(®)
2012 2014

Elucidation of TPV"s protease dimerization inhibition (PDI) mechanism and
development of potent compounds possessing PDI activity

Aoki, Manabu
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Tipranavir(TPV), a protease inhibitor, has protease dimerization
inhibition(PDl)activity. 31 TPV-related resistance mutations were examined to determine whether those
mutations affect TPV’ s PDI activity. 17 of those mutations reduced TPV’ s PDI activity and located in
three PR regions critical for PR monomer folding. Furthermore, tests were conducted to determine if TPV
binds to monomer PR subunits by using ESI-MS. The tests suggest that TPV binds to both monomer and dimer
PR, indicating that TPV likely inhibits PR dimerization through binding to monomer PR subunits. 14
tripeptides carrying identical amino acid sequences as the aforementioned three regions affecting TPV’ s
PDI activity were synthesized and examined for their influence on PDI activity. Some of the tripeptides
were shown to inhibit PR dimerization. Further studies on the mechanisms of dimerization inhibition by
compounds should provide better insights required for developing more potent protease dimerization

inhibitors.
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