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1) Li F., He Y.M., Awale S., Kadota S., Tezuka Y.: Two new cytotoxic phenylallylflavanones
from Mexican propolis. Chem. Pharm. Bull., 59: 1194-1196, 2011.
Abstract: Two new phenylallylflavanones,
(2R,3R)-6-[1-(4'"-hydroxy-3'-methoxyphenyl)prop-2-en-1-yl]pinobanksin (1 and
(2R,3R)-6-[1-(4"-hydroxy-3'-methoxyphenyl)prop-2-en-1-yl]pinobanksin 3-acetate (2) were isolated
from a methanolic extract of Mexican propolis. Their structures were elucidated with spectroscopic
analysis. Both compounds (1, 2) exhibited preferential cytotoxic activity against PANC-1 human
pancreatic cancer cells in a nutrient-deprived medium with the concentration at which 50% cells died
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preferentially in NDM (PCsg) values of 17.9 uM and 9.1 uM, respectively.

2) Tezuka Y., Morikawa K., Li F., Auw L., Awale S., Nobukawa T., Kadota S.: Cytochrome
P450 3A4 inhibitory constituents of the wood of Taxus yunnanensis. J. Nat. Prod., 74:
102-105, 2011.

Abstract: From the aqueous extract of the wood of Taxus yunnanensis, which showed cytochrome

P450 3A4 (CYP3A4) inhibition, a new isoflavan [(3S,4R)-4'-hydroxy-6,3'-dimethoxyisoflavan-4-ol

(1)], a new degraded lignin [2,3-bis(hydroxymethyl)-7-hydroxy-6-methoxy-1-tetralone (2)], and a

new lignan[(7R)-7-hydroxytaxiresinol (3)] were isolated, together with nine known lignans. Among

the isolates obtained, a-conidendrin (12) showed strong CYP3A4 inhibition with an IC50 value of

0.2 uM.

3) Zhao Q., Matsumoto K., Tsuneyama K., Tanaka K., Li F., Shibahara N., Miyata T.,
Yokozawa T.: Diabetes-Induced Central Cholinergic Neuronal Loss and Cognitive Deficit
Are Attenuated by Tacrine and a Chinese Herbal Prescription, Kangen-Karyu: Elucidation
in Type 2 Diabetes db/db Mice. J. Pharmacol. Sci., 117: 230-242, 2011.
Abstract: We investigated the effect of kangen-karyu (KK), a Chinese herbal prescription, on
cognitive deficits and central cholinergic systems of type 2 diabetic db/db mice. Seven-week-old
db/db (Y-db/db) mice received daily administration of test drugs during an experimental period of 12
weeks. At 18 weeks of age (O-db/db), the animals underwent the water maze test. Compared with
age-matched control strain mice (O-m/m), vehicle-treated O-db/db mice showed impaired learning
and memory performance. KK (100 - 200 mg/kg per day) and the reference drug tacrine (THA: 2.5
mg/kg per day) ameliorated the performance of O-db/db mice without affecting their serum glucose
level. O-db/db mice had lower levels of brain-derived neurotrophic factor (BDNF) mRNA and its
protein in the brain than O-m/m mice. Expression levels of central cholinergic marker proteins in the
hippocampus and the number of cholinergic cells in the medial septum and basal forebrain were also
significantly lower in O-db/db than in O-m/m mice, whereas no significant differences in the
expression levels of these factors and the cell number were found between Y-m/m and Y-db/db mice.
KK and THA treatment significantly reversed the down-regulated levels of cholinergic markers,
choline acetyltransferase-positive cell number, and BDNF expression in db/db mice. These findings
suggest that KK as well as THA prevents diabetes-induced cognitive deficits by attenuating
dysfunction of central cholinergic systems.

4) Tanaka K., Li F, Morikawa K., Nobukawa T., Kadota S.: Analysis of biosynthetic
fluctuations of cultured Taxus seedlings using a metabolomic approach. Phytochemistry, 72:
1760-1766, 2011.

Abstract: Fluctuations in the biosynthesis of taxoids in 1-5 year old cultured seedlings of Taxus
chinensis var. mairei were investigated using LC-IT-TOF-MS and a metabolomics approach. In the
total ion chromatogram (TIC) of the extracts, 16 prominent peaks were observed. Ten compounds
were identified by comparison of retention times and MS/MS spectra with those of reference
compounds. An additional 6 taxoids were isolated by preparative HPLC and identified by
comparison of their spectroscopic data with those reported in the literature. It was clarified that the
relative concentrations of taxoids with 4(20) double bonds are high at early stages of cultivation. On
the other hand, relatively higher amounts of 5-acetoxy taxoids oxidized at the 4- and 10- positions
and toxoids having 5(20)-oxetane rings were found at later stages of cultivation. This approach
provides practical information on the biosynthetic flow of taxoids in cultured yew seedlings.

5) Awale S., Linn T.Z., Li F., Tezuka Y., Myint A., Tomida A., Yamori T., Esumi H.,
Kadota S.: Identification of chrysoplenetin from Vitex negundo as a potential cytotoxic
agent against PANC-1 and a panel of 39 human cancer cell lines (JFCR-39). Phytother.
Res., 25: 1770-1775, 2011.

Abstract: Human pancreatic cancer is known to be the most deadly disease with the lowest 5-year

survival rate and is resistant to well known conventional chemotherapeutic drugs in clinical use.
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Screening of medicinal plants from Myanmar utilizing antiausterity strategy led to the identification of
Vitex negundo as one of the medicinal plants having potent preferential cytotoxic activity against PANC-1
human pancreatic cancer cells. Bioactivity-guided phytochemical investigation led to the isolation of
chrysoplenetin (1) and chrysosplenol D (2) as the active constituents with a PC50 value of 3.4 pg/mL and
4.6 ng/mL, respectively, against PANC-1 cells. Both these compounds induced apoptosis-like
morphological changes in PANC-1 cells. Chrysoplenetin was further tested against a panel of 39 human
cancer cell lines (JFCR-39) at the Japanese Foundation for Cancer Research,and 25 cell lines belonging to
lung, breast, CNS, colon, melanoma, ovarian, prostate cancer and stomach cancer cell lines were found to
be highly sensitive to chrysoplenetin at a submicromolar range. In the JFCR-39 panel, lung NCI-H522,
ovarian OVCAR-3 and prostate PC-3 cells were found to be most sensitive with GI50 of 0.12, 0.18 and
0.17 um, respectively. The COMPARE analysis suggested that the molecular mode of action of
chrysoplenetin was unique compared with the existing anticancer drugs.
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1) Shigetoshi Kadota, Feng Li, Yasuhiro Tezuka, Suresh Awale: Recent Trends in Propolis Research.
50th Cerebration symposium for the National Institute of Medicinal Materials (Viet Nam), April
18,2011, Hanoi, Viet Nam.

2) LiF.,Chang J.-C., Dibwe D. F., Awale S., Kadota S., Chiou R.Y.-Y.: Antioxidant and Anti-cancer
Activities of Peanut Arahypin-5 and Other Stilbenoids. 43rdAnnual meeting of the American
Peanut Research and Education Society. July 11-14, 2011, San Antonio, Texas, USA.
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