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monoclonal antibodies in the art (e.g., Ab #6 (International Patent Publication WO 

2008/100624) and U1-59 (International Patent Publication WO 2007077028; also referred to 

herein as AMG), can only suppress ligand-dependent HER3 activity. Also disclosed are 

affinity matured anti-HER3-binding molecules with increased potency and extended half-life, 

which consequently can be administered less frequently, at an increased inter-dose interval, 

and in smaller dose volumes. The disclosure also provides methods of treating diseases such 

as cancer in a human subject comprising administration of an anti-HER3 binding molecule. 

In some specific examples a 2C2-derived YTE mutant human antibody is used.  

[0014] The disclosure provides an isolated binding molecule or antigen-binding 

fragment thereof which specifically binds to an epitope within the extracellular domain of 

HER3, wherein the binding molecule specifically binds to the same HER3 epitope as an 

antibody or antigen-binding fragment thereof comprising the heavy chain variable region 

(VH) and light chain variable region (VL) of CL16 or 2C2.  Also provided is an isolated 

binding molecule or antigen-binding fragment thereof which specifically binds to HER3, and 

competitively inhibits HER3 binding by an antibody or antigen-binding fragment thereof 

comprising the VH and VL of CL16 or 2C2.  

[0015] The disclosure also provides an isolated binding molecule or antigen binding 

fragment thereof which specifically binds to HER3 comprising an antibody VL, wherein the 

VL comprises the amino acid sequence: 

[FW1]X1GSX2SNIGLNYVS[FW2]RNNQRPS[FW3]AAWDDX3X4X5GEX6[FW4] 

wherein [FW1], [FW2], [FW3] and [FW4] represent VL framework regions,  and 

wherein  

(a) X1 represents amino acid residues Arginine (R) or Serine (S),  

(b) X2 represents amino acid residues Serine (S) or Leucine (L),  

(c) X3 represents amino acid residues Serine (S) or Glycine (G),  

(d) X4 represents amino acid residues Leucine (L) or Proline (P),  

(e) X5 represents amino acid residues Arginine (R), Isoleucine (I), Proline (P) 

or Serine (S), and  

(f) X6 represents amino acid residues Valine (V) or Alanine (A).   

[0016] Furthermore, the disclosure provides an isolated binding molecule or antigen 

binding fragment thereof which specifically binds to HER3 comprising an antibody VH, 

wherein the VH comprises the amino acid sequence:  

[FW5]YYYMQ[FW6]X7IGSSGGVTNYADSVKG[FW7]VGLGDAFDI[FW8] 
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