


was induced by OGD (5, 15, 45 min) or NMDA (10 uM) treatment, and was evaluated by measuring
propidium iodide (PI) uptake. Levels of apoptotic marker proteins, B-cell lymphoma 2 (Bcl-2) and
phosphorylated-Bcl-2 (p-Bcl-2), in the OHSCs were measured as indices of biochemical neuronal cell
damage by Western blotting. Berberine (5, 25 uM) or the NMDA antagonist MK-801 (25 uM) was added
to the medium 30 min before OGD or NMDA treatment. OGD time-dependently increased PI uptake of
the OHSCs. Both berberine (5, 25 uM) and MK-801 (25 uM) significantly inhibited PI uptake at 24 h after
45-min OGD treatment and PI uptake in OHSCs exposed to NMDA for 24 h. OGD treatment also
significantly increased the level of p-Bcl-2 but not that of Bcl-2 or glyceraldehyde-3-phosphate
dehydrogenase (GAPDH) in OHSCs. Berberine (5-25 uM) significantly suppressed the OGD-induced
increase of p-Bcl-2 level in OHSCs when tissue was exposed to the alkaloid prior to OGD or
simultaneously with OGD. These findings suggest that berberine has protective effects against ischemic
damage in mouse OHSCs and that the effects are at least partly mediated by suppression of Bcl-2
phosphorylation.

2) Tohda M., Hang P.N.T., and Matsumoto K.: Developmental changes in serotonin 2C receptor
mRNA editing in the rat cerebral cortex and primary cultured cortical neurons. Biol. Pham.
Bull. 32, 289-92; 2009.

Abstract: Serotonin 2C receptor (5-HT2CR) mRNA has been reported to receive editing at 5 nucleotide
positions (named sites A-E) which are located inconsecutively on the nucleotide sequence encoding the
2nd intracellular loop of the receptor protein. To clarify the physiological role of 5-HT2CR mRNA
editing, we investigated developmental changes in editing frequencies at sites A-E in the rat cerebral
cortex and primary cultured cortical neurons. The editing at sites A and B increased in parallel with the rat
brain development and reached a plateau of 80-100% frequency at postnatal days 1-3. Although editing
frequency at site C was low compared to those detected at other sites except site E during a developmental
period, it reached the maximal value of 30% during a first 7-d period after birth and then decreased
gradually to the negligible level at PN49. Site D exhibited almost constant susceptibility (about 60%) to
editing, while no editing at site E was occurred during rat brain development. Similar changes during
development in editing frequencies at these sites were observed in primary cultured cortical cells during
the cultivation period. These findings indicated that editing sites A-D on 5-HT2CR mRNA have different
susceptibility and that the frequencies at these sites are not always constant during development.

3) Yokozawa T., Lee Y.A., Zha, Q., Matsumoto K., and Cho E.J.: Persimmon oligomeric
proanthocyanidins extend life span of senescence-accelerated mice. J. Med. Food. 12,
1199-205; 2009.

Abstract: The anti-aging activities of persimmon oligomeric proanthocyanidins (POPs), reported to
improve life span and behavioral characteristics associated with the aging process, were investigated
using the senescence-accelerated mouse (SAM) P8, which is a good model for studies on aging-related
behavioral changes as well as life span. We demonstrated that the administration of POPs extended the life
span of SAMPS. In addition, POPs elevated Sirt1 expression, which is recognized as an essential factor for
life span extension in the brain. On the other hand, the administration of POPs did not induce stereotypical
behaviors such as rearing, jumping, and hanging from the lid of a cage, whereas food restriction increased
these frequencies without a significant change in motor function. The present study suggests a promising
role of POPs as anti-aging agents to extend life span, although further studies elucidating their anti-aging
mechanisms acting are needed.
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Tohda M., Monrudee S., Kobayashi N., Hang P.T.N., Suksamrarnm S., and Matsumoto K.:
y-Mangostin: an antidepressant candidate with an inhibitory effects on G-protein coupling
receptor's activity and a facilitatory effect on BNIP-3 mRNA expression. The 8th NRCT-JSPS
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