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Protease inhibitors exerting potent activity against wild type and multi-drug
resistant HIV-1 variants without boosters.
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We demonstrated that multiple novel Pls, which contain the
tetrahydropyrano-tetrahydrofuran moiety (Tp-THF) with a C5-alkylamino group as a P2-ligand,
displayed increased resistance to the metabolic activity of CYP enzymes. In particular, GRL-079-13A
and GRL-015-16A, which contain P2-C5-alkylamino-modified Tp-THF and P2’
-cyclopropyl-amino-benzothiazole (P2’ -Cp-Abt), displayed increased CYP resistance as RTV and COBI
did. We also determined the relationship between the chemical structures of Pls containing Tp-THF
and the increase of intracellular TG amount in HepG2 cells. We found that P2' -Cp-Abt and
P1-di-meta-fluorine modification increases intracellular TG levels but amine and methylamino
modifications at the C5-position of Tp-THF do not affect adversely TG levels in HepG2 cells. These
data would be useful to design novel Pls, which simplify the drug regimen by removing RTV or COBI
from cART, thereby decreasing adverse effects in lipid metabolisms and drug-drug interactions.
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