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Abstract: LEDGF/p75 is a newly found cell cofactor, which plays an essential role in the integration
of HIV-1 cDNA into host chromosomes. LEDGF/p75 tethers HIV integrase to chromatin, protects it from
degradation, and strongly influences the genome-wide pattern of HIV integration. Depleting the protein from
cells or over-expressing the integrase-binding domain of LEDGF/p75 blocks viral replication. The essential
role of LEDGF/p75 in HIV-1 replication makes it a new target for anti-HIV-1 drug development. This article

reviews the function of LEDGF/p75, LEDGF/p75-integrase interaction and LEDGF/p75 inhibitors.
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Figure 1 Domain organization of LEDGF/p75 and integrase proteins [IN(integrase)]
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Figure 2 The structure of HIV-1 integrase CDD-IBD interface .

integrase CDD-IBD interface
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Figure 3 Engelman’s LEDGF/p75 model for tethering mechanism
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A: Model of HIV integration on the existence of LEDGF/p75;

B: HIV integration after knockout of LEDGF/p75 gene (PIC (pre-integration complex); red ovals represent integrases, and grey ones

represent nucleosomes; yellow double lines represent the DNA stands.)
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Figure 5 The structure of D77
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Figure 4 The structure of coumarin integrase inhibitors
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Figure 6 Molecular docking of D77 into HIV-1 integrase CCDU?.

detail; B: Molecular docking of D77 with CCD/IBD complex
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