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1) Shi L., Tezuka Y., Miyahara T., Yin J., Nobukawa T., and Kadota S.: Inhibitory effect of
constituents of Bu-Shen-Jian-Gu-Tang on osteoclast-like cell formation. J. Trad. Med., 24:
19-23, 2007.
Abstract: The constituents of Bu-Shen-Jian-Gu-Tang and their inhibitory activities on osteoclast-like cell
formation were investigated. Bu-Shen-Jian-Gu-Tang was fractionated by a Diaion HP-20 column with
EtOH-H,0, and the 60% and 90% EtOH-H,O fractions showed more potent inhibitory activities on
osteoclast-like cell formation and bone resorption. Chemical investigation of these two fractions resulted
in the isolation of 11 compounds, for which the structures were elucidated based on spectroscopic analysis
and chemical reactions. The inhibitory activities of the isolated compounds on osteoclast-like cell
formation were evaluated. Among the eleven compounds, icariin (1), icarisid II (2),
2"-O-rhamnosylicariside II (3), kaempferol (8), chikusetsusaponin IVa (10) and chikusetsusaponin V (11)
showed potent inhibitory activities at a concentration of 2 1 M without toxic effects. The preventive effect
of Bu-Shen-Jian-Gu-Tang on bone loss may be due to the inhibitory activities of these compounds.

2) Li J. X., Liu J., He C. C., Yu Z. Y., Du Y., Kadota S., and Seto H.: Triterpenoids from
Cimicifugae rhizoma, a novel «class of inhibitors on bone resorption and
ovariectomy-induced bone loss. Maturitas, 58: 59-69, 2007.

3) Widyawaruyanti A., Subehan, Kalauni S. K., Awale S., Nindatu M., Zaini N. C., Syafruddin
D., Asih P. B. S., Tezuka Y., and Kadota S.: New prenylated flavones from Artocarpus
champeden, and their antimalarial activity in vitro. J. Nat. Med., 61: 410413, 2007.

Abstract: Two new prenylated flavones, artocarpones A and B (1 and 2), and seven known isoprenylated

flavonoids, artonin A (3), cycloheterophyllin (4), artoindonesianin E (5), artoindonesianin R (6),

heterophyllin (7), heteroflavanone C (8), and artoindonesianin A-2 (9), have been isolated from the stem

bark of Artocarpus champeden. Their structures were determined by spectroscopic analysis. Among the
compounds isolated, 8 had the most potent inhibitory activity against the growth of Plasmodium

falciparum 3D7 clone, with an ICsg value of 1 nmol L.

4) Win N. N., Awale S., Esumi H., Tezuka Y., and Kadota S.: Bioactive Secondary Metabolites
from Boesenbergia pandurata of Myanmar and Their Preferential Cytotoxicity against
Human Pancreatic Cancer PANC-1 Cell Line in Nutrient-Deprived Medium. J. Nat. Prod.,
70: 15821587, 2007.



Abstract: The chloroform extract of rhizomes of Boesenbergia pandurata demonstrated marked
preferential cytotoxicity against human pancreatic PANC-1 cancer cells in nutrient-deprived medium.
Bioactivity-directed investigation of this extract yielded four new secondary metabolites,
geranyl-2 4-dihydroxy-6-phenethylbenzoate (1), 2',4'-dihydroxy-3'-(1"-geranyl)-6'-methoxychalcone (2),
(1'R,2'S,6'R)-2-hydroxyisopanduratin A (3), and (2R)-8-geranylpinostrobin (4), and twenty known
compounds (5-24). Among the known compounds, (25)-6-geranylpinostrobin  (5),
(+)-6-methoxypanduratin A (6), and (2S5)-7,8-dihydro-5-hydroxy-2-methyl-2-(4"-methyl-3"-pentenyl)-
8-phenyl-2H,6H-benzo[ 1,2-b:5,4-b'|dipyran-6-one (7) were isolated for the first time from a natural
source. The structures of these compounds were elucidated using extensive spectroscopic techniques
including CD measurements. All the isolated compounds showed varying degrees of in vitro preferential
cytotoxicity against PANC-1 cells. Nicolaioidesin B (11) and panduratin A (17) were most potent, each
showing a PCjp at 2.5 uM.

5) Subehan, Zaidi S. F. H., Kadota S., and Tezuka Y.: Inhibition on human liver cytochrome
P450 3A4 by constituents of fennel (Foeniculum vulgare): identification and characterization
of a mechanism-based inactivator. J. Agr. Food Chem., 55: 10162-10167, 2007.
Abstract: Fennel, a seed of Foeniculum vulgare, is used as a culinary spice and traditional medicine. The
methanolic extract of fennel showed a characteristic of mechanism-based inactivation on erythromycin
N-demethylation mediated by human liver microsomal cytochrome P450 3A4 (CYP3A4). The present
study was conducted to identify the fennel constituent having the inhibition. Thirteen compounds have
been isolated from a methanol extract of fennel and tested for their inhibition on CYP3A4. Among them,
5-methoxypsoralen (5-MOP) showed the strongest inhibition with an ICsy value of 18.3 uM and a mixed
type of inhibition. In addition, with the preincubation time of 20 min only 5-MOP showed preincubation
time dependency; the ICsy value decreased from 18.3 uM with a preincubation time of 0 min to 4.6 uM
with a preincubation time of 20 min. Further investigation on 5-MOP showed the characteristics of
time-dependent inhibition, requirement of NADPH, lack of protecting effect of nucleophiles, and
recovery of CYP3A4 activity by the competitive inhibitor. This result suggests that the inhibitory activity
of CYP3A4 by 5-MOP was a mechanism-based inactivation. The kinetic parameter for mechanism-based
inactivation was characterized by a Ky value of 15.0 uM and a k. value of 0.098 min.
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