu Asn Phe Leu Glu Arg Leu Lys Thr Ile Met Arg Glu Lys Tyr Ser Lys Cys Ser

Figura 18b: Secuencia de aminoacidos del precursor de la isoforma 2 de interleucina-4 de Homo
sapiens

Met Gly Leu Thr Ser Gln Leu Leun Pro Pro Leu Phe Phe Leu Leu Ala Cys Ala Gly
Asn Phe Val His Gly His Lys Cys Rsp Ile Thr Leu Gln Glu Ile Ile Lys Thr Leu
Asn Ser Leu Thr Glu Gln Lys Asn Thr Thr Glu Lys Glu Thr Phe Cys Arg Ala Ala
Thr Val Leu Arg Gln Phe Tyr Ser His His Glu Lys Asp Thr Arg Cys Leu Gly Ala
Thr Ala Gln Gln Phe His Arg His Lys Gln Leu Ile Arg FPhe Leu Lys Arg Leu Asp
Arg Rsn Leu Trp Gly Leu Ala Gly Leu Asn Ser Cys Pro Val Lys Glu Ala Asn Gln
Ser Thr Leu Glu Asn Phe Leu Glu Arg Leu Lys Thr Ile Met Arg Glu Lys Tyr Ser
Lys Cys Ser Ser

Figura 18c: Secuencia de aminoacidos de interleucina-4 de Homo sapiens

His Lys Cys Asp Ile Thr Leu Gln Glu Ile Ile Lys Thr Leu Asn Ser Leu Thr Glu
Gln Lys Thr Leu Cys Thr Glu Leu Thr Val Thr Asp Ile FPhe Ala Ala Ser Lys Asn
Thr Thr Glu Lys Glu Thr Phe Cys Arg Ala Ala Thr Val Leu Arg Gln Phe Tyr Ser
His His Glu Lys Asp Thr Arg Cys Leu Gly Ala Thr Ala Gln Gln Phe His Arg His
Lys Gln Leu Ile Arg Phe Leu Lys Arg Leu Asp Arg Asn Leu Trp Gly Leu Ala Gly

26



Leu Azsn Ser Cys Pro

Arg Leu Lys Thr Ile
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Val Lys Glu Ala Asn Gln Ser Thr Leu Glu Asn Phe

Met Arg Glu Lys Tyr Ser Lys Cys Ser Ser

Figura 19a: Secuencia de aminoacidos del precursor de interleucina-10 de Homo
sapiens

Met
Pro
Asn
Lys
Tyr
Pro
Asn
Asn
Gly
Met

Figura 19b: Secuencia de aminoacidos de interleucina-10 de

Figura 20a:

Met
Thr
Pro
Lys
Tyr
Thr
Ser

Leu

His

Fro
Azn
Lys
Tyr
Pro
Asn
Asn
Gly
Met

Hisg
Thr
Ser
Ala
Cys
Gln
Leu

His

Ser
Gln
Lau

Gln

Ala

Tyr
Met

Gly
Met
Asp
Leu
Gln
Leu
Lys
Ile
Thr

Ser
Gly
Arg
Leu
Cys
Glu
Thr
Lys
Lys
Lys

Gln
Leu
Gln
Gly
Ala
Lys
Ser
Tyr
Met

Ala
Thr
Lsp
Asp
Gln
Asn
Leun
Ala
Ala
Ile

Gly
Arg
Leu
Cys
Glu
Thr
Lys
Lys
Lys

Leu
Gln
Leau
Asn
ala
Gln
Arg
Val
Met
Arg

Thr
Asp
Asp
Gln
Asn
Leu
Zla
Ala
Ile

Leu
Ser
Arg
Leu
Leu
Asp
Leu
Glu
Ser

Asn

Gln
Leu
Asn
Ala
Gln
Arg
Val
Met

Arg

Cys
Glu
Rsp
Leu
Ser
Pro
Arg
Gln
Glu

Ser
Arg
Leu
Leu
Asp
Leu
Glu
Ser

Asn

Cys
Asn
Ala
Leu
Glu
Lsp
Leu
Val
Phe

Glu
Asp
Leu
Ser
Pro
Arg
Gln
Glu

Leu
Ser
Phe
Lvs
Met
Tle
Arg
Lys
Asp

Val
Cys
Ser
Glu
Ile
Lys
Arg
Asn

Ile

Ser
Phe
Lys
Met
Ile
Arg
Lys
Asp

Leu
Thr
Rrg
Ser
Gln
Ala
Cys
Ala
Phe

Cys
Ser
Glu
Ile
Lys
Arg
Asn

Ile

Leu
His
Val
Leu
Phe
His
His
FPhe
Ile

Homo sapiens

Thr
Arg
Ser
Gln
Rla
Cvs
Ala
Fhe

Thr
Phe
Lys
Leu
Tyr
Val
Arg
Asn

Asn

His
Val
Leu
FPhe
His
His
Phe
Ile

Gly
Pro
Thr
Glu
Leu
Asn
Phe
Lys

Tyr

FPhe
Lys
Leu
Tvr
Val
Arg
Asn

Asn

Val
Gly
Phe
Asp
Glu
Ser
Leu
Leu

Ile

Pro
Thr
Glu
Leu
Asn
Phe
Lys
Tyr

Arg
Asn
Phe
Phe
Glu
Leu
Pro
Gln
Glu

Gly
FPhe
Asp
Glu
Ser
Leu
Leu

Ile

Len

Ala
Leu
Gln
Lys
Val
Gly
Cys
Glu
Ala

Asn
Phe
Phe
Glu
Leu
Pro
Gln
Glu

Secuencia de aminoacidos del precursor de interleucina-13 de Homo sapiens

Pro
Val
Thr
Preo
Ala
Arg
His

Leu

Leu
Ile
Ela
Leu
Ala
Met
Val
Lys

Leu
Ala
Leu
Cys
Leun
Leun
Arg
Lys

Asn
Leu
Arg
Asn
Glu
Ser
Asp

Leu

Pro
Thr
Glu
Gly
Ser
Gly
Thr
Phe

Leu
Cys
Leu
Ser
Leu
Phe
Lys
Arg

Leu
Leu
Ile
Met
Ile
Cys
Ile
Glu

Leu
Gly
Glu
Val
Asn
Pro
Glu
Gly

Ala
Gly
Glu
Trp
Val
His
Val
Rrg

Leu
Fhe
Leu
Ser
Ser
Lys
Ala
Phe

Gly
Ala
Val
Ile
Gly
Val
Gln

Asn

Leu
Ser
Asn
Asn
Cys
Ser
Phe

Met
Pro
Ile
Leu
Ser
Ala
Val

Figura 20b: Secuencia de aminoacidos de interleucina-13 de Homo sapiens
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Ala
Gly
Thr
Thr
Ala
Gly
Lys

Leu
Val
Aan
Gly
Glu
Phe

Len

Glu

Ser
Pro
Met
Gly
Met
Glu
Glu
Lys
Tyr

Leu
Gln
Lys
Val
Gly
Cys
Glu
Rla



Gly
Thr
Thr
Zla
Gly
Lys

Pro
Gln
Ala
Ile
Gln
Asp

Val
Zsn
Gly
Glu
Phe

Leu

Pro
Gln
Met
Lys
Ser

Leu

Pro
Lys
Tyr
Thr
Ser

Leu

Ser
Rla
Cys
Gln
Leu

His

Thr
Pro
Ela
Arg
His

Leun
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Ala
Leu
Ala
Met
Val
Lys

Leu
Cys
Leu
Leu
Arg
Lys

Arg
Asn
Glu
Ser
Asp

Leu

Glu
Gly
Ser
Gly
Thr
FPhe

Leu
Ser
Leu
Phe
Lys
Arg

Ile
Met
Ile
Cys
Ile
Elu

Glu
Val
Asn
Fro
Glu
Gly

Glu
Trp
Val
His
Val
Arg

Leu
Ser
Ser
Lys
Ala
Fhe

val
Ile
Gly
Val
Gln

Asn

Figura 21a: Secuencia de aminoacidos del precursor de factor beta 1 de crecimiento
transformante de Homo sapiens

Met
Val
Glu
Arg
Val
Glu
Glu
Phe
Ala
Gln
Asp
Arg
Asp
2la
Brg
Phe
Asp
Gly
Tyr
Glu

Asn

Figura 21b:

Pro
Leu
Leu
Len
Len
Pro
Thr
Fhe
Glu
Lys
Ser
Gly
Asn
Thr
Ala
Ser
Leu
Pro
Asn
Pro

Met

sapiens

Ala
Leun
Tyr
Tyr
Cys

Pro

Leu
Tyr
His
Ser
Cys
Lys

Pro
Thr
Val
Ala
Ala
Glu
Hisg
Asn
Leu
Tyr
Pro
Gly
Thr
Ile
Gln
Ser
Gly
Cys
Gln
Leu

Ile

Ser
Pro
Lys
Ser
Len
Pro
Asn
Thr
Arg
Ser
Glu
Glu
Len
His
His
Thr
Trp
Pro
His
Pro

Val

Gly
Gly
Arg
Pro
Tyr
Glu
Glu
Ser
Leu
Asn
Trp
Ile
Gln
Gly
Leu
Glu
Lys
Tyr
Asn
Ile
Arg

Leu
Arg
Lys
Pro
Asn
Ala
Ile
Glu
Len
Asn
Leu
Glu
Val
Met
Gln
Lys
Trp
Ile
Pro
Val

Ser

Arg
Pro
Arg
Ser
Ser
Asp

Tyr

Leu A

Arg
Ser
Ser
Gly
Asp
Asn
Ser
Asn
Ile
Trp
Gly
Tyr
Cys

Leu
Ala
Ile
Gln
Thr
Tyr
Asp

Leu
Trp
FPhe
Phe
Ile
Arg
Ser
Cys
Hisz
Ser
Ala
TN
Lys

Leu
Ala
Glu
Gly
Arg
Tyr
Lys
Glu
Lys
Arg
Asp
Arg
Asn
Pro
Arg
Cys
Glu
Leu
Ser
Val
Cys

Pro
Gly
Ala
Glu
Asp
Ala
Phe
Ala
Leu
Tyr
WVal
Leun
Gly
Phe
His
Val
Pro
Asp
Ala
Gly

Ser

Leu
Leu
Ile
Val
Arg
Lys
Lys
Val
Lys
Leu
Thr
Ser
FPhe
Leu
Brg
Arg
Lys
Thr
Zla
Arg

Leu
Ser
Arg
Fro
Val
Glu
Gln
Pro
val
Ser
Gly
Ala
Thr
Leu
Arg
Gln
Gly
Gln
Pro

Lys

Leu
Thr
Gly
Pro
Ala
Val
Ser
Glu
Glu
Asn
val
His
Thr
Leu
Ala
Leu
Tyr
Fare
Cys

Pro

Pro
Cys
Gln
Gly
Gly
Thr
Thr
Pro
Gln
Arg
Val
Cys
Gly
Met
Leu
Tyr
His
Ser
Cys
Lys

Leu
Lys
Ile
Fro
Glu
Arg
His
Val
His
Leu
Arg
Ser
Arg
Ala
Asp
Ile
Ala
Lys
Val
Val

Leu
Thr
Leu
Leu
Ser
Val
Ser
Leu
val
Leu
Gln
Cys
Arg
Thr
Thr
Asp
Asn
Val
Fro
Glu

Trp
Ile
Ser
Fro
Ala
Leu
Ile
Leu
Glu
Ala
Trp
Asp
Gly
Pro
Asn
Fhe
Phe
Leu
Gln
Gln

Asn
Asn
Cys
Ser
Phe

Leu
Asp
Lys
Glu
Glu
Met
Tyr
Ser
Leu
Fro
Leu
Ser
Asp
Leu
Tyr
Arg
Cys
Ala
Ala

Leu

Ile
Leu
Ser
Ala

Val

Leu
Met
Leu
Ala
Fro
Val
Mef
Arg
Tyr
Ser
Ser
Arg
Leu
Glu
Cys
Lys
Leu
Leu
Leu

Ser

Secuencia de aminoacidos del factor beta 1 de crecimiento transformante de Homo

Asp
Ile
Ala
Lys
Val

Val

Thr
Asp
Asn
Val
Fro

Glu

Asn
Phe
Phe
Leu
Gln
Gln

Tyr
Arg
Cys
Ala
Ala

Leu

Cys
Lys
Leu
Leu
Leu

Ser

Phe
Asp
Gly
Tyvr
Glu

Asn

Ser
Leu
Pro
Asn
Pro

Met

Ser

Cys
Gln
Leu

Ile
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Thr
Trp
Pro
His
Fro

Val

Lys
Trp
Ile
Pro
Val

Ser

Asn
Ile
Trp
Gly
Tyr

Cys

Cys
His
Ser
Rla
Tyr

Lys

Cys
Glu
Leu
Ser
Val

Cys

Arg
Lys
Thr
Ala
Arg

Gln
Gly
Gln
Fro

Lys
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Figura 21¢c: Secuencia de aminoacidos del precursor de la isoforma 1 del factor beta 2 de
crecimiento transformante de Homo sapiens

Met
Ser
Ala

Pro

Leu

Ser

His
Leu
Ile
Glu
Leu
Glu
Thr
Gln
Tyr
Val
Gln
Arg
Asp
Lys
Pro
Tyr
Thr
Asn
Asn
Ile
Trp
Glu
Tyr
Cys

Tyr
Ser
Arg
Pro
Gln
I
Val
Ser
Phe
Lys
Arg
Tyr
Val
Ile
Asn
Thr
Pro
Arg
Cys
His
Ser
Ala
Tvr
Lys

Cys
Thr
Gly
Glu
Glu
Tyr
Cys
Gln
Arg
Ala
Ile
Ile
Thr
Ser
Lys
Ser
His
Arg
Cys
Glu
Ser
Ser
Ile

Cys

Val
Cys
Gln
Glu
Lys
Ala
Pro
Val
Ile
Glu
Glu
Asp
Asp
Leun
Ser
Gly
Leau
Livs
Leu
Pro
Asp
Ala
Gly

Ser

Leu
Ser
Ile
Wal
Ala
Lys
Val
Leu
Val
FPhe
Leu
Ser
Ala
His
Glu
Asp
Leun
Lys
Arg
Lys
Thr
Ser

Lys

Ser
Thr
Leu
Pro
Ser
Glu
Val
Cys
Arg
Arg
Ty
Lys
Val
Cys
Glu
Gln
Leu
Arg
Pro
Gly
Gln
Pro

Thr

Ala
Leu
Ser
Pro
Arg
Val
Thr
Gly
Phe
Val
Gln
Val
His
Pro
Leu
Lys
Met
Ala
Leu
Tyr
His
Cys

Pro

FPhe
Asp
Lys
Glu
Arg
Tyr
Thr
Tvr
Asp
Phe
Ile
Val
Glu
Cys
Glu
Thr
Leu
Leu
Tyr
Asn
Ser
Cys
Lys

Leu
Met
Leu
Val
Ala
Lys
Fro
Leu
Val
Arg
Leu
Lys
Trp
Cys
Ala
Ile
Leu
Asp
Ile
Ala
Arg
Val
Ile

Tle
Asp
Lys
Ile
Ala
Ile
Ser
Asp
Ser
Leu
Lys
Thr
Leu
Thr
Arg
Lys
Pro
Ala
Rsp
Asn
Val
Ser

Glu

Leu
Gln
Leu
Ser
Ala
Asp
Gly
Ela
Ala
Gln
Ser
Arg
His
Phe
Phe
Ser
Ser
Ala
Phe
Fhe
Leu
Gln
Gln

His
Phe
Thr
Ile
Cys
Met
Ser
Ile
Met
Asn
Lys
Ala
His
WVal
Ala
Thr
Tyr
Tyvr
Lys
Cys
Ser
Asp

Leu

Leu
Met
Ser
Tyr
Glu
Pro
Val
Pro
Glu
Pro
Asp
Glu
Lys
Fro
Gly
Arg
Arg
Cvs
Arg
Ala
Leu
Leu

Ser

Val
Arg
Pro
Asn
Arg
Pro
Gly
Pro
Lys
Lys
Leu
Gly
Asp
Ser
Ile
Lys
Leu
Phe
Asp
Gly
Tyr
Glu

Asn

Thr
Lys
Pro
Ser
Glu
Phe
Jer
Thr
Asn
Ala
Thr
Glu
Arg

Asn

Lys
Glu
Arg
Leu
Ala
Asn
Pro

Met

Val
Arg
Glu
Thr
Arg
Phe
Leu
Phe
Ala
Arg
Ser
Trp
Asn
BEsn
Gly
Bsn
Ser
Asn
Gly
Cys
Thr
Leu

Ile

Ala
Ile
Asp
Arg
Ser
Pro
Cys
Tyr
Ser
Val
Fro
Leu
Leu
Tyr
Thr
Ser
Gln
Val
Trp
Pro
Ile
Thr
Val

Figura 21d: Secuencia de aminoacidos del precursor de la isoforma 2 del factor beta 2 de
crecimiento transformante de Homo sapiens

Met
Ser
Ala
Pro
Len
Glu
Glu
Val
BAryg
Leu
Lys

Trp

Cys
Thr
Gly
Glu
Glu
Tyr
Ile
Met
Asn
Lvs
Zla

His

Val
Cys
Gln
Glu
Lys
zla
Pro
Glu
Pro
Asp
Glu
Lys

Leu
Ser
Ile
Val
Ala
Lys
Pro
Lys
Lys
Leu
Gly
Asp

Ser
Thr
Leu
Pro
Ser
Glu
Thr
Asn
2la
Thr
Glu
Arg

Ala
Leu
Ser
Pro
Arg
Val
Phe
Ala
Aryg
Ser
Trp

Asn

Phe
Asp
Lys
Glu
Arg
Tyr
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Ile
Asp
Lys
Ile
Ala
Ile
Pro
Leu
Glu
Gln
Phe
Phe

Leu
Gln
Leu
Ser
Ala
Asp
Tyr
Val
Gln
Arg
Asp

Lys

His
Fhe
Thr
Ile
Cys
M=t
Fhe
Lys
Arg
Tvr
Val
Ile

Leu
Met
Ser
Tyr
Glu
Fro
Arg
Ala
Ile
Ile
Thr

Ser

Val
Arg
Pro
Asn
Arg
Fro
Ile
Glu
Glu
Asp
Asp

Leu

Thr
Lys
Pro
Ser
Glu
Phe
Val
Phe
Leu
Ser
Ala

His

Val
Arg
zlu
Thr
Arg
Phe
Arg
Arg
Tyr
Lys
Val

Cys

Ala
Ile
Asp
Arg
Ser
Fro
Phe
Val
Gln
Val
His

Pro

Leu
Glu
Tyxr
Aszp
Asp
Ser
Ser
Arg
Asn
Pro
Thr
Ser
Gly
Ile
Ser
Gly
Gln
Gln
Lys
Tyr
Asn
Ile
Lys

Leu
Glu
Tyr
Asp
Asp
Ser
Asp
Fhe
Ile
Val
Glu
Cys



Cys Thr
BRla Arg
Ile Lys
Leu Pro
Asp Ala
Ile Asp
Rla Asn
Arg Val
Val Ser

Ile Glu

Figura 21e;

sapiens

Ala Leu
Leu Tyr
Tyr Asn
His Ser
Cys Cys

Pro Lys

Phe
Phea
Ser
Ser
Rla
Phe
Phe
Leu
Gln
Gln

Val
Ela
Thr
Tyxr
Tyr
Lys
Cys
Ser
Asp

Leu

Pro
Gly
Arg
Arg
Cys
Arg
Ala
Leu
Leu

Ser

Ser
Ile
Lys
Leu
Phe
Asp
Gly
Tyr
Glu

Asn

Asn
Asp
Lys
Glu
Arg
Leu
Ala
Asn
Pro

Met

ES 2673007 Tl

Asn
Gly
Asn
Ser
Asn
Gly
Cys
Thr
Leu

Ile

Tyr
Thr
Ser
Gln
Val
Trp
Pro
Ile
Thr
Val

Ile
Ser
Gly
Gln
Gln
Lys
Tyr
Asn
Ile
Lys

Ile
Thr
Lys
Thr
Asp
Trp
Leu
Pro
Leu

Ser

Pro
Tyr
Thr
Asn
Asn
Ile
Trp
Glu
Ty
Cvs

Asn
Thr
Pro
Arg
Cvs
His
Ser
Ala
Tyr
Lys

Lys
Ser
His
Arg
Cvs
Glu
Ser
Ser
Ile
Cys

Ser
Gly
Leu
Lys
Leu
Pro
Asp
Ala
Gly

Ser

Glu
Asp
Leu
Lys
Arg
Lys
Thr
Ser

Lys

Elu
Gln
Leu
Arg
Pro
Gly
Gln
Pro
Thr

Leu
Lys
Met
Ala
Leu
Tyr
His
Cys

Fro

Glu
Thr
Leun
Leu
Tyr
Asn
Ser
Cys
Lys

Secuencia de aminoacidos del factor beta 2 de crecimiento transformante de Homo

Asp
Il=
Ala
Arg
Val
Ile

Ala
Asp
Asn
Val
Ser

Glu

Ala
Phe
Phe
Leu
Gln
Gln

Tyr
Lys
Cys
Ser
Asp

Leu

Cys
Arg
Ala
Leu
Leu

Ser

Phe
Asp
Gly
Tyx
Glu

Asn

Arg
Leu
Ala
Asn
Pro

Met

Asn
Gly
Cys
Thr
Leu

Ile

Val
Trp
Pro
Ile
Thr
Val

Gln
Lys
Tyr
Asn
Ile

Lys

Asn
Ile
Trp
Glu
Tvr
Cys

Cys
His
Ser
Ala
Tyr

Lys

Cys
Glu
Ser
Ser
Ile
Cys

Leu
Fro
Asp
Ala
Gly

Ser

Arg
Lys
Thr
Ser

Lys

Figura 21f. Secuencia de aminoacidos de la preproteina de factor beta 3 de crecimiento
transformante de Homo sapiens

Met Lys
Val Ser
Arg Val
Glu Pro
Arg Glu
Thr Glu
Ala Glu

Phe Asn |

Val Leu
Gln Ile
Leu Pro
Glu Trp
Cys His
Ile Lys
Leu Lys
His Arg
Asn Tyr
Phe Arg

His
Ser
Ala
Val
Leu
Glu
Asn
Ser
Val
Arg
Arg
Leu
Phe
Lys
Gln
Asp
Phe

Asp

Leu
Leu
Ile
Met
Glu
Tyr
Glu
Ser
Pro
Pro
Gly
Arg
Gln
Gly
Lys
Asn
Arg

Leu

Arg
Thr
Gly
His
Met
Ala
Rla
Glu
Pro
Glu
Ala
Glu
Asn
Asp
His
Gly
Leu

Trp

Rla
Cys
Gln
Val
His
Lys
Val
Lys
Ser
His
Glu
Ser
Gly
Asn
His
Gln
Glu
Lys

Leu
Thr
Ile
Pro
Gly
Glu
Cvys
Asn
Ser
Ile
Trp
Asn
Asp
Glu
Asn
Gly
Glu
Trp

Val
Thr
Leu
Tyr
Glu
Ile
Pro
Arg
Lys
Ala
Leu
Leu
Ile
Asp
Pro
Gly
Asn
Val
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Val
Len
Ser
Gln
Arg
His
Lys
Thr
Arg
Lys
Ser
Gly
Leu
Asp
His
Gln
Cys

His

Leu
Asp
Lys
val
Glu
Lys
Gly
Asn
Asn
Gln
Phe
Leu
Glu
His
Leu
Arg
Cys
Glu

Leu
Gly
Arg
Ala
Gly
Asp
Thr
Fhe
Gln
Tvr
Val
Ile
Ile
Arg
Leu
Lys
Arg
Lys

Leu
His
Leu
Leu
Cys
Met
Ser
Arg
Arg
Ile
Thr
Ser
His
Gly
Met
Arg
Fro
Gly

Lsn
Ile
Thr
Tyr
Thr
Ile
Lys
Ala
Ile
Gly
Asp
Ile
Glu
Asp
Met
Ala
Leu

Tyr

Fhe
Lys
Ser
Asn
Eln
Gln
Val
Glu
Glu
Gly
Thr
His
Val
Leu
Ile
Leu
Tyr
Tyr

Ala
Lys
Pro
Ser
Glu
Gly
Phe
Fhe
Leu
Lys
Val
Cys
Met
Gly
Pro
Asp
Ile
Ala

Fro
Gly
Gln
FPro
Thr

Thr
Lys
Fro
Thr
Asn
Leu
Arg
Arg
FPhe
Asn
Arg
Pro
Glu
Arg
Fro
Thr
Asp

Asn
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Phe Cys Ser Gly Pro Cvs Pro Tyr Leu Arg Ser Rla Asp Thr Thr His Ser Thr Val
Leu Gly Leu Tyr Asn Thr Leu Asn Pro Glu Ala Ser Rla Ser Pro Cys Cys Val Pro
Gln Asp Leu Glu Pro Leu Thr Ile Leu Tyr Tyr Val Gly Arg Thr Pro Lys Val Glu
Gln Leu Ser Asn Met Val Val Lys Ser Cys Lys Cys Ser

Figura 21g: Secuencia de aminoéacidos del factor beta 3 de crecimiento transformante de Homo
sapiens

Ala Leu Asp Thr Asn Tyr Cys Phe Arg Asn Leu Glu Glu Asn Cys Cys Val Arg Pro
Leu Tyr Ile Asp Phe Arg Gln Asp Leu Gly Trp Lys Trp Val His Glu Pro Lys Gly
Tyr Tyr Ala Asn Phe Cys Ser Gly Pro Cys Pro Tyr Leu Arg Ser Ala Asp Thr Thr
His Ser Thr Val Leu Gly Leu Tyr Asn Thr Leu Asn Pro Glu Rla Ser Ala Ser Pro
Cys Cys Val Pro Gln Asp Leu Glu Pro Leu Thr Ile Leu Tvr Tyvr Val Gly Arg Thr
Pro Lys Val Glu Gln Leu Ser Asn Met Val Val Lys Ser Cys Lys Cys Ser

Figura 22a: Secuencia de aminoacidos del precursor del factor 2 de crecimiento de fibroblastos de
Homo sapiens

Met Val Gly Val Gly Gly Gly Asp Val Glu Asp Val Thr Pro Arg Pro Gly Gly Cys
Gln Ile Ser Gly Arg Gly ARla Arg Gly Cys Asn Gly Ile Pro Gly Ala Ala Ala Trp
Glu Ala Ala Leu Pro Arg Arg Arg Pro Arg ARrg His Pro Ser Val Asn Pro Arg Ser
Arg Ala Ala Gly S5er Pro Arg Thr Arg Gly ARrg Arg Thr Glu Glu Arg Fro Ser Gly
Ser Arg Leu Gly Rsp Arg Gly Arg Gly Arg Ala Leu Pro Gly Gly Arg Leu Gly Gly
Arg Glvy Arg Gly Arg Ala Pro Glu Rrg Val Gly Gly Arg Gly Arg Gly ARrg Gly Thr
Ala Ala Pro Arg ARla Ala Pro Ala Ala Arg Gly Ser Arg Pro Gly Pro Ala Gly Thr
Met Ala Ala Gly Ser Ile Thr Thr Leu Pro Rla Leu Pro Glu Asp Gly Gly Ser Gly
Ala Phe Proc Pro Gly His Phe Lys Asp Pro Lys Arg Leu Tyr Cys Lys Asn Gly Gly
Phe Phe Leu Arg Ile His Pro Asp Gly Arg Val Asp Gly Val Arg Glu Lys Ser Asp
Pro His Ile Lys Leu Gln Leu Gln ARla Glu Glu Arg Gly Val Val Ser Ile Lys Gly
Val Cys Rla Asn Arg Tyr Leu Ala Met Lys Glu Asp Gly Arg Leu Leu Ala Ser Lys
Cyvs Val Thr Asp Glu Cys Phe Phe Phe Glu Arg Leu Glu Ser Asn Asn Tyr Asn Thr
Tyr Arg Ser Arg Lys Tyr Thr Ser Trp Tyr Val Ala Leu Lys Arg Thr Gly Gln Tyr
Lys Leu Gly Ser Lys Thr Gly Pro Gly Gln Lys Ala Ile Leu Phe Leu Pro Met Ser
Ala Lys Ser

Figura 22b: Secuencia de aminoacidos del fragmento del factor 2 de crecimiento de fibroblastos
de Homo sapiens

Pro Bla Leu Pro Glu Asp Gly Gly Ser Gly Ala Phe Pro Pro Gly His Phe Lys Asp
Pro Lys Arg Leu Tyr Cvs Lys Asn Gly Gly Phe Fhe Leu Arg Ile His Pro Asp Gly
Arg Val Asp Gly Val Arg Glu Lys Ser Asp Pro His Ile Lys Leu Gln Leu Gln Ala
Glu Glu Arg Gly Val Val Ser Ile Lys Gly Val Cys Ala Asn Arg Tyr Leu Ala Met
Lys Glu Asp Gly Arg Leu Leu Ala Ser Lys Cys Val Thr Asp Glu Cys Phe Phe Phe

Glu Arg Leu Glu Ser Asn Asn Tyr Asn Thr Tyr ARrg Ser Arg Lys Tyr Thr Ser Trp
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Tyr
Gln

Figura 23a:

YVal

Lys

sapiens

Met
Leu
Ile
Lys
Asn
Cys
Glu
Arg
Ser
Leu
Thr
Glu
Gly
Glu
Pre
Lys
Cys
Ile
Lsn
Ser
Fro
Met
Met
Asn
Pro
Thr
val
Arg
Arg
Asp
Val
Leu
Lys
Leu
Arg
Ser

Arg

T
Leu
His
Ile
Lys
Leu
Phe
Ser
Ser
Gln

Ser
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Ala Leu Lys Arg Thr Gly Gln Tyr Lys Leu Gly Ser Lys Thr Gly Pro

Zla Ile Leu Phe Leu Pro Met Ser ARla Lys Ser

Secuencia de aminoéacidos del factor de crecimiento de hepatocitos de Homo

Wal Thr
Leu Pro
Glu Phe
Lys Thr
Gly Leu
Trp Phe
Asp Leu
Tyvr Lys
Met Ile
Glu Asn
Asn Pro
Met Thr
Ile Cys
TyE Pro
Proc Trp
Cys Rla
Gln Gly
Cyvs Gln
Lys Cys
Trp Cys
Cys RAsp
Asn Leu
Asp Len
Cys Arg
Ile Pro
Val Asn
Asn Gly
Lys His
Cys Phe
His Gly
Gly Pro
Esp Phe
Ser Cys
Arg Val
Lyas Val
Pro Cys

WVal Leu

Lys
Ile
Lys
Lys
Pro
Pro
Tyr
Gly
Pro
Tyr
Glu
Cys
Gln
Asp
Cys
Asp
Gln
Arg
Lys
Phe
Met
Ser
His
Asn
Trp
Leu
Ile
Ile
Pro
Arg
Glu
Val
Ser
Ala
Thr
Glu
Gly

Leu
Ala
Lys
Lys
Phe
Phe
Glu
Thr
His
Cys
Val
Asn
Arg
Lys
Tvr
REsn
Gly
Trp
Asp
Thr
Ser
Gln
Arg
Pro
Asp
Asp
Fro
Cys
Ser
Gly
Gly
Ser
Val
His
Leu
Gly
Val

Leu
Ile
Ser
Val
Thr
Asn
Asn
Val
Glu
Arg
Arg
Gly
T
Gly
Thr
Thr
Glu
Asp
Lau
Thr
His
Thr
His
Asp
Tvr
His
Thr
Gly
Arg
Asp
Ser
Thr
Tyr
Leu
Asn
Asp
Ile

Pro
Pro
Ala
Asn
Cys
Ser
Lys
Ser
His
Asn
Tyr
Glu
Asp
Phe
Leu
Met
Gly
Ser
Arg
Asp
Gly
Arg
Ile
Asp
Cys
Pro
Arg
Gly
Asp
Glu
Asp
Ile
Gly
Tyr
Glu
Tyr
Wal

Ala
Tyr
Lys
Thr
Lys
Met
Asp
Ile
Ser
Pro
Glu
Ser
His
Asp
Asp
Esn
Tyr
Gln
Glu
Pro
Gln
Ser
Phe
REsp
Pro
Val
Thr
Ser
Leu
Lys
Leu
Asp
Trp
Ile
Ser
Gly

Pro

Leu
RAla
Thr
Ala
Ala
Ser
Tyr
Thr
Phe
Arg
WVal
Tyr
Gln
Asp
Pro
Asp
Arg
Tvr
Asn
Asn
Asp
Gly
Trp
Rla
Ile
Ile
Asn
Leu
Lys
Cvys
Val
Leu
Gly
Met
Glu
Gly
Gly
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Leu
Glu
Thr
Asp
Phe
Ser
Ile
Lys
Leu
Gly
Cys
Arg
Thr
Asn
His
Thr
Gly
Pro
Tyr
Ile
Cys
Leu
Glu
His
Ser
Ser
Ile
Ile
Asp
Lys
Leu
Pro
Tyr
Gly
Ile
Pro

Arg

Leu
Gly
Leu
Gln
Val
Gly
Arg
Ser
Pro
Glu
Asp
Gly
Pro
TYE
Thr
Asp
Thr
His
Cys
Arg
Tyr
Thr
Pro
Gly
Arg
Cys
Gly
Lys
Tyr
Gln
Met
Asn
Thr
Asn
Cys
Leu

Gly

Gln
Gln
Ile
Cys
Phe
Val
Asn
Gly
Ser
Glu
Ile
Leu
His
Cys
Arg
Val
val
Glu
Arg
Val
Arg
Cys
Asp
Pro
Cys
Ala
Trp
Glu
Glu
Val
Lys
Tvr
Gly
Glu
Ala
Val
Cys

His
Arg
Lys
Ala
Asp
Lys
Cys
Tle
Ser
Gly
Pro

Met

Arg
Tip
Fro
Asn
His
Rsn
Gly
Gly
Ser
Ala
Trp
Glu
Lys
Met
Ser
Rla
Leu
Leu
Gly
Leu
Lys
Gly
Cys
Ala

Val
Lys
Ile
Asn
Lys
Lys
Ile
Lys
T
Gly
Gln
Asp
His
Asn
Glu
Leu
Thr
Asp
Fro
Tvyr
Asn
Met
Ser
Cys
Gly
Thr
Val
Trp
Trp
Asn
Ala
Cys
Ile
Cys
Ala
Glu
Ile

Leu
Arg
Asp
Arg
Rla
Glu
Ile
Cys
Arg
Pro
Cys
His
Lys
Fro
Tyr
Glu
Ile
Met
Asp
Cys
Gly
Trp
Lys
Tyr
Asp
Lys
Ser
Val
Leu
Val
Arg
Thr
Asn
Ser
Glu
Gln

Pro

Leu
Arg
Pro
Cvs
Arg
Phe
Gly
Gln
Gly
Trp
Ser
Thr
Phe
Asp
Cys
Thr
Trp
Thr
Gly
Ser
Lys
Asp
Leu
Thr
Thr
Gln
Leu
Leu
Gly
Ser
Fro
Ile
Tyr
Gln
Lys
His

Asn

Hi=
Asn
Ala
Thr
Lys
Gly
Lys
Pro
Lys
Cys
Glu
Glu
Leu
Gly
Ala
Thr
Asn
Pro
Ser
Gln
Asn
Lys
Asn
Gly
Thr
Leu
Arg
Thr
Ile
Gln
Ala
Pro
Asp
His
Ile
Lys
Arg

Gly

Leu
Thr
Leu
Arg
Gln
His
Gly
Trp
Asp
Fhe
Val
Ser
Pro
Gln
Ile
Glu
Gly
Glu
Glu
Ile
Tyr
Asn
Glu
Asn
Pro
Arg
Tyr
Ala
His
Leu
Val
Glu
Gly
His
Gly
Met

Pro
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Gly Ile Phe Val Arg Val Ala Tyr Tyr Ala Lys Trp Ile His Lys Ile Ile Leu Thr
Tyr Lys Val Pro Gln Ser

Figura 23b: Secuencia de aminoacidos de la cadena alfa del factorde crecimiento de
hepatocitos de Homo sapiens

Gln Arg Lys Arg Arg Asn Thr Ile His Glu Phe Lys Lys Ser Ala Lys Thr Thr Leu
Ile Lys Ile Asp Pro Ala Leu Lys Ile Lys Thr Lys Lys Val Asn Thr Ala Asp Gln
Cys Ala Asn A&rg Cys Thr Arg Asn Lys Gly Leu Pro Phe Thr Cys Lys Ala Phe Val
Phe RAsp Lys Ala Arg Lys Gln Cys Leu Trp Phe Pro Phe Asn Ser Met Ser Ser Gly
Val Lys Lys Glu Phe Gly His Glu Phe Asp Leu Tyr Glu Asn Lys Asp Tyr Ile Arg
Zsn Cys Ile Ile Gly Lys Gly Arg Ser Tyr Lys Gly Thr Val Ser Ile Thr Lys Ser
Gly Ile Lys Cys Gln Pro Trp Ser Ser Met Ile Pro His Glu His Ser Phe Leu Pro
Ser Ser Tyr Arg Gly Lys Asp Leu Gln Glu Asn Tyr Cys Arg Asn Pro Arg Gly Glu
Glu Gly Gly Pro Trp Cys Phe Thr Ser Asn Pro Glu Val Arg Tyr Glu Val Cys Asp
Ile Pro Gln Cys Ser Glu Val Glu Cys Met Thr Cys ARsn Gly Glu Ser Tyr Arg Gly
Leu Met Asp His Thr Glu Ser Gly Lys Ile Cys Gln Arg Trp Asp His Gln Thr Pro
His Arg His Lys Phe Leu Pro Glu Arg Tyr Fro Asp Lys Gly Phe Asp Asp Asn Tyr
Cys Arg Rsn Pro Rsp Gly Gln Pro Arg Pro Trp Cys Tyr Thr Leu Asp Pro His Thr
Arg Trp Glu Tyr Cys Ala Ile Lys Thr Cys Ala Asp Asn Thr Met Asn Asp Thr Asp
Val Pro Leu Glu Thr Thr Glu Cys Ile Gln Gly Gln Gly Glu Gly Tyr Arg Gly Thr
Val Asn Thr Ile Trp Asn Gly Ile Pro Cys Gln Arg Trp Asp Ser Gln Tyr Pro His
Glu His Asp Met Thr Pro Glu Asn Phe Lys Cys Lys Rsp Leu Arg Glu Asn Tyr Cys
Arg Zsn Pro Asp Gly Ser Glu Ser Pro Trp Cys Phe Thr Thr Asp Pro ARsn Ile Arg
Val Gly Tyr Cys Ser Gln Ile Pro Asn Cys Asp Met Ser His Gly Gln Asp Cys Tyr
Arg Gly Asn Gly Lys Asn Tyr Met Gly Asn Leu Ser Gln Thr Arg Ser Gly Leu Thr
Cys Ser Met Trp Asp Lys Asn Met Glu Asp Leu His Arg His Ile Phe Trp Glu Pro
Asp Ala Ser Lys Leu Asn Glu Asn Tyr Cys Arg Asn Pro Asp Asp Asp Ala His Gly
Pro Trp Cys Tyr Thr Gly Asn Pro Leu Ile Pro Trp Asp Tyr Cys Pro Ile Ser Arg
Cys Glu Gly Asp Thr Thr Pro Thr Ile Val ARsn Leu ARsp His Pro Val Ile Ser Cys
Ala Lys Thr Lys Gln Leu Arg

Figura 23c: Secuencia de aminoacidos de la cadena beta del factor de crecimiento de hepatocitos
de Homo sapiens

Val Val &sn Gly Ile Pro Thr Arg Thr Asn Ile Gly Trp Met Val Ser Leu Arg Tyr
Arg Asn Lys His Ile Cys Gly Gly Ser Leu Ile Lys Glu Ser Trp Val Leu Thr Ala
Arg Gln Cys Phe Pro Ser Arg Asp Leu Lys Asp Tyr Glu Ala Trp Leu Gly Ile His
Asp Val His Gly Arg Gly Rsp Glu Lys Cys Lys Gln Val Leu Rsn Val Ser Gln Leu
Val Tyr Gly Pro Glu Gly Ser Asp Leu Val Leu Met Lys Leu Ala Arg Pro Ala Val
Leu Asp Asp Phe Val Ser Thr Ile Asp Leu Pro Asn Tyr Gly Cys Thr Ile Pro Glu
Lys Thr Ser Cys Ser Val Tyr Gly Trp Gly Tyr Thr Gly Leu Ile Asn Tyr Asp Gly
Leu Leu Arg Val Ala His Leu Tyr Ile Met Gly Asn Glu Lys Cys Ser Gln His His
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Arg Gly Lys Val Thr Leu Asn Glu Ser Glu Ile Cys Ala Gly Ala Glu Lys Ile Gly
Ser Gly Pro Cys Glu Gly Asp Tyr Gly Gly Pro Leu Val Cys Glu Gln His Lys Met
Arg Met Val Leu Gly Val Ile Val Pro Gly Arg Gly Cys Ala Ile Pro Asn Arg Pro
Gly Ile Phe Val Arg Val Rla Tyr Tyr Rla Lys Trp Ile His Lys Ile Ile Leu Thr
Tyr Lys Val Pro Gln Ser

Figura 24a
ATAAATTATAAGGAGGCACTCACC ATG... gen nisA
3" tcttteetecactagg 57 extremo 3'de 165 rDNA
TATTAATAAGGAGGCTAACTA ATG... JenaipG
3" tctttectecactagyg 57 extremo 3'de 165 rpNA
ARATTTAGGAGGTAGTCCAR ATG. .. gen /acA
3'tetttocetececactagg 57 extremo 3'de 165 rDNA
Figura 24b
l!\d‘llul IE\dIul lNoDI
' : ] : I—'\”Bsu:suthl I ' ' RI;ESUIEJCA ' I '
o > = B &
ssllspd s CSF1 =ISP45 FGF2-153 ssilspa s 1.4
I. 1 A1 L L f‘nn 1 A 1 L |1000 L | N 1 l'lmn L 1 L

CSF-RBS1-FGF-RBS2-IL4 (1850 bps)

GGATCCTAGTCTTATAACTATACTGACAATAGARACATTAACARATCTARRACAGTCTTAATTCTATCTTGAGAR
AGTATTGGTAATAATATTATTIGTCGATAACGCGAGCATAATAARCGGCTCTGATTAAATTCTGAAGTTTGTTAGA
TACAATGATTTCGTTCGAAGGAACTACARAATAARTTATARGGAGGCACTCACCATGARRARGAMARTCATTTCA
GCGATTTTGATGTCAACGGTTATTTTRAGCGCAGCAGCTCCATTATCTGGAGTTTATGCAGCAGRAAGAAGTTAGT
GAGTACTGTAGTCATATGATTGGTTCTGGACACTTACAATCACTTCAGCGTCTTATTGATAGTCARLTGGARACC
TCTTGTCARATTACAT TTGAATTTGTAGRACCAAGAACARCT TARAGATCCAGTATGTTATCTTAAGARAGCTTTT
CITTTAGTCCAAGACATAATGGAAGATACALTGAGATTCAGAGACARTACTCCTAACGCTATCGCCATTGTCCAR
TTACRAGAACTTTCTTTAAGATTGRAAAGTTGCTTCACTAAAGAT TATGAGGAACATGATARAGCTTGTGTTCGA
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ACATTITTATGARACTCCTTTGCAATTATTGGARAARGTGAAARATGTTTTCAATGAGACGARAGAATTTGTTGGAT
ARAGATTGGAATATATTCAGTAAGAATTGTAATRAACTCATTTGCCGAATGTTCARGCCAGGGTCATGAACGTCAR
TCAGAAGGCTCTTAATARACGCGTATTARTAAGCGAGGCTARACTAATGAAARRRAAGATTATCTCAGCTATTTTAL
TGTCTACAGTGATACTTTCTGCTGCAGCCCCGTTGTCAGGTCTTTACGCTGCTGGTTCCATTACGACCTTGCCGS
CTTTACCAGAGGACGGAGGTTCAGGAGCCTTTCCACCAGGGCACTTTAAAGATCCCARACGTCTATATTGTARAR
ATGGAGGCTTCTTTCTGCGAATTCATCCTGATGGACGTGTAGATGGTGTGCGTGAGAARAGTGATCCTCATATCA
ARCTCCAACTTCAGGCAGRAGAARAGAGGCGTCGTAARGTATAAARAGGAGTTTGCGCGRAATCGTTACTTAGCTATGA
AAGARGACGGTCGATTATTGGCCTCTAAGTGTIGTTACTGATGAATGTTTTTTTTTTGARCGGCTTGAATCTAATA
ATTATAACACTTATAGAAGCAGARARTATACATCATCCTACGTTGCACTTARAAGGACAGCTCAATATAARTTAG
GGTCTAAGACAGGACCTIGGTCAARAAGCAATTTTGTTCTTACCAATGTCGGCTARAAGTTARTAMACGCGTGARR
TTTAGGAGGTAGTCCARATGAAGARARAGATTATTAGTGCAATTTTAATGTCAACGGTCATCTTAAGCGCTIGCTG
CCCCATTGTCAGGTGTTTATGCAGCACATAAGTCTGATATAACATTACAAGAAATTATCARARCCCTTAATAGTT
TAACTGAACAGAAGACTTTGTGTACCGAATTAACTGTAACTGATATTTTTGCTGCTTCTARAARATACAACTGARA
ARGAGARCATTTTGTCGAGCTGCCACAGTGTTARGACRATTTTACAGTCATCATGARAARGACACARGATGICTTG
GTGCTACGGCACAACARTTTCATAGACACARRCAACTTATCCGTTTTCTTARACGTTTGGATCGTAATCTGTGGG
GCTTGGCAGGATTGAACAGTTGTCCTGTTARAGAAGCCAATCAATCTACTCTTGARARATTTCTTAGAGAGATTGA
ARRCARTTATGCGAGARAAATATTCTAAGTGTTCATCTTAATARCCATGG

Figura 24c
BamHI |Mlul |MIuI leI
-. iy | 1 I | I I UI I | I I EJII I | I I |
PnisA RBS atpG RBS lacA
ssUSP45 FGF2-153 ssUsp45 L4 ssUsp45 CSF1

IEOD 1000 I‘l 500

FGF-RBS1-IL4-RBS2-CSF (1850 bps)

GGATCCTAGTCTTATAACTATACTGACAATAGARACATTAACARATCTARARCAGTCTTAATTCTATCTTGAGAR
AGTATTGGTAATAATATTATTGTCGATAACGCGAGCATARTARACGGCTCTGATTARATTCTGRAGTTTGT TAGA
TACAATGATTTCGTTCGAAGGAACTACARRATARATTATARGGAGGCACTCACCATGARAARAAARGATTATCTCA
GCTATTTTAATGTCTACAGTGATACTTTCTGCTGCAGCCCCGTTGTCAGGTGTTTACGCTGCTGGTTCCATTACG
ACCTTGCCGGCTITACCAGAGGACGGAGGTTCAGGAGCCTTTCCACCAGGGCACTTTARAGATCCCAARCGTCTA
TATTGTARARATGGAGGCTTCTTTCTGCGAATTCATCCTGATGGACGTCGTAGATGGTGTGCGTGAGARAAGTGAT
CCTCATATCRARCTCCRARACTTICAGGCAGRAGARAGAGGCGTCGTAAGTATARARGGAGTTTGCGCGARTCGTTAC
TTAGCTATGAAAGRAGACGGTCCGATTATTGGCCTCTARGTGTGTTACTGATGAATGTTTTTTITTTGRAACGGCTT
GRATCTAATRAATTATARCACTTATAGARGCAGRRARRTATACATCATGGTACGTTGCACTTARRAGGACAGGTCAR
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TATAAATTAGGGTCTARGACAGGACCTGGTCARAAAGCARTTTTGTTCTTACCAATGTCGGCTARARGTTAATAR
ACGCGTATTAATAAGGAGGCTAACTAATGRAAGARARAGATTATTAGTGCAATTTTAATGTCRAACGGTCATCTTAR
GCGCTGCTGCCCCATTGTCAGGTGTTTATGCAGCACATAAGTGTGATATAACATTACAAGAAATTATCAARNCCC
TTAATAGTTTAACTGAARCAGRAAGACTTTGTGTACCGAATTAACTGTAACTGATATTTTTGCTGCTTCTAARRATA
CRACTGAAARAGAGACATTTTIGTCGAGCTGCCACAGTGT TAAGACAATTTTACAGTCATCATGAAARRGACACHAR
GATGTCTTGGTGCTACGGCACAACAATTTCATAGACACAAACARACTTATCCGTTTTCTTAAACGTTTGGATCGTA
ATCTGTGGGGCTTGGCAGGATTGARCAGTTGTCCTGTTARAGAAGCCAATCAATCTACTCTTGAARATTTCTTAG
AGAGATTGARAACAATTATGCGAGAAARATATTCTAAGTGTTCATCTTARTARAACGCGTGARATTTAGGAGGTAG
TCCAARTGARRARGANRATCATTTCAGCGATTTTGATGTCAACGGTTATTTTAAGCGCAGCAGCTCCATTATCTS
GAGTTTATGCAGCAGARGAAGTTAGTGAGTACTGTAGTCATATGATTGGTTCTGGACACTTACAATCACTTCAGT
GICTTATTGATAGTCARATGGAALRCCTCTTGTICALATTACATTTGAATTTGTAGACCAAGAACAAC TTARAGATC
CAGTATGTTATCTTRAGARAARGCTITTCTTTTAGTCCAAGACATAATGGRAAGATACAATGAGATTCAGAGACRAATA
CTCCTRACGCTATCGCCATTGTCCAATTACARGALC TTTCTTTAAGATTGRAAARGTTGCTTCACTARAGATTATG
AGGAACATGATAARGCTTGTGTTCGAACATTITATGARACTCCTTTGCAATTATTGGAAAARAGTGAARRATGTTT
TCAATGAGACGRAGAATTTGTTGGATAARGATTGGAATATATTCAGTAAGAATTGTARTARCTCATTTGCCGAAT
GITCARGCCAGGGTCATGAACGTCRAATCAGARGGCTCTTAATARCCATGG

Figura 24d

Miul Miul INcol

I

T 5] T T LT T
RBS atpG RBS lacA

ssUsp4 5 IL4 ssUsp45 CSF1 ssUSP45  FGF2-153

S00 1000 I1 500

IL4-RBS1-CSF-RBS2-FGF (1850 bps)

GGATCCTAGTCTTATAACTATACTGACAATAGARACATTAACARATCTARARCAGTCTTAATTCTATCTTGAGAR
AGTATTGGTAATAATATTATTGTCGATARCGCGAGCATAATARACGGCTCTGATTAAATTCTGRAGTTTGTTAGA
TACAATGATTTCGTTCGRAAGGAACTACARAATAAATTATARGGAGGCACTCACCATGAAGARRRAGATTATTAGT
GCAATTTTAATGTCAACGGICATCTTAAGCGCTGCTGCCCCATTGTCAGGTGTTTATGCAGCACATARGTGTGAT
ATAACATTACRAGARATTATCAAAACCCTTAATAGTTTAACTGAACAGRAGACTTITGTGTACCGAATTAACTGTA
ACTGATATITTTGCTGCTTCTAAARATACAACTGARARAGAGACATTTTGTICGAGCTGCCACAGTGT TAAGACAR
TTTTACAGTCATCATGARAARGACACAAGATGTCTTGCTGCTACGGCACAACAATTTCATAGACACAAACRACTT
ATCCGTTTTCTTARACGTTTGCATCCTAATCTGTGGCECT TGGCAGGAT TGAACAGTTGTCCTGTTARAGRAGCC
AATCAATCTACTCTTGAARATTTCTTAGAGAGATTIGARARCAATTATGCGAGARARATATTCTAAGTGTTCATCT
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TRATARACGCGTATTARTAAGGAGGCTAACTARTGARAARGARRATCATTTCAGCGATTTTGATGTCAACGGTTA
TTTTARGCGCAGCAGCTCCATTATCTGGAGTTTATGCAGCAGRRAGARGTTAGTGAGTACTGTAGTCATATGATTG
GITCTGGACACTTACAATCACTTCAGCGICTTATTGATAGTCARATGGARACCTCTTGTCARATTACAT T TGAAT
TTGTAGACCARGRACAACTTARAGATCCAGTATGTTATCTTAAGAARGCTTTTCTTTTAGTCCARGACATARTGG
ARGATACARTGAGATTCAGAGACAATACTCCTARCGCTATCGCCATTGTCCARTTACAAGARCTTTCTTTARGAT
TGAAARGTTGCTTCACTAAAGATTATGAGGARCATGATARAGCTTGTGTTCGAACATTTTATGAAACTCCTTTGE
AATTATTGGRRARRGTGAAARATGTTTTCAATGAGACGAAGAATTTGTTGGATARRGATTGGARTATATTCAGTA
AGAATTGTAATAACTCATTTGCCGAATGTTCARGCCAGGGTCATGARCGTCAATCAGARGGCTCTTAATARACGC
GTGARATTTAGGAGGTAGTCCARATGARRAARRAAGATTATCTCAGCTATTTTAATGTCTACAGTGATACTTTCTG
CTGCAGCCCCGTTGTCAGGTGTTTACGCTGCTGGT TCCATTACGACCTTGCCGGCTTTACCAGAGGACGGAGGTT
CRGGAGCCTTTCCACCAGGGCACTTTALAGATCCCRARACGTCTATATTGTAARARTGGAGGCTTCTTITCTGCGRR
TTCATCCTGATGGACGTGTAGATGETGTGCGTGAGRRAAGTGATCCTCATATCARACTCCARCTTCAGGCAGARG
ARAGAGGCGTCGTAAGTATARAAGGAGTTTGCGCGAATCGTTACTTAGCTATGARAGARGACGGTCGATTATTGG
CCTCTARGTGTGTTACTGATGAATGTTTTTTTTTTGAACGGCT TGAATCTAATAATTATAACACTTATAGAAGCA
GRARRTATACATCATGGTACGTTGCACTTAAAAGCGACAGGTCAATATARATTAGGGTCTAAGACAGGACCTGGTC
AAAARGCARTTTTGTTCTTACCARTGTCGGCTARARGTTAATARCCATGE

Figura 24e:

Anti-FGF

Anti-IL4

Anti-CSF1

Para los geles WB, se utilizaron 0.1 ug de proteina de referencia
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Figura 24f:
Anti-CSF1
Anti-FGF
Marcador SeeBlue
Anti-iL4
Para los geles WB, se utilizaron 0,1 ug de proteina de referencia
Figura 24g:
Anti-CSF1
Anti-FGF
Anti-IL4

Para los geles WB, se utilizaron 0.1 ug de proteina de referencia
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Figura 25a: Secuencia de aminoacidos de la preproteina de la isoforma 1 del factor de

ES 2673007 Tl

crecimiento epidérmico de Homo sapiens

MLLTLIILLP
SHGNSIFRID
VFLNGSRQER
HILLSALKYP
KITAVSLDVL
AMSLFGDRIF
LAQPKAEDDT
RKYCEDVNEC
CPRNVSECSH
CVPLSPVSWE
TDYGTLLSQOD
EEGVDVPEGL
RGIAVHPMAK
FLTDKLYWCD
DWAMPSVMRY
GCEHICKKRL
TPLDILSKTR
EDATCQCLKG
EGYQGDGIHC
CPDSTPEPHL
CNCVVGYIGE
LWGAHYYRTQ
IKEHQDLKNG
SSDEGSCPRQV
HOMELTO

Figura 25b: Secuencia de aminoacidos de la preproteina de la isoforma 2 del factor de

VVSKFSFVSL
TEGTNYEQLV
VCNIEKNVSG
ANVAVDPVER
DKRLFWIQYN
YSTWKMKTIW
WEPEQKLCKL
AFWNHGCTLG
DCVLTSEGPL
CDCFPGYDLQ
MGMVYALDHD
AVDWIGRRFY
RLFWTDTGIN
AKQSVIEMAN
NKRTGKDRVR
GTAWCSCREG
VSEDNITESQ
FAGDGKLCSD
LDIDECQLGE
REDDHHYSVR
RCQYRDLKWW
KLLSKNPKNP
GQPVAGEDGQ
MERSFHMPSY

SAPQHWSCPE
VDAGVSVIMD
MATNWINEEV
FIFWSSEVAG
REGSNSLICS
TANKHTGKDM
RKGNCSSTVC
CKNTPGSYYC
CFCPEGSVLE
LDEKSCAASG
PVENKIYFAH
WTDRGKSLIG
PRIESSSLOG
LDGSKRRRLT
LOGSMLKPSS
FMKASDGKTC
HMLVAEIMVS
IDECEMGVPV
HSCGENASCT
NSDSECPLSH
ELRHAGHGQO
YEESSRDVRS
AADGSMQPTS
GTOTLEGGVE

crecimiento epidérmico de Homo sapiens

MLLTLITILLP
SHGNSIFRID
VELNGSROER
HITLSALKYP
KITAVSLDVL
AMSLEFGDREIF
LAQPRAEDDT
KRCHOLVSCP
DNGGCSQLCV
IRHMHFDGTD
GSORERLIEE
TEENISQOPRG
WPSGITIDFL
FEDYVWESDW
DPCLYQONGGC
EVDLENQVTP
YARCISEGED
GGYVCRCSEG

VVSKESEVSL
TEGTNYEQLV
VCNIEENVSG
ANVAVDPVER
DERLEWIQYN
YSTWEMKTIW
WEPDVNECAF
RNVSECSHDC
PLSPVSWECD
YGTLLSQQMG
GVDVPEGLAV
TAVHPMAKRL
TDKLYWCDAK
AMESVMRVNE
EHICKKRLGT
LDILSKTRVS
ATCQCLKGEFA
YOGDGIHCLD

SAPQHWSCPE
VDAGVSVIMD
MAINWINEEV
FIFWSSEVAG
REGSNSLICS
IANKHTGKDM
WNHGCTLGCK
VLTSEGPLCF
CFPGYDLQLD
MVYALDHDPV
DWIGRRFYWT
FWTDTGINPR
QSVIEMANLD
RTGKDRVRLQ
AWCSCREGFM
EDNITESQHM
GDGKLCSDID
IDECQLGEHS
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GTLAGNGNST
FHYNEKRIYW
IWSNQQEGI I
SLYRADLDGV
CDYDGGSVHI
VRINLHSSFEV
GQDLQSHLCHM
TCPVGFVLLP
RDGKTCSGCS
PQPFLLFANS
TALKWIERAN
RSDLNGKRSK
LGRLVIASSD
ONDVGHPFAV
LVVVHPLAKP
LALDGHQLLA
DQDDCAPVGC
CPPASSKCIN
NTEGGYTCMC
DGYCLHDGVC
OKVIVVAVCVY
RRPADTEDGM
WRQE PQLCGM
KPHSLLSANP

GTLAGNGNST
FHYNEKRIYW
IWSNQQEGII
SLYRADLDGV
CDYDGGSVHI
VRINLHSSFV
NTPGSYYCTC
CPEGSVLERD
EKSCAASGPQ
ENKIYFAHTA
DRGKSLIGRS
IESSSLOGLG
GSKRRRLTQN
GSMLKPSSLV
KASDGKTCLA
LVAEIMVSDQ
ECEMGVPVCP
CGENASCTNT

CVGPAPFLIF
VDLERQLLOR
TVTDMKGNNS
GVKALLETSE
SKHPTQHNLF
PLGELKVVHP
CAEGYALSRD
DGKRCHQLVS
SPDNGGCSQL
QDIRHMHFDG
MDGSQRERLI
IITKENISQP
LIWPSGITID
AVFEDYVWES
GADPCLYQNG
GGEVDLKNQV
SMYARCISEG
TEGGYVCRCS
AGRLSEPGLI
MYIEALDKYA
VVLVMLLLLS
SSCPQPWEVV
GTEQGCWIPV
LWOQORALDPP

CVGPAPFLIF
VDLERQLLOR
TVTDMEGNNS
GVKALLETSE
SKHPTQHNLE
PLGELKVVHP
PVGEVLLPDG
GKTCSGCSSP
PFLLFANSQD
LEWIERANMD
DLNGKRSKII
RLVIASSDLI
DVGHPFAVAV
VVHPLAKPGA
LDGHQLLAGG
DDCAPVGCSM
PASSKCINTE
EGGYTCMCAG



RLSEPGLICP
IEALDEYACN
LVMLLLLSLW
CEQEWEVVIK
EQGCWIPVSS
QURALDPPHO

Figura 25c; Secuencia de aminoacidos de la preproteina de la isoforma 3 del factor de

DSTPPPHLRE
CVVGYIGERC
GAHYYRTQOKL
EHQDLENGGQ
DKGSCPOVME
MELTQ
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DDHHY SVRNS
QYRDLKWWEL
ILSKNPKNPYE
PVAGEDGQAA
RSFHMPSYGT

crecimiento epidérmico de Homo sapiens

MLLTLITLLFE
SHGNSIFRID
VELNGSROER
HILLSATKYP
KITAVSLDVL
AMSLFGDEIF
LAQPKAEDDT
RKY¥CEDVNEC
CPRNVSECSH
CVPLSPVSWE
TDYGTLLSQOQ
EEGVDVPEGL
RGIAVHPMAK
FLTDKLYWCD
DWAMPSVMRV
GCEHICKEKRL
TPLDILSKTR
EDATCOCLEG
EGYQGDGIHC
YTEALDKYAC
VLVMLLLLSL
SCPOPWEVVI
TEQGCWIPVS
WOORALDPPH

Figura 25d: Secuencia de aminoacidos del factor de crecimiento epidérmico maduro de Homo

sapiens

VVSKEFSFVSL
TEGTNYEQLV
VCNIEKNVSG
ANVAVDPVER
DKRLFWIQYN
YSTWKMKTIW
WEPEQKLCKL
AFWNHGCTLG
DCVLTSEGPL
CDCFPGYDLQ
MGMVYALDHD
AVDWIGRRFY
RLFWTDTGIN
AKQSVIEMAN
NKRTGKDRVR
GTAWCSCREG
VSEDNITESQ
FAGDGKLCSD
LDSTPPPHLR
NCVVGYIGER
WGAHYYRTQK
KEHQDLKNGG
SDKGSCPQVM
OMELTQ

SAPOHWSCPE
VDAGVSVIMD
MAINWINEEV
FIFWSSEVAG
REGSNSLICS
TANKHTGEDM
REGNCS5TVC
CENTPGSYYC
CFCPEGSVLE
LDEKSCAASG
PVENKIYFAH
WIDRGESLIG
PRIESSSLOG
LDGSKRRRLT
LOGSMLEPSS
FMEASDGKTC
HMLVAETMWYVS
IDECEMGVEV
EDDHHY5VRN
COQYRDLEKWWE
LLSKENPENPY
QPVAGEDGQA
ERSFHMPSYG

DSECPLSHDG
RHAGHGQOQOK
ESSRDVRSRR
DGSMQPTSWR
OTLEGGVEEP

GTLAGNGNST
FHYNEKRIYW
IWSNOQEGTI I
SLYRADLDGV
CDYDGGSVHT
VRINLHSSFV
GODLQSHLCM
TCPVGFVLLP
RDGKTCSGCS
PQPFLLFANS
TALKWIERAN
RSDLNGKRSK
LGRLVIASSD
ONDVGHPFAV
LVVVHPLAKP
LALDGHQOLLA
DODDCAPVGC
CPPASSKCIN
SDSECPLSHD
LRHAGHGQQQ
EESSRDVRSR
ADGSMQPTSW
TOTLEGGVEK

YCLHDGVCMY
VIVVAVCVVV
PADTEDGMSS
QEPOLCGMGT
HS5LLSANPLW

CVGPAPFLIF
VDLERQLLOR
TVTDMKGNNS
GVKALLETSE
SKHPTQHNLF
PLGELKVVHP
CAEGYALSRD
DGKRCHQLVS
SPDNGGCSQL
ODIRHMHFDG
MDGSQRERLI
IITKENISQP
LIWPSGITID
AVFEDYVWFS
GADPCLYQNG
GGEVDLKNQV
SMYARCISEG
TEGGYVCRCS
GYCLHDGVCM
KVIVVAVCVV
RPADTEDGMS
ROEPQLCGMG
PHSLLSANPL

NSDSECPLSH DGYCLHDGVC MYIEALDEYA CNCVVGYIGE RCQYRDLEWW

ELR

Figura 26a: Secuencia de aminoacidos del precursor del factor de crecimiento similar a EGF

de union a heparina de Homo sapiens

MELLPSVVLE LFLAAVLSAL VTGESLERLR
LPLGGGRDRK VRDLOQEADLD LILRVTLSSKP
LGKKRDFCLE KYKDFCIHGE CKYVKELRAP
ENRLYTYDHT TILAVVAVVL SSVCLLVIVG

KLGMTNSH
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QATATPNKEE
SCICHPGYHG
LLMFRYHRRG

DPPTVSTDOL
HGKREKKGEKG
ERCHGLSLPV
GYDVENEEEV
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Figura 26b: Secuencia de aminoécidos del factor de crecimiento similar a EGF de unidn a
heparina maduro de Homo sapiens

DLCEADLDLL RVTLSSKPOA LATPNEKEEHG KREEKKGKGLG KEKRDFCLREY
KDFCIHGECK YVEELRAPSC ICHPGYHGER CHGLSL

Figura 27a: Secuencia de aminoacidos de la preproteina de la isoforma 1 del factor alfa de
crecimiento transformante de Homo sapiens

MVPSAGOLAL FALGIVLAAC OATENSTSPL SADPPVAAAV VSHENDCPDS
HTQFCFHGTC RFLVQEDKPA CVCHSGYVGA RCEHADLLAV VAASQEKQAT
TALVVVSIVA LAVLIITCVL IHCCQVREHC EWCRALICRH EKPSALLEGR
TACCHSETVV

Figura 27b: Secuencia de aminoédcidos de la preproteina de la isoforma 2 del factor alfa de
crecimiento transformante de Homo sapiens

MVPSAGQLAL FALGIVLAAC QALENSTSPL SDPPVAAAVV SHFNDCPDSH
TQFCFHGTCR FLVQEDKPAC VCHSGYVGAR CEHADLLAVV AASQKKQAIT
ALVVVSIVAL AVLIITCVLI HCCQVRKHCE WCRALICRHE KPSALLKGRT
ACCHSETVV

Figura 27c: Secuencia de aminoacidos de la preproteina de la isoforma 3 del factor alfa de
crecimiento transformante de Homo sapiens

MVPSAGOQLAL FALGIVLAAC QALENSTSPL SDPPVAARAVV SHENDCPDSH
TOFCFHGTCR FLVOQEDKEPAC VCHSGYVGAR CEHADLLAVV AASQKEQATT
ALVVVSIVAL AVLIITCVLI HCCOVREKHCE WCRALICRHE KPSALLEGRT
ACCHSETATL G

Figura 27d: Secuencia de aminoécidos de la preproteina de la isoforma 4 del factor alfa de
crecimiento transformante de Homo sapiens

MVPSAGQLAL FALGIVLAAC QALENSTSPL SADPPVAARV VSHFNDCPDS
HTQFCFHGTC RFLVQEDKPA CVCHSGYVGA RCEHADLLAV VAASQKKOQAT
TALVVVSIVA LAVLIITCVL IHCCOVRKHC EWCRALICRH EKPSALLKGR
TACCHSETGC RLY

Figura 27e: Secuencia de aminoédcidos de la preproteina de la isoforma 5 del factor alfa de
crecimiento transformante de Homo sapiens

MVPSAGOLAL FALGIVLAAC QALENSTSPL SDPPVARAVY SHENDCPDSH
TOFCFHGTCR FLVQOEDKPAC VCHSGYVGAR CEHADLLAVV AASQKEKQATT
ALVVVSIVAL AVLIITCVLI HCCOVREHCE WCRALICRHE KPSALLEGRT
ACCHSETGCR LY

Figura 27f. Secuencia de aminoacidos del factor alfa de crecimiento transformante maduro de
Homo sapiens
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VVSHFNDCPD SHTQFCEFHGT CRELVQEDKP ACVCHSGYVG ARCEHADLLA

Figurs 28a: Secuencia de aminoacidos de la preproteina de anfiregulina de Homo sapiens

MRAFLLFPAP
VTSRSEMSSG
SVRVEQVVEKP
ONFCIHGECK
LAATAAFMSA
IA

VVLSLLILGS
SEISPVSEMP
PONKTESENT
YIEHLEAVTC
VILTAVAVIT

GHYAAGLDLN
SSSEPSSGAD
SDKPKRKEKKG
KCQOEYFGER
VOLRROYVERK

DTYSGKREFPE
YDYSEEYDNE
GENGENERNR
CGEKSMKTHS
YEGEAEERKK

SGDHSADGEE
PQIPGYIVDD
KEKENFCNAEFE
MIDSSLSKIA
LROENGNVHA

Figura 28b; Secuencia de aminoacidos de la anfiregulina madura de Homo sapiens

SVRVEQVVEKP PONKTESENT SDKPKREKKG GKNGKMNRRNR KKENPCNAEE
ONFCIHGECK YIEHLEAVTC KCQQEYFGER CGEEKSMK

Figura 29a: Secuencia de aminoéacidos de la preproteina de epiregulina de Homo

sapiens

MTAGRRMEML CAGRVPALLL CLGFHLLQAV LSTTVIPSCI PGESSDNCTA
LVOQTEDNFRV AQVIITKCSS DMNGYCLHGQ CIYLVDMSON YCRCEVGYTG
VRCEHFFLTV HOPLSEKEYVA LTVILITLFL ITVVGSTYYE CRWYRNRKSK

EPRKEEYERVT

SGDPELPQV

Figura 29b: Secuencia de aminoacidos de la epiregulina madura de Homo sapiens

VAQVSITKCS SDMNGYCLHG QCIYLVDMSQ NYCRCEVGYT GVRCEHFFL

Figura 30a: Secuencia de aminoacidos del precursor de la isoforma 1 de epigenc de Homo

sapiens

MALGVFISVY LLEFNAMTALT EEAAVIVTPP ITAQCGNWIV NKTEADNIEG
PTIATLKFSHLC LEDHNSYCIN GACAFHHELE KATICRCEFTGY TGERCEHLTL
TSYAVDSYEK YIAIGIGVGL LLSGEFLVIFY CYIRKRCLKL KSPYNVCSGE

RRFL

Figura 30b: Secuencia de aminoacidos del precursor de la isoforma 2 de epigeno de Homo

sapiens

MATGVPISVY LLENAMTALT EEAAVTVTPP ITAQOADNIE GPIALKESHL
CLEDHNSYCI NGACAFHHEL EEKAICRCFTG YTGERCEHLT LTSYAVDSYE
KYIAIGIGVG LLLSGFLVIF YCYIRKRYEK DKI

Figura 30c: Secuencia de aminoacidos del precursor de la isoforma 3 de epigeno de Homo

sapiens
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MALGVPISVY LLFNAMTALT EEARAVTIVTPP ITAQQOGNWIV NKTEADNIEG
PIATKFSHLC LEDHNSYCIN GACAFHHELE KATCRCFTGY TGERCLKLEKS
PYNVCSGERR PL

Figura 30d: Secuencia de aminoacidos del precursor de la iscforma 4 de epigenc de Homo
sapiens

MALGVFISVY LLFNAMTALT EEAAVTVTFP ITAQOGNWIV NEKTEADNIEG
PIALKFSHLC LEDHNSYCIN GACAFHHELE KAICRCLELK SPYNVCSGER
RPL

Figura 30e: Secuencia de aminoacidos del precursor de la isoforma 5 de epigeno de Homo
sapiens

MALGVPISVY LLFNAMTALT EEAAVTVTPP ITACQODADNIE GPIALKFSHL
CLEDHNSYCI NGACAFHHEL EKAICRCFTG YTGERCLKLK SPYNVCSGER
RPL

Figura 30f: Secuencia de aminocéacidos del precursor de la isoforma 6 de epigeno de Homo
sapiens

MALGVPISVY LLFNAMTALT EEAAVTVTPP ITACQOADNIE GPIALKFSHL
CLEDHNSYCI NGACAFHHEL EKAICRCLEL KSPYNVCSGE RRPL

Figura 30g: Secuencia de aminoacidos del precursor de la isoforma 7 de epigenc de Homo
sapiens

MALGVPISVY LLFNADNIEG PIALKFSHLC LEDHNSYCIN GACAFHHELE
KAICRCLKLK SPYNVCSGER RPL

Figura 30h: Secuencia de aminoacidos del epigenc madurc de Homo sapiens

ABRVIVTPPIT AQOGNWITVNK TEADNIEGPI ALKFSHLCLE DHNSYCINGA
CAFHHELEKA ICRCFTGYTG ERCEHLTLTS YAVDSYEKYI AIGIGVGLLL
SGFLVIFYCY IRKRCLKLKS PYNVCSGERR PL

Figura 31a: Secuencia de aminoacidos del precursor de betacelulina de Homo sapiens

MDRAARCSGA SSLPLLLALA LGLVILHCVV ADGNSTRSPE TNGLLCGDPE
ENCAATTTOS KRKGHFSRCP KOQYKHYCIKG RCREVVAEQT PSCVCDEGYI
GARCERVDLF YLRGDRGOIL VICLIAVMVY FIILVIGVCT CCHPLREREK
REKKKEEEMET LGKDITPINE DIEETNIA

Figura 31b: Secuencia de aminoacidos de la betacelulina madura de Homo sapiens
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DGNSTRSPET NGLLCGDPEE NCAATTTQSK REKGHFSRCPE QYKHYCIKGR
CREVVAEQTP SCVCDEGYIG ARCERVDLEY

Figura 32a: Secuencia de aminoacidos del factor 2 de crecimiento de fibroblastos madurc
de Homo sapiens

MAAGSITTLP ALPEDGGSGA FPPGHFKDPK RLYCKNGGFFE LRIHPDGRVD
GVREKSDPHI EKLOQLOQAEERG VVSIKGVCAN RYLAMKEDGR LLASKCVTDE
CFFFERLESN NYNTYRSRKY TSWYVALKRT GOYKLGSKTG PGOEAILFLP
MSAKS

Figura 32b: Secuencia de amincacidos de la variante hFGF2-153 del factor 2 de crecimiento
de fibroblastos utilizada en los ejemplos

AGSITTLPAL PEDGGSGAFP PGHFKDPRRL YCKNGGFFLR IHPDGRVDGV
REKSDPHIKL QLOAEERGVV STKGVCANRY LAMKEDGRLL ASKCVTDECE
FFERLESNNY NTYRSRKYTS WYVALKRTGQ YKLGSKTGPG QKAILFLPMS
AKS

Figura 33: Secuencia de aminoacidos de la variante de interleucina 4 humana (hlL-4) utilizada en
los ejemplos

AHKCDITLOE TIKTLNSLTE QKTLCTELTV TDIFAASKNT TEKETFCRAA
TVLRQFYSHH EKDTRCLGAT AQQFHRHKQL IRFLKRLDEN LWGLAGLNSC
PVKEANQSTL ENFLERLKTI MREKYSKCSS

Figura 34: Secuencia de aminoacidos de la variante del factor 1 estimulante de colonias
humano (hCSF-1) utilizada en los ejemplos

AEEVSEYCSH MIGSGHLQSL QRLIDSQMET SCQITFEFVD QEQLKDPVCY
LEKAFLIVOD IMEDTMREFRD NTPNAIAIVQ) LOELSLRLEKS CEFTEDYEEHD

EACVRTEYET PLOLLEKVEN VENETKNLLD KDWNIFSKNC NNSFAECSSQO
GHERQSEGS

Figura 35: Secuencia de aminoacidos de la sefial de secrecion de la proteina de Lactococcus
Usp4b utilizada en los ejemplos

MKKKIISAIL MSTVILSAAAR PLSGVYA
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