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The purpose of this study was to investigate the effects of N-heptanoy!, nitro-m-methoxy
anilide derivatives on uncoupling mitochondrial respiration induced by NSAIDs. We investigated
uncoupling effect of indomethacin, piroxicam and nimesulide on mitochondrial respiration over a
drug concentration range of 0.05-2 mM and showed that all NSAIDs stimulated respiration
{uncoupled oxidative phosphof"ylétién) in ‘coupled isb!ated rat liver mitochondria. The concentrations
at which indomethacin, biroxicam and nimesulide caused maximal uncoupling were 0.2, 0.5 and 01
mM, respectively. These NSAIDs did not show stimulatory effect on ATPase activity. CU-18-09. CU ‘
18-10, CU-18-13, CU-18-14 and CU-18-15 showed irhibition effects on uncoupling mitochordrial
respiration caused by indometr.acin using glutamate+malate as substrate (the order of IC,, was CU-
18-09<CU-18-15<CU-18-10<ClJ-18-13<CU-18-14) and CU-18-09, CU-18-10, CU-18-14 aﬁd CU-18-
15 showed inhibition effects when succinate was used as substrate (the order of IC,, was CU-18-
15<CU-18-10<CU-18-N9<CU-18-14). Ali of N-hepatanoyl anilide derivatives showed inhibition effects
on yncoupling mitochondrial respiration caused by piroxicam when glutamate+malate was used as
substrate the order of ICy, was’ CU-18-15<CU—18-09<CU-1'8-1b<CU-18-14V<CU-18-13<CU‘18-07)
and when succinate was use a.s substrate (the order of IC,, was CU-18-10<CU-18-09<CU-18-
15<CU-18-14<CU-1 8-67<CU-18-1 3). Ail of N-hepatanoy! anilide derivatives showed inhibition effecis
on uncoupling mitochondrial respiration caused by nimesulide when glutamate+malate was used as
substrate (the order of IC,, was CU-18-09<CU-18-10=CU-18-15<CU-18-14<CU-18-13<CU-18-07).
CU- 18-09, CU-18-10, CU-18-13, CU-18-14 and CU-18-15 showed inhibition effects when succinate
was used as Substrate (the order of IC,, was CU-18-13<CU-18-09<CU-18-10<CU-18-15<CU-18-14).



