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Figure 2 Inhibitory effect of typical inhibitor for each oxidase in human liver cytosol.

Assay was performed in duplicate. Each model substrate (5 umol/L carbazeran for AO activity and 100 pmol/L 6-mercaptoprine for XO
activity) was incubated in 0.5 mg protein/mL of human liver cytosol at 37 ° C for 5 min (AO), or 60 min (XO), respectively.

ICy, values were calculated using the following equation “% of control = (ICs, / (ICs, + typical inhibitor concentration (umol/L)) ) X 100"
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Discussion

This study characterized the interspecies differences in metabolic activities of Non-CYP enzymes (AO, AKR and CR) in liver cytosol (human, monkey, rat, mouse and dog). AO, AKR and CR were observed to show inter
species difference for CL;, (Figure 1.and Table 2). AO and AKR showed high CL ,, in human, indicating that the metabolic activity of the compounds metabolized by these enzymes is underestimated using only in vitro
studies with CYP. in vivo studies in rodents. Suggesting that we need to evaluate the metabolic activities of Non-CYP enzymes.These results may help us to predict the compound’s pharmacokinetics in
olic activities of Non-CYP enzymes in anaerobic and aerobic conditions using human liver hepatocytes, but no clear difference was observed under both conditions (Data not shown).

ry effect of typical inhibitor for each Non-CYP enzyme. Hydralazine (AO inhibitor) and allopurinol (XO inhibitor) showed specificity as a each typical inhibitor for oxidase (Figure 2).
Phenolphthalein (AKR i ) showed specific inhibition for AKR. However, quercetin (CR inhibitor) inhibited both CR and AKR activities (Figure 3). These results indicated that using only quercetin (CR inhibitor) is not
sufficient for the evaluation of CR substrate, and both CR and AKR inhibitors should be used for the evaluation of CR or AKR substrate.

In this pi jon, We have I 1 an evaluation method for metabolic activities of Non-CYP enzymes (AO-XO-AKR-CR). Therefore, these results will help us to identify the metabolic enzymes for
metabolized by Non-CYP enzymes.




