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(B A%(Purpose)]
Kaposi's sarcoma {(KS)-associated herpesvirus (KSHV) is a gamma herpesvirus discovered in AIDS-associated
Kaposi’s sarcoma, and identified to be an etiologic agent of KS. vFLIP, a latent gene of KSHV, was identified
as a FLICE-inhibitory protein (FLIP) to prevent apoptosis. vFLIP protein was also reported to activate NF-kB
signaling pathway by binding with IKK-gamma, which activated IKKs. However, it is still largely unknown
how vFLIP works in KSHYV latently infected cells and in tumorigenesis. Thus, we tried to solve vFLIP function
by establishing its stably expressing cell lines.

(7 e b MR (Methods/Results)}

[Methods] vFLIP(WT or A57L) expressing EA.Hy.926 cell lines were established to verify the expression
level of NF-kB related proteins. We found that IKIC-epsilon was overexpressed in the cells and could relate
with cell elongation/spindle like cell morphology. Thus, IKK-epsilon knocked down cells were established in
the vFLIP expressing and IKK-epsilon expressing EA.Hy.926 cell lines were also established to evaluate
IKK-epsilon effect on cell length.

[Results] '

1. Both of vFLIP WT and AS7L obviously upregulated RelB expression level, and translocated RelA, RelB
and p50 into nucleus (activated form of NF-kB1), suggesting that vFLIP binding with IKK-gamma should
not be necessary for NF-kB family proteins translocation to nucleus.

2. Both of vFLIP WT and A57L siginificangly upregulated I IKK-epsilon, so did in KSHV infected PEL cell
lines.

3. Both of vFLIP WT and A57L expressing cells showed cell elongated/ spindle-like cell shape in EA.Hy.926
cells, which was correlated with IKK-epsilon overexpression. Knockdown of IKK-epsilon suppressed the
elongated/ spindle-like cell shape and IKK-epsilon overexpression led to elongated/ spindle-like cell shape.

#  1E(Conclusion))
vFLIP affected NF-kB family protein expression level and the activity which were not dependent on its IKKs
binding status. vFLIP induced elongated/spindle cell shape formation should be dependent on IKK-epsilon
upregulation.




