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Development of novel therapeutic method for ABC transporter-related diseases
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Progressive familial intrahepatic cholestasis type 2 (PFIC2), a pediatric
liver disease, is caused by mutations in ABCB1l encoding BSEP, an ABC transporter. No effective
medical therapy has been established for PFIC2. Based on our previous findings from in vitro and
animal studies, in this research project, we carried out clinical study to evaluate efficacy and
safety of sodium phanylbutyrate (NaPBg in patients with PFIC2. Therapy with NaPB significantly
improved biochemical tests and liver histology in the patients. Because this effect of NaPB involved

inhibition of BSEP degradation, molecular mechanism underlying the degradation of BSEP and other
ABC transporters was studied. A couple of molecules responsible for this mechanism have been
identified.
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