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Establishment of knoch-in mouse with genetic mutation causing severe
cardiomyopathy
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In this study, | established knock-in mouse (C57BL/6NJcl) with one coEy of
HOPX Lys23Asn variant allele using CRISPR-Cas9 system. I established the new mouse model whic
reflected the pathological condition of human heart failure and performed the analysis on the
pathophysiology of heart failure using this mouse model. Left ventricular fractional shortening fell
to 30-35% at 36 weeks of age in heterozygous knock-in mouse (versus 60% in the control group). In
addition, the left ventricle was significantly enlarged as compared with controls. Interestingly, in
40-50% of heterozygous knock-in mice, systolic dysfunction and dilatation were not virtually
observed. Knock-in with one copy of HOPX Lys23Asn variant allele could not induce the severe heart
failure as was observed in the patient with one copy of HOPX Lys23Asn variant allele.
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