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ABSTRACT

On the basis of molecular modeling analysis against both wild type and mutant (K103C
and Y181C) HIV-1 RT to modify the nevirapine structure, the unsubstitued lactam nitrogen
compounds containing 2-chloro-8-arylthiomethyl are found to be the effective inhibitors. In this
report, the syntheses of nine dipyridodiazepinone derivatives (T1-T9) will be presented. All
compounds were evaluated for their antiviral activity against both wild type and mutant type
(K103C and Y181C) HIV-1 RT. Compound T1 and T2 exhibited virustatic activity at
concentration 2.5 UM and 23.5 UM, respectively, comparable to some clinically used
therapeutic agent but did not show virucidal activity. Compounds T1, T2, T4, T6 and T7
showed higher activity against wild type HIV-1 RT than 68nv and nevirapine, while compound
T4 showed higher activity against mutant type (K103N) HIV-1 RT than both 68nv and nevirapine.
Compounds T1-T6 and T9 showed higher activity against mutant type (Y181C) HIV-1 RT than
nevirapine but showed lower activity compare to 68nv.

In conclusion, compound T4 had the highest anti-HIV-1 activity both wild type and
mutant type (K103N and Y181C).
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