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We selected peptide ligands for the HIV-1 packaging signal PSI by screening phage displayed peptide libraries.
Peptide ligands were optimized by screening spot synthesis peptide membranes. The aim of this study is the functional characterization of these peptide ligands with
respect to inhibition of HIV-1 replication.

ers of culture supernatants. As HKWPWW also binds to
the TAR-RNA like the natural nucleocapsid PSI-RNA ligand, the effect on Tat-TAR inhibition will also be analyzed. Currently T-cell lines are established which stably
express HKWPWW as well as a control peptide, which will
be infected with HIV-1 to monitor the ability of
HKWPWW to inhibit wild type HIV-1 replication.

Methods

Conclusion

Phage displayed peptide libraries were screened with PSIRNA structures. The Trp-rich peptide motifs were optimized for specific binding on spot synthesis peptide
membranes. The best binding peptide was expressed
intracellularly in fusion with RFP or linked to a protein
transduction domain (PTD) for intracellular delivery. The
effects on virion production were analyzed using pseudotyped lentiviral particles.

The selection of a peptide ligand for PSI-RNA able to
inhibit HIV-1 replication proves the suitability of the
phage display technology for the selection of peptides
binding to RNA-structures. This enables the indentification of peptides serving as leads to interfere with additional targets in the HIV-1 replication cycle.
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After positive and negative selection rounds, phages binding specifically to PSI-RNA were identified by ELISA. Peptide inserts contained conserved motifs of aromatic amino
acids known to be implicated in binding of PSI-RNA by
the natural Gag ligand. The filter assay identified
HKWPWW as the best binding ligand for PSI-RNA, which
is delivered into several cell lines by addition of a PTD.
Compared to a control peptide, the HKWPWW peptide
inhibited HIV-1 replication as deduced from reduced titPage 1 of 1
(page number not for citation purposes)

