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Professor of Medical Psychology
Duke University Medical Center
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Abstract

Depression is now recognized as a new and important risk factor for coronary heart disease (CHD). In
recognition of the importance of depression, the American Heart Association recently commissioned a panel of
experts to review the evidence linking depression with CHD and to provide recommendations for physicians
and other health care providers for the assessment, referral, and treatment of depression. Depression is three
times more common in patients after an acute cardiac event than in the general community and it has been
estimated that as many as one in five cardiac patients meet criteria for major depression and that an even
greater number exhibit elevated levels of depressive symptoms. Importantly, studies have shown that
depression is associated with a 2- to 5-fold increase in mortality and morbidity in patients with a variety of
CHD diagnoses including myocardial infarction, unstable angina, heart failure, and coronary artery bypass
surgery. Studies of potential mechanisms responsible for this association have identified a number of
biomarkers of risk including reduced heart rate variability (suggesting increased sympathetic activity and/or
reduced vagal activity), alterations in the hypothalamic-pituitary axis (HPA dysfunction), increased plasma
platelet factor 4 and beta-thromboglobulin (suggesting enhanced platelet activation), reduced flow mediated
dilation (indicating impaired vascular function), and increased CRP, IL-6, ICAM-1 and fibrinogen levels
(suggesting increased innate inflammatory response). Beyond what many believe to be its pathophysiological
impact on the heart, depression is associated with decreased compliance with medications and greater risk of
noncompliance to prescribed treatments such as exercise therapy. Depression reduces the chances of successful
modification of other cardiac risk factors, such as smoking and diet, and is associated with higher health care
utilization and greatly reduced quality of life. Thus, whether depression impacts cardiac outcomes directly or

indirectly, there is a critical need to screen and treat patients for depression. Although several recent

-39 -



randomized controlled trials (RCTs) have examined the impact of the treating depression in CHD patients,
there currently is no definitive evidence that treating depression improves survival. RCTs such as the
ENRICHD, SADHART, and CREATE trials have shown that while depressive symptoms can be successfully
reduced, treating depression does not necessarily improve clinical outcomes. It is recommended that future
research should seek to identify mechanisms responsible for the increased risk associated with depression,
develop novel and effective treatments to reduce depression, and evaluate the efficacy of treatment of
depression on clinical outcomes and biomarkers of risk. Thus, trials such as UPBEAT study (Understanding
Prognostic Benefits of Exercise and Anti-depressant Therapy) presently being conducted at Duke University,

may provide important insights into the value of treating depression in patients with CHD.
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Effects of Bedrock Baths for Patients with Type 2 Diabetes Mellitus (Second Report)
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The objective of this study was to investigate the effects of bedrock baths on blood and urine glucose levels
in patients with type 2 diabetes mellitus (DM). Four healthy volunteers and seven patients with type 2 DM
(including two patients with borderline DM) were included in the study. The subjects took bedrock baths (three
15-minute baths 2 days per week) for 1 year. The fasting blood glucose level, Hbu . level, blood insulin level,
urine glucose level, and body temperature were measured monthly. No significant changes were observed in
the fasting blood glucose level or Hb,. level in the four healthy volunteers. The fasting blood glucose level,
Hb, . level, and insulin resistance gradually decreased in the seven patients with type 2 DM, with significant
differences observed between the measurements obtained before and after the study period. These results

suggest that taking bedrock baths maybe useful for the management of patients with type 2 DM.
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The effect of Agaricus for type [J diabetes
o000 OO®100 002000 OCOOP000 OO0
gboogobooobodooooboobooboobbooboobboobobooboobo

We administered Agaricus for patients with type 2 diabetes mellitus, and examined the improvement effects.
As a result, a possibility of Agaricus having improved insulin resistance and assisting diabetes medical
treatment was suggested. In addition, since anti-oxidation power was going up significantly, a possibility of

reducing the influence of the active oxygen in the inside of the body was suggested.
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The purpose of this paper is to explore the psychological and physiological effect of laughter .
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Twenty healthy medical students were divided in two groups, the laughter group and the control after
informed consents. The laughter group enjoyed professional laughter-talk and the control listened medical
history. The psychological tests( POMS etc), the vital signs and biochemical tests were done before and after
the session. The psychological tests in the laughter showed significant difference (p<0.05). The vital signs did
not show the significant change. The difference after laughter were seen at NK cell activity, WBC, and platelet
counts, but it was not significant in the General Linear Model. The Laughter as positive emotional activities
using the professional laughter talk is effective especially in psychological measurement. However, the
physiological test values did not show the significant difference. Homeostasis maybe the explanation for this
results.
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Placental extract attenuates the stress-induced memory impairment in ovariectomized mice
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We have recently found that combination of ovariectomy(OVX) and chronic restraint stress (CS) causes
cognitive dysfunction and reduces hippocampal CA3 neurons in female rats and mice and that replacement of
estrogen or treatment with Ginkgo bioba extract suppresses the OVX/CS- induced behavioral and
morphological changes. In this study, we examined the effect of porcine placental extract (JBP placental extract
porcine) on the cognitive dysfunction and morphological changes in OVX/CS-subjected mice, and we found

that treatment with placental extract improved the OVX/CS-induced behavioral and morphological changes.
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Host-parasite bidirectional effect for immune-compromised host, -Parasite effect.
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The antibacterial activities of benzylpenicillin (PCG) alone or in combination with herbal medicines,
Tohki-Rikuoh-Toh (TRT) O Hotyu-Ekki-Toh(HET)and Jyuzen-Taiho-Toh(JTT), were examined against
Penicillinase (PCase)-producing organisms using an agar dilution method. All of the combinations of PCG and
herbal medicine substantially enhanced the activity of PCG against carbenicillin resistant Pseudomonas
Aeruginosa PAO2142RP"/pMG26: the minimum inhibitory concentration (MIC) value was decreased eightfold.
The susceptibility of E,coli strains harboring plasmid encoding PCasel] types U ,0, and O, respectively,
increased slightly to PCG in there combinations, whereas none of these combinations produced the effect in E.
coli with type IV PCase. Preincubation of various types of PCase with each herbal medicine induced a

reduction in enzymatic activities.
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Host-parasite bidirectional effect for immune-compromised host, -Host effect.
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A decline in the immunopotential of the host plays an essential role in the occurrence of infections with
methicillin-resistant ~ Staphylococcus aureus (MRSA) or Pseudomonas. In the present study,
mitomycinC(MMC) -treated mice with or without the infection of MRSA were used to examine the
bacteriostatic and antiinflammatory action as well as the immunopotentiating action of the promising Chinese
herbal medicine, Tohki-Rikuoh-Toh(TRT). TRT was also administered to the patients infected with MRSA.

Both basic and clinical data showed the drug to be effective in the treatment of MRSA infection.

gogg
goboooooboboboooooMRSADOOOOOOOO0O0oOOOoOOoOooDbOobOOoooooDoo
gogooobboooogoooooboboooooobobobobooooooboboboooooooboobobooo
gooobooooobboooooobooooboboooooobbooogTRTODOOO0OO0ODODOOO
gogoooobbooboogooooobooboooooooboboboooooobobooogoon

goobooooog

ooooobb 0OooobbbbOooo cavMcOoooooobobbooooooobbboooo
0000o0bDOoO0o0o00g TRTOODODO somg/kg/day DOODO0O0O0DODODOOOOOODODODOOOO
000o0ooooobobobbobbbo0O0O0o00b0bbObD0O0OOFloweytometory OO0 D ODODOOOOO
gooooooobbooooobooboooobboooobbooMMCe DO0OOO TRTOOOODOOOO
MRSAOOOOOOOOOO MRSAOOOODODDODOOOOOOOOOOOOOOOOoooDbODOOoOo
OMRSAOOOOOOOODOOOOOOOooOooOOOOOOoOooooboboooooooobobboooo
oo MMCOOOOOOooooOODOOoooooooboboobooooooobobobooooooooboDbooo
oooooobbobooo

gooooog7s0ol 0ooooooooooooboboo0ooobbo0ooobbOoOogobon TRT
525g/day 00 000 000O0O0OO0OOODODOOOOOOOODODOOOOOOODODOODDOOOOO
goodob20000 MRSADOOOOOOoOoOODODOoOOODODOoOoOoooooODbDooOooooobobooo
gogooobboooooooobooogooobooboboboooooobbobooooooboobobooo
oooobobobo0o0o0oooobbobooooouoobbooo

googog
TRTOOOO0OOO0OO0ODOODODOO0OO0O0O0O0ODODOO0O0U0bOOo0oOooooobODoOoMRSADODDOO
gooooooboooogoooon

- 100 -



O0—-3-1
OD0oooddooodboooodoo/aooodoooonoad
ObodddooddoooMAKOOOOoono
Neuronal damage after middle cerebral arterial occlusion/ reperfusion in diabetic rats and

protective effects of a water-soluble extract from culture medium of

Ganoderma lucidum mycelia (MAK)
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Diabetes Mellituk]l DM[has been shown to aggravate cerebral ischemic injury following stroke. In this study,
we analyzed the neuronal damage induced by middle cerebral arterial occlusion followed by reperfusion
O MCAO/ Rel in the brain of streptozotocin—induced diabetic rats. Furthermore, we evaluated the therapeutic
effects of daily treatment of a water-soluble extract from culture medium of Ganoderma Ilucidum mycelia
0 MAKUDO on the ischemic neuronal damage. A time course study revealed that diabetic state accelerated both
apoptotic and necrotic cell death by MCAO/ Re. Orally administrated MAK remarkably improved the
aggravated neurological deficits and cerebral injury in DM rats.
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Hypoglycemic effects of a water-soluble extract from culture medium of

Ganoderma lucidum mycelia (MAK) in type 2 diabetic mice
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Ganoderma lucidum (Rei-shi) is widely used as an alternative medicine agent to promote health and longevity. The
water-soluble extract from culture medium of Ganoderma lucidum mycelia (MAK) is prepared from a solid medium
composed of bagasse and rice bran overgrown for 3-4 months with its mycelia. In this study, we evaluate
hypoglycemic effects of MAK in type 2 diabetic mice. Oral administration of MAK to diabetic mice significantly
reduced the level of blood glucose, due to enhanced insulin sensitivity and resulted in a significant increase in the
glucose transporter-4 content in mouse skeletal muscle and adipocyte. These data suggested that MAK seems able to

promote glucose-uptake, presumably by increasing the cell surface glucose transporter.
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Studies on Efficacy of Inulin : Nutrinogenomics in OVX- Monkey Model
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In the current study we performed nutrinogenomics to evaluate efficacy of the inulin using post-menopausal
monkey model. Cynomolgus macaque females were ovariectomised to establish post-menopausal model. Inulin
was administered orally twice a day (2g/day) before feeding for 3 months. Liver and adipose tissues were
biopsied before and after the study period and used for gene expression analyses by quantitative real time
RT-PCR. In liver/adipose tissue, decrease in mRNA levels of functional genes associating with cholesterol
synthesis, and increase in those of glucose transport, and E2 synthesis were observed. These results indicated

that inulin has a potent effect to moderate post-menopausal disorders.
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Effects of sodium nitrite on brain injury induced by transient ischemia in rats
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In the treatment of acute stroke, restoration of the blood supply can reduce brain tissue damage after
reperfusion. Nitrite given immediately before or during reperfusion has been demonstrated to protect against
ischemia/reperfusion injury in heart or kidney of animal models. In this study, we examined the influence of
sodium nitrite using the rats with middle cerebral artery occlusion followed by reperfusion (MCAO/Re). Intra
venous injection of sodium nitrite immediately after MCAO decreased infarct volume and edema induced by
the transient brain ischemia. These results imply that the intake of daily vegetables may lead to the prevention

of the cerebral vascular disease.
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Analysis and Evaluation of Materials’ Action on Anti-oxidation and Anti-inflammation by Novel Assay

for Neutrophil Chemotaxis and Chemiluminescence using Thermoreversible Hydrogel
o0 0000 00%WOOoOo 00000 00000 0300 oo
goooob oDooooooboboobooooobbbboooooobobobobn

We analyzed and evaluated materials’ anti-oxidative and anti-inflammatory effects by novel assay for
oxygen radical production and migration capability of neutrophils using thermoreversible hydrogel. Whole
blood sample was mixed with luminol, and added by substances (final conc. vitamin C: O~Img/ml,
hydrocortisone: 0~10°M). Then, dispensed on each hydrogel in the tubes, emitted chemiluminescence and
migrated neutrophils were measured to compare the effects by concentrations and preincubation times of the
materials. Both vitamin C and hydrocortisone of higher concentrations inhibited chemiluminescence. The
number of migrated neutrophils was constant by concentrations of vitamin C but decreased by hydrocortisone
of higher concentrations. These results suggest that this novel assay system can be applied for screening
materials’ actions by confirming different actions to neutrophils.
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Functional Analysis and Evaluation of Vegetables’ Extracts by Application of
Reactive Oxygen Species (ROS) Production by Human Leukocytes

o0 OOYI0D0 oo'™ooo oo oo 000 oog 2?9

ggooo obooooboobooooooobobooobbobooooooboboboboboooobobobooa,
oooobobooO0o0o0ooobbboboooooobobooooo

We evaluated functional activities of vegetables’ extracts (anti-oxidative, pro- or anti-inflammatory, and
immunopotentiating activities) by application of reactive oxygen species (ROS) production by human
leukocytes in vitro. The samples examined were dispensed to each well of the microplate, and whole blood
mixed with luminol was added. Then, the responses to the stimulus were monitored in a kinetic mode and
compared by concentrations and preincubation times of the samples in the microplate reader at 3701 . All tested
samples of higher concentrations inhibited ROS, but some samples caused priming effects at the lower
concentrations.
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Practice of Sound Healing on Stress-related Disorders
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Sound Healing is a therapy that is performed by transferring amplified sound directly to the human body
through transducers embedded in a sound healing device. The effects of Sound Healing on mental and physical
symptoms for patients who have stress-related disorders were studied. Overall, there were significant
improvements in their mood and sleep. It also reveals that women are more likely to have strong effects in
Sound Healing. It is explained by the differences between men and women in their body fat rates and the
moisture content. These results conclude that Sound Healing is beneficial for patients with stress disorders,

especially for women. The future directions on the Sound Healing approach were also discussed.
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Agaricus blazei Murrill mycelia-dikaryon has estrogen-like activity and prevents vascular

damage in atherosclerosis
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We report that Agaricus blazei Murrill (4. blazei) mycelia-dikaryon powder prevents atherosclerosis via dual
roles in cell signaling. Serum oxidized low-density lipoprotein (OxLDL) levels in hyperlipidemic patients and
atherosclerotic lesions in rabbits were improved by intake of A. blazei powder. The effect of the extract on
suppression of macrophage development and on the recovery of endothelial cells from vascular damage
through their growth enhancement is likely due to the estrogen-like activity of the 4. blazei powder revealed by
gene expression profiling. These findings indicate that components of A. blazei mycelia-dikaryon are capable
of protecting the vascular system from lipid-deposition damage and of improving its recovery once the damage
has occurred.
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Effects of Mild-temperature-bed-rock-bath Therapy and of

Base-rock-mat on Chronic Heart Failure
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In the 10th Japanese society for complementary and alternative medicine of last year, base-rock-bath of
mild- hyperthermia (36-390 ) can be safely adopted to the far senior and sick persons who hold serious
sickness such as heart failure. This time, we are to report of further study including new cases of the
base-rock-therapy of mild-hyperthermia. Furthermore, we are to report of the effects of portable type of
base-rock-mat (Brand name :of “DREAMY MAT of YAMATO").
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Efficacy of Rikkunshi-to in nausea induced by auxilliary therapy for refractory

depression:A case report
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There have been a number of reports recently on the efficacy of Rikkunshi-to on nausea that was caused by
the adverse effect of selective serotonin re-uptake inhibitors (SSRI). The authors administered a small quantity
of aripiprazole (APZ), a new antipsychotic agent to a patient whose response to sertraline, an SSRI, was found
insufficient. Nausea induced by this medication was treated with Rikkunshi-to, which successfully eliminated
the condition. The example seen in the current case attests to the possibility that Rikkunshi-to may be effective

in relieving the patient from nausea provoked by APZ
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Evaluation of safety of Coix lacryma-jobi L. var.ma-yuen Stapf in rats.
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Coix lacryma-jobi L. var.ma-yuen Stapf is a grass crop that has long been used in traditional Chinese
medicine as a nourishing food. However, high intake safety tests are rare or nonexistent. We therefore
performed safety tests of coix seed extract on rats. No negative influence of the food extract on body weight,
blood analyses, urea analyses or pathological examination was indicated in acute or subacute toxicity tests. It is

therefore suggested that this food extract is safe, and is expected to be used for a variety of diseases.
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Enhanced insulin-hypoglycemic activity in rats consuming a specific

glycoprotein extract from maitake mushroom
Harry G. Preuss, MDYO OO OO ?

0 O Georgetown University Medical Center ] 0 000000000000

Intraperitoneal glucose tolerance (ipGTT) and insulin challenge (ICT) tests were implemented to evaluate
whether a glycoprotein from maitake mushroom (Grislin) enhances insulin sensitivity in spontaneous
hypertensive rats (SHR) which developed insulin resistance.

Grislin groups showed improved glucose tolerance without no elevation of circulating insulin and showed
enhances sensitivity to exogenous insulin. Thus, a Grislin should be considered as an alternative method for
improving insulin sensitivity.
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Effect of Oligonol for Peripheral Circulation
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Peripheral circulation after intake of Oligonol, a lychee-fruit-derived polyphenol processed to increase the
content of oligomers, was studied with skin thermography in human. All subjects received 50 mg of Oligonol
and placebo alternately on a different day. The skin temperature of neck, shoulder and palm area was measured
and quantified as Region of Interest (ROI) every 30 minutes up to 2 hours after intake of the sample.
Comparing Oligonol and placebo in ROI, Oligonol exerted remarkable rise of skin temperature with a
significant difference. Based on the previous studies, Oligonol is possible to enhance NO production by

regulating phosphorylation and dephosphorylation of eNOS.
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Effects of the health food containing glucosamine hydrochloride, shark cartilage extract and

methylsulfonylmethane on collagen-induced arthritis
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The effects of RAKU STEP G on type II collagen-induced arthritis (CIA) in DBA/1J mice were evaluated.
RAKU STEP G is a health food containing glucosamine hydrochloride, shark cartilage extract and
methylsulfonylmethane. In RAKU STEP G treated mice, the arthritis score was lower than that in control mice.
In addition, RAKU STEP G significantly suppressed the increase of serum cartilage oligomeric matrix protein
(COMP). These results suggest that RAKU STEP G administration is able to protect the cartilage destruction of
CIA in DBA/1J mice.
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The change of physical activity and psychological adjustment in lung cancer patients
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This study attempted to explore the change of physical activity and psychological adjustment of lung cancer
patients. The study revealed the significant change of physical activity between pre-discharge, pre-surger,
post-surgery, and post-discharge, and significant relationship between psychological adjustment and physical

activity.

goag

gobooooooobooogooobooooobbooLbbbooooboboooooobobooooo
ggooobbooooooobobooogooobobooooooobbooooobobooogo
oooobobooboooggd

goodo
oo0oo0ooO00000oooooDbOo000ooooooDoOo0o00oogoooooDoDooogon
0000000000000 0000000D0D04000000000000000000000O40
0000000000000 00000000000Ouwiaxial 000 (0000O0O0O0EX®D 00
0000) 0000000000000 00DDODOHospital Anxiety and Depression Scale (HADS) O
000000000000 O0oo0OoOOoOsSEACOOO0OOOO0O

gogg

oooobopboooge23+8.10 00040000200 000000000000 0000O0Os00
Uoooob3s318+ 1236000000050 00000001963.9+9154000000000000
Uo0ooosgoobbDbOoO4337.5+2 179120 000000000000 08994.47+ 5210.640 00O O
O000ogooossoe7o+ 1270700 0000000027803+ 134240 0000001000000
3662.1+£ 971500 1000000O0O>5226.7+ 215340 0000000000000000000000O
ooooobbo0o0o0o0ooboDbboDbDEFEA4,200=748,p<.01) DODOOO0OOOODODODOOOOOOOO
gogooobbooooooobobobooogooobooooooobbooooobobooogo
gogoooon

googog
goooboobooooooobobobooooooobobboooooobobbooooobbooboooogoo
goooobbooooooobobobooooooboboooLbbbbooooooboboobooooooo
gooomobmoboobooooooboboooooobboboooooooobooooooo
gmoogooobmooobooooooobboooooobbobobooooooobobobooooooon

- 115 -



P—B-2
OO00O00000000000000o00ododoooodnn

Relaxation effects of Thalassotherapy by the analysis of accelerated plethysmogram

o000 OO'™WOO O0OO0'™WOOoO 0OO0O'™moo Oo'*Ymoo oo%o
00 0O0*0ooooo*ooo0 oo*ooo oot

goooobooo boboboooguooobobooouooobb ooobobobo

The aim of this study is to evaluate the relaxation effects of thalassotherapy. We used a pulse analyzer and a
clinical thermometer to examine the autonomous nerve system and a psychological questionnaire to confirm
the subjective sensation. APG-index significantly decreased by the treatments, and the value decreased in
dependent manner of number of the treatment. Moreover, the score of anxiety and fatigue was changed as like a
pattern of APG-index. From these results, we speculate that thalassotherapy has a relaxation effects and

reduces an accumulative psychological fatigue and stress.
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The questionnaire survey of the bowel health and daily life of elderly people
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Dyschezia often occurs to the elderly people because of a muscular weakness and aging changes in the
nervous system. A questionnaire survey concerning bowel troubles and daily lives was done to 284 elderly
people of 60 years or more. It was clarified that 24.6% of people was constipation and 8.8% was diarrhea,
and 52.1% held bowel problems. The ratio of people with those troubles increased with the age. The relations

between bowel troubles and daily lives were analyzed.
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The curriculum about CAM in College of Nursing
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In 2005, we send the letter of request of the questionnaires about CAM in curriculum. From the analysis of
the replies from 44 of 128 colleges of nursing, it was elucidated that these colleges offered the subjects of
aroma therapy, massage, Chinese herbs and music therapy. It was demonstrated that the students of Osaka City
University of nursing were very interested in CAM (massage, aroma, acupuncture), indicating the necessity of

introduction of CAM to the nursing field.
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Headache and eye fatigue are common symptoms for women; however, safe and easy relief is not always
available. Herbal teas for headache and eye fatigue were subjects of exploratory clinical studies. 23 and 26
females suffering from headache and eye fatigue, respectively, took herbal teas twice daily for 2 weeks
following a 3-day control period. Improvements in both symptoms were observed according to VAS scale and
QOL questionnaires. Although the component herbs were quite different, both teas had a similar spectrum of
QOL enhancement.
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Menopausal symptoms bother many females. The effectiveness of an herbal tea against menopausal
symptoms was studied in an open pilot clinical study. 15 females who had been suffering from menopausal
symptoms took the herbal tea twice daily for 2 week following a 3-day control period. Changes in the
Kupperman index and other QOL scores were observed. Statistical analysis showed a QOL-enhancing effect of

the tea and a mild direct effect on the Kupperman index within 2 weeks.
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Active portion of Kothala himbutu with o -glucosidase inhibitory activity
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We studied the effect of Kothala himbutu “tea” on blood glucose and hemoglobin Alc(HbAlc) levels in
humans. Hyperglycemic patients who drank the tea prior to every meal for lor 2 weeks had lower blood
glucose than before.

One patient with hyperglycemia that was impossible to control by diet therapy drank the tea for three months
and their HbAlc-values became lower after one month.

In addition, we investigated the a-glucosidase activity site of Kothala-himbutu, and the results showed that
the soft part (white color) was 1.52 and Roots stock was 0.36u] /O L (IC50).
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The effects of fermented vegetable combination food on human health -clinical examination-
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Clinical research of fermented vegetable supplement to the person was tested. As a result, this fermented
vegetable supplement made to loosen the bowels and decrease LDL-C and the neutral fat. In addition anti-
oxidant levels increased with low level cases. Also the detoxification effect was seen in this supplement. And
the side effect was not seen in this supplement. The “fermented vegetable supplement” is suggested from above
that it is the health food which can be expected to the prevention and improvement of the lifestyle related

disease.
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Electroacupuncture ameliorates symptoms of paclitaxel-induced peripheral
neuropathy
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Peripheral neurotoxicity is one of the common side-effects of chemotherapy. Patients are sometimes unable
to complete full or optimal treatment schedules because of the development of paclitaxel-induced neuropathy.
In the present study, we evaluated the efficacy of electroacupuncture for symptoms of paclitaxel-induced
peripheral neuropathy. Eleven patients with peripheral neuropathy of hands and feet due to chemotherapy were
treated with electroacupuncture. Six times for 10mins of once a week. In this study, six acupuncture points,
such as SP9, SP6, GB34, GB39 and LV3, were adopted.

At the end point of this study we observed a significant reduction in the VAS (from 57.5 +/- 31.2 mm at the
baseline to 36.1+/-32.4 mm at the end). Of 22 feet (bilateral foot of 11 patients) examined at the beginning of
the treatment, 5 in the dorsum and 4 in the sole revealed diminished sensation. Of those with abnormal
sensation, 2 in the dorsum and 4 in the sole reversed into the normal range after completion of the treatment,
although 2 in the dorsum and 3 in the sole which were in normal range at the beginning showed abnormalities
the end of the study.

Electroacupuncture is a useful, safe and non-pharmacological alternative for treating paclitaxel-induced
peripheral neuropathy.
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Effect of glucosamine on knee osteoarthritis
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We evaluated effect of glucosamine on knee osteoarthritis using some questionnaire and X-ray findings.
Glucosamine might provide relief from knee osteoarthritis symptoms.

Moreover, glucosamine might effect on joint space width by ingestion over 6 months.
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The Effect of Sei-tai Treatment on Chronic Knee Pain : A Case Report
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We have investigated the effects of Sei-tai treatment for human’s health. Here, we report the case of a
middle-age woman volunteer who has been presented with chronic bilateral knee pain. The volunteer was
diagnosed with rheumatoid arthritis 20 years ago and had no experience of Sei-tai treatment in Yokohama
Sei-tai Ryojutsuin. After Sei-tai treatment, the intensity of the pain scaled by Visual Analog Scale (VAS)
dramatically decreased. This result suggests that Sei-tai treatment in Yokohama Sei-tai Ryojutsuin has some

potential to relieve the chronic knee pain.
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On the benefits of Lipid Excretory System for Slimming
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Benefits of “Lipid Excretory System” for slimming were studied. We employed seven measures for slimming
(boundary lengths of waist, hip, thigh and upper arm, body fat percentage, cross-sectional area of visceral fat
and body weight) as well as the level of ketone analogs in urine as a marker for fat metabolism. Improvements
in slimness was observed for eight of the nine persons tested and it was shown that “Lipid Excretory System” is

a non-invasive and safe method for slimming by activating fat metabolism.
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Pycnogenol® suppresses the Toll-like receptor 4-mediated ADRP expression in macrophages
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Adipose differentiation-related protein (ADRP) is highly expressed in macrophages and human
atherosclerotic lesions. The present study demonstrated that the Toll-like receptor 4-mediated ADRP
expression was suppressed by Pycnogenol® (Pyc) in macrophages. Lipopolysaccharide (LPS) enhanced the
mRNA and protein of ADRP and lipid-droplet formation in RAW264.7 cells, all of which were suppressed by
Pyc. The mechanisms of Pyc effect on the ADRP expression involved, 1) suppression of LPS-induced,
Ets/AP-1-mediated enhancement of ADRP promoter activity, 2) suppression of the LPS-induced expression of
inflammatory cytokines such as IL-6, IL-1a and IFN-3, which could, in turn, stimulate the ADRP expression.
Pyc suppressed enhancer activity of AP-1 and NFxB, but it did not eliminate DNA binding of these factors,
indicating that Pyc might modulate the transactivation process of these factors. Based on these results, it is
implicated that Pyc could be useful for prevention of atherosclerosis.

0 Disclosurel] Pycnogenol® was generously provided by Horphag Research Ltd (Le Sen, France). There is no
conflict of interest.
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This study was conduced to examine the anti-obesity effects of dietary fiber with L-carnitine and BCAA
(branched-chain amino acid) on animals and humans. After 4 weeks administration, anti-obesity effects were
confirmed in animals which were fed dietary fiber with L-carnitine and BCAA. In humans, the weight

reduction was confirmed after 2 weeks.
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1-deoxynojirimycin content and alfa glucosidase inhibitory activity of silkworm powder from

which use in the future can be expected in complementary and alternative medicine
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1-deoxynojirimycin (DNJ) content and o -glucosidase inhibitory activity of silkworm powder from which
use in the future can be expected in complementary and alternative medicine (CAM) were investigated. The
powders were extracted with 75% ethanol. The content of DNJ in the extracts was measured using HPLC. The
inhibitory activity for pig liver crude enzyme was using 4-Nitrophenyl-0 -D-glucopyranoside as substrate.
DNI content in silkworm powder was higher than it in mulberry powder. The inhibitory activity of silkworm
powder was higher than those of mulberry and green tea powder. These results suggested that silkworm powder
from which use in the future can be expected in CAM.
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*Yatsunami et al. : J Nat Med 62:63-66 (2008) **Tanaka et al.: Antiviral Res 72:1-9 (2006)
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Antiobesity and antidiabetic effect of polyphenols from Acacia meamsii Bark
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Polyphenols have been reported to reduce body weight. We have investigated the effect of polyphenols from
Acacia meansii Bark (AP) using KK Ay mice, a model of obesity and type 2 diabetes. As a result, AP inhibited
body weight gain and decreased plasma concentrations of glucose and insulin. In addition, AP downregulated
the expression of genes related to fat synthesis and accumulation, while upregulated the expression of a gene
related to energy expenditure in liver. These findings suggest that AP displays beneficial effects in the

treatment of obesity and diabetes.
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Capability of nucleoprotein for scavenging oxygen free radical and its mechanism
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We have reported that nucleoprotein (NP) suppresses the progression of arthritis in Human T cell Leukemia
Virus Type I transgenic (HTLV-1 Tg) mice in a dose-dependent fashion and it is suggested the decrease of
oxidative stress. The purpose of this study is to clarify the anti-oxidative capability of NP in vivo and in vitro
and to identify the scavenging oxygen radical species. Serum reactive oxygen metabolite (ROM) in HTLV-Tg
mice with/without NP and biological anti-oxidative potential (BAP) in NP were measured by Free radical
electron evaluator (FREE). Identify of scavenging free radical species (ROM) was determined by Electron Spin
Resonance (ESR). Serum ROM in NP diet HTLV-1Tg mice decreased significantly comparing with that in
nonNP one. BAP increased in NP-dose dependent manner. Nucleoprotein scavenged nitric oxide (NO) and
singlet oxygen, but not superoxide anion and 1,1-diphenyl-2-picrylhydrazyl (DPPH). These results suggest
that NP plays as an anti-oxidant and scavenged NO and singlet oxygen.
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Chemopreventive effects of Tabebuia avellanedae as natural original source against AGE

induced carcinogensis and its analysis
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It has been reported that a history of diabetes is associated with an increased risk of liver, colorectal,
pancreatic, and an other cancersl] although there is no clear explanation for this increased risk. ~When proteins
are exposed to including sugars, such as glucose, they undergo non-enzymatic glycation and oxidation. The
ultimate result of non-enzymatic glycation and oxidation of protein is the formation of advanced glycation end
products (AGEs). AGESs concentrations can be markedly elevated in diabetic patients as a result of sustained
hyperglycemia. As the test, SENCAR mice were initiated with single dose of 100 p g HAGE and promoted
with 1y g TPA twice a week for 20 weeks. In the current work, ursolic acid and traditional plant, Tabebuia

avellanedae ext. were examined to their inhibitory effect against HAGE induced carcinogenesis.
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Activation of mouse spleen cell by garlic lectin protein
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0 e examined the immunomodulatory effect of garlic lectin on the mouse spleen cells and discussed the
immunopotentiating mechanism. [*’H]thymidine incorporation into spleen cells treated with the garlic lectin and
the lectin treated cell viability increased compared to untreated control cells. The garlic lectin induced IFN-y
in the spleen cells, and maximum enhancement was observed at 36h with 0.25mg/ml of the lectin. An
enhancement of IFN-y mRNA gene expression was observed which was correlated with the protein level of
IFN-y released in the media from the spleen cells treated with the lectin, indicating the up-regulation of the
IFN-y through a transcription level. Pharmacological inhibition studies suggested that tyrosine kinase, PI3
kinase and p42/44 MAPK pathways may be involved in the garlic lectin induced signal transduction in mouse

splenic cell activation.
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White Rice with Blend of Whole Grains / A New Style of Principal Food
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We investigated contents of minerals & vitamins and an index of oxidative DNA damages in milled rice,
un-milled rice, and other whole grains. White rice with blend of whole grains seems to be reasonable for the

health especially in terms of nutritional balance and prevention of metabolic syndrome.
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Natural Seasoning Made by Grains and Fish Acts as an Umami Enhancer and an Antioxidant
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L-cysteine (Cys) and Glutachione (reduced form, GSH) are known to produce a “KOKU?” of taste. Natural
seasoning made by whole grains and fish, Natural Cook™", attenuated a degradation of both Cys and GSH in

chicken meal paste. An oxidative marker of DNA (80HdG/dG) was also attenuated dose-dependent manner.
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anti-oxidization activity and angiotensin I-converting enzyme (ACE)

inhibitor activity by samon milt extract
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Recently, the activated oxygen occurred from the external factors such as smoking, stress, etc., is
acknowledged as a causes of the lifestyle-related disease. Moreover, since increasing in the tendency of
suffering from hypertension (high blood pressure), the attempt to prevent this disease by food is aimed. In this
study, salmon milt extract was investigated. Anti-oxidation ability of the salmon milt extract was observed
using P-carotene degradation method. In addition, effect of the salmon milt extract on the hypertension
treatment was examined by measuring of inhibition activity on Angiotensin-Converting Enzyme (ACE). The
results suggested that the salmon milt extract had anti-oxidation effect (concentration-dependent) and also had
inhibition activity on the ACE.
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Usefulness of mild-temperature bed-rock-bath as a new hyperthermia therapy

- Concerning the effects especially in advanced cancer remedying —Second Report-
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In the 10th Japanese society for complementary and alternative medicine of last year, bed-rock-bath of mild-
hyperthermia(36-390] ) can be safely adopted to the far senior and sick patients who hold serious sickness such
as cardio-vascular diseases, and malignant diseases.

This new concept of therapy was effective as an adjuvant therapy as well as an independent therapy for the
advance cancer. This time, we are to report of long-term prognosis of the patient furthermore, and of
therapeutic evaluation of new cases of the bed-rock-bath therapy of mild-hyperthermia.

Of the 15 patient with advanced cancer, with proper, consistent therapy, CR 2, PR 6, MR 2, NC 1 and PD 4

as for now.
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Immersion in hot spring improves cardiovascular functions in patients with chronic heart failure
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The beneficial effects of balneotherapy in patients with chronic heart failure (CHF) were studied. We measured
brain natriuretic peptide and asymmetric dimethylarginine and evaluated left ventricular ejection fraction,
cardiothoracic ratio and brachial-ankle pulse-wave velocity in 26 patients with chronic heart failure divided
into the balneotherapy group and control group. Although heart rate and CTR did not change, clinical symptom
and LVEF improved and mean blood pressure, BNP, ADMA and PWYV significantly decreased. These results
suggested that repeated immersion in a hot spring improves peripheral vascular endothelial function, thus

leading to improvement of clinical activity and symptoms in patients with CHF.
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The scientific inspection about the effect of "REIKI"

By blood circulation checkers and the salivary amylase measurement
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"REIKI" can expect curative effect as energy therapy physically mentally. We examined blood circulation of
"REIKI" and influence on stress with blood circulation checkers and salivary amylase sensing device. The
blood circulation was improved by "Reiki", and the volume of the salivary amylase has decreased. "REIKI"

thought that there were blood circulation improvement and a relaxation effect.

gooooo
gooooobooo,0oogooobooogoooobbobbbbooouooobobobboooooo
goo,0oooboobobob, 0000000 boboob0ob00obo0obo0obobobobo
gooooobboobooo,00ogooobobobboooooobbooooooooon

uogooooaad

obo1o0o0o3s0oooo 33+ 7sg0ooooboo,0oooobbo0ooooooobbooooon
gooooboobbob BCCOOO 3000 70000 417+ 157000000000,0000000
gboooboobooooo,0ooo0oboobbooboo0oboobbooobooobbooooboo
go,00oobobooogoooobobobooo

goag
BCCOOODODOODOOOODO,00o0o0oOoODoDbObO0o0o0ooooDbDbOooooooDbbA+tOOOO
ooGoooooboooooo, b0 o0 YOUOUOODDODOOOUOOODDOOOOOODOD
ooood nsegob Byoooooooop<o0IIDO0O000OobODODO0O0OOoobbbOO0OO
000000 accelerated plethysmogram(APG)index 0,0 DO OO0 145+ 00000 3483000000
ogododp<O001O00,000obobObO0O0O00oobbObOobO0o0o0obobObbooooooobbo
Oo0o0O0O000ooO4iekKu/LOOOOO 156eKU/LODOOOOOOODODOP<0.03[

goag
goooooo,0coo00goobooooo,0oogobboooooobobbbooooooono
ggooooobooogoooooboboobooooooo,bbbbooooooboboooogo
goooobooobbooboooobooogoooboboooogoo,0booooooobbbooo
ggoooobbbooogooooobboooogoo

goag
gooboooo0ooooooboo,0co0o0o0oobbboboooooooboo

- 139 -



P-G—4
0000000 NeniOOOOOOOOOOOOODDDDODOOOOOOO

Possibility of noni juice, the fermentation liquid of fruit of noni(Morinda Citrifolia), an

evergreen shrub, as a functional supplement.
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A growing number of people have become interested in the medicinal uses of noni juice, made from the fruit
of Morinda Citrifolia of the South Pacific Islands of Tahiti and Hawaii. It is not known in detail whether noni
juice also has beneficial biological effects for Japanese people or not.

Our research has shown that oral intake of noni juice for 9 months lowered the levels of bilirubin in the
serum of a patient suffered from constitutional jaundice for more than 20 years. The data have also shown that
oral ingestion of noni juice for 3 months normalized hepatic function of function, as judged by decrease in
the activities of y -glutamyltranspeptidase, glutamic-oxalo- acetic transaminase and creatine phosphokinase

and neutral fat in the serum of patient suffered from fatty liver.
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Usefulness of Processed Rice with Brown Rice Extracts on Serum Cholesterol Level
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y -Oryzanol has been reported to decrease the serum cholesterol level. In the present study, we examined the
effects of processed rice enriched with brown rice extracts (test diet) on the serum cholesterol level. The study
subjects took the test diet three times a day for 30 days, and blood samples were taken before and after the test
diet period. Compared with the initial baseline level, the total cholesterol (TC) level decreased significantly
after the 30 day test diet period. Subanalyses showed that subjects with a baseline TC level greater than 200
mg/dL showed significantly lower TC levels on day 30, but subjects with a normal TC level did not show any
significant differences. Therefore, it is suggested that the test diet enriched functional components has a
possibility to adjust the serum cholesterol level instead of the hypocholesteremic statins. A diet rich in brown
rice extracts could be beneficial as a functional food to lower cholesterol.
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Effects of Tablets Containing Astaxanthin and Crocetin on Asthenopia and Accommodation
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We examined the effects of intake of tablets containing astaxanthin and crocetin on asthenopia and
accommodation function. An open-label study of 15 healthy male subjects with asthenopia revealed a
significant increase in mitotic response and improvement of subjective symptoms associated with reduction of
accommodation function after 28 days of intake. This finding suggested that tablets containing astaxanthin
and crocetin may ameliorate asthenopia , the decrease in accommodation function and the subjective symptoms

associated with aging.
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Functional evaluation of Suiritsuukaigen
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Suirituukaigen is natural herb mixture which has been used for many years in China and Japan. But, there
are few reports about that’s function. So, we evaluated that’s function. As a result, we suggested Suirituukaigen

may have enlarged prostate restraint action and SOD-like activity.
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Clinical Study of Dietary Supplement Including Serenoa Repens
in Japanese BPH Patients
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For a long time, the serenoa repens was used for treatment of BPH (Benign prostatic hyperplasia) in Europe.
But there are few clinical study about the Japanese BPH patients. This time, we confirmed the clinical study
with serenoa repens.

As a result, we suggested intake of serenoa repens for 8 weeks is effective and safety in Japanese BPH

patients.
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Challenge of Dietary Intervention for Individuals With Hypercholesterolemia
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Dietary intervention for individuals with hypercholesterolemia is important to prevent metabolic syndrome.
We have been challenged for dietary intervention to care 155 individuals with hypercholesterolemia. Materials
were 537 volunteers for clinical study to establish a new health care system, who have been examined 130 lists
of convenient and detailed laboratory blood tests every 3 months. By the examinations, 155 individuals were
diagnosed as having hypercholesterolemia. We interviewed them and checked their life styles including dairy
diets. If there were some problematic behaviors, we gave some advises to improve their dietary behaviors
according the results of the blood tests. After the first counseling, many individuals showed improvements of
hypercholesterolemia with a statistic difference. This indicates efficacy of dietary intervention. We will show

our challenges for dietary intervention.
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Antioxidant effect and detoxification effect for combination and independent in Taheebo,

Mulberry lobe and Champignon
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In this study, we performed combination and independent to relate to antioxidant effect and detoxification
effect for Thebe, Mulberry lobe and Champignon and decided to review this mechanism. Dosage assumed it
500mg/kg /0.3ml and performed prior administration for three weeks. The antioxidation action performed
AAPH and the SOD-activity measurement. About detoxification effect methods, we analyzed the following
ingredients than blood and urine. It is thought that this combination removes internal dirt than antioxidation

action and detoxification effect.
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