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(57) Abstract: The present invention is directed to the generation of non-human animal models of human disease via the targeted
&= alteration of the nucleic acid sequences in genes encoding drug target proteins. The animal models of human disease may be used
& for the evaluation of candidate drug molecules. The present method takes advantage of engineered zinc finger nucleases to target
specific regions within a gene encoding the animal homologue of a specific protein that differs from the human gene. The zinc finger
nuclease introduces a DNA double-stranded break at these specific regions, which enable the introduction of exogenous nucleotide
sequences by homologous recombination. The animal gene is not entirely replaced: rather, only specific regions of the animal gene
are altered. Therefore, the altered gene remains under the appropriate physiological regulation.
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