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We attempted to establish more versatile system to generate
genetically-modified mice by using zygote-mediated engineered endonucleases. We were successfully
applied S. thermophiles 1- and C. jejuni-derived CRISPR/Cas to zygote-mediated generation of
knockout/knock-in mice. We found that exogenous dsDNA-injection activates ooplasmic ATM signaling
pathway and inhibits preimﬁlantation development. By using the established method, we generated
several mouse strains which replaced the orthologous locus/loci to porcine or giraffe gene sequence.
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