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The differences in the inhibition activity of organophosphorus agents are a manifestation
of different molecular properties of the inhibitors involved in the interaction with the active
site of enzyme. We were interested in comparing the inhibition potency of four known syn-
thesized carbacylamidophosphates with the general formula RC(O)NHP(O)Cl,, constituting
organophosphorus compounds, where R = CCl; (1), CHCI, (2), CH,Cl (3) and CF; (4), and
four new ones with the general formula RC(O)NHP(O)(R'),, where R’ = morpholine and
R = CCl; (5), CHCL, (6), CH,CI (7), CF5 (8), on AChE and BuChE activities. In addition, in
vitro activities of all eight compounds on BuChE were determined. Besides, in vivo inhibition
potency of compounds 2 and 6, which had the highest inhibition potency among the tested
compounds, was studied. The data demonstrated that compound 2 from the compound series
1 to 4 and compound 6 from the compound series 5 to 8 are the most sensitive as AChE and
BuChE inhibitors, respectively. Comparing the I1Cs, values of these compounds, it was clear
that the inhibition potency of these compounds for AChE are 2- to 100-fold greater than
for BuChE inhibition. Comparison of the kinetics (ICsq, Kj, kp, K5 and Kp) of AChE and
BuChE inactivation by these compounds resulted in no significant difference for the meas-
ured variables except for compounds 2 and 6, which appeared to be more sensitive to AChE
and BuChE by significantly higher k, and K; values and a lower ICsy value in comparison
with the other compounds. The LDsq value of compounds 2 and 6, after oral administration,
and the changes of erythrocyte AChE and plasma BuChE activities in albino mice were
studied. The in vivo experiments, similar to the in vitro results, showed that compound 2 is
a stronger AChE and BuChE inhibitor than the other synthesized carbacylamidophosphates.
Furthermore, in this study, the importance of electropositivity of the phosphorus atom, steric
hindrance and leaving group specificity were reinforced as important determinants of inhibi-
tion activity.
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