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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 2-5, 19(completely); 1, 7, 18, 20-24, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a first fusion protein comprising a variant IL-12p40
subunit domain and a first Fc domain, wherein said IL-12p40
subunit domain is covalently attached to the N-terminus of
said first Fc domain; and

b) a second fusion protein comprising an IL-12p35 subunit
domain and a second Fc domain, wherein said IL-12p35 subunit
domain is covalently attached to the N-terminus of said Fc
domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains,

wherein the IL-12p40 subunit has one or more amino acids
subtituions as in claim 2

2. claims: 6, 8-10(completely); 1, 7, 18, 20-24, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a first fusion protein comprising a variant IL-12p40
subunit domain and a first Fc domain, wherein said IL-12p40
subunit domain is covalently attached to the N-terminus of
said first Fc domain; and

b) a second fusion protein comprising an IL-12p35 subunit
domain and a second Fc domain, wherein said IL-12p35 subunit
domain is covalently attached to the N-terminus of said Fc
domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains,

wherein the IL-12p35 subunit is a variant

3. claims: 11-17(completely); 1, 18, 20-24, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a first fusion protein comprising a variant IL-12p40
subunit domain and a first Fc domain, wherein said IL-12p40
subunit domain is covalently attached to the N-terminus of
said first Fc domain; and

b) a second fusion protein comprising an IL-12p35 subunit
domain and a second Fc domain, wherein said IL-12p35 subunit
domain is covalently attached to the N-terminus of said Fc
domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains

4. claims: 26-31(completely); 25, 41-47, 223-237(partially)
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A heterodimeric Fc fusion protein comprising:

a) a first fusion protein comprising a variant IL-12p40
subunit domain and a first Fc domain, wherein said IL-12p40
subunit domain is covalently attached to the N-terminus of
said first Fc domain; and

b) a second fusion protein comprising an IL-12p35 subunit
domain and a second Fc domain, wherein said IL-12p35 subunit
domain is covalently attached to the N-terminus of said Fc
domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains,

5. claims: 32, 34-37(completely); 25, 33, 41-47, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a first fusion protein comprising a variant IL-12p40
subunit domain and a first Fc domain, wherein said IL-12p40
subunit domain is covalently attached to the N-terminus of
said first Fc domain; and

b) a second fusion protein comprising an IL-12p35 subunit
domain and a second Fc domain, wherein said IL-12p35 subunit
domain is covalently attached to the N-terminus of said Fc
domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains, wherein the subunit IL12p40 is as
well modified

6. claims: 38-40(completely); 25, 33, 41-47, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a first fusion protein comprising a variant IL-12p40
subunit domain and a first Fc domain, wherein said IL-12p40
subunit domain is covalently attached to the N-terminus of
said first Fc domain; and

b) a second fusion protein comprising an IL-12p35 subunit
domain and a second Fc domain, wherein said IL-12p35 subunit
domain is covalently attached to the N-terminus of said Fc
domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains, wherein the IL12-p35 subunit is as
well modified

7. claims: 49-52(completely); 48, 65-72, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is covalently attached to said second
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protein domain, and wherein said second protein domain is
covalently attached to the N-terminus of said first Fc
domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p40 subunit and said second protein domain
comprises an IL-12p35 subunit,

8. claims: 53-60(completely); 48, 65-72, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is covalently attached to said second
protein domain, and wherein said second protein domain is
covalently attached to the N-terminus of said first Fc
domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p40 subunit and said second protein domain
comprises an IL-12p35 subunit, wherein the IL-12p40 subunit
is as well modfied.

9. claims: 61-64(completely); 48, 65-72, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is covalently attached to said second
protein domain, and wherein said second protein domain is
covalently attached to the N-terminus of said first Fc
domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p40 subunit and said second protein domain
comprises an IL-12p35 subunit, wherein the 1IL-12p35 subunit
is as well modified

10. claims: 74-77(completely); 73, 90-96, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is covalently attached to said second
protein domain, and wherein said second protein domain is
covalently attached to the N-terminus of said first Fc
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domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p35 subunit and said second protein domain
comprises an IL-12p40 subunit.

11. claims: 78-85(completely); 73, 90-96, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is covalently attached to said second
protein domain, and wherein said second protein domain is
covalently attached to the N-terminus of said first Fc
domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p35 subunit and said second protein domain
comprises an IL-12p40 subunit, with modified IL-12p40
subunit

12. claims: 86-89(completely); 73, 90-96, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is covalently attached to said second
protein domain, and wherein said second protein domain is
covalently attached to the N-terminus of said first Fc
domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p35 subunit and said second protein domain
comprises an IL-12p40 subunit, wherein the IL-12p35 subunit
is modified

13. claims: 98-101, 103(completely); 97, 114-118,
223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is attached to the C-terminus of said
first Fc domain, and wherein said second protein domain is
covalently attached to said first protein domain; and

b) a second Fc domain;
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wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p40 subunit and said second protein domain
comprises an IL-12p35 subunit.

14. claims: 104-109(completely); 97, 102, 114-118,
223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is attached to the C-terminus of said
first Fc domain, and wherein said second protein domain is
covalently attached to said first protein domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p40 subunit and said second protein domain
comprises an IL-12p35 subunit, wherein the IL-12p40 is
modified

15. claims: 110-113(completely); 97, 102, 114-118,
223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is attached to the C-terminus of said
first Fc domain, and wherein said second protein domain is
covalently attached to said first protein domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p40 subunit and said second protein domain
comprises an IL-12p35 subunit, wherein the IL-12p35 is
modified

16. claims: 120-123, 238(completely); 135-139, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is attached to the C-terminus of said
first Fc domain, and wherein said second protein domain is
covalently attached to said first protein domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
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comprises an IL-12p35 subunit and said second protein domain
comprises an IL-12p40 subunit.

17. claims: 124-130(completely); 119, 135-139, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is attached to the C-terminus of said
first Fc domain, and wherein said second protein domain is
covalently attached to said first protein domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p35 subunit and said second protein domain
comprises an IL-12p40 subunit, wherein the IL-12p40 subunit
is modified

18. claims: 131-134(completely); 119, 135-139, 223-237(partially)

A heterodimeric Fc fusion protein comprising:

a) a fusion protein comprising a first protein domain, a
second protein domain and a first Fc domain, wherein said
first protein domain is attached to the C-terminus of said
first Fc domain, and wherein said second protein domain is
covalently attached to said first protein domain; and

b) a second Fc domain;

wherein said first and said second Fc domains comprise
modifications promoting heterodimerization of said first and
said second Fc domains and wherein said first protein domain
comprises an IL-12p35 subunit and said second protein domain
comprises an IL-12p40 subunit, wherein the IL-12p35 subunit
is modified

19. claims: 146-149(completely); 140-145, 223-237(partially)

A heterodimeric complex comprising:

a) an IL-12p40 subunit, and

b) an IL-12p35 subunit,

wherein the IL-12p40 subunit is modified

20. claims: 150-157(completely); 140-145, 223-237(partially)

A heterodimeric complex comprising:

a) an IL-12p40 subunit, and

b) an IL-12p35 subunit,

wherein the IL-12p35 subunit is modified

21. claims: 158-166
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A variant IL-12p40 subunit having altered affinity for IL-12
receptor

22. claims: 167-176

A variant IL-12p35 subunit haing altered affinity for IL-12
receptor

23. claims: 178-183(completely); 177, 189-191, 223-237(partially)

A heterodimeric protein comprising:

a) a first fusion protein comprising an IL-12p40 subunit
domain covalently attached to a first Fc domain; and

b) a second fusion protein comprising an IL-12p35 subunit
domain covalent attached to a second Fc domain;

wherein said first and second Fc domains a set of amino acid
substitutions selected from the group consisting of
L368D/K370S and S364K; L368D/K370S and S364K/E357L;
L368D/K370S and S364K/E357Q; T411E/K360E/Q362E and D401K;
L368E/K370S and S364K; K370S and S364K/E357Q;
T366S/L368A/Y407V and T366W; and T366S/L368A/Y407V/Y349C and
T366W/S354C; according to EU numbering.

24. claims: 184-188(completely); 177, 189-191, 223-237(partially)

A heterodimeric protein comprising:

a) a first Fc domain; and

b) a fusion protein comprising:

i) a second Fc domain;

ii) an IL-12p40 subunit domain; and

iii) an IL-12p35 subunit domain;

wherein said first and second Fc domains a set of amino acid
substitutions selected from the group consisting of
L368D/K370S and S364K; L368D/K370S and S364K/E357L;
L368D/K370S and S364K/E357Q; T411E/K360E/Q362E and D401K;
L368E/K370S and S364K; K370S and S364K/E357Q;
T366S/L368A/Y407V and T366W; and T366S/L368A/Y407V/Y349C and
T366W/S354C; according to EU numbering.

25. claims: 192-222(completely); 223-237(partially)

Several homodimeric Fc fusion proteins with modified Fc
domains, I1112p40 modified and IL12p35 modified.Probalby each
of them constituting a different invention.
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