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The drug interaction studies during drug development process provide
information on the precaution of therapy. This special project evaluated the enzyme
cytochrome P450 (CYP450) inhibitor properties especially to isoforms 3A and 2C of
IND8 and QNDS8, which are potential drug candidates for treatment of Alzheimer’'s
disease, using rat microsomes. The indirect method, which determined the amount of
substrate left after a given time of metabolism, was applied as a study technique.
Midazolam and diclofenac at 30 and 10 yM were used as a substrate for CYP450
isoforms 3A and 2C, respectively. After 30 minutes of metabolism, the amounts of
diclofenac and midazolam were quantitatively analyzed by high performance liquid
chromatography (HPLC) and statistically compared with a control group lacking of IND8
and QND8 by paired t-test at 95% confidence interval. The study found that IND8 at 10
KM significantly inhibited CYP450 isoforms 3A and 2C activity (p-value = 0.001) when
compared with the control group. QND8 at 1 uM significantly inhibited CYP450 isoform
2C (p-value = 0.000), but the inhibitory effect was abolished when increased the
concentration of QND8 to 10 pM. In addition, QND8 at 1 and 10 pyM concentration did

not function as CYP450 isoform 3A inhibitor.





