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1)  FREPEEE : FHAR EERRAMBES T MISE 2R (D18) . BAXEMHELEZ> 5

ORI

D Park C.H., Kim S.C., Choi M.R., Song S.H., Yoo E.J., Kim S.H., Miyashiro H., and Hattori
. M.: Anti-HIV protease activity from Rosa family plant extracts and rosamultin from Rosa
rugosa. J. Med. Food, 8: 107-109, 2005.

Abstract: To identify substances with anti-human immunodeficiency virus (HIV) activity from plant
sources, 12 extracts of Rosa family plants were screened for their inhibitory effects against HIV-1
protease. Of the extracts tested, the strongest inhibitory effects were observed in the root of Rosa rugosa
and the leaves of Prunus sargentii, at a concentration of 100g/mL. Rosamultin isolated from the root of
R. rugosa inhibited HIV-1 protease by 53% at a concentration of 100 M.

2) Ma C.M.,, Cai S.Q., Cui J.R., Wang R.Q., Tu P.F.,, Hattori M., and Daneshtalab M.: The
cytotoxic activity of ursolic acid derivatives. Eur. J. Med. Chem., 40: 582-589, 2005.

Abstract: Ursolic acid and 2a-hydroxyursolic acid isolated from apple peels were found to show growth
inhibitory activity against four tumor cell lines, HL-60, BGC, Bel-7402 and Hela. Structural
modifications were performed on the C-3, C-28 and C-11 positions of ursolic scid and the cytotoxicity of
the derivatives was evaluated. The SAR revealed that the triterpenes possessing two hydrogen-bond
forming groups (an H-donor and a carbonyl group) at positions 3 and 28 exhibit cytotoxic activity. The
configuration at C-3 was found to be important for the activity. Introduction of an amino group increased
the cytotoxicity greatly. A 33-amino derivative was 20 times more potent than the parent ursolic acid. The
28-aminoalkyl dimer compounds showed selective cytotoxicity.

3) Solis P.N., Olmedo D., Nakamura N., Carderon A., Hattori M., and Gupta M.P.: A new
lavicidal lignan from Piper fimbriulatum. Pharmaceutical Biology, 43: 378-381, 2005.

Abstract: A new lignan, 3,4,5-trimethoxy-3',4"-methylenedioxy-7,9":7',9-diepoxylignan (1) (6-[4-
(3,4-dimethoxyphenyl)-tetrahydro-furo[3,4-c|furan-1-y1]-4-methoxy-benzo[ 1,3]dioxole) together with
two known lignans, 7'—epi-sesaﬂémin (2) and diayangambin (3), and a known flavonoid, 5-hydro-
xy-7,4'-dimethoxyflavone (4), were isolated from the leaves of Piper fimbriulatum C. DC. Their
structures were assigned by a combination of one- and two-dimensional NMR techniques.
7'"-epi-Sesartemin (2) showed the highest larvicidal activity against Adedes aegypti (LCiqo 17.6pg/ml) and
weak antiplasmodial (ICsy 7.0png/ml) and antitrypanosomal (ICsy 39.0pg/ml) activities. None of the
compounds was active against Leishmania mexicana.

4) Qiu M.H., Nakamura N., Min B.S., and Hattori M.: Two new pregnanone derivatives with
strong cytotoxic activity from Pachysandra axillaris. Chemistry and Biodiversity, 2: 866-871,
2005.

Abstract: Two new, bioactive, pregnane—baséd natural products, pachysanonin (=34,11¢,12/)-12-
acetoxy-3-(dimethylamino)-11-[(3,4-dimethylpent-3-enoyl)oxy]pregnan-20-one; 1) and pachysanone
(=(11,12 f)-12-acetoxy-11-[(3,4-demethylpent-3-enoyl)oxy]pregnan-3,20-dion; 2) have been isolated
from Pachysandra axillaris. Their structures were determined by spectroscopic methods, and, in the case
of 2, by single-crystal X-ray crystallography (Figure). Compound 2 showed significant antitumor activity
against Lewis lung carcinoma (LCC) tumor cells, with an ICsy value of 0.020+0.006pg/ml, which is
equal or even lower than those of the wellknown natual antitumor agents harringtonine (0.02),
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homoharringtonine (0.15), and adriamycin (0.06ug/ml; positive control).

5) Sanugul K., Akao T., Li Y., Kakiuchi N., Nakamura N., and Hattori M.: Isolation of a
human intestinal bacterium that transforms mangiferin to norathyriol and inducibility of
the enzyme that cleaves a C-glucosyl bond. Biol. Pharm. Bull., 28: 1672-1678, 2005.

Abstract: The C-glucosyl bond of C-glucosides generally tolerates acid and enzymatic hydrolysis. Many
C-glucosides are cleaved by human intestinal bacteria. We isolated the specific bacterium involved in the
metabolism of mangiferin (2-#D-glucopyranosyl-1,3,6,7-tetrahydroxyxanthone), C-glucosyl xanthone,
from a mixture of human fecal bacteria. The anaerobic Bacterodies species named MANG, transformed
mangiferin to the aglycone, norathyriol, suggesting cleavage of a C-glucosyl bond. However, B. sp.
MANG cleaved C-glucosyl in a dose- and time-dependent manner only when cultivated in the presence of
mangiferin. Cleavage was abolished by inhibitors of RNA and protein syntheses, such as rifampicin and
chloramphenicol, respectively, indicating that the enzyme that cleaves C-glucosyl is induced by
mangiferin. In contrast, mangiferin did not affect bacterial &~ and fglucosidase activities under any
conditions. The C-glucosyl-cleavage in cell-free extracts was not altered by potent glucosidase inhibitors
such as 1-deoxynojirimycin and gluconolactone. Therefore, the C-glucosyl-cleaving enzyme
substantially differs from known glucosidases that cleave O-glucosides. This is the first description-of a
specific intestinal bacterium that is involved in the metabolism of mangiferin and which produces a novel
and inducible C-glucosyl-cleaving enzyme.

6) Sanugul K., Akao T., Nakamura N., and Hattori M.: Two proteins, Mn“, and low molecular
cofactor are required for C-glucosyl-cleavage of mangiferin. Biol. Pharm. Bull., 28:
2035-2039, 2005.

Abstract: C-Glucosides, in which sugars are attached to the aglycone by carbon-carbon bonds, are
generally resistant to acid and enzyme hydrolysis. The C-glucosyl bond of mangiferin, a xanthone
C-glucoside, was cleaved by anaerobic incubation with a human intestinal bacterium, Bacteroides sp.
MANG, to give norathyriol. A cell-free extract obtained by sonication of B. sp. MANG demonstrated
cleaving activity for mangiferin to norathyriol by adding NADH, diaphorase, and dithiothreitol. Both
high molecular weight (>10k) and low molecular weight (<10k) fractions obtained from the cell-free
extract were required for the activity. MnCl, was necessary for the activity, but other metal ions were not.
By purification of the high molecular weight fraction using DEAE-cellulose and Phenyl Sepharose
column chromatography, two fractions, designated as proteins A and B, were separated and required for
the activity. Neither protein A nor protein B alone showed any activity. This is the first report describing a
C-glucosyl-cleaving enzyme from human intestinal bacterium that seems to involve a novel enzyme
mechanism. ‘

7) Park H.J., Kurokawa M., Shiraki K., Nakamura N., Choi J.S., and Hattori M.: Antiviral
activity of the marine alga Symphyocladia latiuscula against herpes simplex virus (HSV-1)
infection in mice. Biol. Pharm. Bull., 28: 2258-2262, 2005.

Abstract: The antiviral activities of extracts from 5 species of marine algae collected at Haeundae
(Pusan, Korea), were examined using plaque reduction assays. Although the activity of a methanol
(MeOH) extract of Sargassum ringoldianum (Sargassaceae) was the most potent against several types of
viruses, it was also cytotoxic. A MeOH extract of Symphyocladia latiuscula (Rhodomelaceae) and its
fractions exhibited antiviral activities against acyclovir (ACV) and phosphonoacetic acid (PAA)-resistant
(AP") herpes simplex type 1 (HSV-1), thymidine kinase (TK") deficient HSV-1 and wild type HSV-1 in
vitro without cytotoxicity. The major component, 2,3,6-tribromo-4,5-dihydroxybenzyl methyl ether
(TDB) of a CH,Cl,-soluble fraction was active against wild type HSV-1, as well as AP* HSV-1 and TK"
HSV-1 (ICsy values of 5.48, 4.81 and 23.3ug/ml, respectively). The therapeutic effectiveness of the
MeOH extract and TDB from S. latiuscula was further examined in BALB/c mice that were cutaneously
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infected with HSV-1 strain 7401H. Three daily oral administrations of the MeOH extract and TDB
significantly delayed the appearance of score 2 skin lesions (local vesicles) and limited the development
of further score 6 (mild zosteriform) lesions in infected mice without toxicity compared with controls. In
addition, TDB suppressed virus yields in the brain and skin. Therefore TDB should be a promising anti
HSYV agent.

8) Jo M., Nakamura N., Kurokawa M., Komatsu K., Shiraki K., and Hattori M.: Anti-herpes
simplex virus activities of traditional Chinese medicines, used in Yunnan and Tibetan
provinces of China. J. Trad. Med., 22: 321-328, 2005.

Abstract: One hundred and sixty-eight traditional Chinese medicines collected in the Yunnan and
Tibetan provinces were screened for their anti-herpes simplex type 1 (HSV-1) activity by using a plaque
reduction assay using Vero cells. Of these, 24 extracts exhibited appreciable inhibitory activities against
HSV-1. They were further examined for their therapeutic efficacies in mice infected with HSV-1; mice
were infected cutaneously with HSV-1 and the extracts were orally administrated three times daily.
Among them, nine extracts of Terminalia chebula (T42), Tripterygium hypoglaucum (Y42M), and
Moghania philippinensis (Y86M), and a water extract of Tripterygium hypoglaucum (Y44H) delayed the
deveropment and progression of skin lesions. Methanol extracts of Cassia fistula (T59), and
Choerospondias axillaries (T73), and water extracts of Begonia evansiana (Y27H), Maytenus fookerii
(Y60H) and Potentilla griffithii (Y63H) showed therapeutic effects. These extacts may be candidates for
the development of anti-HSV-1 compounds.

a

1) Meselhy M. R., El-Mekkawy S., Ma C., Nakamura N., Tewtrakul S., and Hattori M.: Developing
of anti-HIV agents from natural resources. J. Trad. Med., 22 (suppl. 1) : 116-128, 2005.

2) Gao J. and Hattori M.: Metabolic activation of lignans to estrogenic and antiestrogenic substances
by human intestinal bacteria. J. Trad. Med., 22 : 213-221, 2005.
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6) *  Hattori M.: Pharmacological effects of Apocynum venetum tea for life-style related diseases.
International Conference on Chinese Medicine, 2005, 4, 1-3, Macao.
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