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The genetic diagnosis of tuberous sclerosis complex is difficult because of
its broad spectrum of mutations. In addition to point mutations in coding regions, intragenic or
chromosomal-level large deletions, deep intronic splicing mutations, and mosaic mutations represent
a significant proportion of the mutations. In this study, we focused on the splicing mutaitons, that

has been missed by conventional genetic testing covering only genomic coding region of TSC1/2. And,
we established the new genetic testing method, long-range PCR-based NGS analyses (CoLAS), that can
be applied to detect various types of mutations simultaneously, using a single platform and
multiplex PCR to reduce the experimental effort (J Mol Diagn. 2021).

Furthermore, we established TSC-patient derived iPS-cells for the functional analysis of the novel
alternative splicing variants of TSC1/2 identified in TSC-patients. This is thought to be useful for

understanding the molecular mechanism of developing TSC disease.
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