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[0019]     Also disclosed is a heterodimeric antibody that binds to a region of sclerostin 

comprising amino acids 86-111 of SEQ ID NO: 1, the antibody comprising a first heavy 

chain and a first light chain comprising a sclerostin-binding portion and a second heavy chain 

and a second light chain comprising a DKK1-binding portion, wherein the first heavy chain 

comprises amino acid substitutions at EU positions 183, 356 and 399, wherein the second 

heavy chain comprises amino acid substitutions at EU positions 183, 392 and 409, and 

wherein the first and second light chains comprise an amino acid substitution at EU position 

176, wherein the amino acid substitutions introduce a charged amino acid at said positions. 

[0020]     Also disclosed is a heterodimeric antibody that binds sclerostin and DKK-1, 

comprising a first heavy chain comprising a heavy chain variable region amino acid sequence 

of any one of the sclerostin antibodies described herein and comprising amino acid 

substitutions at EU positions 183, 356 and 399 of the first heavy chain, a second heavy chain 

comprising a heavy chain variable region amino acid sequence of any one of the DKK-1 

antibodies described herein and comprising amino acid substitutions at EU positions 183, 392 

and 409 of the second heavy chain, a first light chain comprising a light chain variable region 

amino acid sequence of any one of the sclerostin antibodies described herein and comprising 

an amino acid substitution at EU position 176 of the first light chain, and a second light chain 

comprising a light chain variable region amino acid sequence of any of the DKK-1 antibodies 

described herein and comprising an amino acid substitution at EU position 176 of the second 

light chain; wherein the amino acid substitutions introduce a charged amino acid at said 

positions. 

[0021]     Another aspect of the invention relates to a heterodimeric antibody that binds 

sclerostin and DKK-1, comprising a first heavy chain comprising a variable region amino 

acid sequence selected from the group consisting of SEQ ID NOs: 378 and 366 and 

comprising amino acid substitutions at EU positions 183, 356 and 399 of the first heavy 

chain, a second heavy chain comprising a variable region amino acid sequence selected from 

the group consisting of SEQ ID NOs: 1003 and 974 and comprising amino acid substitutions 

at EU positions 183, 392 and 409 of the second heavy chain, a first light chain comprising a 

variable region amino acid sequence selected from the group consisting of SEQ ID NOs: 376 

and 364 and comprising an amino acid substitution at EU position 176 of the first light chain, 

and a second light chain comprising a variable region amino acid sequence selected from the 

group consisting of SEQ ID NOs: 1002 and 978 and comprising an amino acid substitution at 
















































































































































































































































