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(57) Sammendrag:
Baseret pa tilvejebringelsen af den fuldsteendige kodesekvens for en cDNA-
klon, der i det vaesentlige reprassenterer vasvsfaktorinhibitor (TFI) af fuld ster-
relse angives humane vaevsfaktorinhibitor-proteiner, DNA som koder herfor,
ekspressionsvektorer omfattende sadan DNA, vaertsceller transficeret eller
transformeret dermed, og en fremgangsmade til fremstilling af proteinerne.
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1. Rekombinant polypeptid omfattende aminosyresekvensen af moden
vaevsfaktorinhibitor (TFI) som vist i Fig. 3.

2. Polypeptid ifelge krav 1 hvori den modne vaevsfaktorinhibitor bestéar
af aminosyrerne 29-304 som vist i Fig. 3.

3. Polypeptid ifelge krav 1, som yderligere omfatter en forleenget ami-
nosyresekvens umiddelbart forud for den modne vaevsfaktorinhibitor.

4, Polypeptid bestdende af moden vaevsfaktorinhibitor (aminosyrerne
29-304) med en umiddelbart forudgaende N-terminal methioninrest, alanin-
rest eller methionin-alanin-dipeptid.

5. Renset og isoleret polypeptid omfattende en aminosyresekvens
valgt blandt sekvenserne:

(a) Cys Ala Phe Lys Ala Asp Asp Gly Pro Cys Lys Ala lle
Met Lys Arg Phe Phe Phe Asn lle Phe Thr Arg Gin Cys
Glu Glu Phe lle Tyr Gly Ala Cys Glu Gly Asn GIn Asn
Arg Phe Glu Ser Leu Glu Glu Cys Lys Lys Met Cys;

(b) Cys Phe Leu Glu Glu Asp Pro Gly lle Cys Arg Gly Tyr
lle Thr Arg Tyr Phe Tyr Asn Asn GIn Thr Lys GIn Cys
Glu Arg Phe Lys Tyr Gly Gly Cys Leu Gly Asn Met Asn
Asn Phe Glu Thr Leu Glu Glu Cys Lys Asn lle Cys;

(c) Cys Leu Thr Pro Ala Asp Arg Gly Leu Cys Arg Ala
Asn Glu Asn Arg Phe Tyr Tyr Asn Ser Val lle Gly Lys
Cys Arg Pro Phe Lys Tyr Ser Gly Cys Gly Gly Asn Glu
Asn Asn Phe Thr Ser Lys GIn Glu Cys Leu Arg Ala Cys;

(d) Leu Lys Leu Met His Ser Phe Cys Ala Phe Lys Ala
Asp Asp Gly Pro Cys Lys Ala lle Met Lys Arg Phe Phe
Phe Asn lle Phe Thr Arg GIn Cys Glu Glu Phe lie Tyr
Gly Ala Cys Glu Gly Asn GIn Asn Arg Phe Glu Ser Leu
Glu Glu Cys Lys Lys Met Cys Thr Arg Asp Asn Ala Asn
Arg lle lle Lys Thr Thr Leu;
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(e) GIn GIn Glu Lys Pro Asp Phe Cys Phe Leu Glu Glu
Asp Pro Gly lle Cys Arg Gly Tyr lle Thr Arg Tyr Phe
Tyr Asn Asn GIn Thr Lys GIn Cys Glu Arg Phe Lys Tyr
Gly Gly Cys Leu Gly Asn Met Asn Asn Phe Glu Thr Leu
Glu Glu Cys Lys Asn lle Cys Glu Asp Gly Pro Asn Gly
Phe GIn Val Asp Asn Tyr Gly; og

(f) Glu Phe His Gly Pro Ser Trp Cys Leu Thr Pro Ala Asp
Arg Gly Leu Cys Arg Ala Asn Glu Asn Arg Phe Tyr Tyr
Asn Ser Val lle Gly Lys Cys Arg Pro Phe Lys Tyr Ser
Gly Cys Gly Gly Asn Glu Asn Asn Phe Thr Ser Lys GIn
Glu Cys Leu Arg Ala Cys Lys Lys Gly Phe lle GIn Arg
lle Ser Lys Gly Gly Leu.

e. Renset og isoleret polypeptid med en aminosyresekvens valgt
blandt sekvenserne:

(a) Cys Ala Phe Lys Ala Asp Asp Gly Pro Cys Lys Ala lie
Met Lys Arg Phe Phe Phe Asn lle Phe Thr Arg GIn Cys
Glu Glu Phe lle Tyr Gly Ala Cys Glu Gly Asn GIn Asn
Arg Phe Glu Ser Leu Glu Glu Cys Lys Lys Met Cys;

(b) Cys Phe Leu Glu Glu Asp Pro Gly lle Cys Arg Gly Tyr
lle Thr Arg Tyr Phe Tyr Asn Asn GIn Thr Lys Gin Cys
Glu Arg Phe Lys Tyr Gly Gly Cys Leu Gly Asn Met Asn
Asn Phe Glu Thr Leu Glu Glu Cys Lys Asn lle Cys; og

(c) Cys Leu Thr Pro Ala Asp Arg Gly Leu Cys Arg Ala
Asn Glu Asn Arg Phe Tyr Tyr Asn Ser Val lle Gly Lys
Cys Arg Pro Phe Lys Tyr Ser Gly Cys Gly Gly Asn Glu
Asn Asn Phe Thr Ser Lys GIn Glu Cys Leu Arg Ala Cys.

7. Rekombinant polypeptid med aminosyresekvensen:

Asp Ser Glu Glu Asp Glu Glu His Thr lle lle Thr Asp Thr
Glu Leu Pro Pro Leu Lys Leu Met His Ser Phe Cys Ala
Phe Lys Ala Asp Asp Gly Pro Cys Lys Ala lle Met Lys
Arg Phe Phe Phe Asn lle Phe Thr Arg Gin Cys Glu Glu
Phe lle Tyr Gly Ala Cys Glu Gly Asn Gin Asn Arg Phe
Glu Ser Ley Glu Glu Cys Lys Lys Met Cys Thr Arg Asp
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Asn Ala Asn Arg lle lle Lys Thr Thr Leu Gin Gin Glu
Lys Pro Asp Phe Cys Phe Leu Glu Glu Asp Pro Gly lle
Cys Arg Gly Tyr lle Thr Arg Tyr Phe Tyr Asn Asn GIn
Thr Lys GIn Cys Glu Arg Phe Lys Tyr Gly Gly Cys Leu
Gly Asn Met Asn Asn Phe Glu Thr Leu Glu Glu Cys Lys
Asn lle Cys Glu Asp Gly Pro Asn Gly Phe GIn Val Asp
Asn Tyr Gly Thr GIn Leu Asn Ala Val Asn Asn Ser Leu
Thr Pro GIn Ser Thr Lys Val Pro Ser Leu Phe Glu Phe
His Gly Pro Ser Trp Cys Leu Thr Pro Ala Asp Arg Gly
Leu Cys Arg Ala Asn Glu Asn Arg Phe Tyr Tyr Asn Ser
Val lle Gly Lys Cys Arg Pro Phe Lys Tyr Ser Gly Cys
Gly Gly Asn Glu Asn Asn Phe Thr Ser Lys GIn Glu Cys
Leu Arg Ala Cys Lys Lys Gly Phe lle GIn Arg lle Ser
Lys Gly Gly Leu lle Lys Thr Lys Arg Lys Arg Lys Lys
GIn Arg Val Lys lle Ala Tyr Glu Glu lle Phe Val Lys
Asn Met.

8. Renset og isoleret polypeptid med aminosyresekvensen:

Asp Ser Glu Glu Asp Glu Glu His Thr lle lle Thr Asp Thr
Glu Leu Pro Pro Leu Lys Leu Met His Ser Phe Cys Ala
Phe Lys Ala Asp Asp Gly Pro Cys Lys Ala lle Met Lys
Arg Phe Phe Phe Asn lle Phe Thr Arg GIn Cys Glu Glu
Phe lle Tyr Gly Ala Cys Glu Gly Asn GIn Asn Arg Phe
Glu Ser Leu Glu Glu Cys Lys Lys Met Cys Thr Arg Asp
Asn Ala Asn Arg lle lle Lys Thr Thr Leu GiIn Glu Glu
Lys Pro Asp Phe Cys Phe Leu Glu Glu Asp Pro Gly lle
Cys Arg Gly Tyr lle Thr Arg Tyr Phe Tyr Asn Asn GIn
Thr Lys GIn Cys Glu Arg Phe Lys Tyr Gly Gly Cys Leu
Gly Asn Met Asn Asn Phe Glu Thr Leu Glu Glu Cys Lys
Asn lle Cys Glu Asp Gly Pro Asn Gly Phe GIn Val Asp
Asn Tyr Gly Thr GIn Leu Asn Ala Val Asn Asn Ser Leu
Thr Pro GIn Ser Thr Lys Val Pro Ser Leu Phe Glu Phe
His Gly Pro Ser Trp Cys Leu Thr Pro Ala Asp Arg Gly
Leu Cys Arg Ala Asn Glu Asn Arg Phe Tyr Tyr Asn Ser
Val lle Gly Lys Cys Arg Pro Phe Lys Tyr Ser Gly Cys
Gly Gly Asn Glu Asn Asn Phe Thr Ser Lys GIn Glu Cys
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Leu Arg Ala Cys Lys Lys Gly Phe lle GIn Arg lle Ser
Lys Gly Gly Leu lle Lys Thr Lys Arg Lys Arg Lys Lys
GIn Arg Val Lys lle Ala Tyr Glu Glu lle Phe Val Lys
Asn Met.

9. Ekspressionsvektor omfattende en renset og isoleret DNA, som ko-
der for moden veevsfaktorinhibitor (TFI), som vist i Fig. 3.

10. Ekspressionsvektor omfattende en renset og isoleret DNA, som ko-
der for et polypeptid valgt blandt:

(a) Cys Ala Phe Lys Ala Asp Asp Gly Pro Cys Lys Ala lle
Met Lys Arg Phe Phe Phe Asn lle Phe Thr Arg Gin Cys
Glu Glu Phe lle Tyr Gly Ala Cys Glu Gly Asn GIn Asn
Arg Phe Gliu Ser Leu Glu Glu Cys Lys Lys Met Cys,

(b) Cys Phe Leu Glu Glu Asp Pro Gly lle Cys Arg Gly Tyr
lle Thr Arg Tyr Phe Tyr Asn Asn Gin Thr Lys GIn Cys
Glu Arg Phe Lys Tyr Gly Gly Cys Leu Gly Asn Met Asn
Asn Phe Glu Thr Leu Glu Glu Cys Lys Asn lle Cys;

(c) Cys Leu Thr Pro Ala Asp Arg Gly Leu Cys Arg Ala
Asn Glu Asn Arg Phe Tyr Tyr Asn Ser Val lle Gly Lys
Cys Arg Pro Phe Lys Tyr Ser Gly Cys Gly Gly Asn Glu
Asn Asn Phe Thr Ser Lys GIn Glu Cys Leu Arg Ala Cys;

(d) Leu Lys Leu Met His Ser Phe Cys Ala Phe Lys Ala
Asp Asp Gly Pro Cys Lys Ala lle Met Lys Arg Phe Phe
Phe Asn lle Phe Thr Arg Gin Cys Glu Glu Phe lle Tyr
Gly Ala Cys Glu Gly Asn GIn Asn Arg Phe Glu Ser Leu
Glu Glu Cys Lys Lys Met Cys Thr Arg Asp Asn Ala Asn
Arg lle lle Lys Thr Thr Leu;

(e) GIn GIn Glu Lys Pro Asp Phe Cys Phe Leu Glu Glu
Asp Pro Gly lle Cys Arg Gly Tyr lle Thr Arg Tyr Phe
Tyr Asn Asn GIn Thr Lys GIn Cys Glu Arg Phe Lys Tyr
Gly Gly Cys Leu Gly Asn Met Asn Asn Phe Glu Thr Leu
Glu Glu Cys Lys Asn lle Cys Glu Asp Gly Pro Asn Gly
Phe GIn Val Asp Asn Tyr Gly; og
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(f) Glu Phe His Gly Pro Ser Trp Cys Leu Thr Pro Ala Asp
Arg Gly Leu Cys Arg Ala Asn Glu Asn Arg Phe Tyr Tyr
Asn Ser Val lle Gly Lys Cys Arg Pro Phe Lys Tyr Ser
Gly Cys Gly Gly Asn Glu Asn Asn Phe Thr Ser Lys GIn
Glu Cys Leu Arg Ala Cys Lys Lys Gly Phe lle GIn Arg
lle Ser Lys Gly Gly Leu.

11. Ekspressionsvektor omfattende en renset og isoleret DNA, som ko-
der for et polypeptid med sekvensen:

Asp Ser Glu Glu Asp Glu Giu His Thr lle lle Thr Asp Thr
Glu Leu Pro Pro Leu Lys Leu Met His Ser Phe Cys Ala
Phe Lys Ala Asp Asp Lys Pro Cys Lys Ala lle Met Lys
Arg Phe Phe Phe Asn lle Phe THr Arg GIn Cys Glu Glu
Phe lle Tyr Gly Ala Cys Glu Gly Asn Gin Asn Arg Phe
Glu Ser Leu Glu Glu Cys Lys Lys Met Cys Thr Arg Asp
Asn ALa Asn Arg lle lle Lys Thr Thr Leu GIn GIn Glu
Lys Pro Asp Phe CYs Phe Leu Glu Glu Asp Pro Gly lle
Cys Arg Gly lle Cys Arg Gly Tyr lle Thr Arg Tyr Phe
Tyr Asn Asn Glu Thr Lys GIn Cys Glu Arg Phe Lys Tyr
Gly Gly Cys Leu Gly Asn Met Asn Asn Phe Glu Thr Leu
Glu Glu Cys Lys Asn lle Cys Glu Asp Gly Pro Asn Gly
Phe GIn Val Asp Asn Tyr Gly Thr GIn Leu Asn Ala Val
Asn Asn Ser Leu Thr Pro GIn Ser Thr Lys Val Pro Ser
Leu Phe GLu Phe His Gly Pro Ser Trp Cys Leu Thr Pro
AlLa Asp Arg Gly Leu Cys Arg Ala Asn Glu Asn Arg Phe
Tyr Tyr Asn Ser Val lle GLy Lys Cys Arg Pro Phe Lys
Tyr Ser GLy Cys Gly Gly Asn Glu Asn Asn Phe Thr Ser
Lys GIn Glu Cys Leu Arg Ala Cys Lys Lys Gly Phe lle
GIn Arg lle Ser Lys Gly Gly Leu lle Lys Thr Lys Arg Lys
Arg Lys Lys GIn ArG Val Lys lle ALa Tyr Glu Glu lle
Phe Val Lys Asn Met.

12. Veertscelle transficeret eller transformeret med en ekspressionsvek-
tor ifelge krav 9, 10 eller 11.
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13. Fremgangsmade til fremstilling af et veevsfaktorinhibitor-polypeptid,
hvilken fremgangsmade omfatter, at man:

(a) dyrker en transficeret eller transformeret veertscelle ifelge krav 12
under egnede nzeringsbetingelser pa en made, som tillader ekspression af
det neevnte polypeptid; og

(b) isolerer det naevnte polypeptid.
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