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HIV DNA integration, like any other step in the viral replication cyc1e, 
relies on the complex interplay between a few viral and copious 110 t 
proteins, wbich are necessary to package and protect the viral reverse
lranscribed genome, transport the large pr integration complex particle 
through the nuclear pore and direct it to an active region of the host cell 
D A. We have rec ntly reported that HIV-I integra e (IN) forms a specific 
nuclear complex with cellular LEDGF (Cherepanov et 01., J. Biol. Chem., 
2003,278,372-381). LEDGF, r !e.ens ~pithelium-llerived Qrowth Eactor 
(full list of aliases: LEDGFI DFS70IPSIP2/p75) is a ubiquitous protein and 
appears to be expressed in a wide range of avian and mammalian tissues 
and cell types at all stages of development. The IN-LEDGF complex 
present in nuclear extract has a Stokes radius of 6 J A (estimated molecular 
mass of 380 kDa) and dissociates upon dilution, yielding stable t tramers of 
[N. Addition of recombinant LEDGF dramatically enhances enzymatic 
activity of HIV-1 [N in vitra. 
A second protein pr duct p52, originates from the same gene a LEDGF 
duc to alternative splicing of tbe pre-mRNA. We now show that p52, unlike 
LEDGF, neither binds to nor activates HlV-l IN in vitra. Consequently, the 
200 amino acid C-terminal portion of LEDGF, which is absent in p52, must 
be responsible for the interaction with [N. 

When expressed in human cells, HIV-I IN is actively imported into the 
nucleu and remains associated with condensed chromo omes through 
mitosis. We now used short interfering RNAs targeting LEDGF rnRNA to 
transiently deplete levels of endogenous LEDGF in cells expre sing HIV-1 
IN. We demonstrate that endogenous LEDGF protein i e sential for 
stability of HIV-1 IN and for its nuclear/chromosomal accumulation in 
human cells. 
Our rcsults strongly suggest that LEDGF/p75 is likely to be a bonajide co
factor of retroviraJ DNA integration and may serve as a chromosomal 
docking factor for the retroviral preintegration complex. Elucidation of the 
precise roje of LEDGF in HJV replication is focus of ongoing research. 
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