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via inhibition of GADD34
Risa Mukai, Takayuki Ohshima*

From 15th International Conference on Human Retroviruses: HTLV and Related Viruses
Leuven and Gembloux, Belgium. 5-8 June 2011

Human T-cell leukemia virus type-1 (HTLV-1) infection
causes adult T-cell leukemia (ATL). Recently, a novel
viral protein HTLV-1 bZIP factor (HBZ), which is
encoded an antisense viral gene, has been identified.
HBZ may have a functional key player in cellular leuke-
mogenesis, but the function in cells is poorly under-
stood. To characterize the function(s) of HBZ, we
performed yeast two-hybrid screen using HBZ as bait
and identified growth arrest and DNA damage gene 34
(GADD34). GADD34 is induced by endoplasmic reticu-
lum (ER) stress and the impairment of DNA. Both
endogenous HBZ and GADD34 could interact in
HTLV-1 infected cells. HBZ interacts with C-terminal
region of GADD34 via its N-terminal region in mam-
malian cells. HBZ and GADD34 showed the same sub-
cellular localization. GADD34 promotes the
dephosphorylation of the factors which are downstream
of mammalian target of rapamycin (mTOR), therefore,
GADD34 represses mTOR activity. Our current study is
focused on understanding the molecular mechanisms by
which the interaction between GADD34 and HBZ regu-
lates the mTOR signaling pathway.
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