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The HTLV-1 infection is known to induce an alteration of
type I interferon (IFN-I) signaling since it is capable of
escaping IFN-mediated immune response in vitro and
Tax-1 protein modulates the expression of factors involved
in the interferon signaling. In the present study we have
investigated the effect of Tax-1 and Tax-2 expression on
the activation of an IFN-regulatory factor 3 (IRF3) regulated
promoter through the recruitment of the IFN-I upstream
IKKε and TANK-binding kinase 1 (TBK1) factors, two IkB-
related kinase homologues, which are essential for the acti-
vation of IRF3 pathway. We have demonstrated that both
Tax-1 and Tax-2 were detectable in immuno-complexes
formed by IKKε and TBK1 in HEK 293T transfected cells,
but did not interact with the IRF3 factor. The presence of
Tax-1 and IKKε in transfected cells resulted in a significant
activation of the IRF3 regulated promoter. A similar effect
was measured in the presence of Tax-1 and TBK1. We
have also observed that Tax-1 mutants defective in sumoy-
lation and ubiquitination post-translational modification
were impaired in their ability to form complexes with IKKε
or TBK1 and in the transactivating activity on IRF3 depen-
dent promoter.These data provide evidence for a role of
Tax proteins in the activation of IFN-I pathway, mediated
by interaction with IKKε and TBK1 kinases. The effects of
the Tax interaction with factors that act upstream of inter-
feron regulatory factor IRF3 should be taken into account
to further explain the IFN-mediated immune response
to HTLV-1 infection. This study is funded by AIRC-
Cariverona.
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