#kxXc—19

HEARBBAER (HENREGIE) HRARBES
VR 2 44 5 H 2 9 HHUE

HEES : 14401

MEiER - ERHE (A)

FZEHARE - 2009~2011

FEES:21247032

MRFEER FIX) BEERFOHELRE MBI FLRGEA D =X LA

WZeiERE4 (EX) Novel functions of nuclear transport factors: stress-response
mechanism of cell nucleus

MERERSE
JH 157 (YONEDA YOSHIHIRO)
KBRKRZ - Eantgaetizesl - Hi
MEELZES 80191667

PR B OMEEE (Fns0) -

ik K fimportin al 2 R A Y T, Bk 2 22 A b L A2 U CTEENEERE L 72 importin o DFRE
FHONCTHZEE2HE LTI R DT, A PV ASMH T TENIZEFR L /zimportin o
X, 7u~<~FUDNALFHEERH L TWAD Z ERbho 7Tz, importin a3 EEPICERE Lz KkEE%
Bt U=z W T~ A 7 a7 LA L TN L, BEERRE AR R On-& 5T
STK35 (serine/threonine kinase 35)IZ% H L7, 7 o ~F U ibRiBic kv, A M LRSS
T Cimportin a23STK358 (s F O 7 1 E— % —fEll IZHEMT 5 2 LR S iz, BNICE
& L 7zimportin a3, STK35i&x -3 ELZ #iHi L. non-apoptotic cell deathiZBi5-3 % Z & %
SN LTz, BLED X ST, importin a?® 4 < #H LUWMERE DR RIZ DR DR G BT,

WFFERRR DBRE (FE30)

Various cellular stresses induce the nuclear accumulation of importin a. However, it is
unknown whether accumulated importin o performs roles in the nucleus. In this study,
we found that nuclear-retained importin o2 binds with DNase I-sensitive nuclear
component(s) and exhibits selective up-regulation of mRNA encoding Serine/threonine
kinase 35 (STK35). Chromatin immunoprecipitation and promoter analysis demonstrated
that importin a2 binds to the promoter region of S7TK35 and accelerates its transcription.
Furthermore, constitutive overexpression of STK35 proteins enhances
caspase-independent cell death under oxidative stress conditions. These results reveal
that nuclear-localized importin a2 influences gene expression and contributes directly to
cell fate outcomes including non-apoptotic cell death. This is the first evidence showing
that importin o has novel functions other than nuclear protein import in the nucleus.
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