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metabolomics

Masuo, Yusuke

3,200,000

BCRP/ABCG2 MRP3/ABCC3
(ARY)
sShRNA Berp Mrp3 Becrp BCRP
sulfasalazine Mrp3 MRP3 acetaminophen
AAV

AAV
in vivo

BCRP/ABCG2 and MRP3/ABCC3 are expressed in the canalicular and sinusoidal
plasma membranes of hepatocytes, respectively, and pump out substrates from the liver. These
transporters are also expressed in small intestine and kidney, but their hepatic roles were unclear.

Using adeno-associated virus (AAV) to deliver shRNA, mice with liver-specific knockdown of Bcrp or
Mrp3 were constructed. Knockdown of Bcrp resulted in increased plasma concentrations of the BCRP
substrate sulfasalazine, while knockdown of Mrp3 reduced the hepatic efflux of the MRP3 substrate
acetaminophen glucuronide into the blood. This study demonstrates that AAV-mediated liver-specific
knockdown is a useful tool for evaluating the functions of hepatic transporters.
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