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Leber CCT2

Analysis of retinal function of LCA-causing CCT2 and the generation of mouse
model and therapeutics
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The compound heterozygous mutation, carrying the 2 distinct mutations in the
same gene, of CCT2 gene (T400P and R516H) has been identified in the Leber congenital amaurosis
(LCA) patients previously. In this study, these two mutations were introduced into mouse Cct2 gene
by genome editing technology and established mouse lines as knock-in mouse models. The retina of
knock-in mouse exhibited similar severe retinal degeneration at early in life as LCA patients. The
LCA model mice established in this study will help to understand the significance of compound
heterozygousity in inherited retinal diseases, the physiological function of molecular chaperone of
CCT2 in the retina and the pathoetiology of LCA onset that further lead to future development of

therapeutics.
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Summary of Genome Editing for Cct2
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CCT2-T400P | Guide RNA | # of FO Obtained Knock-In Line Alternative Line | Germ Line Transmission

1st Trial Double Cut 10 n.a. R376V{s*25 Successful

2nd Trial Double Cut 19 T400P (Mosaic) x 3 (All dead after birth) n.a. n.a.

3rd Trial Double Cut 12 T400P (Mosaic) x 1 n.a. Successful

CCT2-R516H | Guide RNA | # of FO Obtained Knock-In Line Alternative Line | Germ Line Transmission
1st Trial Single Cut 55 R516H(Homozygous) x 2 n.a. Successful
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