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CLAIMS 

 

1. A method of obtaining a cell that expresses a human immunoglobulin heavy chain 

variable domain comprising  

 harvesting a lymphocyte from a non-human animal that comprises in its germline 

genome a restricted immunoglobulin heavy chain locus characterized by the presence of a 

single human unrearranged VH gene segment, one or more human unrearranged DH gene 

segments, and one or more human unrearranged JH gene segments operably linked to a non-

human immunoglobulin constant region,  

 wherein the lymphocyte expresses a rearranged human immunoglobulin VH region gene 

derived from the restricted immunoglobulin heavy chain locus.  

 

2. The method of claim 1, further comprising as last steps 

 obtaining from the lymphocyte, or a hybridoma produced from the lymphocyte, a first 

nucleotide sequence that comprises the rearranged human immunoglobulin VH region gene 

sequence; and 

 expressing in a host cell a first nucleic acid comprising a sequence identical to or 

substantially identical to the first nucleotide sequence. 

 

3.   The method of claim 2, wherein the first nucleic acid is operably linked to a human heavy 

chain constant region gene. 

 

4. The method of claim 2 or claim 3, further comprising expressing in the cell a second 

nucleic acid operably linked to a human light chain constant region gene, wherein the second 

nucleic acid comprises a sequence identical to or substantially identical to a second nucleotide 

sequence that encodes a human light chain variable (VL) domain that is cognate to the human 

immunoglobulin VH domain.  

 

5. The method of any one of claims 2-4, further comprising expressing in the cell a third 

nucleic acid operably linked to a human heavy chain constant region gene, wherein the third 

nucleic acid encodes a second human immunoglobulin VH domain that is cognate to the human 

immunoglobulin VL domain. 
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6. The method of any one of claims 2-5, wherein the host cell is selected from a HeLa cell, 

a DU145 cell, a Lncap cell, a MCF-7 cell, a MDA-MB-438 cell, a PC3 cell, a T47D cell, a THP-1 

cell, a U87 cell, a SHSY5y cell, a Saos-2 cell, a Vero cell, a CHO cell, a GH3 cell, a PC12 cell, a 

human retinal cell, and a MC3T3 cell. 

 

7. The method of claim 1, further comprising producing a hybridoma from the harvested 

lymphocyte. 

 

8. The method of any of the preceding claims, wherein the single human unrearranged VH 

gene segment, the one or more human unrearranged DH gene segments, and the one or more 

human unrearranged JH gene segments are operably linked to the non-human immunoglobulin 

constant region at an endogenous heavy chain locus of the non-human animal. 

 

9. The method of any of the preceding claims, wherein the non-human animal further 

comprises one or more human immunoglobulin VL and one or more human immunoglobulin JL 

gene segments operably linked to a non-human light chain constant region. 

 

10. The method of any of the preceding claims, wherein the non-human animal comprises  

(a) a deletion of an endogenous immunoglobulin heavy chain variable locus and a 

deletion of an endogenous  light chain variable locus, or 

(b) a deletion of an endogenous immunoglobulin heavy chain variable locus and a 

deletion of an endogenous  light chain variable locus. 

 

11. The method of any of the preceding claims, wherein the non-human animal is a rodent 

selected from the group consisting of a hamster, a rat and a mouse. 

 

12. A hybridoma produced from the lymphocyte harvested according to the method of claim 

1. 

 

13. A method of making a human immunoglobulin heavy chain variable domain comprising 

culturing the cell obtained according to of any one of claims 1-11 or the hybridoma of claim 12. 

 


