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The HIV intasome is a large nucleoprotein assembly that mediates the integration of a DNA copy of the viral
genome into host chromatin. Intasomes are targeted by the latest generation of antiretrovirals, integrase (IN) strand
transfer inhibitors (INSTIs). Challenges associated with lentiviral intasome biochemistry have hindered high-
resolution structural studies of how INSTIs bind to their native drug target. Here, we present high-resolution cryo-
electron microscopy (cryo-EM) structures of HIV intasomes bound to the latest generation INSTIs. These
structures highlight how small changes in the IN active site can have significant implications for drug binding and
design and provide mechanistic insights into why a leading INSTI retains efficacy against a broad spectrum of drug
resistant variants. The data have implications for expanding effective treatments available for HIV-infected
individuals.
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