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Twenty-five structurally diverse
compounds have been tested in vitro
for their pancreatic lipase (PL) inhibitory activity. Despite the diversity of
tested compounds, the relationship comprising structural attributes of the
compounds could be established to correlate with the observed inhibitory
activity. Compounds that exerted inhibitory action through surface activity
were of different profile from the rest of compounds. When co-incubated with
orlistat (OsT), important synergistic effects for
some compounds (orphenadrine, gliclazide,
cefuroxime and sulfacetamide) were revealed, while
antagonistic effects were demonstrated for others (camphor sulfonic acid and dinitro salicylic acid). Docking studies for the most
active molecules were performed and molecular interaction forces with the PL
active site were identified. The results suggested co-binding of OsT along with the other inhibitor in the binding site in
cases of synergistic effect but not in the case of antagonistic effect. These
results were additionally supported by affinity capillary electrophoresis. In
conclusion, synergistic lipase inhibitory activity between OsT
and some other pharmaceutical compounds was demonstrated for the first time,
which might help improve the pharmacological effect of OsT.
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