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Involvement of metabolic enzymes and transporters

IWAKI, Masahiro

in diclofenac-induced liver injury
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We examined the involvement of CYP2C9, UGT2B7,

MRP2 and MRP3 in induction of diclo

fenac (DF)-induced hepatotoxicity. In primary cultured rat hepatocytes, the knockdown for MRP2 resulted in
the accumulation of DF-Glu to cells. Whereas, the knockdown for MRP3 exhibited little alterations in the
accumulation of DF-Glu to cells. The higher hepatotoxicity was observed in MRP2 knockdown cells compared w
ith MRP3 knockdown cells, suggesting that MRP2 is more important in induction of hepatotoxicity by DF.
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Fig. 1. Knockdown efficiencies of siRNA for (A)
MRP2 and (B) MRP3 mRNA in rat hepatocyte 24
hr after transfection. *p < 0.05, ***p < 0.001 vs
control group.
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Fig. 2. Intracellular and extracellular DF and DF-Glu
concentrations in (A) MRP2 knockdown hepatocytes and
(B) MRP3 knockdown hepatocytes. Rat hepatocytes were
seeded into a 24 well plate at a density of 2 x 10°
cells/well. After an overnight incubation, hepatocytes were
exposed to 300 uM DF. At 3 hr, the concentration of DF
and DF-Glu were determined by HPLC methods. ***p <
0.001 vs control group.
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Fig. 3. Cytotoxicities in (A) MRP2 knockdown
hepatocytes and (B) MRP3  knockdown
hepatocytes. Rat hepatocytes were seeded into a 24
well plate at a density of 2 x 105 cells/well. After
an overnight incubation, hepatocytes were exposed
to 300 uM DF. At 3 hr, the LDH levels in medium
were measured. **p < 0.01 vs control group.
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Fig. 4. (A) Intracellular and extracellular DF and
DF-Glu concentrations and (B) cytotoxicities in
hepatocytes of EHBR rats. Rat hepatocytes were
seeded into a 24 well plate at a density of 2 x 10°
cells/well.  After an overnight incubation,
hepatocytes were exposed to 300 uM DF. At 3 hr,
the DF, DF-Glu and LDH levels were determined.
***p < 0.001 vs control group.
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