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CLAIMS

1. An isolated and recombinant, fully or partially B-domain deleted porcine factor
VI (FVIIT) variant, the FVIII variant being devoid of an amino acid sgquence
corresponding to amino acids 716 to 742 of porcine factor VIl as depicted,in Figure 2
or amino acids 714 to 740 of SEQ ID NO: 7.

2. The FVIII variant according to claim 1, comprising a sequende being at least
90% identical to SEQ ID NO: 1, the variant being devoid of the aniino acid sequence
corresponding to amino acids 716 to 742 of porcine factor VIII? depicted in Figure 2
or amino acids 714 to 740 of SEQ ID NO: 7. /

3. The FVIII variant according to claim 2, wherein sai}j'(ariant shares at least 95,
96, 97, 98, 99, 99.5, 99.6, 99.7, 99.8 or 99.9% ideny’/SEQ ID NO:1.

4. The FVIII variant according to claim 3, whereih said variant shares 99.5, 99.6,

99.7, 99.8 or 99.9% identity to SEQ ID NO:1.

5. The FVII variant according to claim 4, wherein said variant is SEQ ID NO:1.

6. An isolated and recombinant, fully/or partially B-domain deleted factor VI
(FVIIl) variant, the FVIII variant bejdg devoid of an amino acid sequence
corresponding to amino acids 716 to 742 of human factor VIl as depicted in Figure 2
or amino acids 714 to 740 of SEQ IP NO: 8.

7. The FVIII variant accordjng to claim 6, comprising a sequence being at least
90% identical to SEQ ID NO;,A, the variant being devoid of the amino acid sequence
corresponding to amino acids 716 to 742 of human factor VIII as depicted in Figure 2
or amino acids 714 to 7;B/of SEQ ID NO: 8.

8. The FVIII vari ﬁt according to claim 7, wherein said variant shares at least 95,
96, 97, 98, 99, 99.5, 99.6, 99.7, 99.8 or 99.9% identity to SEQ ID NO:2.

9. The FVIN variant according to claim 8, wherein said variant shares 99.5, 99.6,
99.7, 99.8 0r/99.9% identity to SEQ ID NO:2.

10. The FVIII variant according to claim 9, wherein said variant is SEQ ID NO:2.

11. The FVIII variant according to any one of claims 1-10, wherein the FVIII
varignt is partially B-domain deleted and the remaining portion of the B-domain is

nee-eonsisting-of SEQ-ID-NO:-4-or SEQ ID-NQ:5.
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13. An expression vector comprising a polynucleotide according to claim 12.
14. A mammalian cell comprising an expression vector according to claim 13.
15. A method for producing a FVIIl variant comprising the steps of :
a. Culturing a mammalian cell according to claim 14; and
b. lIsolating from the mammalian cell the FVIII variant.
16. The method according to claim 15, further comprising the step/of

c. Formulating the factor VIII variant together with a?zropriate excipients

into a pharmaceutical composition. y
/
17. A pharmaceutical composition comprising a factorfﬁlll variant according to
any one of claims 1 to 10. /
18. Use of a FVIII variant according to any one of claims 1 to 10 in the

preparation of a medicament for treating hemophilia/in a patient in need thereof.

19. The use according to claim 18, wherein said hemophilia is hemophilia A.

20. The use according to claim 18, Avherein said hemophilia is acquired

hemophilia.

21. The use according to any one/of claims 18 to 20, wherein said patient has

developed human FVIII antibodies.

22. The use according to any one of claims 18 to 21, wherein the factor VIl is

administered in an amount of no more than 200 pg/dose or 150 ug/dose or 140

pg/dose.

7
23. A FVIll variant a;eéording to any one of claims 1 to 10 for use in medicine.
/

24, A FVII ga’ﬁant according to any one of claims 1 to 10 for use in treating

hemophilia. /

/
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25. The FVIII variant according to claim 24, wherein said h

hemophilia A.
~
26. The FVIII variant according to claim 24, whe/r;jn@i hemophilia is acquired
hemophilia. //’/
,f//‘
27. The FVIII variant according to"any one of claims 24 to 26, wherein said

m'/
patient has developed human FVIII antibodies.
28. The FVIII}arié’ﬁ{ according to any one of claims 24 to 27, wherein the factor
Vil varifa/[lt/'r(administered in an amount of no more than 200 pg/dose or 150

pg/ Se or 140 pg/dose.
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CLAIMS
1. An isolated and recombinant, fully or partially B-domain deleted porcine factor
VI (FVII) variant, the FVIII variant being devoid of an amino acid sequence
corresponding to amino acids 714 to 740 of SEQ ID NO: 7.
2. The FVIII variant according to claim 1, comprising a sequence being at least
90% identical to SEQ ID NO: 1, the variant being devoid of the amino acid sequence

corresponding to amino acids 714 to 740 of SEQ ID NO: 7.

3. The FVIII variant according to claim 2, wherein said variant shares at least 95,
96, 97, 98, 99, 99.5, 99.6, 99.7, 99.8 or 99.9% identity to SEQ ID NO:1.

4. The FVIll variant according to claim 3, wherein said variant shares 99.5, 99.6,
99.7, 99.8 or 99.9% identity to SEQ ID NO: 1.

5. The FVIII variant according to claim 4, wherein said variant is SEQ ID NO:1.

6. The FVIIl variant according to any one of claims 1-5, wherein the FVIII variant

is partially B-domain deleted and the remaining portion of the B-domain is a sequence

consisting of SEQ ID NO: 4.

7. A polynucleotide encoding a polypeptide according any one of claims 1-5.

8. An expression vector comprising a polynucleotide according to claim 7.

9. A mammalian cell comprising an expression vector according to claim 8.

10. A method for producing a FVIlI variant, comprising the steps of:

a. Culturing 2 mammalian cell according to claim 9; and
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b. Isolating from the mammalian cell the FVIII variant.
11. The method according to claim 10, further comprising the step of
c. Formulating the factor VIII variant together with appropriate excipients into a

pharmaceutical composition.

12. A pharmaceutical composition comprising a factor VIII variant according to

any one of claims 1 to 5.

13. Use of a FVIII variant according to any one of claims 1 to 5 in the preparation

of a medicament for treating hemophilia in a patient in need thereof.
14. The use according to claim 13, wherein said hemophilia is hemophilia A.

15. The use according to claim 13, wherein said hemophilia is acquired

hemophilia.

16. The use according to any one of claims 13 to 15, wherein said patient has
developed human FVIII antibodies.

17. The use according to any one of claims 13 to 16, wherein the factor VIIl is
administered in an amount of no more than 200 pg/dose or 150 pg/dose or 140
ug/dose.

18. A FVIIl variant according to any one of claims 1 to 5 for use in medicine.

19. A FVII variant according to any one of claims 1 to 5 for use in treating

hemophilia.

20. The FVIII variant according to claim 19, wherein said hemophilia is

hemophilia A.
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21. The FVIIl variant according to claim 19, wherein said hemophilia is acquired
hemophilia.

22. The FVIII variant according to any one of claims 19 to 21, wherein said

patient has developed human FVIII antibodies.

23. The FVIII variant according to any one of claims 19 to 22, wherein the factor
VIII variant is administered in an amount of no more than 200 pg/dose or 150 ug/dose
or 140 uyg/dose.



