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1)  EREERM: RATBEXWEF#GR SEOEEELZERT S 3BERQMmAK”. TERM
BEOT-OHDOEFEZEAM | mAREBMEE, 80-87, WFidim, HE, 2006.

ORERX N
1) Hussein G, Goto H., Oda S., Sankawa U., Matsumoto K., and Watanabe H.:

Antihypertensive Potential and Mechanism of Action of Astaxanthin Ill. Antioxidant and

Histopathologival Effects in Spontaneously Hypertensive Rats. Biol. Pharm. Bull., 29:
684-688, 2006.

Abstract: We investigated the effects of a dietary astaxanthin (ASX-O) on oxidative parameters in
spontaneously hypertensive rats (SHR), by determination of the level of nitric oxide (NO) end products
nitrite/nitrate (NO,-/NO;3-) and lipid peroxidation in ASX-O-treated SHR. Oral administration of the
ASX-0 significantly reduced the plasma level of NO,-/NOs- compared to the control vehicle (p<0.05).
The lipid peroxidation level, however, was reduced in both ASX-O- and olive oil-treated groups. We also
analyzed the post-treatment effects of ASX-O on the vascular tissues by examining the changes in the
aorta and coronary arteries and arterioles. The dietary ASX-O showed significant reduction in the elastin
bands in the rat aorta (p<0.05). It also significantly decreased the [wall: lumen] aerial ratio of the c;)ronary
arteries. These results suggest that ASX-O can modulate the oxidative condition and may improve
vascular elastin and arterial wall thickness in hypertension.

2) Takaya Y., Shintani T., Tahara E., Tsukioka Y., Moriyama K., Nakao K., Matsuda H.,
Niizawa A., Ninomiya H., Goto H., Shimada Y., and Terasawa K.: Association of
remnant-like lipoprotein particles cholesterol with "oketsu'" syndrome. J. Trad. Med., 23:
147-150, 2006. '

Abstract: For the purpose of developing novel anti-hepatitis C virus (HCV) agents from natural

resources, 93 Yunnan crude drugs were screened for their inhibitory effects on RNA-dependent RNA

polymerase (RnRp) of HCV. Although 71 methanol extracts and 50 water extracts inhibited HCV-RnRp
by more than 50% at a concentration of 50ug/ml, the majority of them contained a high percentage of
tannins. However, methanol extracts of Plumbago zeylanica (branch), Maytenus fookerii (leaf) and

Huashidancha (Y61, branch and leaf), and water extracts of Potentilla griffithii (whole plant) and Salivia

yunnanensis (underground part), having 1Cs values of less than 10 pg/ml, showed less than 10% tannin

content. In addition, from a methanol extract of Tripterygium hypoglaucum (root bark),
demethylzeylasteral was isolated as a strongly inhibitory substance against HCV-RnRp.

3) Jo M., Nakamura N., Kakiuchi N., Komatsu K., Qui MH., Shimotohno K., Shimotohno K.,
and Hattori M.: Inhibitory effect of Yunnan traditional medicines on hepatitis C viral
polymerase. J. Nat. Med., 60: 217-224, 2006.

Abstract: For the purpose of developing novel anti-hepatitis C virus (HCV) agents from natural
resources, 93 Yunnan crude drugs were screened for their inhibitory effects on RNA-dependent RNA
polymerase (RnRp) of HCV. Although 71 methanol extracts and 50 water extracts inhibited HCV-RnRp
by more than 50% at a concentration of 50ug/ml, the majority of them contained a high percentage of
tannins. However, methanol extracts of Plumbago zeylanica (branch), Maytenus fookerii (leaf) and
Huashidancha (Y61, branch and leaf), and water extracts of Potentilla griffithii (whole plant) and Salivia
yunnanensis (underground part), having ICs, values of less than 10 pg/ml, showed less than 10% tannin
content. In addition, from a methanol extract of Tripterygium hypoglaucum (root bark),
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demethylzeylasteral was isolated as a strongly inhibitory substance against HCV-RnRp.

4) Minamizawa K.,Goto H.,Ohi Y., Shimada Y., Terasawa K., and Haji A.: Effect of
d-Pseudoephedrine on Cough Reflex and Its Mode of Action in Guinea Pigs., J. Pharmacol.
Sci., 102:136-142, 2006.

Abstract: d-Pseudoephedrine (PSE) is one of the main ingredients of Ephedrae herba. Although PSE is
widely applied for patients with a common cold and upper respiratory inflammation as a decongestant, the
effects of PSE on cough have never been reported. In this study, we investigated the antitussive effects of
intraperitoneal injection of PSE on the cough reflex induced by microinjection of citric acid into the
larynx of guinea pigs. PSE decreased the number of cough reflexes dose-dependently (-18.3 +/- 5.0% at
20 mg/kg, P<0.05; -41.1 +/- 7.2% at 60 mg/kg, P<0.01). Furthermore, PSE (60 mg/kg) increased the
threshold intensity for inducing fictive cough by electrical micro-stimulation of the nucleus tractus
solitarius (+72.7 +/- 8.4%, P<0.01). On the afferent discharge of the superior laryngeal nerve, PSE
suppressed the increases of amplitude and frequency when stimulated by citric acid at laryngeal mucosa.
These results demonstrate that PSE possesses an antitussive effect that might be derived from both central
and peripheral actions.

5) Minamizawa K., Goto H., Shimada Y., Terasawa K., and Haji A.: Effects of Eppikahangeto,
a Kampo Formula,and Ephedrae herba Against Citric Acid-Induced Laryngeal Cough in
Guinea Pigs. J. Pharmacol. Sei., 101:118-125, 2006.

Abstract: To evaluate the efficacy of three common antitussive Kampo formulas, eppikahangeto (EPP),
bakumondoto (BAK), and shoseiryutogomakyokansekito (SGM), a new cough model of guinea pig was
used, which could specifically induce a laryngeal cough by microinjection of citric acid solution into the
larynx. Kampo extract was dissolved in water and the animals were given access ad libitum for 3 days,
and then the number of coughs during 10 min was counted. EPP extract decreased the number of coughs
dose-dependently (0.3% extract, -22.9 +/- 6.6%, P<0.01; 1.0% extract, -32.4 +/- 5.5%, P<0.01). BAK
extract and SGM extract had no significant effect. Intraperitoneal injection of codeine (60 mg/kg) also
decreased the number of coughs (-36.1 +/- 9.1%, P<0.05). Furthermore, Ephedrae herba (EH) extract
reduced the number of coughs (-18.3 +/- 6.0%, P<0.05), but the extract of EPP without EH did not. These
results suggest that EPP has an antitussive effect against laryngeally-induced cough in guinea pigs, and
the crucial herbal medicine is EH.

6) Imanishi N., Andoh T., Mantani N., Sakai S., Terasawa K., Shimada Y., Sato M., Katada Y.,
Ueda K., and Ochiai H.: Macrophage-Mediated Inhibitory Effect of Zingiber officinale
Rosc, A Traditional Oriental Herbal Medicine, on the Growth of Influenza A/Aichi/2/68
Virus. Am. J. Chin. Med., 34: 157169, 2006.

Abstract: The inhibitory effect of Zingiber officinale Rosc (ZOR), an Oriental traditional herbal
medicine, on the growth of influenza A/Aichi/2/68 (Aichi) virus was investigated in Madin-Darby canine
kidney (MDCK) cells. Direct addition of ZOR (0.1 approximately 100 microg/ml) to the infected cells did
not have any inhibitory effect. However, the ZOR-induced conditioned medium (ZOR-CM) of RAW
cells, a murine macrophage (Mphi) cell line, exhibited an apparent inhibitory effect on MDCK cells
without cytotoxicity. In accordance with the time-dependent inhibitory effect of ZOR-CM, it has been
demonstrated that tumor necrosis factor (TNF)-alpha was gradually accumulated in ZOR-CM by the
induction of TNF-alpha mRNA expression in ZOR-stimulated RAW cells. Conversely, the inhibitory
effect of ZOR-CM was reduced significantly by the removal of TNF-alpha after the formation of an
* immune complex with anti-TNF-alpha monoclonal antibody. These data suggested that ZOR itself has no
inhibitory effect on the growth of influenza virus, but could exert its effect via macrophage activation
leading to production of TNF-alpha. » ‘
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7) Kato A., Higuchi Y., Goto H., Kizu H., Okamoto T., Asano N., Hollinshead J., Nash RJ., and
Adachi L.: Inhibitory Effects of Zingiber officinale Roscoe Derived Components on Aldose
Reductase Activity in Vitro and in Vivo. J. Agric. Food Chem., 54:.6640-6644, 2006.

Abstract: Ginger (Zingiber officinale Roscoe) continues to be used as an important cooking spice and
herbal medicine around the world. Scientific research has gradually verified the antidiabetic effects of
ginger. Especially gingerols, which are the major components of ginger, are known to improve diabetes
including the effect of enhancement against insulin-sensitivity. Aldose reductase inhibitors have
considerable potential for the treatment of diabetes, without increased risk of hypoglycemia. The assay
for aldose reductase inhibitors in ginger led to the isolation of five active compounds including
2-(4-hydroxy-3-methoxyphenyl)-ethanol (2) and 2-(4-hydroxy-3-methoxyphenyl)ethanoic acid (3).
Compounds 2 and 3 were good inhibitors of recombinant human aldose reductase, with ICs, values of
19.2 +/- 1.9 and 18.5 +/- 1.1 microM, respectively. Furthermore, these compounds significantly
suppressed not only sorbitol accumulation in human erythrocytes but also lens galactitol accumulation in
30% of galactose-fed cataract rat model. A structure-activity relationship study revealed that the
applicable side alkyl chain length and the presence of a C3 OCHj; group in the aromatic ring are essential
features for enzyme recognition and binding. These results suggested that it would contribute to the
protéction against or improvement of diabetic complications for a dietary supplement of ginger or its
extract containing aldose reductase inhibitors.

8) Hussein G., Sankawa U., Goto H., Matsumoto K., and Watanabe H.: Astaxanthin, a
Carotenoid with Potential in Human Health and Nutrition. J. Nat. Prod., 69: 443-449, 2006.

Abstract: Astaxanthin (1), a red-orange carotenoid pigment, is a powerful biological antioxidant that
occurs naturally in a wide variety of living organisms. The potent antioxidant property of 1 has been
implicated in its various biological activities demonstrated in both experimental animals and clinical ‘
studies. Compound 1 has considerable potential and promising applications in human health and
nutrition. In this review, the recent scientific literature (from 2002 to 2005) is covered on the most
significant activities of 1, including its antioxidative and anti-inflammatory properties, its effects on
cancer, diabetes, the immune system, and ocular health, and other related aspects. We also discuss the
green microalga Haematococcus pluvialis, the richest source of natural 1, and its utilization in the
promotion of human health, including the antihypertensive and neuroprotective potentials of 1,
emphasizing our experimental data on the effects of dietary astaxanthin on blood pressure, stroke, and
vascular dementia in animal models, is described.

9) Yanaga A., Goto H., Nakagawa T., Hikiami H., Shibahara N., and Shimada Y.:
Cinnamaldehyde induces endothelium-dependent and -independent vasorelaxant action on
isolated rat aorta. Biol. Pharm. Bull., 29: 2415-2418, 2006.

Abstract: The vasorelaxant effect of cinnamaldehyde, one of the major oil components in Cinnamomi
Cortex, was studied using isolated rat aorta. Cinnamaldehyde at final concentrations of 1 mM to 1 mM
showed dose-dependent relaxation of the rat aorta contracted by treatment with prostaglandin F2alpha,
norepinephrine or KCI. In addition, cinnamaldehyde relaxed prostaglandin Fao-precontracted aortic rings
with endothelium and without endothelium, with the latter being significantly less sensitive than the
former. Relaxation induced by cinnamaldehyde with endothelium was significantly inhibited by
NG-nitro-L-arginine methyl ester (L-NAME), while nonselective cyclooxygenase inhibitor
~ (indomethacin), B-adrenergic receptor blocker (propranolol), an inhibitor of phosphodiesterase
(theophylline), a delayed rectifier K+ channel blocker (tetraethyl ammonium chloride), or an
ATP-sensitive K+ channel blocker (glibenclamide) did not reduce the relaxation induced by
cinnamaldehyde with endothelium treated by L-NAME. Conversely, aorta pretreatment with L-NAME
and theophylline increased the relaxation by cinnamaldehyde significantly compared to aorta
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pretreatment with only L-NAME. Furthermore, cinnamald\ehyde significantly inhibited Ca2-+-induced
contraction. These results suggested that the vasorelaxant effects of cinnamaldehyde were derived from
both endothelium-dependent and -independent effects. Endothelium-dependent relaxation is affected by
nitric oxide, and one of the mechanisms of endothelium-independent relaxation is thought to be
influenced by the blocking of Ca>* channels.

10) Nozaki K., Hikiami H., Goto H., Nakagawa T., Shibahara N., and Shimada Y.:
Keishibukuryogan (gui-zhi-fu-ling-wan), a kampo formula, decreases disease activity and
soluble vascular adhesion molecule-1 in patients with rheumatoid arthrltls Evid. Based
Complement Alternat. Med., 3: 359-364, 2006.

Abstract: An increasing death rate due to cardiovascular disease in patients with rheumatoid arthritis
(RA) has been reported. Keishibukuryogan (KBG) is a traditional Chinese/Japanese (Kampo) formula
that has been administered to patients with blood stagnation, e.g. thrombotic disease and atherosclerosis.
The objective of this study was to evaluate the efficacy of KBG on disease activity and endothelial
dysfunction in RA patients. Sixteen RA patients were enrolled and administered KBG (12 g per day) for
12 weeks in addition to continuing other drugs. The disease activity of RA was assessed by modified
disease activity scores for 28 joints (DAS28). Plasma levels of adhesion molecules, soluble E-selectin
(sE—selectin), soluble intercellular adhesion molecule-1 (SICAM-1) and soluble vascular cell adhesion

“molecule-1 (sVCAM-1) were evaluated. C-reactive protein (CRP), inflammatory cytokines (IL-1p, IL-6
and TNF-a) and lipid peroxide (LPQO) were also evaluated. Fourteen patients completed the study. The
disease activity of RA, tender joint count, swollen joint count and DAS28 decreased significantly. Among
adhesion molecules, only sVCAM-1 decreased significantly. LPO also decreased significantly, whereas
CRP and inflammatory cytokines remained unchanged. These results suggest that KBG has insufficient
anti-inflammatory or immunomodulating effect but does have a beneficial effect on articular symptoms
and a protective effect against endothelial dysfunction in RA patients.

11)  Yokozawa T., Satoh A., Nakagawa T., and Yamabe N.: Attenuating effects of wen-pi-tang
treatment in rats with diabetic nephropathy. Am. J. Chin. Med., 34:-307-321, 2006.

Abstract: Wen-pi-tang is a Chinese prescription used traditionally as a medicine to treat moderate renal
failure. In this study, we used rats subjected to subtotal nephrectomy and streptozotocin injection to
examine the effects of wen-pi-tang on diabetic nephropathy. Wen-pi-tang was administered at a dose of
50, 100 or 200 mg/kg body weight/day for 15 weeks. Diabetic nephropathy is one of the most serious
chronic complications of diabetes mellitus, and renal dysfunction is reflected by proteinuria, decreased
creatinine clearance (Ccr) and increased serum urea nitrogen and creatinine (Cr) levels. Wen-pi-tang
treatment for 15 weeks resulted in significant reductions of blood glucose and serum urea nitrogen levels,
while proteinuria, Cer and serum Cr levels did not change significantly. Wen-pi-tang also lowered serum
triglyceride and thiobarbituric acid-reactive substance levels in a dose-dependent manner. Furthermore,
the disorders of the glucose-dependent metabolic pathway due to this pathological condition were
normalized by the administration of Wen-pi-tahg through decreased formation of advanced glycation
end-products in the kidney. Wen-pi-tang protected against the development of renal lesions, glomerular
sclerosis and mesangial matrix expansion, assessed by histopathological evaluation and scoring. This
study suggests that wen-pi-tang treatment could be beneficial in reducing the risk of developing diabetic
nephropathy. ‘ '

12)  REPHHL, SFER, MR B REBEZ, EHMb, BEXREE, FRES, ¥ 7,
R, REF—  EHFMRT —FOMTYV AT AL B3 EROE (4) —ERK
PWHEOMTAEIC L 2H#EE —. BT, 14: 64-69,2006.
Abstract: In the diagnosis of disease, traditional oriental medicine stresses questioning of the patient, and
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adds further observations to reach a comprehensive conclusion. Patient questioning yields
multidimensional data covering some 200 or more items, and while an ideal healthy subject, from the
viewpoint of traditional oriental medicine, preferably gives all-zero data, a disadvantage is that in the
inverse matrix analysis, the mean and standard deviation cannot be obtained in the unit space. As a
solution to those problems, this study applied the MTA methodology, using an adjoint matrix. An analysis
was made of the diagnosis of patient recognition of what are referred to as blood diseases in traditional
oriental medicine, by defining the values of all items as zero for healthy subjects and using data with
many zero standard deriations as a unit space. Accurate diagnostic results were obtained.
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