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Development and Application of Bivalent-type CXCR4 Ligands with Rigid Linkers
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Design of Sequence-Specific Zinc Finger Recombinase
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Figure 1. Design of overlapping peptide libraries derived from HIV-1 matrix (MA) and preparation of

their cell penetrative peptides with an octa-Arg sequence.
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Novel Anti-HIV Peptides Based on Matrix Proteins

. 2 . | . 3 .
Mao Komonyal, Tsutomu Murakami®, Tetsuo Narumli, Wataru Nomura', Naoki Yamamoto®, Hirokazu

Tamamura'"

'Institute of Biomaterials and Bioengineering, Tokyo Medical and Dental University, ’AIDS Research
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Recently, highly active anti-retroviral therapy (HAART), which involves a combinational use of
reverse transcriptase inhibitors and HIV protease inhibitors, has brought us a great success in the clinical
treatment of AIDS patients. However, HAART has serious clinical problems including the emergence of
multi-drug resistant HIV-1 strains. These drawbacks encouraged us to find novel drugs and increase
repertoires of anti-HIV agents with various action mechanisms. The recent disclosing of the dynamic
supramolecular mechanism in HiV-entry has provided potentials to find a new type of drugs. To date, we
have synthesized HIV-entry inhibitors involving CD4 mimics and co-receptor CXCR4 antagonists, and
HIV integrase inhibitors. In the present study, based on the screening of overlapping peptide libraries
derived from HIV matrix (MA). effective leads of anti-HIV peptides were searched. Some peptide leads
having an octa-Arg sequence, which functions as cell penetrating signals, showed significant anti-HIV

activity. These anti-HIV agents might be useful compounds in consideration of cocktail therapy of AIDS.
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