©
2017 2019

A study of molecular genetic analysis to hereditary conjugated
hyperbilirubinemia with next-generation sequencing
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We aimed to establish a method of molecular genetic diagnoses to hereditary
conjugated hyperbilirubinemia, neonatal Dubin-Johnson syndrome (nDJS) and Rotor syndrome (RS).
Another target was to clarify genotype-phenotype correlations in these syndromes.

We designed a method of targeted next-generation sequencing with 61 candidate genes including ABCC2,
and OATP1B1 and OATP1B3, and those are responsible genes for nDJS and RS, respectively. During this
study period, we analyzed 124 patients with neonatal/infantile intrahepatic cholestasis and
identified 40 (32.3%) patients as having a molecular genetic diagnosis. Because a diagnostic ratio

was 25.7% in our previous study using a 18 genes panel, we improved the diagnostic ratio to those

patients. Nine of 40 patients (22.5%) having a definitive molecular diagnosis were nDJS.

Consequently, we reported its unique clinical features, pathological liver findings, and pathogenic

variants of ABCC2 in the Journal of pediatrics.
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1). ABCC2 OATP1B1 / OATP1B3
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