P I 58

N H |

BXc—109

HEHREDHEEX RENAREHDE) ARBAREESE
k2 545 A 3 0 HEE

HPEEERS 11501

MERiER - EBEHE B)

I HARS - 2008~2011

EEEES 20390050

MR ESL (130 MEEAHE I UR FLRAGEICE TS EEREREEMERHEZDORE

MEEESR (FEX) Functional role of lipid second messenger metabolizing enzyme
in cell cycle and stress response
MERKRE
%% = (GOTO KAORU)
I K - EXED - Hi%
MEEES : 30234975

WFZER R OE (Fis0) -

TN kr—A%F—F (DGK) Z7 T4 v F—F C OEBRIEEREIA 7 & %
2 HIVERE, FORERERRE & L TB-OMIaIED S VI IRE~OBEERTEE SN TWnb, =
NETHXILZ. DGK 7 A4 VHA LD 55 {FDGK (DGK ) BNEEBITY 7 F iR LENIC
FETAHZ &, 2L TT7 v MUEMERICTHEE#HA= 2 —a L OBN» bHIRE~BITLT
NP —=Y ADOPHIEBRECED S AR H D Z L EZHA LN L TE T, ABFETIZ. A RL XA
BT RIT D DGK E OFE|B L OSaEE & oBEL B Lz, TOfE. DGK C i3mint
K& LTESHMONDNABEIZSE L TT A b= A2 FHET HIRER T pbd LiEAT D
CEERRM U, EMEICBIT L DGKCIX pb3 # 37 A2 Acmil L, 7R b
— VAR EEDZENHLNE o T, —HERMRIZENT, A NV RIGEIZK AN
DGK ¢ O 1, HiaEHREE A ORBIEINC L > TV R b=V ZA&/FE S5 2 &N oo
720 LEDORERNG . DGK L ITMIaE R L OO 2 73—k A > MZEBWT, pb3 Dl
Wb > TV B ATHEMEDS R X T,

WFZERROBE (330

Diacylglycerol kinase (DGK), an enzyme that phosphorylates diacylglycerol to phosphatidic acid,
is involved in many pathophysiological cellular responses, such as cancer and apoptosis. Our
previous studies show that DGK{, which contains a nuclear localization signal, is localized in the
nucleus of hippocampal neurons but rapidly translocates from the nucleus to the cytoplasm and
disappears in the early phase of ischemia, suggesting its implication in an apoptotic process. In this
study we investigated the functional link between DGKC( cytoplasmic translocation and p53 that
acts as the hub of various stress pathways. We found that cytoplasmic DGK{ induces cytoplasmic
localization of p53 after DNA damage and suppresses p53 induction. In neurons, down-regulation
of nuclear DGKC( after excitotoxic stress leads to aberrant cell cycle reentry, which results in cell
death. These findings suggest that DGK{ cytoplasmic translocation exerts distinct effects on signal
transduction both in the cytoplasm and the nucleus.
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