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1) Hamazaki K., Sawazaki S., Itomura M., Huan M., Shibahara N., Kawakita T., Kobayashi S.,
and Hamazaki T.: No effect of a traditional Chinese medicine, Hochu-ekki-to, on antibody
titer after influenza vaccination in man: a randomized, placebo-controlled, double-blind
trial. Phytomedicine 14: 11-14, 2007.

Abstract: BACKGROUND: It was shown that a traditional Chinese medicine, Hochu-ekki-to (HET), had
adjuvant effects in influenza vaccination in an animal experiment. This, however, could not be assessed in
a clinical study. METHODS: Thirty-two healthy subjects were randomly assigned to two groups (control
and HET groups) in a double-blind manner. HET subjects (n=17) took 7.5 g of HET/day for two weeks;
control subjects took the same amount of indistinguishable placebo. Then subjects were vaccinated
against influenza (HIN1, H3N2 and B/Shandong). Hemagglutinin titers and natural killer (NK) activity
were measured at weeks 0, 1, 2, 4, and 12. RESULTS: Antiinfluenza titers against the three viruses were
increased continuously for the first two weeks and leveled off. However, there were no significant
differences in any titers between the two groups. NK activity peaked at week 2 without any inter-group
differences. CONCLUSION: We could not find any adjuvant effects of HET in this experimental
condition.

2) Hussein G., Nakagawa T., Goto H., Shimada Y., Matsumoto K., Sankawa U., and Watanabe
H.: Astaxanthin ameliorates features of metabolic syndrome in SHR/NDmcr-cp. Life Sci.,
80: 522-529, 2007.
Abstract: Glucose and lipid metabolic parameters play crucial roles in metabolic syndrome and its major
feature of insulin resistance. This study was designed to investigate whether dietary astaxanthin oil
(ASX-O) has potential effects on metabolic syndrome features in an SHR/NDmcr-cp (cp/cp) rat model.
Oral administration of ASX (50 mg/kg/day) for 22 weeks induced a significant reduction in arterial blood
pressure in SHRcp. It also significantly reduced the fasting blood glucose level, homeostasis index of
insulin resistance (HOMA-IR), and improved insulin sensitivity. The results also showed an improved
adiponectin level, a significant increase in high-density lipoprotein cholesterol, a significant decrease in
plasma levels of triglycerides, and non-esterified fatty acids. Additionally, ASX showed significant effects
on the white adipose tissue by decreasing the size of the fat cells. These results suggest that ASX
ameliorates insulin resistance by mechanisms involving the increase of glucose uptake, and by modulating
the level of circulating lipid metabolites and adiponectin.

3) Nakagawa T., Goto H., Hikiami H., Yokozawa T., Shibahara N., and Shimada Y.: Protective



effects of keishibukuryogan on the kidney of spontaneously diabetic WBN/Kob rats. J

Ethnopharmacol., 110: 311-317, 2007.
Abstract: Keishibukuryogan, one of the traditional herbal formulations, is used clinically to improve
blood circulation. It consists of the following five crude drugs: Cinnamomi Cortex, Poria, Moutan Cortex,
Persicae Semen and Paeoniae Radix. In this study, the effects of keishibukuryogan against renal damage in
spontaneously diabetic WBN/Kob rats were examined. Oral administration of keishibukuryogan
significantly attenuated urinary protein excretion and serum creatinine levels. It did not affect body weight
loss and blood glucose levels, but it suppressed renal and hepatic weights of WBN/Kob rats.
Keishibukuryogan also reduced fibronectin and transforming growth factor B(1) (TGF-B(1)) protein
expression in the renal cortex. Furthermore, lipid peroxidation levels in both kidney and liver were
significantly lower than those of untreated control WBN/Kob rats. Urinary excretion of
8-hydroxy-deoxyguanosine was suppressed by keishibukuryogan treatment. These results suggest that
keishibukuryogan reduces oxidative stress by hyperglycemia, and that it protects renal function and
suppresses fibronectin deposition induced by TGF-B(1) production in WBN/Kob rats.

4) Terashimay., Hamazaki K., Itomura M., Huan M., Shibahara N., Kobayashi S., and
Hamazaki T.: Effect of a traditional Chinese medicine, maobushisaishinto, on the antibody

titer after influenza vaccination: A randomized, placebo-controlled, double-blind trial. J.
Trad. Med., 24: 59-66, 2007.

Abstract: Background: It was shown that a traditional Chinese medicine, maobushisaishinto (MBST),
had adjuvant effects on influenza vaccination in an animal experiment and an open trial in elderly subjects.
Purpose: To examine the adjuvant effects of MBST in a closer clinical experiment. Methods: Forty-seven
healthy subjects between 20 and 71 y of age were randomly assigned to two groups (control and MBST
groups) in a double-blind manner. The subjects in the MBST group (n=23) took 1.68g spray-dried powder
of MBST/day for two weeks; the rest (control subjects, n=24) took the same amount of indistinguishable
placebo. Then subjects were vaccinated against influenza viruses (A/HIN1, A/H3N2 and B). Serum
hemagglutination inhibition titers were measured at weeks 0, 1, 2, 4, and 12. Results: The titers against the
three viruses were increased continuously for the first two weeks and leveled off. However, MBST was
not superior to placebo in any titers. Conclusion: We could not find any adjuvant effects of MBST in this
experimental condition.

5) Nozaki K., Goto H., Nakagawa T., Hikiami H., Koizumi K., Shibahara N., and Shimada Y.:
Effects of keishibukuryogan on vascular function in adjuvant-induced arthritis rats. Biol
Pharm Bull. 30: 1042-1047, 2007.

Abstract: It is known that rheumatoid arthritis (RA) accelerates atherosclerosis. Further, the soluble form
of vascular adhesion molecule-1 (VCAM-1) is known as a predictive marker of atherosclerosis in RA
patients. We reported that keishibukuryogan, one of the Kampo formulas, improved articular symptoms
and decreased soluble VCAM-1 in patients with RA. In adjuvant-induced arthritis (AIA) rats, an animal
model of RA, it is known that endothelial function is injured by inflammation. So, we investigated the
effect of keishibukuryogan on endothelial function in AIA rats. Lewis rats were divided into control, AIA
control, and AIA with keishibukuryogan groups. The AIA with keishibukuryogan group was fed 3%
keishibukuryogan contained in normal chow. On day 25 after injection of Mycobacterium butyricum,
endothelium-dependent relaxation by acetylcholine in the ATA control group was suppressed, but it was
improved in the AIA with keishibukuryogan group. The contractions by xanthine/xanthine oxidase in both
AIA rats increased, but that in keishibukuryogan decreased compared to the AIA control group. Plasma
levels of lipid peroxide increased in the AIA control group, but keishibukuryogan decreased these levels.
Plasma levels of nitric oxide (NO) increased in both AIA groups. The expressions of endothelial NO
synthase, inducible NO synthase and VCAM-1 of thoracic aorta were investigated by western blotting.
These expressions increased in the AIA control group, but were restricted in the AIA with
keishibukuryogan group. We considered that keishibukuryogan protected the endothelial function of AIA
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Nozaki K, Hikiami H, Goto H, Nakagawa T, Shibahara N, Shimada Y: Keishibukuryogan
(Gui-Zhi-Fu-Ling-Wan), a Kampo Formula, Decreases Disease Activity and Soluble Vascular
Adhesion Molecule-1 in Patients with Rheumatoid Arthritis. Innovative Team Program in Peking
University * 21st Century COE Program in University of Toyama Joint Symposium, 2007, 6,
Beijing.
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Endothelium-dependent and -independent Vasorelaxant Action on Isolated Rat Aorta. Innovative
Team Program in Peking University + 21st Century COE Program in University of Toyama Joint
Symposium, 2007, 6, Beijing.

Shibahara N., Goto H., Nakagawa T., Hikiami H., Yanaga A., Shimada Y.: Cinnamaldehyde
Induces Endothelium-dependent and -independent Vasorelaxant Action on Isolated Rat Aorta. The
14th International Congress of Oriental Medicine, 2007. 12. Taipei, Taiwan.

Goto H., Shimada Y., Hikiami A., Mitsuma T., Shintani T., Ninomiya H., Niizawa A., Nagasaka K.,
Shibahara N., Terasawa K.: Effect of Keishibukuryogan on Silent Brain Infarction over 3 years.
The 14th International Congress of Oriental Medicine, 2007. 12. Taipei, Taiwan.

Jo M., Nakamura N., Kakiuchi N., Komatsu K., Qui M.H., Shimotohno K., Shimotohno K., Hattori
M., Goto H., Hikiami A., Shimada Y., Nakagawa T., Sakai S., Shibahara N.: Inhibitory effect of
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Congress of Oriental Medicine, 2007. 12. Taipei, Taiwan.
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