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We have previously identified in the pol gene of HIV-1a  References
new positive transcriptional regulatory element associated ~ |.  Van Lint C, Ghysdael J, Paras P Jr, Burny A, Verdin E: A transcrip-

with a nuclease-hypersensitive site (HS7) and containing tional regulatory element is associated with a nuclease-
. : A hypersensitive site in the pol gene of human immunodefi-
recognition sites for nuclear proteins [1]. We have next ciency virus type 1. | Virol 1994, 68:2632-2648.

further physically characterized each binding site and 2.  Goffin V, Demonte D, Vanhulle C, de Walque S, de Launoit Y, Burny
A, Collette Y, Van Lint C: Transcription factor binding sites in

have shown that th_e transqipti.on fac.tors Oct-1, OC.’[—Z, the pol gene intragenic regulatory region of HIV-1 are
PU.1, Spl and Sp3 interact in vitro with the pol region. important for virus infectivity. Nucleic Acids Res 2005,
33:4285-4310.

Chromatin immunoprecipitation assays using HIV-
infected cell lines demonstrated that Sp1, Sp3, Octl and
PU.1 are recruited to the HS7 region in vivo. For each site,
we have identified mutations abolishing factor binding to
their cognate DNA sequences without altering the under-
lying amino acid sequence of the integrase. By transient
transfection assays, we have demonstrated the involve-
ment of the pol binding sites in the transcriptional
enhancing activity of the intragenic region. Our functional
results with multimerized wild-type and mutated pol
binding sites separately have demonstrated that the PU.1,
Sp1, Sp3 and Oct-1 transcription factors regulate the tran-
scriptional activity of a heterologous promoter through
their respective HS7 binding sites. Finally, we have inves-
tigated the physiological role of the HS7 binding sites in
HIV-1 replication and have shown that these sites are
important for viral infectivity [2]. Current studies are
examining the role of AP-1 binding sites located upstream
of the HS7 region in the enhancer activity and in the viral
replication cycle.
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