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INTRODUCTION: Inborn errors of bile acid synthesis are very low-frequency defects. Deficiency of 3β-
hydroxy-Δ5-C27-steroid dehydrogenase (type 1) and Δ4-3-oxosteroid-5β-reductase (type 2), both
autosomal recessive defects, present as progressive cholestatic liver disease and malabsorption of fat-
soluble vitamins, secondary to failure to produce normal bile acids and accumulation of unusual bile
acids. Oral administration of primary bile acid has been shown to be efficient in improving clinical
manifestations, correcting the deficiency and inhibiting the synthesis of toxic bile acids. OBJECTIVES: To
report the clinical follow-up of 6 cases treated with primary bile acid supplementation over a period of 10
years. RESULTS: Five patients with type 1 defect aged between 3 years and 13 years and one patient
with type 2 defect aged 5 years. All patients except one with biochemical and molecular confirmation. In
all cases cholestatic hepatitis and hepatomegaly were present during the first two years of life, in two
cases decreased levels of fat-soluble vitamins were shown, one case debuted with clinical rickets due to
vitamin D malabsorption, one case died at 12 months due to progressive hepatic disease/cirrhosis
without treatment. One patient was treated with chenodeoxycholic acid (15-20 mg/k/day) and 4 patients
treated with cholic acid (10-15 mg/k/day) normalized liver function in an average of 3 months and have
remained asymptomatic in a follow-up period of 3 to 10 years and without the requirement of fat-soluble
vitamins. CONCLUSIONS: Bile acid synthesis defects are treatable pathologies, so they should be
included in the differential diagnosis of cholestatic liver disease and start primary bile acid
supplementation early, preventing progression to liver cirrhosis/liver failure and death.
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