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Relationship between HIV entry pathway and drug resistance
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HIV-1 infects target cells more efficiently via the cell-to-cell route,
compared to the cell-free route. We have developed an assay system, which enabled the precise
evaluation of virus infection. Using this system, we revealed that several anti-HIV drugs showed a
decreased level of activity in the cell-to-cell pathway. In order to gain deeper insight into their
importance on latently-infected cells, we established latent HIV-1-infected cells, which can produce

replication-competent viruses upon reactivation. Among several agents, we tested JQ-1, a BRD4
inhibitor, which efficiently reactivated and induced HIV-1 production from the cells. Moreover, we
observed that HIV-1 transmission from reactivated cells to uninfected target cells was less
susceptible to antiviral drugs such as the ones targeting reverse transcription. These observations
indicate that the infection pathway is one of the important factors controlling the expansion of
infection from latent infected cells.
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