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Elucidation of medical-genetic and patho-physiological involvement of DNase
family in myocardial infarction and cancer

YASUDA, Toshihiro
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We _could demonstrate that; (1) Total 42 genetic variants producing a
loss-of-function could be identified in DNASE1l. (2) In DNase 1-like 3 and DNase Il genes, which have
assumed to be involved in rheumatoid arthritis, 4 and 5 non-synonymous SNPs abolishing the
activity, respectively, were found. Furthermore, the synonymous SNPs in the latter exhibited a
significant association with rheumatoid arthritis in the Japanese populations. (3) DNase I-like 2
has been assumed to play a role in the etiology of parakeratosis through incomplete degradation of
DNA in the epidermis. In DNASE1L2, 32 missense SNPs and 19 SNPs originating from frameshift/
nonsense variants resulted in loss of function of the enzyme. (4) Almost all the variants producing
a loss-of-function exhibited extremely low genetic heterogeneity. (5) Each of the minor alleles for
these genetic variants may serve as one of genetic risk factors for various diseases, even though

they lack a worldwide genetic distribution.
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