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Diagnostic challenge using new methods in exome-negative patients

Enomoto, Yumi
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We performed whole genome sequencing (WGS) in exome-negative patients. WGS
identified causal variants in two patients. One patient had a de novo variant in deep intronic
region of the gene related his clinical features. Our functional study revealed that the variant
resulted in aberrant splicing. The other patient (Rubinstein-Taybi syndrome) had scattered deletions

including a partial 5 -untranslated region of CREBBP, but all coding exons in CREBBP were intact
(two normal copies). Both variants were not identified by exome sequencing. This study using WGS
identified the causative variants and elucidated the mechanism of disease in exome-negative
patients.
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