#xKc—19

FEMREBREEX (BEHRERDE) ARARRESE
PRk 2 44 54 1 8 BHUE

HEAES : 13701
MEiER  EBEEC
FZEHARE - 2009~2011
RREES 21500348
MERERL (F0X) #HEJ ) 7HEEEHRRERFEERENEOERRNICE T 580 & ERkE
D fiEEA
HZEEREL (FEX) Up-regulationof glial cell |ine—derived neurotrophic factor by newly
synthesized cyclopentenone derivatives: Studies on cellular
mechanisms /n vitro and effectiveness /n vivo
MEKERE
EH ¥F (Hirata Yoko)
I BB KZE - T2 - AHIS
MEEES : 50271523

MR OEE (Fns0) -

HEEE O MBICHEBE L7 2= F 427 a7 ) UiBEIR (GIF-0642, GIF-0643) 1% C6
AT 27U 7 A R SkeA R R 2R ] -7 &l &2 O SREE RF DR B A B SRR N &
MAP ¥ —EBREOFE L DX T —ED ) Vb ETLE L=, B4 F 1k GIF-0642 %= &Rk L
pull-down 7 v & A IEIZ L Y GIF-0642 23 MAP ¥ —BRED > 7 F N0 FIZEET 50 E 5
e LR, ALAWH Raf ICEHEEES T D Z 8RB I, —hH, 7==1F 4 rnm
RUT ) AEED in vivo \IZBIT HEEMEICOWT GIF-0642 Z~ 7 ZADIEHENIZE S L,
RT-PCR {EIZ & 0 Fli 4 OMRRREN TR BUC RIE TR Z R L7203 GIF-0642 |32 2 /R S 72
Mmole, G%, bEWMOERS &, BAIOHE, EIEREOREET 5,

WFFERE SO EE (32 30) . Newly synthesized (arylthio)cyclopentenone derivatives (GIF-0642,
GIF-0643) suppressed manganese—induced apoptosis in PC12 cells by inhibiting caspase
activation and cytochrome ¢ release from mitochondria. GIF-0642 and GIF-0643 were also
neuroprotective against oxidative stress—induced cell death in mouse hippocampal HT22
cells and C6 glioma cells. GIF-0642 and GIF-0643 bound to peroxisome
proliferator-activated receptor—y (PPARy) and activated PPARy-RXR heterodimers.
Furthermore, these compounds induced gene expression of GDNF, BDNF and nerve growth factor
(NGF) in C6 glioma cells. GIF-0642 and GIF-0643 stimulated phosphorylation of various
signaling molecules in the MAP kinase pathway. We synthesized biotinylated
(arylthio)cyclopentenones to study direct interaction between various signaling
molecules in the MAP kinase pathway and chemical compounds using a pull-down assay. The
results suggest that (arylthio)cyclopentenones directly bind to Raf molecule. On the
other hand, intraperitoneal administration of GIF-0642 in mice failed to stimulate
neurotrophic factors such as GDNF, BDNF, and NGF in the brain. Further study is required
to determine the effects of (arylthio)cyclopentenones on the expression of neurotrophic
factors 7n vivo. These include dosage of chemical compounds, solvents for dissolving
chemical compounds to use, and the method of administration.
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