10.

11.

12.

CLAIMS

An isolated binding polypeptide comprising an Fc domain, wherein the Fc domain comprises:
an asparagine residue at amino acid position 298, according to EU numbering; and a serine
or threonine residue at amino acid position 300, according to EU numbering, and wherein the
binding polypeptide has a lower affinity for an Fcy receptor than a binding polypeptide having

a native Fc domain.

The binding polypeptide of claim 1, further comprising an alanine residue at amino acid

position 299, according to EU numbering.

The binding polypeptide of claim 1, further comprising a glutamine residue at amino acid

position 297, according to EU numbering.

The binding polypeptide of claim 1, wherein the Fc domain is an IgG1 Fc domain.

The binding polypeptide of claim 1, wherein the Fc domain is human.

The binding polypeptide of claim 1, wherein the side chain of the asparagine residue is linked

to a glycan though a B-glycosylamide linkage.

The binding polypeptide of claim 6, wherein the glycan is a biantennary glycan.

The binding polypeptide of claim 6, wherein the glycan is a naturally occurring mammalian

glycoform.

The binding polypeptide of claim 1, wherein the Fcy receptor is FcyRI and/or FcyRllla.

The binding polypeptide of claim 1 which has a similar affinity for an FcRn receptor as a

binding polypeptide having a native Fc domain.

The binding polypeptide of claim 6, wherein the glycan comprises a reactive aldehyde group.

The binding polypeptide of claim 6, wherein the glycan comprises an oxidized saccharide

residue comprising a reactive aldehyde group.
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13.

14,

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

The binding polypeptide of claim 12, wherein the oxidized saccharide residue is a terminal

sialic acid or galactose.

The binding polypeptide of claim 6, wherein the glycan is linked to an effector moiety.

The binding polypeptide of claim 14, wherein the effector moiety is a cytotoxin or a

detection agent.

The binding polypeptide of claim 14, wherein the effector moiety comprises a pH-sensitive

linker, disulfide linker, enzyme-sensitive linker or other cleavable linker moiety.

The binding polypeptide of claim 1 which is an antibody.

An isolated binding polypeptide comprising an Fc domain, wherein the Fc domain comprises:
a free asparagine residue at amino acid position 298, according to EU numbering; and a free

serine or threonine residue at amino acid position 300, according to EU numbering.

An isolated binding polypeptide comprising an Fc domain, wherein the Fc domain comprises:
an N-glycan linked to an asparagine residue at amino acid position 298, according to EU
numbering; and a free serine or threonine residue at amino acid position 300, according to EU

numbering.

The binding polypeptide of claim 19, wherein an effector moiety is linked through a side chain

of the asparagine residue to a saccharide residue of the N-glycan.

The binding polypeptide of claim 20, wherein the saccharide residue is a terminal sialic acid

or galactose residue.

The binding polypeptide of claim 19, which is an antibody, and wherein the N-glycan is

linked to a drug effector moiety to form an antibody drug conjugate (ADC).

A composition comprising a binding polypeptide of claim 1 and a pharmaceutically acceptable

carrier or excipient.

The binding polypeptide of claim 1 which is an immunoadhesin comprising a non-antibody

binding region.

88



25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

The binding polypeptide of claim 24, wherein the non-antibody binding region is a receptor.

The binding polypeptide of claim 24, wherein the non-antibody binding region is a ligand of a

receptor.

The binding polypeptide of claim 1, wherein the binding polypeptide comprises at least one

binding site which is a ligand binding site of a receptor.

The binding polypeptide of claim 1, wherein the binding polypeptide comprises at least one

binding site which is a receptor binding site of a ligand.

The binding polypeptide of claim 19, which is an antibody.

The binding polypeptide of claim 19, which is an immunoadhesin comprising a non-antibody

binding region.

The binding polypeptide of claim 30, wherein the non-antibody binding region is a receptor.

The binding polypeptide of claim 30, wherein the non-antibody binding region is a ligand of a

receptor.

The binding polypeptide of claim 19, wherein the binding polypeptide comprises at least one

binding site which is a ligand binding site of a receptor.

The binding polypeptide of claim 19, wherein the binding polypeptide comprises at least one

binding site which is a receptor binding site of a ligand.

An isolated binding polypeptide comprising a human IgG1 Fc domain, wherein the Fc domain
comprises:

an asparagine residue at amino acid position 297, according to EU numbering; a glycosylated
asparagine residue at amino acid position 298, according to EU numbering; an amino acid at
position 299, according to EU numbering, wherein said amino acid at position 299 is not
proline; and a serine or threonine residue at amino acid position 300, according to EU

numbering.
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36.

37.

38.

39.

An isolated binding polypeptide comprising a human IgG1 Fc domain, wherein the Fc domain
comprises:

an glutamine residue at amino acid position 297, according to EU numbering; a glycosylated
asparagine residue at amino acid position 298, according to EU numbering; an amino acid at
position 299, according to EU numbering, wherein said amino acid at position 299 is not
proline; and a serine or threonine residue at amino acid position 300, according to EU

numbering.

An isolated binding polypeptide comprising a human IgG1 Fc domain, wherein the Fc domain
comprises:

an asparagine residue at amino acid position 297, according to EU numbering; a glycosylated
asparagine residue at amino acid position 298, according to EU numbering; an alanine residue
at amino acid position 299, according to EU numbering; and a serine or threonine residue at

amino acid position 300, according to EU numbering.

An isolated binding polypeptide comprising a human 1gG4 Fc domain, wherein the Fc domain
comprises:

a glycosylated asparagine residue at amino acid position 298, according to EU numbering; an
alanine residue at amino acid position 299, according to EU numbering; and a serine or

threonine residue at amino acid position 300, according to EU numbering.

The isolated binding polypeptide of claim 38, wherein the Fc domain comprises a hinge region

with a Ser228Pro mutation (EU numbering).
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