Supporting Text S1. 

Validation of LEDGF-Dependent Concerted HIV-1 IN Strand Transfer Activity

In the presence of LEDGF, HIV-1 IN is quite prone for concerted integration when presented with 40-1,000 nM blunt or pre-processed donor 32-bp HIV-1 U5 end mimic (Figure S4). Accumulation of DNA species migrating close to the predicted position for products of full-site integration (2,976 bp) was dependent on the presence of donor DNA, IN, and LEDGF (Figure S4A) and was responsive to HIV‑1 IN strand transfer inhibitor MK0158 


[1] ADDIN EN.CITE  (Figure S4B). The migration of these products in agarose gels of different strengths 


[2,3] ADDIN EN.CITE  was close to that expected for linear DNA species (Figure S4C). To further verify that these species are de facto products of concerted integration, DNA material migrating in 1.5% agarose gels at ~3,000 bp was isolated and cloned. Sequencing of the resulting clones revealed that 83% (n=18) contained pairs of donor DNA sequences inserted with 5 bp duplications of the target DNA sequence, confirming the nature of the products. It is important to note that although increased donor concentration helps to visualize concerted integration products, it does not suppress the half site process. Due to the small size of the donor, the half site products co-migrate with open circular target DNA. Under these conditions, the supercoiled target DNA becomes a limiting factor (Figure S4A, note its depletion in lanes 4-6). This leads to the re-targeting of the full-site integration products, resulting in smearing of the final full-site product band.
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