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It has been reported that 2-bromopropane might be a causative agent for reproductive toxicity
and have immunotoxic effects. 1-Bromopropane known as an alternative to ozone depleting
solvents, which has structural similarity to 2-bromopropane, has been reported to be neurotoxic
to rats in long—term inhalation exposure.

To elucidate mechanisms of 1- or 2-bromopropane-induced toxicities in the molecular level,
formation of N7-guanine adducts by 1— or 2-bromopropane was investigated in vitro. N7-
Guanine adducts of 1- and 2-bromopropane (N7-propy! guanine and N7-isopropy! guanine,
respectively) were chemically synthesized in three steps in relatively high yields and structurally
characterized by analyses of 1H NMR, 13C NMR, UV, HPLC and LC/MS/MS (ESI) to use as
standard materials. N7—-Propy! guanine and N7-isopropy! guanine were detected and identified
by UV, HPLC and LC/MS/MS analyses after incubation of calf thymus DNA with 1- or 2~
bromopropane at a physiological condition for 16 hr, followed by thermal hydrolysis. In addition,
time response and dose response effect of DNA adduct formation were investigated.
Furthermore in vivo treatment of 2-bromopropane resulted in detection of RNA adduct of 2—
bromopropane after analyses of ESI LC/MS/MS. The present results suggest that 1- and 2-
bromopropane may form a DNA adducts at N7-position of 2'-deoxyguanosine at a physiological
condition, which may be responsible for certain toxicities.
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3D-QSAR and docking studies of selective COX-2 inhibitors
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“he three—-dimensional quantitative structure—activity relationship (3D-QSAR) approach using
comparative molecular field analysis {CoMFA) and comparative molecular similarity analysis
{CoMSIA) was applied to 62 derivatives known as COX-2 selective inhibitors. Partial least square
‘PLS) analyses produced good predicted models with g2 value of 0.803 (s=0.285, F=215.401,
r2=0.951) and 0.769 (s=0.182, F=245.364, r2=0.980) for CoMFA and CoMSIA, respectively. The
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