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Molecular Genetic Dissection and Neonatal/Infantile Intrahepatic Cholestasis
Using Targeted Next-Generation Sequencing
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We analyzed 109 patients with cholestasis (“ genetic cholestasis,” 31
subjects; “ unknown with complications” such as prematurity, 46 subjects; “ unknown without
complications,” 32 subjects), and a molecular genetic diagnosis was made for 28 subjects (26%). The

rate of positive genetic diagnosis in each category was 22 of 31 (71%) for the “ genetic
cholestasis” group, 2 of 46 (4.3%) for the “ unknown with complications” group, and 4 of 32 (12.5
%) for the “ unknown without complications” group. The grouping of the molecular diagnoses in the
group with genetic cholestasis was as follows: 12 with Alagille syndrome, 5 with neonatal
Dubin-Johnson syndrome, 5 with neonatal intrahepatic cholestasis caused by citrin deficiency, and 6
with progressive familial intrahepatic cholestasis or benign recurrent intrahepatic cholestasis with
low gamma-glutamyl transpeptidase levels.
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Entry criteria

1,Serum D.8il2 1.0 me/dL, if TBil < 5.0 mg/dL

2,Serum D.Bi/TAil 20,2, f T8il 25,0 mg/dL

3, Age of anset < 12 months

4, Date of hirth between January 2010 and December 2014
3, Previously no definitive molecular diagnosis

Exclusion criteria
1. Extrahepatic cholestasis
1, Chromosomal abnormality

(Clinical diagnosis
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‘ Comprehensive mutation analysis using lon PGM and bioinformatics ‘

Molecular genetic diagnosis

Figure 1. Flow diagram of the study and study subjects.
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Figure 2. A, Theageofonset, B, serum D8I, G, birh e ht B, D, AST: E ALT,and F, GGT were compared for the indicated
oups ofsubjects. Kuskal-Wlis nonparametric one-tay ANOVA folovied by Dunn mutiole comparison test vers performe.
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