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My lab is interested in understanding how genetic
variation at host-pathogen interfaces drives
differences in disease severity and clinical outcome
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What are the host factors that
regulate HIV latency?
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Multiple latency reversing agents have been developed, but
none have been successful in the clinic
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new drug targets and
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Integrated HIV proviruses are transcribed by RNA Pol Il and
are subject to proximal promoter pausing
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HIV overcomes this block by directly recruiting p-TEFb to sites
of nascent transcription via the viral Tat protein

Paused Pol Il maintained by PAF1

PAF1c

LTI LTI Release of Pol Il upon PAF1 depletion

Can we activate viral transcription
by inhibiting the PAF1 complex?

Chen et al. 2015 Cell.



Primary Cell CRISPR-Cas9 Gene Editing
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Knock-out of the PAF1 complex increases HIV-1 replication
in primary CD4+ T cells
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Development of a first-in-class small molecule
inhibitor of the PAF1 complex, iPAF1C
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IPAF1C increases HIV infection in primary CD4+ T cells,

consistent with the knockout data
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PAF1c inhibitors synergize with latency reversing agents to
increase latency reactivation in J-Lat cells
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TAR qPCR LTR qPCR
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What effect does iPAF1C have in cells from PLWH?
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PAF1c inhibitors increase expression of cell-associated HIV
RNA in cells from PLWH
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Inhibitors of transcriptional elongation represent novel tools
to target the latent reservoir
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